IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

Kannecap
(Candesar)
Cknao:
0iroua pevosuHda: KaHOecapTaHy UUJIEKCETHT;
1 TabneTka MiCTUTh KaHecapTaHy LuaeKceTuny 4 mr, abo 8 mr, abo 16 MT;
0ONOMIJCHI PEUOBUHU:

JIaKT03a, MOHOTIPAT; KPOXMajlb KyKyPYO3sHUH, KaJIbllil0 KapOOKCUMETHUIIIEITI0N03a,
rigpokcumnporrinienono3a, Makporon 6000, Maruiio creapart, 3ami3a okcup yepBouui (E 172).

Jlikapcbka ¢popma. TabieTku.
OCHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

mabaemxku no 4 M2: TabJIeTKH POXKEBOTO KOJIbOPY, KAICYIOBUAHOI (OpMU 3 TUCHEHHAM «C9»
3 ogHOTO 60Ky Ta rIMMO0KOI0 PO3IMOMAINbY0I0 PUCKOIO 3 iHIIOTO OOKY;

mabaemxku no 8 M2: TabJIeTKY POXKEBOT0 KOJILOPY, KAICYTOBAOHOI (OPMU 3 TUCHEHHSM «C»
ta «10» mo o6upmBa 6OKM Bifl pO3MOAiNbU0i PUCKYU 3 OOHOTO GOKY Ta PO3MOMiNbU0I0 PUCKOIO 3
iHII0TO0 GOKY;

mabaemku no 16 me: TabneTKH POXKEBOT0 KOJIbOPY, KAINCYIOBUAHOI popMu 3 TUCHEHHSM «C» Ta «11»
1o o6uaBa OOKM Bifl pO3MOMiIbY0i PUCKHU 3 OOMHOTO OOKY Ta PO3MOMIiIbY0i0 PUCKOIO 3 iHIIOTO OOKY;

®apmakoTepaneBTHYHaA Irpymna. 3acobu, 10 OiloTh Ha PeHiH-aHTiOTEeH3WHOBY CUCTEMY, IIPOCTi
aHTaroHictu petentopis anrioren3uny II. Kog ATX C09C A06.

dapmakon02iuHi e racmueocmi.
®apmakoduHamika.

Anrioten3uH Il - ronoBHMY Ba30aKTUBHUY TOPMOH PEHIH-aHTi0TEH3UH-aIbIOCTEPOHOBOI CUCTEMH, ITI0
Bifirpae pomsb y maTodisionorigunomMy MexaHi3Mi pO3BUTKY apTepianbHOI rimepTeHsii, cepiieBoi
He[0OCTATHOCTI Ta IHIINX CepleBO-CyIUHHUX 3aXBOPIOBaHb. BiH TaK0XK Biflirpa€ poJib y NaTOreHesl
OCTaTOYHOI rimepTpodil Ta ypaxeHHs opraHiB. OCHOBHI ¢i3ionoriuHi edekTn anrioren3uny II, Taki
K Ba30KOHCTPUKIIiSl, CTUMYJIALISA albAOCTEPOHY, PETysllisa COJIbOBOI0 Ta BOGHOIO TOMeOCTa3y Ta
CTUMYJISALIS POCTY KJIiTHH, BinOyBalOThCS 3 y4acTio pelentopis tumy 1 (AT)).



KaHpgecapTaHy IIUIEKCETHUII € IPOJIiIKaMHy, MPUOATHUM OJIg [IePOPaIbHOro npruiiomy. BiH IBUAKO
IIePETBOPIOETHCSA B aKTUBHY PEUOBUHY, KaHAEeCcapTaH, IUITXoM e(ipHOTO0 Tifpomi3y mifg Jyac
BCMOKTYBaHHS 3 IIIJIYHKOBO-KUIIIKOBOT'O TpaKTy. KaHgecapTaH € aHTarOHiCTOM peLenTOPiB
anrioten3uny II (APAII), cemexkTuBHUM II0A0 pelenTtopiB AT, 3i LIiTbHUM 3B’I3yBaHHSIM Ta
MIOBIIbHUM Bif'€IHAaHHSAM Bifi pelLienTopa. I7IOMy HeBJIaCTHBA aroHiCTUYHA aKTHUBHICTL.

Kanpecapras He rajabMye [Iil0 aHTi0TeH3UHIIepeTBOPIOBaIbHOTO pepMeHTy (AIID), 1110 IEPETBOPIOE
anriorensuH I B auriorensuH II i pyiinye 6papukinin. He momiueHo BronuBy Ha AII® Ta mocuneHHs
OpapuKiHiHy 4¥ Pe40oBUHU P. ¥ KOHTPOITbOBAHUX KITIHIYHUX JOCHIIXKEHHSX, ITif 9ac SKUX
TIOPiBHIOBAJIM KaHecapTaH 3 iHribiTopamu AII®, yacToTa KaIwuio 0yia HUXKYOI0 Y MallieHTiB, SKi
IpuiManu KaHuecapTaHy LuieKceTun. KaHgecapTaH He 3B’A3ye Ta He OJI0Ky€ PeLleTOPH iHIINX
rOpMOHiB a00 i0HHI KaHaNy, Mo € BaXJIMBUMU Y PETYJIsLil cepIieBO-CyAUHHOI CUCTEMU. AHTArOHi3M
0o peuenrtopis anrioteH3uny Il (AT,) npu3BOOUTE OO [H0303aI€2KHOTO 3POCTaHHS MIa3MOBHUX PiBHIB
peHiny, aHrioTeH3uHy | Ta anriotreH3uny Il, a TakoX A0 3MeHIIEHHS IIJTa3MOBO1 KOHIIEHTpaIlil
aJIb[IOCTEPOHY.

ApTepianbHa TrinepTeH3isa

[Tpu apTepianbHil rinepTeH3il KaHOecapTaH IPU3BOMUTD 10 D0303aJIEZKHOT0 i TOBTOTPUBAJIOTO
3HUAXKEHHS apTepiasbHOr0 TUCKY. AHTUTINIEPTEeH3WBHA aKTUBHICTh 3yMOBJIeHA 3MEHIIIeHHAM
CHACTEMHOT0 IIepu(pepPUYHOro OOy, IKUU He CYIPOBOAXKYETHCI PePIEKTOPHUM MiABUIIEHHAM
yacToTu cepuebuTTs. Himo He BKa3ye Ha cepii03Hy ab0 IOCHUIeHY TiOTeH3ii0 Micig IPUioMy IepIol
no3u abo Ha peakTUBHUY e(DeKT MiCs MPUNUHEHHS TiKyBaHHS.

[Ticns mpuitoMy pa30Boi 03U KaHAecapTaHy IIUJIEKCETUITY IT0YaTOK aHTUTITEPTeH3UBHOTO e(PEKTY
3a3BUYail HacTa€ NPOTATOM 2 roguH. [Ipu mocTiliHoMYy niKyBaHHI HanOinbIle 3HUXKEHHS
apTepianbHOTO TUCKY 3 OyIb-SKOI0 103010 3a3BUYail JOCATAETLCS IIPOTITOM 4 TUXKHIB Ta
MiOTPUMYETHCS IIPU AOBTOTPUBAJIOMY JIiKyBaHHI. 3TiIHO 3 JaHMMHU MeTa-aHali3y, cepengHin
momaTKoBUM edeKT mifBuilleHHS 7034 3 16 Mr o 32 Mr 1 pa3 Ha mo6y 6yB HeBenuKUM. BpaxoByouu
MiXiHOUBiOyaIbHY BapiabelnbHICTh, Y AeIKUX TallieHTiB MOXKHa O4iKyBaTu Oifbllle, HiXK cepefHil
edexkT. IIpu 3acToCcyBaHHi KaHAecapTaHy HmuiekceTuny 1 pas Ha moOy BiH 3a0e3neuye epeKTHBHE Ta
PiBHOMipHe 3HUXKEHHS apTepiaJbHOI0 TUCKY BIPOLOBXK 24 rONUH, 3 HEBEJIUKO PI3HUIIEI0 MiXK
MaKCUMaJIbHAM Ta MiHiMalbHUM e(heKTOM MIPOTSATOM iHTepBaly 4O03yBaHHS.

[Ipu 3acTOCyBaHHI KaHAecapTaHy LUAJIEKCETUIY pa30oM 3 TiAPOXJI0POTia3uioM CIIOCTEPIraeThCsa
NOJaTKOBe 3HUXKEHHS apTepialbHOTO TUCKY. [ToCUIeHN aHTUTINEPTeH3UBHUYU e(eKT TaK0OXK
Bil3HAYa€THCA, SKIO KaHecapTaH LKUJIeKCeTHUII KOMOiHyBaTH 3 aMJIOAUIIIHOM a60 (eTomUuIiHOM.

JlikapcekuM 3acobaM, 1110 67T0KYIOTh PeHiH-aHTi0TeH3UH-aIbJOCTEPOHOBY CUCTEMY, BIaCTUBUIN MEHIII
BUpaxKeHUM aHTUTINIepPTEeH3UBHUM e(eKT y MallieHTiB HETPOiAHOI pacu (dKi 3a3BHUYal CKIIaflaloTh
MIOMYJIALII0 3 HU3bKUM PiBHEM PEHIHY), HiX y IPeCTaBHUKIB iHIIUX pac. Lle TaKOX XapaKTepHO A1
KaHJecapTaHy.

KanpecapraHs mifBuillye HIPKOBUY KPOBOTIK Ta/ab0 He BIJIMBA€E Ha MIBUOKICThL TTIOMEPYISIPHOI
dinpTpanii, abo migBuiIye ii, B TOM Yac K CyOUHHUM omip Ta ¢inbrpauiiia Gpakiyis € 3HuXKeHUMH. Y
TPUMIiCAYHOMY KITIHIYHOMY OOCJIIXKEeHH] 3 y4aCTIO Nalli€HTIB 3 apTepiajbHOo rilepTeHsiero i
1ykpoBuM miabetoM II Tumy Ta MikpoansOyMiHypi€lo aHTUTiIEPTEH3UBHE JIiIKYBaHHS KaHAeCapTaHOM
IIUIEKCETUIIOM 3MEHIIIyBaJIo BUiIIeHHS anbOyMiHy 3 cedelo. Y maHuM 4ac BifCyTHi [aHi 00 BIJIUBY
KaHJlecapTaHy Ha IIPOTpecyBaHHs miabeTUYHOI Hedponarii. Y IMaLlEeHTIB 3 apTepiajibHO0
rimepTeH3i€lo, SIKi cTpaxkmanau Ha IyKpoBui miabeT Tumy II, 12-THXXHeBe NTiKyBaHHS
KaHOecapTaHOM IIMJIEKCETUIIOM Y [03i 8-16 Mr He BUSIBIISIO HETaTUBHOTO BIIJIUBY Ha
TJII0KO3Y KPOBi a00 JimigHuii mpodink.



CepliieBa HeIOCTaTHICTh

JIikyBaHHSI KaHJlecapTaHOM LIMJIEKCETUJIOM 3HUXKYE JIeTaNbHiCTh, 3MEHIIY€E PiBEeHb rocIHiTamilarii
yepe3 ceplieBy HEJOCTATHICTh Ta YCyBa€ CUMIITOMHU Y TAIli€HTIB 3 MOPYLIEHHSIM CUCTOJIIYHOI PYHKIIi1
JIiBOTO LITyHOYKa. [I03UTUBHUY BIJIMB KaHAEeCapTaHy Ha 3HMUKEHHS JIETaJIbHOCTI Bif] CEPLIEBO-
CYOIMHHUX 3aXBOPIOBaHb a00 YaCTOTY MEPIIOoi ToCIiTai3allil 4epe3 XpoHiuyHy ceplieBy HEJOCTATHICTh
(XCH) 0yB He3MiHHMM He3ajleXKHO Bifl BiKy, CTaTi Ta CyIyTHbOTO JiKyBaHHs. KaHnecapTaH OyB TaK0OX
e(eKTUBHUM Y TAIliEHTIB, IKi OHHOYACHO NpUiMany K 6eTa-010kaTopH, Tak i iHribiTopu ATID,
IIO3UTUBHUY e(PeKT AOCATaBCs He3ajleXKHO Bifl TOTO, YU IpUKMaB NalieHT iHridiTopu AII® y 1inboBin
I03i, peKOMEeHO0BaHil y KepiBHULTBI 3 miKyBaHHS. Y naiieHTiB 3 XCH Ta mopyieHHSIM CUCTONTIYHOI
GbyHKII TiBOro MITyHOYKa ((hpakilis BUKUAY NTiBOro nuryHouka < 40 %) KaHOecapTaH 3HUXKYE
CUCTEeMHUY CYOUHHUMU OIIIp Ta JIeT€eHEeBUY KalllIIPHUY TUCK, IIiABUILYE aKTUBHICTh PEHIHY Ta
KOHIIeHTpallil0 aHrioTeH3uHy Il y 1mia3mi KpoBi, a TaK0OXK 3HUXKYE PiBHI albIOCTEPOHY.

[MongifiHe 6JI0KYBAaHHS PEHiH-aHTiOTEH3WH-aIbI0CTEPOHOBOI cucTemu (PAAC)

OpHoyacHe 3acTocyBaHHS iHribiTopiB AII® i 6110KaTOPiB pelenTopiB aHrioTeH3uHy Il BUBYanMu y IBOX
IIIPOKOMACIITa0HUX PAaHIOMi30BaHUX KOHTPOIboBaHUX mociimkeHHsIX — ONTARGET (I'mo6anbHe
IIOTOYHE [IOCIi[I>KEeHHS i3 BCTaHOBJIEHHSAM KiHIIEBUX TOYOK TeJIMicapTaHy OKpeMo Ta B KoMOiHallii 3
paminpunoMm) i VA NEPHRON-D ([ocnifxeHHs HepomaTil mpu LyKpoBoMy AiabeTi, CloHCOp —
MinictepcTBo y cupaBax BeTepaHiB CIIIA). Y mocrigxkenni ONTARGET Gpanu y4acTh Nalfi€HTH i3
CepleBO-CYAMHHUM YU 11epeOpoBaCKyIIPHUM 3aXBOPIOBAHHSIM B aHaMHe3i a00 1IyKpoBuM miabetom II
THUIIY, 110 CYIIPOBOMXKYETHCS O3HAKaMU ypaXKeHHS opraHa-MiieHi. Y gocnigxesHi VA NEPHRON-D
Opanu y4acTh MallieHTH i3 IyKpoBUM Aiaberom II Tuny Ta miabeTHyHOI0 HedpomaTielo.

LIi mocmimKeHHS He BUSBUIN 3HAUYIIOTO CIIPHUSITIMBOTO BIIJIUBY Ha Pe3y/IbTaT HUPKOBUX Ta/abo
CepLIeBO-CYAVHHUX 3aXBOPIOBAHL 1 Ha JIeTaIbHICTD Bifl HUX, TOMIL K V IIOPIBHAHHI 3 MOHOTEpAIIi€0
Bil3HayaBCA MiIBUILIEHUN PU3UK PO3BUTKY TillepKaieMii, ToCTPOro ypaxkeHHsS HUPOK Ta/abo
aprepianbHoOl rinoTeH3ii. BpaxoByloun CX0XiCTh papMaKOAMHAMiIYHUX BIACTABOCTEH, 1i pe3yabTaTu
TAKO0XK 3aCTOCOBHI f0 inmmx inribitopis AII® Ta 610kaTOpiB perenTopiB anrioren3uny II.

OpHovacHe 3acTocyBaHH iHTi6iTOpiB AII® i 6710KaTOPiB perenTopiB aHrioTeH3uHY Il TpoTHUIIOKa3aHo
malieHTaM i3 miabeTuyHOI0 Hedpomnariew.

Hocnipxennsa ALTITUDE ([JocnipxKeHHS 31 BCTaHOBIEHHSIM KiHIIEBUX TOYOK CEPLIEBO-CYOUHHUX
3aXBOPIOBaHb Ta XBOPOOU HUPOK IPU 3aCTOCYBaHHI aliCKipeHy y XBOpUX Ha 1yKpoBuii giaber II Tumy)
OyJI0 IPOBENEHO OJ151 BUSBIEHHS ITO3UTUBHOT0 eEeKTY Bifl JOmaBaHHS aJliCKipeHy [0 CTaHIapTHOI
teparil inribitopamu AII® abo 610KaTOpaMu pPelenTopiB aHrioTeH3uny Il marieHTaMm i3 IyKpoBUM
niaberom II TUIY Ta XPOHIYHUM 3aXBOPIOBAHHSIM HUPOK, CEPIIEBO-CYIMHHUM 3aXBOPIOBAaHHAM abo 3
HasIBHICTIO 000X 3axBopioBaHb. Lle mocmigKeHHs 0yJI0 IPUNIMHEHO paHille y 3B'3Ky 3 MigBULIEHUM
pu3uKoM nobiuHux peakuii. CMEPTHICTH Bif CEPIIEBO-CYIMHHUX 3aXBOPIOBaHb Ta BUMAIKH
BUHUKHEHHS iHCYNbTy Oy/IM 4acCTilIMMU B I'PYIi anicKipeny, HiX y rpymi miane6o, OBiOMIEHHS PO
mo0iuHi peaxirii, 30KpeMa Impo cepro3Hi mobiuyHi peakiril (rimepkanmiemis, apTepianbHa TimoTeH3is Ta
NopylIeHHs QYHKIll HUPOK), Oy/IK YacTiluMK B TPYI ajlicKipeHy, HiX y rpymi maie6o.

dapmakoKiHemuxka.

AGcopO11is Ta po3momin

[Ticnig mepopalbHOTO 3aCTOCYBaHHS KaHOecapTaHy LUJIEKCETUII IEPEeTBOPIOETLCSA Ha aKTUBHY
PEYOBUHY KaHpecapTaH. AGcomoTHa 6iomocTynHicTh TabneTku cTaHOBUTE 14 %. CepenHs miKoBa



KOHIIEHTpAllig y cupoBatii KpoBi (C,,,) mocAraeThCs Yyepe3 3-4 TOOUHU IiCs TPUUoMy TabIeTKH.
KonnenTpauil KaHfecapTaHy B CHPOBATII KPOBi 3pOCTAIOTh JIiHIMHO 3 MiABUINEHHSM 03 y MeXax
TepaneBTUYHOI fo3u. PisHuI y papMaKoOKiHEeTHIIi KaHecapTaHy, sika 6 Oyya MoB’s3aHa 3i CTaTTIO, He
crocTepirasnocs. [IpuiioM iXi He Ma€e CyTTEBOTO BIIJIUBY Ha TaKUil MapaMeTp KaHAecapTaHy SK IJIoa
i KpUBOIO «KOHI[eHTpallisd B cupoBaTLi — 4ac» (AUC).KaHgecapTaH 3Ha4HOIO MipOI0 3B’SI3YETHCA 3
6inkamu mra3mu (6inmeine 99 %). BuguMuii 06’eM po3nofiny KaHmecapTaHy cTaHOBUTH 0,1 /KT,
BiogocTynHicTh KaHOeCapTaHy He 3aJ€XKUTh Bifl BAKUBaHHS 1XKi.

Biotpancdopmariisi_ Ta BUBEIEHHSA

KaHpecapTaH rojoBHUM YMHOM BUBOAUTHCS y HE3MIHEHOMY BUTJIAAL i3 CeYero Ta XKOBYIO 1 j1ulile
HEBEJIHKOI0 MipOI0 BUBOTUTHCS IIIsIX0M medinkoBoro Metabornizmy (CYP2C9). HasiBHi
OOCIIIXXEeHHS B3a€MOil BKa3yloTh Ha BifcyTHiCTh BruBy Ha CYP2C9 ta CYP3A4. Ha
mifgcTaBi maHUX in vitro He 04iKyeThCs B3aEMO[IIl in vivo 3 mpemapaTaMu, MeTaboi3M SKux
3aeXuTh Bif i3opepmenTiB rutoxpomy P450 CYP1A2, CYP2A6, CYP2C9, CYP2C19,
CYP2D6, CYP2E1 a6o CYP3A4. Yac KiHIleBOT0 HalliBBUBe[leHHS KaHAecapTaHy CTaHOBUTh
npubnusno 9 rogud. ITicns mpuitomy OaraTopa3oBUX O03 aKyMYyJIsIlis He BinOyBa€eTHCS.

3arajbHUM MJ1a3MOBUIM KITipeHC KaHecapTaHy CTaHOBUTHL MPuOIKU3HO 0,37 MJI/XB/KT, @ HUPKOBUMI
KiipeHc - npubnusHo 0,19 mn/xB/Kr. BuBeneHHs KaHOecapTaHy HUPKaMU BilOyBaeThCs SK IIJITXOM
TJI0MepyIsapHoi GinmbTpalii, Tak i akTUBHOI TyOy/apHOI cekpeltil. ITicns mpuiioMy mepopabHOl 1031
"“C-MapKOBaHOro KaHAecapTaHy IUIEKCETUITy IPUOIU3HO 26 % H031 BUBOMUTLCS i3 Cedero y BUTTIAMI
KaHOecapTaHy Ta 7 % - y BUTTIIi HEAaKTHBHOT'0 MeTaboJIiTy, xo4a npubau3Ho 56 % mo3u
BUSBIISIOTHCS Y PeKamisix y BUrnsagi KaupecapTany ta 10 % - y BUTTIAi HEaKTUBHOTO MeTa0OoJIiTY.

dapmMakoKiHeTHKa B 0COOIMBUX KaTEropisgx mallieHTiB

B oci6 nmitHbOrO BiKY (Bif 65 pokiB) C,,., Ta AUC KaHgecapTaHy mifBuineHi mpubau3no Ha 50 % Ta
80 % BigmOBigHO MOPIBHAHO 3 MOJOgUMHU Cy0’eKTaMu. [IpoTe peakilis apTepiaJbHOTO TUCKY Ta
YaCcTOTa BUHUKHEHHS Mo6iyHuX e(DeKTiB € 0qHAKOBUMH IIiCJIs IPUAOMY BCTAHOBIIEHOI 03U
nikapchbKoro 3acoby Kaungecap y Mologux MalieHTiB Ta 0cib TiTHLOTO BiKY.

Y malieHTiB 3 HUPKOBOI HEOCTAaTHICTIO Bifl IETKOTO [0 ITIOMIpPHOTO CTyIeHS TSIKKOCTIi MOPiBHSHO 3
nanieHTaMy 3 HOpMaIbHOI HUPKOBOW (yHKIi€, C, .. Ta ACC KaHOecapTaHy HiABUIIYBaIXCS i 9ac
OaraTopa30Boro npuiioMy f03 npubausHo Ha 50 % Ta 70 % BignmoBifHO, IPOTe MOKa3HUK Nepiony
HalliBBMBEJEHHS 3a/IUIIaBCad He3MiHHUM. BigoBigHi 3MiHYU y MAIli€HTIB 3 TAXKKO0K HAPKOBOIO
HEJO0CTaTHICTIO cTaHOBUIU pubnmu3Ho 50 % Ta 110 % BimmoBigHo. KiHlleBul nepioy HaniBBUBEIEHHS
KaHflecapTaHy OyB mpuOIM3HO TOJBOEHNH V MAIIEHTIB 3 TIKKO0I0 HUPKOBOIO HENOCTATHICTIO.
[Toxka3uuk AUC kaHOecapTaHy y IallieHTiB, siKi mepeOyBaloTh Ha reMofianisi, 6yB momiOHUM [0 TOTO,
II0 CIIOCTEPIraBCs y MALi€HTIB 3 TAXKKO HUPKOBOIO HENOCTATHICTIO.

Y 2 mocnmigxeHHsX, 00KMOBa 3 SKUX BKIIIOYA/IH MAI[iEHTIB 3 JIETKOIO Ta MIOMiPHOIO IMEeYiHKOBOIO
HEeIOCTATHICTIO, criocTepiranocs 30ineineHHs cepenuboi AUC KaHmecapTaHy nmpubausHo Ha 20 % B
omHOMY mociimkeHHi Ta Ha 80 % B iHmomy (guB. po3min «I1o6iuni peakitii»). [TocBimy
3aCTOCYBaHHA ITALllEHTaM i3 TIXKKO ITeUYiHKOBOK HEJOCTaTHICTIO HEMaE.

KniniuHi xapaKTepuCTHKH.

Iloka3aHHs.



JIikyBaHHS eCeHIlialbHOI TilepTeH3il y JOpPOoCIuX.

JIikyBaHHS DOPOCTIMX TalliEHTIB i3 CepIieBOl0 HeMOCTAaTHICTIO i MOPYIIIEHHSIM CUCTOJIIYHO1
(GyHKIII JTiBOTO IMIIyHOUYKa ((paKilis BUKUAY JTiBOro HITyHOUYKa < 40 %) mpu
HelepeHoCcuMOCTi iHTi6iTopiB aHTioTeH3UHIIEPEeTBOPIOBaNbHOTO hepmeHTy (AIID) abo 5K
IoOaTKOBa Tepalis Ao JiKyBaHHS iHTibiTopamu AIT® y XBOpHX i3 CUMIITOMaMHU CEPIIEBO]
HEe[OCTaTHOCTi, He3BaXKaluM Ha ONTHMaJbHY Tepallilo, IPU HEepPeHOCUMOCTi aHTaroOHiCTiB
PerenTopiB MiHEPaIOKOPTUKOILIB (IuB. po3minu «Crmocid 3aCTOCYBaHHS Ta [O3U»,
«OcobIMBOCTI 3aCTOCyBaHHA», «B3aeMofiis 3 iHIIMMU TiKapChbKUMM 3aco0aMu Ta iHIIi BUAU
B3aeMofiii» Ta «PapMakKoguHaAMiKa»).

IIpomunoka3aHHsA.

l'inepuyTnuBicTh 00 Oyab-IKOTO KOMIIOHEHTA IIpemnapary.
Ts2kKa IeyiHKOBa HEOOCTAaTHICTL Ta/abo xoJecTas.
[IUTI9ny BIK.

OpHo4YacHe 3aCTOCYBaHHS KaHAecapTaHy 3 IIperapaTaMy, 110 MIiCTATh ajliCKipeH,
IIPOTUIIOKA3aHO MallieHTaM, XBOPUM Ha ITYKPOBUH fiabeT Ta MallieHTaM 3 ypaXKeHHSIM HUPOK
(mBuOKicTh Ky0ouKOBOI GinmbTpariil < 60 mi/xs/1,73 M°) (ouB. po3ainu «B3aeMonis 3
iHIITMMY JTiKapChKUMHU 3acobaMu Ta iHII Buou B3aeMopii» Ta «®apMakoguHaMika»).

B3aemodis 3 iHwuMu snikapcobkumu 3acodbamu ma iHwi eudu e3aemoditi.

Ilo pe4oBUH, SKi BUBYAIH y KITiHIYHUX (PapMaKOKiHETUUHUX JOCITiIXKEeHHIX, HalexXaTb
rigpoxJiopoTia3uf, BapdapuH, JUTOKCHUH, IIepopasbHi KOHTPAIeNITUBY (a caMe:
eTUHiNecTpaion/ IeBOHOPrecTpen), ribeHKnamin, Hipeaumnin Ta eHananpui. He 6ynu
BUSIBJIEH] HigKi KJTIHIYHO 3HAUyIi (hapMaKOKiHETUYHI B3a€EMO[il 3 IUMU JIiIKapChKUMU
3acobamu.

OmgHouacHe 3aCTOCYBaHHS i3 Kanifi30epirarounMmu miypeTukaMu, ;o6aBKaMH KaJlilo,
3aMiHHHMKaMU COJIi, 10 MiCTSTh Kalill Ta iHIIUMU JIiIKapChKUMU 3aco0amMu, SKi MOXYTh
MigBUINYBaTU PiBEeHB Kasilo (remapuH TOIO), MOXKe MPU3BECTHU OO IIigBUILEHHS PiBHS KaJlilo B
CHAPOBaTLi KPOBi. PeKOMeHIyeThCA KOHTPOJIb PIBHSA KaJlilo Y IJ1a3Mi KpPoBi (IUB. po3ain
«Oc0bOIMBOCTI 3aCTOCYBAHHI»).

[Tig yac cymyTHBOTO IIpUtoMYy JiTito 3 inribiTopamu AII® moBigoMisisiocs: mpo 060POTHE
30inbIeHHS KOHIIEHTPAIIH JIiTifo B CUPOBATII KPOBi Ta TOKCHYHICTh. [ToiOHUY eheKT MoxKe
BUHUKHYTHU 3 aHTArOHiCTaMU pelelTopa aHrioTeH3uHy I, 0TKe, MPOTIroM CyIyTHHOTO
IIPUIOMY PEKOMEHAYETLCSA PeTEeIbHUN MOHITOPUHT PIiBHIB JIiTit0 B CUPOBATI] KPOBI.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI aHTaroOHICTIB pellenTopa aHTrioTeH3uHyY Il 3 HecTepolIHUMHU
IPOTU3ANAJbHUMU ITperapaTaMy (HalpuKiIa, celeKTUBHUME iHTibiTopamu COX-2
(IMKTIOOKCUTEHa3H), alleTUICATTIIIAIIOBOI0 KUCIIOTOI0 (> 3 r/mo0y) Ta HeCeNeKTUBHUMU



HCII33) Moxke BUHUKHYTH 0CJIa0IeHHSI aHTUTINIEPTeH3UBHOTO e(EKTY.

4K i 3 inmuMu inribiTopamu AII®, cynyTHiN IPUEOM aHTATOHICTiB pellenTopa aHTi0TEH3UHY
I1 Ta HECTEPOIAHUX MIPOTH3aNaNIbHUX 3aC00iB MOXKE MiJBUIIATY PU3UK MOTipIIeHHsS QyHKIIi1
HUPOK, BKJII0YAO4Y¥ MOXKJIUBY I'OCTPY HUPKOBY HEIOCTATHICTh, IiABUIIIEHHS PiBHS KaJlilo B
CUPOBATIIi KPOBi, 0COONIMBO Yy MAIliEHTIB 3 yKe iCHYIOUUM MOPYLUIEHHSAM (QYHKITI HUPOK.
KombiHaliito ciig 3acTocoByBaTH 3 00epeKHiICTI0, 0COOIUBO I Nalli€HTIB JIiTHHOTO BIKY.
[TamieHTH TOBUHHI OflepXKyBaTU OOCTATHIO KIJIBKICTh PIIUHY, a TAaKOXK CJIi BpaXxOBYyBaTH
He0oOXimHICTh MOHITOPUHTY QYHKIII HUPOK IIiCJIsA ITOYaTKy CYNMyTHHOI Teparrii Ta
IIEPIOOUYHOI0 MOHITOPUHTY Hafall.

ITomsiitHa G10Kaa peHiH-aHTi0TeH3WH-aTba0CTepPOoHOBOI cucteMu (PAAC) misixom
KOMOiHOBaHOTO 3acTocyBaHHS iHTi0OiTOpiB AT1®, 6;10KaTOPiB peuenTopiB anrioren3uny Il ta
aJlicKipeHy MoB's3aHa 3 OiJIbII BUCOKOIO YaCTOTOIO MOOIYHUX peaklIliii, TaKUX K apTepiaabHa
TimoTeH3is, rinepKasnieMis i 3HUKEHHS HUPKOBO1 QYHKIIi1 (y TOMY YHCIIi TOCTPO1 HUPKOBO1
HEe[0CTaTHOCTI) MOPIiBHSAHO 3 3aCTOCYBaHHSIM OJHOTO areHTa, mo aie Ha PAAC (guB. po3ginu
«[IpoTumnokasanHs», «OcoONMMBOCTI 3aCTOCYBaHHSI» Ta «PapMaKomIUHAMIKa»).

ITediampuyvHa nonyasayis

HocmigXeHHsT B3a€MO{Iii TPOBOAUINCS JIUIIE ¥ HOPOCTIHUX.

Oco6.1ueocmi 3acmocye8aHHsi.
IToositliHa 6.10Kada peHiH-aH2iomeH3uH-aab0ocmepoHosoi cucmemu (PAAC)

[CHYIOTB IOKa3Hu TOTO, 1110 OOHOYACHEe 3aCTOCyBaHHS iHribiTopiB AII®, 6110KaTOPiB
penienTopiB aHrioreH3uny Il Ta amickipeHy 30inbllye pu3uK apTepianbHOI TimoTeHs3il,
rinepkarieMii i 3HUKeHHS QYHKIIil HUPOK (Y TOMY YHUCJIi TOCTPOI HUPKOBOI HEOCTATHOCTI).
[Topgsitina 6nokaga PAAC misixoM KoMOiHOBaHOTO 3aCTOCyBaHHS iHTi6iTOPiB AT,
6J10KaTOpiB pelenTopiB aHTioTeH3uUHY Il Ta amicKipeHy TaKUM YUHOM He PEKOMEHYETHCS
(muB. po3minu «B3aemopist 3 iHITUMY TiKapChKUMH 3ac00aMu Ta iHIII BUAM B3aEMOMIIN» Ta
«DapMakogruHaMiKa»).

fAKmo 3acToCyBaHHS MOABIMHOI 6JI0KaiX BBAaXKa€ThCSI abCOMIOTHO HEOOXIIHUM, 1ie Ma€
BimOyBaTHCS TiMbKM IIif HarnsgoM (axiBig Ta 3a YMOBHM 4aCTOT'O PETEIBHOT0 MOHITOPUHTY
(GYHKIII HUPOK, eeKTPOIITIiB i apTepiaibHOT0 TUCKY.

[uri6iTopu AI1® Ta 6m0KaTOPU pelenTopiB aHrioTeH3uHy Il He i 3acTOCOBYBaTH
OJTHOYACHO MallieHTaM 3 fmiabeTUYHOI HedpomIaTieo.

INopyweHHsA pYHKUIT HUPOK

4K iy BUIIaKy 3 iHIIMMU ITpenapaTaMy, 10 iHTi0yI0Th PeHiH-aHTi0TeH3UH-aIbI0CTEPOHOBY
CUCTEMY, IIpH JiKyBaHHI JlikapcbKuM 3aco0oM KaHpecap MOKHa O4iKyBaTH 3MiHUM (QYHKIIil HUPOK Y
CXHJIbHHUX MO0 IIbOT'O IIaIliEHTIB.

[Ipu 3acTocyBaHHi JTikapchKoro 3aco0y Kanmecap y mallieHTiB 3 apTepiaibHOIO TillepTeH3ie0



Ta y Malli€HTIB, SKi MalOTh MOPYLIeHHS QYHKIII HUPOK, PEKOMEHAYEThCS IIPOBOTUTH
IIepiOgUYHUM MOHITOPUHT PiBHIB KaJlilo Ta KpeaTUHiIHY B CUPOBATL KPOBI. [JoCBif
3aCTOCYBaHHS 15 TMAlliEHTIB 3 OyXKe TIXKK0I0 a00 KiHIIeBOI CTafli€l0 HUPKOBOI
HEeJI0CTaTHOCTI (K/ipeHc KpeaTuHiny < 15 11/xB) oOMexxeHuH. [1715 TaKUX MAIliEHTIB CIIif 3
00epexkHiCTI0O TUTPYBaTU 003y KaHgecapy 3 peTelbHUM MOHITOPUHTOM apTepiaTbHOTO TUCKY.

OuiHKa CTaHy MAalli€HTIB i3 CEpPLeBO0 HEOOCTATHICTIO Ma€ BKJIIOYATHU [IEPIOJUYHI OLIHKA
GbyHKIIii HUPOK, 0COONIMBO Y MAIliEHTIB IITHHOTO BiKY Bif 75 POKIB Ta y MAI[i€HTIB 3 MOPYIIEHHSAM
GbyHK1ii HupoK. [IpoTAroM TUTPYBaHHS O03U JIiKapchkoro 3aco0y Kaumecap peKOMEHOYETHCS
MOHITOPUHT pPiBHS KpeaTHHIHY Ta KaJlito B CUpoBaTiii KpoBi. KiiHiYHI JOCTiAXKEHHS 3 y4aCTIO
IIallleHTIB i3 CepleBOl0 HEeAOCTATHICTIO He BKJII0YaJIU MAlli€HTIB i3 piBHEM KpeaTuHiHYy B CUPOBATI
KpOBi > 265 MMomb/1 (> 3 Mr/mn).

Cynymus mepanis ineibimopom AII® npu cepuesili HeOocmamuocmi

Pr3uk nmosiBu nmobiuHuX e(eKTiB, 0COOIHMBO apTepianbHOI TiloTeH3il, rinepkamieMil Ta
IIOPYIIeHHS (QYHKIIl HUPOK (BKJII09al4y rOCTPY HUPKOBY HEJOCTATHICTDH), MOXKe 3POCTHU IIPHU
3aCTOCYBaHHI KaHAecapTaHy B KomOiHatiii 3 iHriditopom AIT® (muB. po3min «ITobiuHi
peaxirii»). [ToTpitina koMOiHaris iHriditopy AII®, aHTaroHiCTy peuenTopiB
MiHEpPaJIOKOPTHUKOIMIB Ta KaHAeCcapTaHy TaKOX He PEKOMEHAYEThCA. 3aCTOCyBaHHS TaKOl
KoMOiHallil TOBMHHO MPOBOJUTHUCS i HArIAmoM ¢GaxiBIls i 3a YMOBH 4aCTOTO PETEIHHOTO
MOHITOPHUHTY (PYHKIIil HUPOK, €JIEKTPOJIITIB i apTepiaabHOTO THUCKY.

T'emooianis

[1im yac mpoBemeHHS miali3y apTepialbHUN TUCK MOXKe OyTH 0COOIMBO YYTIIUBUM 0
6mokamu AT,-pellenToOpiB BHACIIAOK 3MEHILIEHHST 06’'eMy TJla3MU Ta aKTUBallil peHiH-
aHTiOTEH3UH-aNIbIOCTEPOHOBOI cUCcTeMHU. Tomy m03y JiKapchkoro 3aco0y Kaumecap ciif 3
00epexXHiCTI0O TUTPYBATHU [JIs MAIliEHTIB, IKi mepeOyBaloTh Ha reMofiai3i, 3 peTeTbHUM KOHTPOJIEM
apTepiasbHOTO TUCKY.

CmeHo3 Hupkogoi apmepil

JlikapchKi 3aco0u, 110 BIIMBAIOTh Ha PEHiH-aHTi0TeH3WH-aJIbHOCTEPOHOBY CUCTEMY,
BKJ/II04Al0YH iHTi6iTOPY aHTiOTEH3UHIIEPETBOPIOBAIbLHOTO (hepMeHTy (AIID), MOXKYTh IiABUIYBaTH
piBeHb CEeUOBMHHU B KPOBi Ta piBeHb KpeaTUHIHY B CUPOBATIIi KPOBi y MallieHTiB 3 BOOIYHUM CTEHO30M
HUPKOBOI apTepil abo CTeHO030M apTepii EANHOI HUPKHU.

TpaHcnaaHmauisa HUPOK
[lani mpo 3acTocyBaHHsA KaHOgecapy mali€eHTaM IIiCIis mepecagkyd HUPKY BifCyTHI.
ApmepianvHa 2inomeH3iA

Y mariieHTiB i3 ceplieBOi0 HEMOCTATHICTIO ITPOTITOM JIiKyBaHHS JTiIKapChKUM 3aC000M
KaHpecap MoXke BUHUKHYTHU TiMIOTEH3id. fK OIMCaHO [JId iHIIKX IIperaparis, 110 BIJIUBAOTh
Ha peHiH-aHTi0TeH3UH-aJIbA0CTEePOHOBY CUCTEMY, BOHA TaKOXK MOXK€e BUHUKHYTHU Y MALi€HTIB 3
apTepianbHOIO TinepTeH3i€lo, SKi Mal0Th 3MEHIIEHUY BHYTPIIIHBOCYAUHHMIM 00’€M piguHH,
HaIpUKIIaf, V¥ TUX, XTO IPAUMa€E BUCOKi NO3U AiypeTuKiB. Ha mouaTKy niKyBaHHS i OyTu
00epeXHUMU Ta CJIifl HaMaraTiCh KOPUTYBATH TillOBOJIEMIIO.



AHecme3sia ma xipypeiuHi 8mpy4yaHHA

Y nanieHTiB, 9Ki IpU¥MalOTh aHTaroOHICTU aHTioTeH3uHy I, mifg yac a"ecTesil i pu
XipypriuHux BTPy4YaHHSIX MOXKe PO3BHHYTHUCS apTepianbHa TimoTeH3isd BHACTIOOK O10Kaau
PEeHiH-aHTi0TEeH3WHOBOI cucTeMHU. [lyXkKe PiiKo TimoTeH3is Moxke OYTH HACTiJIbKU TSXKKOI0, 1110
Moxke OyTH MOTPiOHO 3aCTOCYBaHHS BHYTPIITHLOBEHHOTO BBEJIEHHS piguHu Ta/abo
Ipernaparis, 1[0 HiABUAIIYIOTh apTepiaIbHUMN TUCK.

CmeHo3 aopmu ma mimpasavHo20 KaanaHa (obcmpykmueHa 2inepmpogiyHa kapdiomionamis)

4K i 3 iHIMMMY CYOUHOPO3UINPIOBAIBHUMY ITperapaTaMu, 0co0M1Bo 00epexkHUMU He0OXigqHO
OyTu IIpH JIiKyBaHHi IAIli€HTIB, AKi CTpaXkaaloTh Ha TeMOJMHAMIYHO 3HAUYIINI CTEHO3 a0OpTH
a00 MiTpabHOTO KJIallaHa, a6o Ha 00CTPYKTUBHY rinepTpodiuHy KapaioMiomaTiio.

ITepguHHul 2inepanb0ocmepoHi3m

[TarieHTH 3 IEPBUHHUM TillepaibgOCTEePOHI3MOM, K IIPaBUJIO, HE pearymTh Ha
AHTUTINEePTEeH3UBHi JTIKApChKi 3ac00u, 110 Mil0Th IIJISTXOM iHTiOYBaHHS peHiH-aHTiOTEeH3UH-
aIbIOCTEPOHOBOI cucTeMu. TOMy 3aCTOCYBaHHS JTiKapchbKOro 3aco0y Kaupmecap He peKOMEHIYEThCS.

TI'inepkaniemin

CymyTHE 3aCTOCyBaHHS liKapchkoro 3aco0y KaHpecap 3 Kaniiia0bepirarouuMu fiypeTUuKaMH,
nob6aBKaMu KaJlito, 3aMiHHUKaMH COJIi, 1[0 MiCTSATh Kasi#, abo iHIIUMH JIiKapCbKUMU
3acobamu, 110 MOXKYTh ITiOBUAIIATY PiBEHb Kaslilo (HallpuKilaf, reapyuH, KOTPUMOKCA30Jl,
TaKOXK BiIOMUH K TPUMETOIPUM/CyIb(aMeTOKCa30), MOXKe IPU3BECTHU 0 MiABUINEHHS PiBHA KaJlilo
B CUPOBATLi KPOBI y MAIli€HTIiB, AKi CTpaXkaalTh Ha apTepianbHy rinepTeHsio. Ciif npoBoauTu
KOHTPOJIb PiBHS KaJlilo y Ijla3Mi KpOBi 3a1e2KHO Biff 00CTaBUH.

Y maifieHTiB i3 cepleBO0 HEJOCTATHICTIO, Ki mpuiMaioTh KaHgecap, MOXe BUHUKHYTH
rinepkaieMisi. PeKOMeHIyeThCA NePiOgUYHUY MOHITOPUHT PIBHSA KaJlito B CUPOBATLi KPOBL.
KowmbiHatig inribiTopis AII®, Kaniit3bepiralounx AiypeTHKiB, HAIpPUKIaz, CIipOHONIAaKTOHY Ta
KaHpecap He peKOMeHAYEThCS Ta 11 CITif PO3TNISAgaTy TiJIbKY ITiCIIST PeTeNIbHOI OIliHKY
MIOTEHI[IMHUX KOPUCTI 1 pU3HUKY.

3aeanvHi g8idomocmi

Y nmatieHTiB, Ml TOHYC CyAUH Ta (PYHKIIiS HUPOK 3ajie’kaTh T'OJIOBHUM YMHOM Biff aKTUBHOCTI
PEeHiH-aHTi0TeH3WH-aTbJOCTEPOHOBOI CUCTEMH (HAMPUKIIAM, V MAI€HTIB 3 TAKKOI CEPIIEBOIO
HEeJOCTaTHICTIO i3 3aCTiiHUMU sSBUIIAaMU a00 HasIBHICTIO 3aXBOPIOBaHHS HUPOK, BKJIIOYAIOUU CTEHO3
HUPKOBOI apTepii), MKyBaHHS iHIMUMU JTiKapChKUMU 3aco0aMu, ITI0 BIIJIMBAIOTh Ha 110 CUCTEMY,
aco1il0BajIoCs 3 rOCTPOIO TillOTEH3i€10, a30TeMI€I0, OJIIrypieo y IOOAUHOKUX BUMIAKaX - 3 TOCTPOIO
HUPKOBOIO HEIOCTaTHICTI0. MOXKJUBICTh MOAiOHNX e(eKTiB He MOXKHa BUKJIIOYATH i B pasi
3actocyBanHs APAIL 4K i y BunagKy 3 Oyab-KUM iHIIUM aHTUTIIEePTEH3UBHUM IIperapaToM,
HafIMipHe 3HUKEHHS apTepialbHOT0 TUCKY Y IMAIliEHTIB 3 illleMiuyHOI0 KapAionaTieo abo
imemiuHUM 11epeOpPOBaCKYIIPHUM 3aXBOPIOBAaHHSIM MOXKe IIPU3BECTH 10 iHhapKTy MioKappa
abo iHCYTIBTY.

AHTUTiITEpPTEH3UBHA [Iis KaHIecapTaHy Moxe OyTHu IOCHIeHa MPU CYIyTHhOMY 3aCTOCYBaHHi
iHIIMX JTiIKapChKUX 3ac00iB, IKi 3HUKYIOTh apTepialbHUM TUCK, He3aJIe’KHO Bif TOTO, YU



IpU3Ha4Y€eHi BOHU SIK aHTUTINIePTeH3UBHeE JIIKyBaHHS, YU Y 3B'I3KY 3 iHIIMMU IIOKa3aHHSIMU.
Baeimuicmb

He cnip po3nounHatu 3acTocyBaHHs APAII y nepiof BariTHOCTI. [lallieHTOK, K1 II7IaHyI0Th
3aBaTiTHITH i 71T SKUX MPOOOBXKEHHS mpuitoMy APAII BBazKa€ThCs HEOOXimHUM, CITif
IIepeBeCTH Ha allbTEpPHATHBHE aHTUTINIePTEH3UBHE JIiKyBaHHS 3 HOBEOEHOI0 0e3MeK0I0
3aCTOCYBaHHS Y Iepiof BariTHOCTI. Y pa3i HacTaHHS BariTHOCTI IIpuroM APAII ciif HeraiiHO
IPUMIUHUTH i, SIKIIO MOTPiOHO, pO3MoYaTy albTePHATHBHY Tepalliio (OuB. PO3Miu
«[IpoTuioKa3aHHSI» Ta «3aCTOCYBaHHS y Iepiof BariTHOCTI abo romyBaHHS IPYIOI0»).

Y nmarieHTOoK Mmicis mepirol MeHCTpyallii moTpibHO PEryNsIpHO OIiHIOBATH MOXKIIUBICTH
BaritTHocTi. Crif HagaBaTH BifMoOBigHY iHdOpMalliio Ta BXHBATHA 3aXO0fiB, 1100 3amobirtu
PU3UKY HETAaTUBHOTO BIIJIUBY KaHAeCapTaHy y MePiof BariTHOCTI (OUB. PO3MiIH
«[TpoTunokasaHHs» Ta «3aCTOCYBaHHS y mepiofd BariTHOCTI abo rogyBaHHS T'PYAIIO»).

[TartienTaM i3 pimKiCHUMU CafKOBUMHU (JOpMaMU HEIIePEHOCUMOCTI ralakKTO3M, TaKTa3Hol
HeI0CTaTHOCTI a0o ManbabCcopOIIii TTI0K03U-TaaKTO3X He CJIif IPUUMaTH Ied JTiKapchKui 3acio.

3acmocysavns y nepiod eazimuiocmi ad6o 200y8aHHs1 2pydoio.
BazimHuicmb

Jlikapcbkui 3acib mpoTHUIIOKa3aHO 3aCTOCOBYBATH BariTHUM a0o0 XiHKaM, 5IKi IJIaHYIOTh 3aBariTHITH.
fAxkmo mig yac mikyBaHHS UM 3aC000M MiATBEPAXKYETHCS BaTiTHICTD, MOTO 3aCTOCYBaHHS HEOOXiIHO
HeralHo NMPUNUHUTY i 3aMiHUTH iHIIKM JIiKapChbKUM 3ac000M, JO3BOJIEHUM [IJIT 3aCTOCYBaHHS Y
IIepiox BariTHOCTI.

EnigeMiosioriyHi gaHi 1000 pU3UKY TEPATOTE€HHOTO BIJIMBY BHACJIIIOK 3aCTOCYBaHHS
inri6iTopis AIT® mpoTsrom I TpuMecTPy BariTHOCTI He IIePEKOHJIMBI, TPOTE HE3HAYHE
30inTbIIIEHHS PU3UKY He MoxKe O6yTu BukmoueHe. OCKiIbKY HeMa€e KOHTPOIbOBaHUX
eTigeMioJIOTIYHUX JaHUX 100 PU3UKY IIPU 3aCTOCYBaHHI aHTArOHICTIB PeLenTopiB
aHrioteH3uny II, momibHi pUu3uKK MOXKYTh iCHYBaTH i A7 IIbOT'0 KJIacy IpemapariB. 3a
BUHSTKOM BUIIQIKiB, KOJIM IIOMOBXKEHHS Tepallil BBaKa€ThCS HEOOXimHUM, MalliEHTKaM, SIKi
IIJIaHYIOTh BariTHICTH, CJIif IePEUTH Ha albTePHATUBHE aHTUTINEPTEH3UBHE JIIKyBaHHS, 110
Ma€ BCTaHOBJIEHUM Npodinb 6e3meKy A 3aCTOCYBaHHS Yy nepiof BariTHOCTI. [Tpu
ImigTBepAXKEeHHI BariTHOCTI IPUKOM aHTaroOHiCTiB PeLleNTOPiB aHrioTeH3uHy 11 HeoOXigHO
HeTaWHO MPUMIMHUTH, Ta, SKII0 HeoOXigHO, CHIifl po3MmoYaTy albTePHATUBHY Tepalliio.

Bigomo, 1110 3aCTOCYBaHHSA aHTAroOHICTIB penenTopis aHrioteH3uny Il nporsarom II Ta III
TPUMECTPIB BaTiTHOCTI iHAYKY€E y MOAUHN (HEeTOTOKCUUHICTD (1ocnabneHHsT QYHKIIii HUPOK,
OJIIrorifipaMHiOH, 3aTpUMKa oCH(iKallil KiCTOK 4eperna) i HeOHaTalbHy TOKCUYHICTh (HUPKOBA
HEeOOCTaTHICTh, apTepiasibHa TilIOTEH3is, rinepKamieMis).

fKI1I0 3aCTOCYBaHHS aHTArOHICTiB pelenTopiB aurioren3uny II BigOymocs 3 I TpuMecTpy
BariTHOCTi, PEKOMEHIYETHCS MPOBEIEHHS YIbTPAa3BYKOBOTO 00CTEXKEHHS (PYHKIIil HUPOK i
CTaHy KICTOK uyepena.



CTaH HEMOBJIST, MaTepi AKUX 3aCTOCOBYBaJIM aHTArOHICTY pelenTopPiB aHrioTeH3uny I, ciig
pPeTesbHO MePEBIPSITH 100 PO3BUTKY BUHUKHEHHS apTepialbHOI TinoTeH3sii (IuB. po3minu
«[IpoTunokasanHsa» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»).

ITepiod 200ys8aHHA 2py0010

Yepes BificyTHICTh Oymb-AKOI1 iHOpMaIlil oA0 3aCTOCyBaHHS KaHOecapTaHy y mepiof
TrONyBaHHS I'PYLOI0 IPUKOM KaHecapTaHy He peKOMEeHYeThCs. baXkaHo 3aCTOCOBYBaTU
arbTepHATUBHI ITpenapaTy 3 KpalliMU BCTaHOBIEHUMH MpodinsiMu 6e3MeKu y mepion
rogyBaHHS I'PYALI0, 0COONIMUBO IIPU FOgyBaHHI HOBOHAPOOKeHUX a00 HEeIOHOIIEHNX
HEMOBJIAT.

30amuicmb enaueamu Ha weudkKicmov peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumMu mexaHizmamu.

3 KanpecapoM He IpOBOAUIIY KOOHUX OOCIIIAXKEHD 00 BIUIMBY IIpenapaTy Ha 34aTHICTh KepyBaTh
aBToMOOGinmeM abo iHmMMUMM MexaHiYHEMHU 3aco0amMu. OgHAK CJIif B3SITH [0 YBary, Io iHOMi Ipemapar
MOXKe CIIPUYMHSATHU MiABUIIEHY BTOM/IIOBAHICTh Ta 3allaMOPOYEHHS Iif Yac JIiKyBaHHSA.

Cnocid 3acmocyeaHHst ma do3u.

3acTocyBaHHs IIPYU apTepiallbHil rinmepTeHsii

3BMYaliHa peKOMEeH0BaHa II0YaTKOBa [103a Ta 3BMYaliHa MiATPUMYIUa [03a JIiIKapChKOro
3aco0y Kaumgecap craHOBUTh 8 MT 1 pa3 Ha mo0y. MakcuMaabHUM aHTUTIIEPTeH3UBHUN
e(eKT JOCATaEThCA MPOTATOM 4 TUXKHIB Biff I0YaTKY JIiKyBaHHSA. [J1 JesKUX Malli€HTiB,
apTepianbHUN TUCK SIKUX HE KOHTPOJIIOETHCS HAIEXKHUM YMHOM, 103y MOXKHA 30iTbIITUTH Bifl
16 mr 1 pa3 Ha goOy mo 32 mr 1 pa3 Ha mo0y (MakcuMasibHa go03a). Tepalito Cllig KOpuryBaTu
BiITIOBiAHO 0 peakiiii apTepiaTbHOTO TUCKY.

KaHgecap TakoX MOXHa 3aCTOCOBYBaTH pPa30M 3 iHIIMMU aHTUTIEePTEH3UBHUMU 3acobaMu
(ouB. po3pinu «IIpoTunoka3aHHs», «OcCOOMUBOCTI 3aCTOCYyBaHHS», «B3aemMofisa 3 iHIIUMU
JmiKapChKUMU 3aco0aMu Ta iHII BUAM B3aeEMOfiit» Ta «OapMakoguHaMika»). [JoBeleHO, 1110
ImogaBaHHS TigpOXI0poTia3uay 3abe3nedye JONAaTKOBUY aHTUTINEPTEH3UBHUM e(PEKT 3
pizHuMu go3aMmu KaHpecapy.

3acmocysaHHs nayieHmam AimHvo20 8iKy
Y natieHTiB MiTHHOTO BiKy He TOTPiIOHO KOPUTYBaHHS IT0YaTKOBOI IO3H.
3acmocysaHHs nauieHmam 3i BMeHWeHHAM 8HYMPIiWHbLOCYOUHHO20 00°€EMY UUPKYAI0040i piduHU

[TouaTKOBY 703y 4 MT CJlifg IpHM3HaYaTH MalliEHTaM i3 pU3UKOM IIOSIBY apTepiaabHOl
rimoTeH3il, HalpUKJIIaA, HallieHTaM 3 MOXKJIMBUM 3MEeHIIeHHSIM 00’eMy LUPKYIIOI0Y0] PiTuHU
(muB. po3min «Oco6NMMUBOCTI 3aCTOCYBAHHSI»).

3acmocysaHHs npu nopyweHHi pyHKUil HUPOK



[ToyaTKOBa [03a [7ig Malli€HTiB 3 IOPYIIeHHIM (DYHKIII HUPOK, BK/II04YalouM Malli€HTiB, SKi
nepebyBalOTh Ha reMofiani3i, CTaHOBUTE 4 MT. 103y CIIifl TUTPYBaTH BiATIOBIIHO [0 Peakxiii.
ITocBif 3aCTOCYBaHHS y MAIliEHTIB 3 TyXkKe TSKKOI0 a00 KiHIIEBOIO CTajliel0 HUPKOBOI
HEeJI0CTaTHOCTI (KJIipeHC KpeaTuHiny < 15 mi1/xB) oOMexeHuu (OuB. po3ain «Oco0IuBOCTI
3aCTOCYBaHHS»).

3acmocyeaHHA npu nopyweHHi GYHKUil neviHKu

[71s1 maIfieHTiB 3 IETKUM Ta IIOMIPpHUM MOPYIIeHHIM (DYHKIIil TeYiHKY PEKOMEHAYEThCS
moYyaTKoBa fio3a 4 Mr 1 pa3 Ha [00y. [[03y M0oXKHa KOPUTYBaTH BiTIOBIAHO OO peakiiil
apTepialbHOro TUCKY. KaHaecap IpOTUIIOKa3aHUM MALliEHTaM i3 TAXKKUM IOPYILIEHHSAM
GbyHKIII mevinky Ta/ab0 X0mecTa3oM (auB. po3minu «IIpoTumokasaHHs» Ta «PapMaKOKIHETHKA»).

3acmocyeaHHA nayieHmam He2poioHOoI pacu

AHTUTIIEPTEH3UBHUN edeKT KaHlecapTaHy € MEHII BUpaXKeHUM Y TalliEHTiB HEIPOigHOI pacu
IIOPiBHSHO 3 iHImMMU. TaKuM YMHOM, TUTPYBaHHS JIikapchKoro 3acoby Kaupecap y 6ik
30ibIIIEHHS Ta CYMYTHS Teparis Iyisi KOHTPOJIII0 apTepiabHOT0 TUCKY MOXKYTh OyTH YacTile
HeoOXifHi MmallieHTaM HeTrpPoigHol pacu (muB. po3min «dapMakKOgUHAMIKA»).

3acTocyBaHHS MPU CePIIeBid HeIOCTAaTHOCTI

3BUYaliHa peKOMeH0BaHa IT0YaTKOBa H03a JIiKapCchKoro 3acoby Kanmecap npu cepliesiit
HeIOoCTaTHOCTI cTaHOBUTH 4 Mr 1 pa3 Ha no0y. TutpyBaHHA y Gik 30iNbIeHHS OO0 LiTHOBOI
no3u 32 mr 1 pa3 Ha mo0y (MakcuMasbHa f03a) ab0 00 MaKCUMaJlbHOI TIePEHOCHMOI M03U
IIPOBOJAUTHCS IIJITXOM 11 IOABOEHHS 3 iHTEPBAJIOM He MEHINe 2 THUXKHIB.

OO6cTexXeHHS TallieHTiB i3 CepIieBO0 HeIOCTATHICTIO 3aBXKIM Ma€ BKJIIOYATH OI[iHIOBAHHS
(GYHKIII HIPOK, y TOMY YKCJIi MOHITOPUHT KpeaTHHIHy Ta KaJliio CUpOoBaTKu KpoBi. Kangecap
MOZKHa 3aCTOCOBYBaTH pa30M 3 iHIIMM JIiKyBaHHSM 3 IPUBOY CEPLIEBOl HEJOCTATHOCTI,
BKIIo4yatouu iuridiTopu AII®, GeTa-610KaTOpH, [iypeTUKM Ta OUTiTamic abo KoMmOiHalio mux
nmikapceKux 3aco6iB. KanmecapTan MoXkKHa 3aCTOCOBYBaTU pa3oM i3 inribitopamu AII® y
XBOPHX i3 CUMIITOMaMH CepIleBOl HEJOCTATHOCTi, He3BaXKalouM Ha ONTUMAJIbHY Tepalliio, Ipu
HeIepeHOCUMOCTi aHTaroHiCTiB pelenTopiB MiHepanokopTukoifiB. Kombinatis iuridiTopis
ATI®, kaniit30epiraioyux AiypeTUKIB (HaIpPUKIIa[ CIipOHOJIAaKTOHY) Ta KaHecapTaHy He
PEKOMEHAYEThCA i 11 CITifl 3aCTOCOBYBATH TiJIbKHU ITiCJISI PETEIHHOTO OLiHIOBAHHS IOTEHIIMHUX
mepeBar Ta pu3uKiB (OuB. po3minu «OcoOnMMBOCTI 3acToCyBaHHS», «I100iYHiI peakilii» Ta
«OapMakogUHaMiKa»).

Ocobausi kameezopii nauieHmis

He moTpiOHO KOpUTYBaHHS MOYATKOBOI JO3M AJIS MAIliEHTIiB TITHBOTO BiKy ab0 [ Ialli€HTiB
3i 3HMKEHHSAM BHYTPIITHLOCYAUHHOTO 00’eMy pifuHM, MOpyLIeHHIM QyHKIII HUPOK abo
JIETKUM Ta MTOMipHUM IOPYIIeHHSIM (GYHKII TeYiHKH.

Cnocib 3acTocyBaHHS
[IpuiMaTu BCEpEenuHY.

Kanpecap cnip mpuiimaty 1 pa3 Ha o0y, He3aiexkHO Biff TpUAOMY 1Xi.



[Tpuiiom 1xki He BIJIMBa€ Ha 0i0OJOCTYIIHICTh KaHAecapTaHy.

Himu.

Besneka Ta edekTuBHicTs KaHOecapy A giTed He BCTaHOBJIeHi. [laHi BigCyTHi.

Ilepedo3yeaHHsi.
CumnTomu

Ha ocHOBIi (papMaKoi0TiYHKAX BUCHOBKIB, OCHOBHUM IIPOSIBOM Ilepefio3yBaHHs, iMOBipHO, Oyfe
CUMIITOMAaTH4Ha TinoTeH3isa Ta 3anaMopo4YeHHs. B iHAuBigyanbHUX PeeCTpaliiHuX IOBIJOMIEHHSAX
PO Iepefo3yBaHHs (K0 672 MI KaHAecapTaHy LUJIEKCEeTUIy) UAETHCS PO ONyKaHHS NalieHTiB 6e3
YCKJIa[iHEHB.

JIiKyBaHHSI

[Ipy BUHUKHEHHI CUMIITOMaTHUYHOI TilOTEH3i1 CJIif pO3MoYaTyd CUMITOMaTHYHE JIIKYBaHHS 3
MOHITOPUHI'OM XKUTTEBUX MOKA3HUKIB. [lamieHTa CIIif OKIAaCTH Ha CIUHY 3 TPOXU MiAHATUMU
HOTaMu. fAKII0 I[bOT0 HEOOCTATHLO, CITif 30i/IbIINTH 00’ €M IIJTa3MU 3a AOIIOMOTO0I0 iHY3ii,
HaIPUKaf, i30TOHIYHOT'0 COJTbOBOTO PO3YKMHY. MOXKYTh OyTH BBE€HI CUMITaTOMIMETHKH, SKIIO
BUILIEBKa3aHUX 3aXOMiB HEOOCTaTHLO. KaHecapTaH He BUBOOUTHCS 3a JOIIOMOTIO0 reMofiami3y.

ITo6iuni peakuii.

JIiKkyBaHHS apTepianbHOIl rinepTeH3il

Y KOHTPOJIbOBAHUX KJTIHIYHUX [OCHIXKEHHIX M06iuHi eeKTH Oy JTEerKUMHU Ta TUMYaCOBUMH i
MOPiBHIOBaHUMMU 3 IJTale00. 3arasbHa YaCTOTa BUHUKHEHHS MO0iYHUX e(eKTiB He ITOKa3ana XKOIHO1
3aJIe3KHOCTI Biff mo3u abo Biky. BinMoBa Bif nikyBaHHS yepes mobiuHi edekTu Oya nomidHOoI0 y
KaHOecapTaHy munekcetuny (3,1 %) Ta mmanebo (3,2 %). B 00’emHanoMy aHamisi jaHuX KITiHIYHUX
IOCTiAKeHb TTOBIOOMIISITIOCS TIPO Taki mo0iyHi peaxiiii, 110 BUHUKJIIU IIPU IPUKOMi KaHecapTaHy
IIUIEeKCeTUy (YacToTa MOsIBY MOOIYHUX peaklliil Mpu MpuiioMi KaHecapTaHy IUIeKCeTUIy
oHakMeHIe Ha 1 % BHUINa, HiXK YaCTOTA MOSIBU TaKUX Peaklliil IIpy 3aCTOCYBaHHi mare6o). 3rigHO
3 IIUM BU3HAYEHHSIM, HaldacTilmumMu HebaKaHUMU pPeakIlisiMu 0ymu
3arraMOpPOYEHHS/BEPTUTO, TOJTIOBHUY Oinb Ta iHQEKII] quXanbHUX IISIXiB.

[To6iuni peakmii KmacudikoBaHi BigIIoOBigHO [0 iXHBOI YaCTOTH:
- OyxXe 4acTto: > 1/10;
- yacTo: > 1/100, < 1/10;

- HeyacTo: > 1/1000, <1/100;



- pigko: > 1/10000, < 1/1000;
- pyxe pigko: < 10000;

- HeBimoMO (He MOXKHa BCTAHOBUTH YACTOTY 3 HASIBHUX HAHUX).

[CucTema opranizmy YacToTa nosiBu |[[IoGiuHa peakunis

THpekuii ma iHeasii HacTo [HbeKil TUXaTbHUX IUISXIiB

3 6oky Kpoei ma aimpamuyHoi [lyxe pigko JTeliKOTIeHisI, HEUTPOIIEHisA Ta

cucmemu ArpaHyJIOLXTO3

3 60Ky 06MiHY pevosuH ma IyKe pimko ['inepkarnieMis, rimoHaTpiemis

XapuyBaHHA

3 6oky Hepeogoi cucmemu acto 3araMOpO4YeHH/BePTUTO, TOJIOBHUMN
Ginb

3 6oky OuxaavbHoi cucmemu, 2pyoHoi |[yxe pimko Karenb

K/AIMKU ma op2aHie cepedoCmiHHA

3 60Ky WIYHKOBO-KUWKOBO20 [lyxe pigko Hynorta

MpAaxmy Hesimomo [liapes

3 6oky neuiHku ma scoeyosusioHux |Iyxe pigko [TigBuUllleHHS PiBHA [I€YiHKOBUX

w1axie (hepMeHTiB, TOPYIIEHHS Ie4iHKOBO1
(byHKI1 abo remaTuT

3 6oky wkipu ma niowkipHoi [yKe pigKo AHTiOHEBPOTUYHUY HAOPSK,

K/1IMKOBUHU BHCHUIIAHHS, KPOIIKB THKA, CBEPOiK

3 6oky ckesnemHo-m’s13080i cucmemu |[yxe pimko binp y CIivHI, apTparid, Mianrisa

ma cnoay4Hoi MKaHUHU

3 60Ky HUPOK ma ce4osuBiOHUX [lyxe pigko [ToripimeHHs (HyHKIIl HUPOK,

wsxie BK/II0YAI0YX HUPKOBY HEIOCTaTHICTD ¥
YyT/IVBUX NALI€HTIB (OUB. PO3MiN
«OCcOOIMBOCTI 3aCTOCYBAHHS»)

Pe3yiemamu nabopamopHux aHasisie

Y GinbInocTi BUMaKiB He CIIOCTEPiranocs KIiHiYHO 3HAYYIIOr0 BINIUBY KaHOeCapTaHy
ITMIEKCETUITYy Ha 3BUYalHi 1ab0paTOpHi MOKAa3HUKY. fK i IpK 3aCTOCyBaHHI iHIINX
iHTi6iTOPiB peHiH-aHTiOTEH3WH-aIbIOCTEPOHOBOI CUCTEMH, Bil3HAUEHO He3HAUYHE 3HUKEHHS
piBHS remoriob6iny. 3a3Buyaii A MAIliEHTIB, SKi npuiiMaioTs Kanpecap, HeMae HEOOXiTHOCTI
y TIOCTiHOMY MOHITOPHHTY 1ab0paTOPHUX MMOKa3HUKIB. [IpoTe [y nalieHTiB 3 HUPKOBOIO
He[OCTaTHICTIO PEKOMEHYEThCS IIepiofUYHUI MOHITOPUHT PiBHIB KaJlilo Ta KpeaTUHIHY
CUPOBaTKU KPOBI.

JIiKkyBaHHS CepIlleBOl HeIOCTATHOCTI

[Tpodins mobiyHUX peakliit KaHOecapTaHy HUIEKCETUIY y Ialli€HTiB i3 cepiieBoio
HEeIOCTaTHICTIO Y3TOIXKYyBaBCs 3 (papMaKOIOTiYHUMU BIaCTUBOCTSIMU IIPeNapaTy Ta CTaHOM
300pOB’s nanieHTiB. Y KiniHiuHiu nporpami CHARM, y gKii MOpiBHIOBABCS KaHOECapTaHy
nunekcetuny no3ax go 32 mr (n = 3803) i3 mmanebo (n 3796), 21 % malieHTiB rpynu



KaHJecapTaHy IunekceTuny i 16,1 % maifieHTiB rpynu miaie00 IPUIAHUIN TiKyBaHHS
yepes3 PO3BUTOK IMOOIiYHMX peakiii. HaliyacTiiie moBimoMIsiyiocs IIpo Taki moOiuHi peakiiii,
K TillepKaJieMis, TinoTeH3ida Ta HUPKOBa HefOoCTaTHICTh. Lli peaktil HaldacTime
CIIOCTepiranaucs y nauieHTiB BikoM Bif 70 pokiB, XBOpUX Ha LyKpoBUi Aiabet, abo maIji€HTiB,
SIKi ITpUMMaUy iHImi miKapchKi 3aco0u, 10 BIIMBAIOTh Ha PEHiH-aHTiOTEH3UH-aIbI0CTEPOHOBY
cucTteMy, 30KpeMa inribitopu AII® Ta/abo CIipoHOIAKTOH.

Y Tabnulli HuXK4e 3a3HaveHi gaHi momo HebaXkKaHWX pPeaklliif, 110 CIIOCTePiraaucs mif yac

KJTIHIYHUX JOCIIiIXKEHb Ta ITOCTMAPKETHUHI'OBOT'O CIIOCTEPEXKEHHI.

[CucTema opranizmy YacToTa [MoOiuHa peakuis
MOSIBH

3 6oky Kposi ma aimpamuyHoi [yKe pigKo JleliKoIeHist, HeUTPOIEHIs Ta

cucmemu ArpaHyIoLKuTO3

3 6oky memaboaizmy ma JacTo [inepkaniemis

1Mpas/eHH [lyxe pigko linmoHaTpieMis

3 60Ky Hepeosoi cucmemu [lyxe pigko 3ammaMOpPOYEHHS, TOJIOBHUY 0inb

3 60Ky cyOuH JacTo ['imoTeH3is

3 60Ky duxaavbHoi cucmemu, epyoHoilllyxke pigko Kamens

KAIMmKU ma op2aHie cepedoCmiHHA

3 60Ky WAYHK0BO-KUWKOB020 [lyKe pigko HynoTta

mpakmy Hesimomo [liapes

3 60Ky neuiHku ma xcosyosusioHux |[Iyxe pigko [TigBUILIleHHS PiBHS [IEYiHKOBUX

w.1sxie (bepMeHTIB, MOPYIIeHH eYiHKOBOI
(byHKIIil abo remaTut

3 60Ky wkipu ma nidwKipHux IyKe pimko AHTiIOHEBPOTHYHUY HaAOPSK,

MKaHUH BHCHUITAHHS, KPOIIUB sTHKA, CBePOixK

3 60Ky ckesnemHo-M’ 130801 [lyKe pigko Binb y COuHIi, apTpanris, Mianrisa

cucmemu ma cno/ay4YHol MKAHUHU

3 60Ky HUPOK ma ceyosuBiOHUX [lyxe pigko [TopymieHHST QPYHKII1 HUPOK,

wsxie BK/TI0Yal0Ul HUPKOBY HEOCTATHICTE ¥
CXMJIBHUX MO IIOT'0 IIallieHTiB (OuB.
po3min «OcobIMBOCTI 3aCTOCYBAHHSI»)

Pe3zyavmamu nabopamopHux aHanisie

Y nanienTis, ki npuriManu Kangecap 3a moKa3aHHSIM CepLEBOl HEOOCTATHOCTI, 9aCTO
3yCTpivalThCA TillepKalieMis Ta HUPKOBA HEJOCTATHICTh. PEKOMEHOYEThCS IePIOAUYHUN
MOHITOPHUHT PiBHIB KpeaTUHIHY Ta KaJlilo y CUPOBaTLi KPOBi (guB. po3min «OcobmuBocTi
3aCTOCYBaHHS»).

ITogidomaeHHs npo nNi003pro8aHi nobiuHi peakuyii

[ToBimomeHHs PO Migo3pioBaHi moGiYHI peakii micyisg peecTpaliil 1iKapchbKoro 3aco0y Ma€e BeIuKe
3HaueHH4. lle mae 3MOry nIpofoBXKyBaTU MOHITOPUHT CIIiBBIIHOLIEHHS KOPUCTH/PU3UK IIPU
3aCTOCyBaHHI LIbOTO JTiKapchKOro 3aco0y. MeouyHuM Ta (papMalleBTUUHUM IIPalliBHHKaM, a TaK0XK
naifieiTaM abo iXHiM 3aKOHHUM IPeACTaBHUKAM CIIifl TOBIJOMJISTH PO yCi BUTIAAKH Iif03PIOBAHUX
mo0iYHMX peakIlid Ta BifCyTHOCTi e(eKTUBHOCTI TiKapChKOro 3aco0y yepe3 aBTOMaTHU30BaHY



indopmariiiny cucteMy 3 (papMaKOHarIgaAy 3a mocuaaHHsaM: https://aisf.dec.gov.ua.

Tepmin npudamuocmi. 2 POKH.

YMoBu 30epiranHsi.

30epiratu npu TeMiepaTypi He Buile 25 °C B CyXoMy, HEIOCTYITHOMY AJISI HiTEH MiCIIi.

YnaxoBka.

[To 10 TabneTtox y 6rictepi, mo 1 abo mo 3 GicTepu y KapTOHHINA KOPOOLIi.

Kareropis Bigmycky. 3a perenTtom.

BupoOHHK.
Can ®apmaceiotukan [HmacTpis JlimiTen.

Sun Pharmaceutical Industries Limited.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOr0 aJpeca MicCIisi IPOBaKeHHsI Tis/TbHOCTI.
c. lanrysarna, I[Taonta Caxi0, [JictpikT Cipmoyp, Ximauan I[Ipagemn 173025, Tugis.

V. Ganguwala, Paonta Sahib, District Sirmour, Himachal Pradesh 173025, India.



