IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

JJEPKAMEH® AII® 10/10 / JEPKAMEH® ATI® 10/20

Cknao:
Oitoui peuoguHu: JIEPKAHIOUITIH, €HAIAIIPUIT;

Jlepkamern® AII® 10/10: 1 TabneTka, BKpUTA IIiBKOBOI 000TIOHKO, MICTUTE JIepKaHiIUIIiHy
rigpoxnopuny 10 Mr, 1110 eKBiBaJIeHTHO JiepKaHiguniny 9,44 Mr, Ta eHananpusiy Maneary 10
MT, 1110 €KBiBaJIeHTHO eHaanpuiy 7,64 Mmr;

Jlepkamern® ATI® 10/20: 1 TaGneTka, BKPUTA IIiBKOBOI 000IOHKOK, MICTUTE JIepKaHiIUIIHy
rigpoxiopuny 10 wmr, 1110 €KBiBaJIEeHTHO JiepKaHigumniny 9,44 mr, Ta eHananpuiy maneaty 20
M, 1110 €KBiBaJIeHTHO eHaanpuiy 15,29 mr;

0ONOMIJCHI PEUOBUHU:

JIaKTO3W MOHOTIOpAT, 1Ie/I0103a MIKPpOKPHUCTaJliuHa, HaTPilo KPOXMAJbIJIiKONAT (TUI A),
moBigoH K30, HaTpito rigpokapOoHAT, MarHilo cTeapar;

o6oa0Hka mabaemku Jlepkamen® AII® 10/10: Opadry 02F29056 (rimpomernosa 5 cP, Tutany
miokcun (E 171), Tanbk, makporoin 6000);

060.10HKa mabaemxu Jlepkamen® AII® 10/20: Opadry 02F22330 (rimpomenosa 5 cP, Tutany
miokcupn (E 171), Tanek, makporosn 6000, anroMiHieBUM JTaK XiHOTIHOBOTO Xk0BTOTO (E 104),
3aii3a okcup xoBtuil (E 172)).

JIikapcbKa ¢popma. TabneTKu, BKPUTI MIiIBKOBOI 060I0HKOIO.
OcHo8HI (pi3uKo-XiMiuHi 81aCMUBOCMI:
Jlepkamen® AII® 10/10: Gisti, Kpyrii, ABOOMYKIi TaGIeTKM, BKPUTI ITiBKOBOK 000I0HKOIO;

Jlepkamen® AII® 10/20: x0BTi, KPyTIi, ABOONYKII TabIeTKH, BKPUTI MIiBKOBOX 0GOIOHKOI.

®apmakoTrepaneBTHYHa rpymna. [aribitopu AII® ta 6510KaTOpU KasbIlieBUX KaHaiB: eHaIalpuII
Ta nepkaHigumia. Kog ATX C09B B02.

®apMaKoOJIOriuHi BJIaCTHBOCTI.



®apmakoOuHamika.

Jlepkamen® AII® - e KOMGiHOBaHHI TiKAPCHKUH 3aCi0, 0 CKIaNacThCS 3 JIePKaHITUITIHY
rimpoxnopupny (6710KaTOpa KanbllieBUX KaHATiB) Ta eHalanpuiay Maneary (iHribitopy AII®), gBox
AQHTUTIePTEeH3UBHUX 3aCc00iB 3 KOMIIJIEMEHTAPHUM MeXaHi3MOM il [JIsT KOHTPOJIIO apTepiabHOTO
TUCKY y ITalll€HTIB 3 €CEHIIaJIbHOIO TilIePTEH3IEL0.

EHaaanpua.

EHananpuny mainear - Iie Ciib MaJeIHOBO1 KMCJIOTH eHaJlallpUily, SKa € IOXigHUM OBOX
aMiHOKuCNOT L-amaHiHOBOI Ta L-posiHOBO1. AHTiOTEH3UHIIEpPEeTBOPIOIOYni pepMeHT (AIID) -
e NENTUOUIOUNIENTUA3a, IKa KaTali3ye IePEeTBOPEHHS aHTi0TEeH3UHY | y Ba30npecopHui
anriorensuH II. ITicnst aGcopOiIrii eHamanpu rigpoi3yeThCs 00 eHallallpuiIaTy, IKui iHTi0ye
AIl®. [IpurHiyernua AIIO npu3BOAUTE N0 3MEHIIEHHS PiBHA aHTrioTeH3uHY Il y mma3Mi Kposi,
IO MigBUIIYE aKTUBHICTb PEeHiHY y Iyla3Mi (BHACHIOK 6JI0KyBaHHS MeXaHi3My HETAaTHBHOTO
000pOTHOTO 3B’SI3KYy BU[IJIEHHS PEHiHY), Ta [0 3MEHILIEHHS CEeKpellil albI0CTEPOHY.

Yepes Te mo AIl® imeHTnyHuM KiHaai I, eHamanpui Moxke TaKOXK NMPUTHIYyBaTHA PO3Maf
OpaduKiHiHy, TOTYKHOTO Ba304eIIPECOPHOT0 MEeNnTUIy. Ajle foTemep Pojb IIOI0 MeXaHi3My
TepaleBTHYHOI Iil eHaJlampuiy Ie He 3’sgcoBaHa.

He3Baxarouu Ha Te, 1110 eHaJIallpPUJI 3HUXKYE apTepiaJibHUNU TUCK T'OJIOBHUM YMHOM 3@
PaxyHOK IIPUTHiIYEHHS peHiH-aHTi0TEH3UH-allbIOCTEPOHOBOl CHCTEMH, BiH TaKOXK
e(peKTUBHUY y XBOPUX 3 HU3BKUM PiBHEM PEHIHY Yy IIJla3Mi KpPOBI.

y XBOPHX Ha apTepiaHLHy FiHepTeH3i]E0 3dCTOCYBAaHHA €HaJIAIIPUITY CIIPUSAE€ 3HUXKEHHIO
apTepiaHbHoro THUCKY B IIOJIOKEHHI JIexXayy Ta CTosTuu 0e3 CYTTEBOT'O MMiABUIIEHHS 4aCTOTHU
cepueBuX CKOPOY€EeHb.

Y pigkicHuX BUNaAKax CIIOCTEPIraEThCS CUMIOTOMATH4YHA OPTOCTAaTUYHA apTepiaabHa
rinoteHsis. Y mesgkux XBopux HOpMaJlisallisi apTepiaJbHOTO TUCKY BifOyBaeThCs MPOTATOM
KIJIbKOX TUZXKHIB JIiKyBaHHs. PanToBe NIpUNVHEHHS 3aCTOCYBAaHHS €HaJlallpuily He
IIPU3BOOUTH 0 PI3KOTO MiABUIIEHHS apTEPiaibHOI0 TUCKY.

EdekTuBHE MpUTHiYeHHS aKTUBHOCTI AII® BUHMKA€E 3a3BUYal NPOTIATOM 2-4 TOOWH MiCIs
IIepoPabHOTO 3aCTOCYBaHHS OfHI€l 03K eHalanpuiay. [louaTok aHTUTiIePTeH3UBHOI fil, K
IIPaBUJIO, CIIOCTEPIraeThCs Yyepe3 1 roguHy i3 MakKCMMallbHUM 3HUXKEHHSM apTepialbHOT 0
THCKY 4epe3 4-6 rofivH micysg 3acCToCyBaHHS. TpHBaJIiCTh [il 3aI€3KUTh Bi 03U, aje MpH
[03ax, 110 PeKOMEHAYIOThCS, aHTUTIIIePTEeH3MBHA Ta reMOAUHaMIivHa [iid TpPUBa€ He MeHIIe
24 TOOuH.

['emopuHaMiyHi JOCITIOXKEHHS 3a y4acTI0 XBOPUX Ha eCeHLiaJIbHY TillepTeH3i0 JoBesy, 110
3HMXKEHHS apTepiasbHOT0 TUCKY MOB’I3YETHCS 31 3HUKEHHSIM Nepru(PepruyHoro CyqUuHHOTO
OIIOPY Ta MiABUIIEHHAM XBUJIUHHOI'O CEPLIEBOr0 BUKUAY; 3MiHA YaCTOTU CePleBUX CKOPOUYEHD
He cIiocTepiranacs abo Oyna He3HayHOI0. [1ic/s 3acToCyBaHHS eHaJalpuly HUPKOBUU
KPOBOTIK MigBUIINYETHCS, TOMI AK MIBUAKICTH KITyOOUKOBOL (hinbTpalil 3aunuIaeThCs 0e3 3MiH.
O3Hak 3aTpUMKU HATPil0 Ta BOOU He crocTepiraetbca. OgHak, y XBOPUX 13 HU3bKOIO
IIBUJIKICTIO KIIyOOYKOBOI QinbTpallil 0 NiKyBaHHS, TOKa3HUKH, SIK IIPABUIIO, ITiIBUITYBaIUCS.



Y X0fil KOPOTKOTPUBAJINX KIIIHIYHUX OOCJIIAXKEHD IIIC/IA 3aCTOCYBaHHSA €HAJIAIPUILY Y XBOPUX
Ha IyKpoBuY fiabeT Ta 6€3 HhOTO i3 3aXBOPIOBAHHSIM HUPOK CIIOCTEPIranocs 3HUKEHHS
anbOyMinypii Ta ekckpelii i3 ceueto IgG Ta 3aranpHOro Ginka cedi.

CninbHe 3acTocyBaHH4 iHri6iTOpiB AII® Ta 6110KaTOPiB pelenTopiB aurioTeH3uny II 6yno
MOCIIIXKEHO Y IBOX ITMPOKOMACIITa0HUX, PaHIOMi30BaHUX, KOHTPOJIbOBAHUX NOCITIIXKEHHSIX
(ONTARGET (ONgoing Telmisartan Alone i B kom0inanii 3 Ramipril Global Endpoint Trial) i
VA NEPHRON-D (The Veterans Affairs Nephropathy in Diabetes)).

ONTARGET sBnsino coboio OocHifixKeHHs, TPoBedeHe 3a y4YacTIO MalliEHTIB i3 cepleBo-
CcynuHHUM abo0 11epeOpPOoBaCKYIISIPHUM 3aXBOPIOBAHHSAM B aHaMHe3i abo IIyKpoBUM fiabeToM 2
THUILY, 110 CYIIPOBOAXKYETHCA O3HaKaMu ypaxeHHs oprany-Mimtedi. VA NEPHRON-D saBnsiio
c00010 IOCIiIXKEHHS, IPOBeIeHe 3a y4acTIO MalliEHTIB 3 IyKPOBUM AiabeTOM 2 TUIY Ta
miabeTHyHOIO HedpomIaTieo.

IlaHi qoCiaXKeHHs He BUABUJIA 3HQUUMOI'0 CIIPUATIMBOTO BIIJINBY Ha PEe3yJIbTaT HUPKOBUX
Ta/abo ceplieBO-CYOIUHHUX 3aXBOPIOBAHb i HA CMEPTHICTD Bif HUX, TOMI K V IMOPiBHSHHI 3
MOHOTEpAIIIEI0 BifMidyaBCs MifBUIIEHNY PU3UK PO3BUTKY TillepKaslieMil, TOCTPOTO ypaXKeHHS
HUPOK Ta/abo TimoToHil. 3 oriamy Ha CX0XKiCTh (hapMaKOJMHAMIUHUX BIIaCTUBOCTEM, JaHi
pe3yabTaTy TaKOXK 3aCTOCOBHI [ys iHmmux iHribiTopiB AIT® Ta 6710KaTOPiB pPelenTopiB
aHrioten3uny II.

Tomy cminbHe 3acTocyBaHH# iHTiOiTOpiB AII® Ta 610KaTOPiB pelenTopiB aurioreH3uny Il He
ITOKa3aHo MallieHTaM 3 JiabeTuYHOoI0 HedpormarTi€ro.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease
Endpoints) gBnsg10 co0010 AOCTiAKEHHS, TPOBefieHe [JId BUSIBIIEHHS ITO3UTUBHOTO €(PEKTY
Bil momaBaHHS aliCKipeHy o cTaHOapTHOI Teparil inribitopamu AII® abo 610KaTOpaMu
pelienTopiB aHTioTeH3uHy Il mamieHTiB 3 HyKpoBUM Aia0eToOM 2 TUIIY Ta XPOHIYHUM
3aXBOPIOBaHHSIM HUPOK, CEPLIEBO-CYIUNHHUMY 3aXBOPIOBaHHSAMY a00 THX, XTO Mae 00uaBa
3axBopioBaHHsA. [JaHe mociimxkeHHs Oyy0 MepepBaHO paHillle y 3B'SI3Ky 3 IiABUIIEHUM
pu3uKoM HebaXKaHUX HaCMigKiB. CMEPTHICTH Bif CepleBO-CYIUHHUX 3aXBOPIOBAHb i
BAHUKHEHHS iHCYNbTY Oy/IM YacCTilIMMH B TPy, II0 IpUiiMaia ajiCKipeH, HiXK y IpyIIi, 110
npuiiMara mnaiebo, Ta moBimoMIeHHs Ipo HebOaxaHi sBuIla i cepiio3Hi HebaxKaHi SBUIIA
(rinepkarieMis, TinmoTeH3is i mopymeHHs GYHKII HUPOK) Oy/TK YacTilIUMK B TPy, SKa
npuiiMara ajicKipeH, HiX y I'pyIIi, 110 mpuiiMana maie6o.

JlepkaHiouniH.

JlepKaHIOUIIiH - I1e aHTArOHICT KaJIblio I'PYIU OUTIAPOIIPUAYHIB, 110 IPUTHIYYE
TpaHcMeMOpaHHUH IPUIINIUB KaJIbIliI0 Y CEPLIEBUY Ta TTagKui M’s3. MexaHi3M
aHTUTINePTEH3UBHOI il 6a3yeThCA Ha MPAMil peylakcalliiHill [ii Ha TafKui M'93 CyOuHH,
110 IPU3BOJUTH 10 3HMUKEHHS 3arajibHOT0 epudepudHoro onopy. He3paxawoun Ha
KOPOTKHUU IIepiof HalliBBUBEOEHHS JIePKaHIOUIIIHY, BiH Ma€ IIPOJIOHTOBaHy
AQHTUTINIEePTEH3UBHY [Iil0 3a PaXyHOK BUCOKOT0 KoedillieHTa MeMOpaHHOTO PO3MOMIiy i
11030aBJIeHNY HeraTUBHOI iHOTPOITHOI il 3aBASKU MO0 BUCOKiM CYOUHHIN CEIeKTUBHOCTI.

Yepes Te 110 Ba3oguaTalis, CIpuYvHeHa JIEPKaHIAUIIIHOM, PO3BUBAETHCS IIOCTYIIOBO,
rocTpa apTepianbHa TimoTeH3is 3 pedIeKTOPHOIO TaxiKapAi€o CIIOCTEPIraeThCA PifAKo y



XBOPHUX Ha apTepiajbHy rinepTeHs3iio.

Ak i wopo iHmmMx acuMeTpuyHuX 1,4-0UTriApoNipuavHIB, aHTUTiIIEPTEH3UBHA aKTUBHICTh
JepKaHiAUIiHy TOJIOBHUM YMHOM 00yMOB/IEHa Ai€lo (S)-eHaHTiOMepa.

EHaaanpusa/aepkaHiouniH.

[ToegHaHHS WX PEYOBHMH Ma€ afUTUBHUAM aHTUTINEPTEH3UBHUY e(eKT, 3HNKEHHS
apTepianbHOTO TUCKY BiIOyBaeThCS OINBIIOI0 MipOI0, HiXK MPU IPUHOMi KOXKHOTO 3 LIUX
KOMIIOHEHTIB OKPEMO.

Jlepkamen® ATI® 10/10.

B onopHOMYy (TTOABiIMHOMY CIIIIOMY) HOOATKOBOMY KiliHidHOMY gochimxkeHHi 111 ¢ha3u,
IIPOBEIeHOMY 3a y4yacTio 342 martieHTiB 6e3 KITiHiuHOI BifioBifi Ha nepkaHigumin B 1o3i 10
MT (e BOHM BU3HAYaIMCs, 5K MallieHTH 3 JiaCTONIYHUM apTepialbHUM TUCKOM B MONI0KEHHI
cugsgum 95-114 MM PT. CT. i K IMALlEHTH i3 CUCTOJIIYHUM apTepiaJbHUM THCKOM B ITOJI0KEHHI
cuggayu 140-189 mm pt. cT.), 9epe3 12 TUXKHIB IOOBIMHOI CIINOI Teparil 3aJIUIIKOBE
3HUKEHHS CUCTOJIIYHOTO apTepiaJIbHOT0 TUCKY B IIOJIOXKEHHI MMallieHTa CUOIYU IIPU IPUKUOMI
KoMOiHalril eHanmanpuny B 7o3i 10 Mr i nepkaniguminy y mo3i 10 Mr BUSIBUIOCS Ha 5,4 MM PT.
CT. BUIIMM, HiX NIPYU IPUKOMI TiJIbKY JIepKaHiguminy y go3i 10 mr (-7,7 MM pT. CT. y
MOPiBHSHHI 3 -2,3 MM pT. cT., p < 0,001). Kpim TOro, 3anuikoBe 3HUKEHHS OiaCTOIIYHOTO
apTepiajbHOrO TUCKY B II0JIOXKEHHI NallleHTa CUAAYU BUSBUIIOCA Ha 2,8 MM PT. CT. BUIIUM
npu npuiiomi KomM6iHallii, HiXK Tpu MoHOTeparii (-7,1 MM PT. CT. y IOPiBHSAHHI 3 -4,3 MM PT.
cT., p < 0,001). YacTKka malieHTiB 3 K/IiHIYHOIO BiAnoBiAa0 Oy/la 3HAYHO BUIIOI0 MIPU
KOMOiHOBaHOMY JIiKyBaHHi, HiK Tpu MoHOTeparil: 41 % B nopiBHSAHHI 3 24 % (p < 0,001) mns
CHUCTOJIIYHOT'0 apTepialbHOTO TUCKY B IIOJIOXKEHHI nallieHTa cuada4u i 35 % B MOPiBHSAHHI 3 24
% (p = 0,032) mnst miaCTOMIYHOTO apTepiaTbHOTO THCKY B TIOJ0XKEHHI TallieHTa cunsayu. IIpu
npuiiomi KomOiHaIlil mpemnaparTiB y MOPiBHAHHI 3 MOHOTepaIi€lo 3HaYHO YacTillle crocTepiraaacs
HOpMaJti3alis cucToniyaoro (39 % y nopiBHAHHI 3 22 %, p < 0,001) i miacToiyHOr0 apTEepiasbHOTO
TUCKY B II0JI0K€eHHI nalfieHTa cugayu (29 % y nopiBasaHHI 3 19 %, p = 0,023). I[Ipu nogansiomy
CIIOCTepexXeHHi y BifKpuUTi# ¢asi 11boro HoCHimKeHHS MOKHa Oy10 36iIbIINTY 103y eHANAIPUITY OO
20 mr y kom6inanii 3 10 Mr nepkaHiguminy, ane 3a yMoBU 30epekeHHs T0Ka3HUKIB apTepiabHOTO
TUCKY Ha piBHi > 140/90 MM pT. cT.: m03a Oyna 306inbieHa y 133 marienTiB 3 221, i micng 11
30inbINIEeHHS AiaCTOMIYHUM apTepialbHUM THUCK Y MOJ0XKEHHI MallieHTa CUASYU HOpMaJli3yBaBCs

Y3 TIAQIIIEHTIB.

Jlepramen® ATI® 10/20.

B onmopHOMY (IIOABIMHOMY CIiIIOMY) HOAATKOBOMY KiliHiuHOMY mochigxeHHi III pasu,
IIPOBEeHOMY 3a y4yacTio 327 mallieHTiB 0e3 KITiHiYHOI BiiMOBifi Ha eHananpun y go3i 20 mMr
(ome BOHU BU3HAYANHUCH, K MALiEHTH 3 AiaCTOMIYHUM apTepialbHUM THCKOM B IIOJI0XKEHHI
cupgsaun 95-114 MM pT. CT. 1 K NALiEHTH i3 CUCTOIIYHUM apTepialbHUM TUCKOM B II0JI0KEHHI]
cupgsaun 140-189 MM pT. CT.), 3a7UIIKOBE 3HUKEHHS CUCTOJIIYHOTO apTepiabHOTO TUCKY B
TIOJIOKEHH] TallieHTa CUAsSYM Ipu mpuitoMi KoMmOiHanii eHanmampuiny B no3i 20 Mr i
nmepKaHigumiHy y 0o3i 10 Mr BUABUIIOCSA 3HAYHO BUIIMM, HiXK Ipu MoHOTeparil (-9,8 MM prT.
CT. y IIOPiBHSAHHI 3 -6,7 MM pPT. cT., p = 0,013). AHanoriu"y pi3HULIIO IPOSBUIIO i 3aTUIIKOBE
3HUKEHHS [1aCTOJIIYHOT0 apTepiaJlbHOT0 TUCKY B IIOJIOKEHH] naljienTa cugdayu (-9,2 MM pr.
CT. y IIOPiBHSAHHI 3 -7,5 MM pT. cT., p = 0,015). YacTka nauieHTiB 3 KJIiHIYHOW BiAIOBIOA0 HE



Oyna 3HayHO 0inbIIo0 Mpyu KOMOIHOBaHOMY JTiKyBaHHI, HiXK IIpu MOHOTeparii: 53 % B
nopiBHAHHI 3 43 % (p = 0,076) gnsd AiacTOMIYHOr0 apTepiaabHOr0 TUCKY B MOJIOXKEHHI
naifienTa cugauu i 41 % B mopiBHAHHI 3 33 % (p = 0,116) O CUCTONIYHOTO apTEPiaIbHOTO
THCKY B IIOJIOKEHHI TallieHTa CUASYM. Y He3HaYHO Oi/IbIIOTO BigCOTKA MAIli€HTIB, SKi
npuiiMany KoMOiHallilo IpemapariB, CIIocTepiranaacs HopMasisatlis giacTomnmiyaoro (48 % y
nopiBHAHHI 3 37 %, p = 0,055) i cuCTONMIYHOTO apTepiasbHOTO TUCKY B IIOJIOKEHHI ITaljieHTa
cupgsaun (33 % y nopiBHgHHI 3 28 %, p = 0,325) y NOpiBHAHHI 3 MOHOTEpAIIEL.

dapmakokiHemuxka.

[Tpu omHOYaCHOMY 3aCTOCYyBaHHI eHaJIalpuily Ta JepKaHiAuIiHy papMaKOKiHETUYHOI
B3a€EMO/Iii He CIIoCTepiranocs.

EHaaanpua.

AGcopOiis.

[Ticns mepopanbHOTO 3aCTOCYBaHHS eHallallpuil MBUAKO abcopOyeThes i 0oro MaKCcuMasibHa
KOHIIEHTPAIlif Yy CHPOBATILi AOCATAEThCS MPOTATOM 1 roguHu. 3 OrIsigy Ha BMICT eHaJlallpuiy y cedi,
CTYIiHb KOT0 BCMOKTYBaHHS IIPU [IePOPaIbHOMY 3aCTOCYBaHHI y BUTTISAMI eHAIApUIly MajeaTy
CTaHOBUTH Mpubau3H0 60 %. Ha abcopOIrito eHanampuiy Mpy mepopajbHOMY 3aCTOCYBaHHI He
BIIJINBA€E HASIBHICTD 1Ki ¥ IIIYHKOBO-KUIITKOBOMY TPAKTi.

Posmomin.

[Ticns abcopOiiii mepopanbHO TPUNUHSITUN €HaTAMPUIT IITBUAKO Ta €eKCTEHCHUBHO TiIpOJTi3yETHCS B
eHa/anpuiaT - MoTyxkHuM iHribitop AII®. ITik #oro KOHIIEHTpAllii y CHPOBATIIi CIIOCTEPIraeThCs
npubIKU3HO Yyepe3 4 TOOUHMU ITiC/Is TepPopaIbHOT0 3aCTOCYBAHHS eHaslallpuily Masneaty. EdhekTuBHu
nepiofl HalliBBMBEIeHHS eHalallpuyIaTy Iicis 6araTopa3oBoro MpHioMy IepopasibHO eHalalpuia
ctaHoBuTh 11 rogus. Y ocib i3 HOpMabHOIO (QYHKIIE€I0 HUPOK PiBHOBaXKHA CUPOBAaTKOBA
KOHIIEHTPAllif eHalanpunaty Oyia HOCATHyTa yepe3 4 mobu micis mo4aTtky JikyBaHHS. [1pu
HaATPaHUYHUX KOHIEHTPAIisaX, AKi OyIy TepaneBTUYHO 3HAUYIIUMU, BiOyBaeThCS 3B I3yBaHHS
eHaslanpunary 3 0inkamu maa3My, mo He nepesuiye 60 %.

BiorpaHcdopmatiis.

OkpiM KOHBepCii B eHalanpuiaT, JaHUX [IPO 3HaUYHUM MeTabo/Ii3M eHalanpuily HeMae.
EniMinamis.

BuBeneHHS eHananpuiaTy B OCHOBHOMY BifnOyBa€eThcsl HUpKaMu. OCHOBHUM KOMIIOHEHTOM Cedi €
eHanmanpumnat (mpubnu3no 40 % Bim 3aCTOCOBaHOI 03K) Ta HE3MiHEHUM eHaanpui (TpuoIu3Ho
20 %).

HupkoBa nuchyHKIIiS.

EKCro3uIis eHaanpuily Ta eHajalpuiaTy MigBUIIYETHCS Y XBOPUX 3 HUPKOBOI HENOCTATHICTIO.
Y xBopux 3 j1eTK0i0 ab0 IOMipHOI0 HENOCTATHICTIO (KiIipeHc KpeaTuHiny 40-60 m/xB)
crabinpauit ctan AUC eHanampunaty 6yB IpubIU3HO ¥ 2 pPa3u BUIIUM, HiX y XBOPHUX 3
HOPMAaJIbHOI0 (PYHKIIiI€I0 HUPOK ITicIIs 3acToCyBaHHS 5 MT 1 pa3 Ha mo0y. [1pu TSXKKii
HUPKOBiM HeLOCTaTHOCTI (KiipeHC KpeaTuHiHy < 30 mi/xB) piBeHb AUC migBUIIyBaBCS
npubnu3Ho y 8 pa3iB. EdbekTuBHUM Mepiof] HaliBBUBEIEHHST eHaJTalIPUIaTy MicIis



O6araTopa3oBOr0 3aCTOCYBaHHS eHaJIallpPuiIy MajeaTy MOJ0BXKYEThCS IIPH I[bOMY PiBHi
HUPKOBOI HEJOCTATHOCTI, @ Yac NOCSATHEHHS PiBHOBAXXHOTO CTaHy KOHIIeHTpallii
30inbmmyeThes (muB. po3min «Cmocib 3acTocyBaHHS Ta m03u»). EHanamnpuiaT MOXKHA BUBECTH
i3 CUCTEMHOI'0 KPOBOTOKY 3a AOIOMOTO0 reMofianisy. KiipeHc aianisy cTaHOBUTH 62 MII/XB.

JlakTarmid.

Yepes 4-6 roguH micng npuiiomy 20 MT npenapaTy IIepopajibHO MK KOHIIEHTpallil eHaanpuiy B
TPYIHOMY MOJIOI IT'ITH KIHOK B ITiCJISIIIOJIOTOBUY I1€Piof B CEPEOHbOMY CTAHOBUB 1,7 MKT/I
(miama3oH Big 0,54 mo 5,9 mkr/n). CepenHe 3HaUeHH IiKiB KOHIIEHTPallil eHalanpuiaTy
ctaHoBuio 1,7 MKr/n (miama3oH Bifg 1,2 mo 2,3 MKT/n); iKY KOHLIEHTPAllil BAHUKAJIXA B Pi3HUMI
Yac npoTAroM 24 roguH. 3rigHo 3 JaHWMHU OO0 PiBHS MiKOBOI KOHIIEHTPAIlil B TPYTHOMY
MOJIOIIi, BBAXKA€ETHCH, 1110 HEMOBJIS, SIKE€ Xap4Yy€EThCS TiIbKU TPYAHUM MOJIOKOM, OTPUMYE HE
6inbie 0,16 % mpenapary Bif m03u MaTepi, MimidpaHo0 B pO3paxyHKy Ha KT MacHu. Y XiHKH,
siKa ITpuiiMala nepopanbHo mo 10 Mr eHanampuiny Ha moby npotsarom 11 micsiis, mik
KOHIIEHTpallil eHananpuny (2 MKT/JI) criocTepiraBcsi MpubIu3HO Yepes3 4 TOOUHY MiCIs
IPUUOMY [I03H, a IIiK KOHIleHTpallil eHananpunaty (0,75 MKT/m) mocsaraBcst TpuOIu3HOo Yepes
9 roguH micns npuioMy go3u. IIpu 1iboMy 3arajibHa fo0O0Ba KibKiCTh eHaTampuiy B
rpymHOMY MojoLi ctaHoBuma 1,44 Mkr/i, a eHananpunaaty 0,63 MKr/a BignosigHo. Yepes 4
TOOVHY TICJIS IPUKXOMY Pa30BOl 03U eHaJlallpUily 5 MI' OOHI€I0 IAI[iEHTKOO i pa30Bol 03U
eHananpuny 10 Mr gBoMa IallieHTKaMu piBeHb BMICTy eHalanpuiaaTy B TPYAHOMY MOJIOI
3HaXOOUBCS HUXKYe MeXi BUsaBneHHA (< 0,2 MKr/m); piBHI BMICTy eHalalpuily BCTAHOBJIEH]
He Oyu.

JlepkaHiouniH.

AGcopOiis.

JlepKaHiguImiH MOBHICTIO a0COPOY€ETHCS MiCIs TepopaJbHOT0 3aCTOCYBAaHHS, a MaKCHMaJlbHa
KOHIIEHTPAIIis y Ia3Mi JocsraeThCst mpubau3uo yepes 1,5-3 romuHu.

[IBa eHaHTiOMepH NepPKaHIOUIiHy MOKa3anu ifeHTuYHi npodisni piBHA y Iy1a3Mi: 4ac miKoBoi
KOHIIEHTpAllil iTeHTUYHUH, a MMKOoBa KOHIeHTpallisa y mna3Mi Ta AUC y cepegaboMy B 1,2 pasa Buiili
o (S)-enanTioMmepa. EniMinaris HamiBpo3mangy 4BOX €eHaHTIOMeDPiB B OCHOBHOMY OfHaKoOBa. In vivo
B3a€EMO3aMiHHICTh TBOX €HAHTIOMEDPIB HE CIIOCTEPIra€ThCA.

Bracmigok BupaxeHoro MeTa0os1i3aMy MepBUHHOTO ITPOXOIKEeHHs a0COI0THA 6i0IOCTYIHICTS
IPUAHSTOTO IIepOPaIbHO JIePKaHIIUIIiHY B YMOBaX T'OJI0AyBaHHS CTAaHOBUTH mpubau3Ho 10 %. OgHak
6iomoCTyIHICTE ¥ 300pOBUX NOOPOBOJIBIIB B YMOBaX IrOJIOAYBaHHS 3HUKYETHCS [0 Y3 Bi
BUIIIE3a3HAUYEHOT 0 3HAUYEHHS.

[OCTYyIIHICTE IepOpaIbHO IPUKUHATOrO JIEPKAHIIUIIIHY HiABUIIYETHCA ¥ 4 pa3u 3a YMOBHU UOT0
3aCTOCyBaHHS Yepe3 2 TOAWHM IIiC/s BXKKUBaHHA 1Ki 3 BUCOKUM BMICTOM KHUpY. BiAmosigHo, mpenapaT
CJIig IpUUWMaTH [0 BXKUBAHHS 1xKi.

Posmoomin.
Poamnopin i3 nja3Mu y TKAHUHY Ta OpraHU € IMIBUJKUM Ta €eKCTEHCUBHUM.

Cryminb 3B’s13yBaHHS 3 OiIKaMu IJ1a3MU JiepKaHiguminy nepesuinye 98 %. Yepes Te 1m0 piBeHb Oinka
Y XBOPHX i3 TSIKKOI0 HUPKOBOIO ab0 Ie4iHKOBOIO OUCOYHKITIEI0 3HUKEHMH, BMICT BiTbHUX (Dpakiiii



TIEPKaHINUTIiHY MOXKe OYTH BUIIKM.

BioTpancdopmariris.

JlepKaHiguIiH eKCTeHCHBHO MeTabomi3yeThesi pepmenToM CYP3A4; HiIKUX CIIOPiAHEHUX CIIONYK Y
cedi abo ¢ekanisgx He BUABISAETHCS. BiH IepeTBOPIOETHCS TOJIOBHUM YMHOM y HEAKTUBHI MeTab0miTH i
npubnu3Ho 50 % 03K BUBOOUTHLCS i3 Cedero.

ExcriepumenTu in vitro 3 MIOACBKAMY MiKPOCOMaMU [IE€YiHKY JOBEJIY, 110 JIePKAHIAUIIIH He3HaYHO
npurHiuye gBa pepmenTu - CYP3A4 ta CYP2DG6 - npu koHIleHTpanisnx, y 160 i 40 pasiB BUIUX, HiXK
M0T0 TIiKOBi KOHIIEHTpallil y Iy1a3Mi, SKi JOCATaloThCS MicIg 3aCTOCYyBaHHS 1o3u 20 Mr.

Kpim 1poro, BUBYEHHS B3a€MOJIl Y Jtofied IT0Ka3aslo, 110 JIEpKaHiAuIiH He Moaudikye piBeHb
Mima3onamy (tumoBoro cyoctpaty CYP3A4) y mna3mi abo MeTOIPOJIoNy (TUIIOBOTO CyOCTpaTy
CYP2D6). TakuM 4MHOM, IIpX 3aCTOCYyBaHHI JePKaHIAUIIHY Y TepaneBTUYHUX [03aX
6ioTpaHcdopMariii npenapartis, mo MetabomnizyioTecss CYP3A4 a6o CYP2D6, ouikyBaTu He CIiif.

Eniminarnis.

Eniminaris BinOyBa€eThCS TOJIOBHUM YHMHOM 4epe3 OioTpaHchopmarttito. CepenHilt TepMiHaIbHUN
nepion HamniBBUBEOeHHS CTaHOBUTH 8-10 rofuH; yepe3 BUCOKY CIOPIAHEHICTS 3 JIMiTHUMUA
MeMOpaHaMU TepaleBTUYHA aKTUBHICTh MTOIOBKYETHCS [0 24 ropuH. ITicis MOBTOPHOTO
3aCTOCyBaHHS KyMyJISllii He CIIoCcTepiranocs.

JIiHiVHICTL/HEemiHINHICTD.

PiBeHb nepKaHigUIiHYy y I1a3Mi MiCJg IepopalbHOT0 3aCTOCYBaHHS He MPSIMO MPOMOPIiKHUY 031
(HeminiliHa KiHeTuka). [licisa 3actocyBanus 10, 20 abo 40 Mr miKoBi KOHIIEHTpaIlil ¥ Iy1a3Mi KpoBi, AKi
crocTepiranucs, 6ynu y criBBigHomeHHi 1:3:8, a miomii mifg hapMaKoKiHETUYHOI0 KPUBOIO «dac-
KOHIIEHTpallis» ¥ mia3Mi - y criBBigHommenHi 1:4:18, mo nepenbavae mMporpecuBHy HaCUYEHICTh
MeTab0i3My ITpH MePIIOMY IIPOXOIKeHHi. BinmoBinHO, HOCTYIHICTE MigBUINYETHCS 3i 30imbIIeHHSIM
L03H.

HonaTKoBa iHbOpMallis Mpo crneliaabHi TOIYIIALil.

Byno nokasano, mo ¢apMaKoKiHeTHKa JIePKaHIOUIIIHy Y XBOPUX JIITHBOTO BiKy Ta Y XBOPUX 3 JIETKOIO i
TIOMipHOI0 IUCGYHKIII€I0 HUPOK abo medviHKy momibHa J0 TaKoi, 0 CIIOCTEPiraeThCs y 3arasibHin
TIOTIY AL XBOPUX. Y XBOPUX 3 TSIKKOIO IUCOHYHKIIEI0 HUPOK ab0 Y XBOPUX, SIKUM IIPOBOASTh CEaHCH
miani3dy, KOHLeHTpallil npenapaty Oynu BuiuMu (mpubnusno 70 %). Y xBopux 3 momMipHuM abo
TAKKUM ypaXKeHHSM IeYiHKU CHCTeMHa 0i0fJOCTYIIHICTh JIepKaHiANuIiHYy, BiporigHo, 30i1bIIyeThCS,
OCKilbKY 3a3BHYail pemnapaT eKCTEHCUBHO MeTabo0Ii3yEThCS Y MEeYiHII.

ITokniHiyHi OaHi 3 6e3neku.

KombiHauis eHananpuay ma AepkaHiouniuy.

Moxkn1Ba TOKCUYHICTh KOMOIHOBAHOTO IIpelapaTy eHalalpuily Ta JepKaHigumniny Oyna
BHMBYEHA Ha IIypax: IperapaT BBOAUBCS IIePOPaIbHO MPOTIATOM 3 MicsIliB, 0y/10 TpoBEIeHO
[Ba TECTU Ha TeHOTOKCHUYHICTh. TOKCHKONOTiYHNM ITPOdins KOMOiHOBAHOTO IIpernapaTy He
BiIpi3HSBCS Bif MPOoQiniB JBOX MOTO KOMIIOHEHTIB y pas3i IX 3aCTOCyBaHHS OKpPEMO.

BiamoBigHI faHi iICHYIOTE OKPEMO I OBOX KOMIIOHEHTIB - €eHaJIallpUIly Ta JIEpKaHIAuIIiHY.



EHaaanpua.

IokmiHiyHi gaHi, OTPUMaHi B TPaguLiMHUX JOCITiIXeHHIX 3 hapMaKoJiorii 0e3meky,
TOKCUYHOCTI 0araTopa30BuX q03, TEHOTOKCUYHOCTI i KAHIIEPOTEHHOI [il, He BUSABISAIOTL OYIb-
sIKO1 0c0011BO1 HeOe3MeKH I JIIOOUHH.

IlaHi mocnigXeHb PeIPOAYKTUBHOI TOKCUYHOCTI Jal0Th 3MOT'y IPUITYCTUTH, 1110 €HaTallpuI
He BIJIMBA€ Ha (GePTUILHICTD i PYHKILIOHYBaHHS PENPOAYKTUBHOI CUCTEMHU Y IIYpPiB i HE
YUHUTH TEPATOTEHHOI Oil. Y Xomi moCmigKeHHS MpelapaT BBOAUIIM CaMKaM IIypiB [0
CIIapOBYBAHHS i MPOTSATOM BariTHOCTI, Iifl Yac jaKTalii Oyna BimMiueHa migBuieHa
CMEpPTHICTh IOTOMCTBA. fIK BUSIBUJIOCH, IpenapaT NIPOHUKAE KPi3b MJIALleHTY 1 BUBOOUTHCA 3
MOJIOKOM. ByJ0 moka3aHo, IT10 IpemapaTu Kiiacy iHribiTopiB
aHTiOTEH3WHIIEPETBOPIOBAIbHOTO ()ePMEHTY MalOTh IOOIYHUY BIIJIMB Ha Ii3HiN PO3BUTOK
IJI0fa, 110 MOXe MPU3BOOUTH A0 CMEPTi, BPOAXKEHUX NaToJIoriu yepena. Kpim Toro,
TIOBiMOMIISITIOCS TIPO (PETOTOKCUYHICTh, YIIOBITbHEHHS BHYTPIITHEOYTPOOHOTO PO3BUTKY Ta
HE3POIIEeHHS apTepianbHOl IPOTOKHU. Lli mMOpyIIeHHS pO3BUTKY YaCTKOBO MOXKHA MOSACHUTH
IPSIMHUM BIIUBOM iHTiOiTOpiB ATI® Ha peHiH-aHTIOTEH3UHOBY CHCTEMY IIJIOfla, YaCTKOBO -
i1reMi€ro, OB’ sI3aHOI0 3 apTEPiaIbHOIO TIIIOTEH3I€I0 MaTepPi, a TaKOXK 3HUKEHHSAM IIJI0H0-
IJIal[eHTapHOI0 KPOBOTOKY 1 3MEHIIIeHHIM HaAXOIXKEeHHS [0 IJI0fa KUCHIO 1 MOXKUBHUX
PEYOBUH.

JlepkaHiouniH.

IaHi, oTpuMaHi B X0OMi MOKIIHIYHUX CTAaHTAPTHUX (HapMaKOJIOTiYHUX OOCITiIXKeHb 3 0e3IeKH,
OOCIIiIXeHb 3 TOKCUYHOCTI 6araTopa3oBuX 103, TeHOTOKCUYHOCTI, KaHIIEPOTE€HHOTO
TIOTEHIlialy, a TaK0X PEempPONyKTUBHOI TOKCUYHOCTI, BKa3yIOTh Ha BiCyTHICTh 0COBIHNBOI
HeOe3NeKu penapary s TIOAWHHY.

3HayHi eeKkTH, SKi CITOCTEpIranucs B TPUBAIMUX JOCHIXKEHHSIX Ha IIypax i cofakax, mpsiMo
abo0 mo0iyHo Oy MOB’g3aHi 3 BifOMUM BIIJIMBOM BHMCOKHMX 003 aHTArOHICTiB Kasbllii0, TOOTO
Oynu HacIigKOM HaAgMipHO BUCOKOI (papMaKoguHaMiuYHOI aKTUBHOCTI.

JIikyBaHHS JIepKaHiOUIIiHOM He BIIJIUBaJIO HAa PEPTUIIBHICTE i 3aranbHe QYHKIIOHyBaHHS
PENPONYKTUBHOI CUCTEMH Y LIYPiB, IPOTE BBeIeHHS BUCOKUX 03 IPU3BOAMUIIO A0 3aruderti
IIOTOMCTBA B Ilepe[- 1 TOCTIMIIaHTal[lMHUY [1epiof, a TAKOX [0 VIOBIIbHEHHS
BHYTPIITHOYTPOOHOT'0 PO3BUTKY. Y [OCTiAKEHHSIX Ha IIypax i KpoJsgX TepaToreHHOTo
BIIJIMBY JIEPKaHIAUIIiHY BUSIBIIeHO He 0yJ10, OQHAK TEPATOTeHHICTh iHIINX IIpernapaTiB
OUTiOPOMiPUONHOBOTO PSIAY B HOCTiAXKEHHSX Ha TBapuHax Oyja BUsiBIeHa. 3aCTOCYBaHHS
BHCOKUX [103 NepKaHiguminy (12 Mr/kr/go0y) mig 4ac moJioriB Moxe MPU3BOAUTH [0 AUCTOILl.

[Tpotec po3mopiny nepKaHiguminy Ta/abo #oro MeTaboIiTiB B opraHi3Mi BariTHUX TBApUH Ta iX
IIPOHUKHEHHS Yy MOJIOKO HE BUBYAJIMUCS.

KniniuHi XxapakKTepHCTHKH.
Iloka3zanus.

Jlepkamen® AII® 10/10:



JIIKyBaHHS eCeHIlialbHOI TrinepTeH3il ¥ XBOPHX, ¥ SKUX apTepialbHUN THCK HEJOCTATHBHO
KOHTPOJTIOETHCS IIPU MOHOTeEpaTil iepKaHiguminy rigpoximopugoM y go3i 10 mr. [TounHaTH nikyBaHHS
apTepianbHOi rimeprensii Bimpasy KombiHoBaHuM mpemnapaToM Jlepkamer® ATI® 10/10 He crif.

Jlepkamen® ATI® 10/20:

JIiKyBaHHS eCeHIlialbHOI rinepTeH3il ¥ XBOPHX, ¥ SKUX apTepianbHUM THCK HEJOCTATHHO
KOHTPOJTIOETHCS IPU MOHOTEpATil eHananpuiy ManeatoM y 0osi 20 mr. [loynHaTH TiKyBaHHS
apTepianbHOi rineprensii Bifpa3y KombiHoBaHuM mpernapaToM Jlepkamer® ATI® 10/20 He crif.

IIpomunoka3saHnus.

- l'nepuyTnuBicTs go Oymb-sikoro inribitopa AII® a6o 6110KaTOPiB KalbllieBUX KaHaliB
[OUTiAPOIIPUANHOBOTO PSNY, @ TAKOXK [0 OYOb-SKOi 3 MOTIOMIiXKHUX PEYOBUH (OUB. po3hin «CKiam»).

- HasBHICT B aHaMHe3i aHTiOHaOPSAKY B pe3yNIbTaTi MOMEePeqHbOro IiKyBaHHs iHri6iTopom ATID.
— CnapmkoBuit a0o imiomaTU4yHWM aHTiOHAOPSK.

- BaritHicTh a60 nnaHyBaHHS BaTiTHOCTI (muB. po3minu «Oco6IMBOCTI 3aCTOCYBAHHSI» Ta
«3acToCyBaHHS y Iepiof] BariTHOCTI abo romyBaHHS TPYIOIO»).

- O6CTpyKLis BigTOKY KPOBI 3 JIiBOTO LITyHOYKA.
- 3acTiliHa ceplieBa HeJOCTATHICTh, 3 IPUBOAY KOl He IPOBONUIIOCS JIiIKyBaHHS.

- HecrtabinbHa cTeHOKapAis abo MPOTAroM OMHOT0 MicSLd Iicys mepeHeceHoro iHpapKTy
MioKapzaa.

- TsxkKa HUpPKOBa HegocTaTHICTh (IIK® < 30 My1/xB), B TOMY YMCIIi y MAlli€HTIB, SKi
nepe0yBalTh Ha reMofiamisi.

- TsaxkKa neviHKoBa HEOOCTATHICTE.
- CymnyTHE 3aCTOCYBaHHS i3:

- noTyxHUMHY iHribitopamu CYP3A4 (ouB. po3gnin «B3aemopmis 3 iHIIMME JTiKapCbKUMU 3aco0aMu
Ta iHIIi BUAY B3a€EMOMIN»);

— IIMKJIOCIIOPUHOM (IUB. PO3[in «B3aemofisa 3 iHIIMMY TiKapChbKUMM 3aco0aMu Ta iHIIM BUON
B3aEMOJi»);

- rpeundpyTom abo rpeindpyToBUM COKOM (OUB. PO3Min «B3aeMopmis 3 iHIIMMU TiKapChKUMU
3aco0aMu Ta iHIII BUOU B3a€MOMLIN»).

- OpHouacHe 3aCTOCyBaHHS y KoMOiHallii 3 Tepatieio cakybiTpumom/BanicapTanoM. He crif
PO3MOYNHATH 3aCTOCOBYBATH €HaJIallpUJl paHille HiX yepe3 36 TOOUH MiC/IA OCTAHHBOI'O IIPUMOMY
cakyObiTpuny/BancapTany (ouB. po3ninu «B3aeMopis 3 iHIMMMY TiKapchKUMU 3aco6aMu Ta iHIII BUOU
B3aeMofil» Ta «OCcoBIUBOCTI 3aCTOCYBaHHS»).

- OpnHOYacHe 3aCcToCyBaHHA mpenapaty Jlepkamen® AII® i mpemaparis, M0 MiCTATH asiCKipes,
IIPOTUIIOKA3aHO TMAIliEHTaM 3 IyKpPoBUM AiabeToM abo mopyimeHHsIM QyHKIil HupokK ([IK® < 60



mit/xB/1,73 M°) (qus. po3ninu «B3aeMopmist 3 iHIMMMU JTiIKapChKUMHU 3aco00aMu Ta iHIIi BUAKW B3a€EMOTid»
Ta «®apMakoguHaMiKa»).

B3aemodisn 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

AHTHTimEpTeH3uBHa [Iis npenapaty Jlepkamer® AII® mMoxe OyTH HifCUIeHa iHIIMME
JMiKapChKUMU 3aco0aMu, I0 3HUKYIOTh apTepiabHUN TUCK, TAKUMHU SIK OiypeTHUHi 3aco0u,
B-010kaTOpaMu, «-O6JI0KAaTOPaMH Ta iHIIMMHU PEYOBHHAMH.

KpiM 1p0OT0, CIIOCTEPIraloThCS HUKYeHaBeqeHi B3a€MO/Iil 3 KOXKHOIO i3 if04nX PeYOBUH
IILOTO JTIIKapChKOTO 3aco0y.

EHaananpuay maseam.

[TpenapaTy, gKi MiOBUINYIOTh PU3WK BUHUKHEHHS aHTiOHAODPSAKY.

OpHoyacHe 3acTocyBaHHS iHTibiTOpiB AII® i3 caky6iTpHIOM/BaricapTaHOM IIPOTUIIOKA3aHO, OCKIIbKH
1le MigBUIIYE PU3UK BUHUKHEHHS aHTi0HaOpsaKYy (muB. po3ninu «IIpoTunokasaHHsa» Ta «OcoOIuMBOCTI
3aCTOCYBAHHS»).

OpuoyacHe 3acTocyBaHHS iHri6iTopiB AII® 3 pauekapmoTpunoM, inribiTopamu mTOR (Hanpuknazn,
CHPOJIiIMyC, €BePOJIiMyC, TEMCHPOJIIMYC) Ta BiIIArTiNTUHOM MOXKe IIPU3BECTH 10 PU3UKY PO3BUTKY
aHrioHabpsKy (muB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

[MonBitiHa 6/10Kaga peHiH-aHTi0TeH3UH-aIbIOCTEPOHOBOI CUCTEMHU.

IaHi KJIiHIYHUX [OCHiXKEHb TOKa3y0Th, 110 MOABiHA 0/10Kafga peHiH-aHTi0TeH3WH-aIb0CTEePOHOBOI
cuctemu (PAAC), 1m0 oB’s13aHa i3 OMHOYAaCHUM 3aCTOCyBaHHAM iHTiOiTOopiB ATI® Ta 610KaTOPiB
petienrTopiB aHrioTeH3uny Il abo amickipeHy, MPU3BOOUTE [0 IMiABUINEHHS YaCTOTH HeOaKaHWX SBHUIII,
TaKUX SK TiOTeH3is, rinepKanieMis i 3HWXKeHHS (QyHKIIl HUPOK (B TOMY YKCJIi TOCTPa HUPKOBa
HEJOCTaTHICTh), B MOPiBHSIHHI 3 BUKOPUCTAHHSAM OgHOTO 3acoly, sikui nie Ha PAAC (muB. po3pinu
«[IpoTunoka3aHHsI», «OcOOIMBOCTI 3aCTOCYyBaHHA» Ta «PapMaKoguHaMiKa»).

Kanina6epiratodi giypetnusi 3acobu, no6aBKy 3 KajieM abo CoIbOBi 3aMiHHUKH, 110 MiCTSITh KaJlil.

3a3Buyail piBHI KaJliloo 3aIUIIal0TECA Y MeXaxX HOPMHY, aJie y OesAKUX Nalli€HTiB, IKi OTPUMYIOTh
eHaJIallpuJl, MOXKe CIIoCcTepiraTucs rinepkamniemis. Kamifizbepiratoui niypetrnuni 3acobu (Hampukiag
CITiDOHOJIAKTOH, €IJIEPEHOH, TpiaMTepeH abo aminopum), moOaBKH, 1110 MiCTSATh Kajii, abo peuoBUHH,
ITI0 MIiCTSTh COJIi Kajlito, MOXKYTh IPU3BECTH 0O 3HAYHOTO MiABUIIEHHS KOHI[EHTPAllil KaJlioo y
cuposartui. Crig 6yt 06epeKHUM IIPU ONHOYACHOMY 3aCTOCYBaHHI eHAANpPUITy 3 iHIIUMU
npenapaTaMy, 0 MiABUINYIOTh BMICT KaJlit0 B CUPOBATL KPOBi, TAKUMHU SIK TPUMETOIIPUM Ta
KOTPUMOKCA30J1 (TpUMeTOnpuM/CyabhaMeTOKCa30i), OCKIIbKY TPHMETOIIPUM [i€ K
Kajii3bepirarouuil oiypeTuk, 30KpeMa K aMimopup. ToMmy KoMOiHallisg eHanampuiy 3
BUIIle3a3HAaUYEHUMHU IIpernapaTaMyu He PEKOMEHAYEThCS. fAKINO TaKi IpenapaTé CyIyTHHO
IPU3HAvaloTh IIPU AOBEMeHil rimokasnieMil, To X TOTPiOHO 3aCTOCOBYBaTH 3 00€PEXKHICTIO Ta Iif
YaCcTHUM KOHTPOJIEM BMICTY KaJiilo y cupoBartli (DuB. po3nin «OcobIuBOCTi 3aCTOCYBaHHS»).

Lukmocmoo PUH.

[Tpu ogHOYacHOMY 3acTocyBaHHi iHTi0iTopiB ATI® Ta UMKIOCIOPHUHY MOXKe BUHUKHYTH TilepKasieMisd.
PexoMeH0BaHO KOHTPOJIIOBATH PiBEHB KaJlit0 B CUPOBATL KPOBI.



l'enapuH.

[Tpu ogHOYaCHOMY 3acTocyBaHHi iHTibiTopiB ATI® Ta renmapuHy MoOXKe BUHUKHYTH TillepKasieMis.
PekomMeH0BaHO KOHTPOJIIOBATU PiBEHB KaJIil0 B CUPOBATI] KPOBI.

[liypeTryHi 3aco0u (Tia3uOHi Ta MeTNbOBI OiypeTUyHi 3aco0u).

[TonepenHe MiKyBaHHS BUCOKMMHU J03aMHU OiypeTUYHUX 3aC00iB MOXKe CIIPUUYUHUTY 3HUKEHHS 00 eMY
IIMPKYJII0I040i KPOBi Ta PU3UK apTepiasibHOI TinoTeH3il Ha M0YaTKy 3aCTOCYBaHHS eHallanpuiy (IuB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [iMOTEH3UBHI e(eKTH MOKHA 3MEHILIUTH IUITXOM BifMiHU
niypeTu4yHUX 3ac00iB, 30iNbIIIeHHS BXKUBaHHS coJli a60 piguHu a60 3aCTOCYBaHHSIM HU3BKOI
II0YaTKOBOI 03U eHaIalpuiy.

[HIIIi aHTUTiTEePTEeH3WBHi 3aCO0H.

CymyTHE 3aCTOCyBaHHSI IIUX 3ac00iB MOXKe IPHU3BECTHU [0 MTOCUJIEHHS TiMOTEH3UBHOI [il eHaanpuy.
CymyTHE 3aCTOCYBaHHS 3 HITPOTJILIEPUHOM Ta iHIIUMU HiTpaTaMu abo iHIMKUMHU
CYOVHOPO3IINPIOBAIbHUMY 3acobaMy MOXKe NMPU3BECTU OO0 NOAATKOBOTO 3HUXKEHHS apTepialbHOT0
TUCKY.

JIiTin.

[Tig yac cynmyTHHOT'O 3aCTOCYBaHHS JiTii0 3 inribiTopamu AII® crmocTepiranocst 060pOTHE MiIBUIIEHHS
KOHILIEHTPAIIil JIiTi0 y CUPOBATI] Ta IOCUIEHHS KOT0 TOKCUYHUX eeKTiB. CyIyTHE 3aCTOCYBaHHS
miypeTHyHUX 3ac0o0iB rpynu Tia3umiB Moxe 30iblIyBaTH KOHIIEHTPALIilo PiBHIB JIiTil0 i, BiAMOBiAHO,
IIOCHUTIOBATH TOKCUYHi epeKTH NiTiio Ipyu OmHOYACHOMY 3aCTOCyBaHHi 3 inribiTopamu AII®. Tomy
3aCTOCyBaHHS eHaJIallpuily 3 IpenapaTaMH JIiTiio He peKOMEHAYEThLCS, ajie SKII0 1X OqHOYacHe
3aCTOCYBaHHS HeoOXifHe, TO NOTPiOHUY peTeNbHUN MOHITOPUHT PiBHIB JIiTiI0 Y cupoBaTii (TuB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

TQI/IHI/IKHi‘-IHi AHTHUIEII QGC&HTI/I[aHTI/IHCI/IXOTI/IKI/I[aHeCTeTI/IKI/I[HaQKOTI/I‘{Hi 3aco0mu.

[Tpu cynyTHbOMY 3aCTOCYBaHHI AeSKUX aHECTETUKIB, TPUIMKITIYHUX aHTUOEeIIPEeCaHTiB i
AHTHUIICUXOTHKIB 3 iHribiTopamu AIT® MOXKIKBe MONATKOBE 3HUIKEHHS apTepiaabHOT0 TUCKY (IUB.
po3min «Ocob6IUBOCTI 3aCTOCYBAHHS»).

HecTtepoigHi npoTu3amnanbHi npenapaTy, BKIIOYAI0YU CeTeKTUBHI iHTi0iTOpY UKI00KCUTEHA3H-2.

Hecrepoinui mpotusananbhi npenapatu (HII3II), BKIoYa4yu CeNneKTUBHI iHTiOiTOpU
muKkookcurenasu-2 (LOT-2), MoXyTh 3HUXKYyBaTH €(PEKTUBHICTh OiypETUKIB Ta iHIINX
aHTUTiINEePTEH3UBHUX IIpernapaTiB. TOMy aHTUTINEepTEeH3UBHA i aHTAaroOHICTIB peLenTopiB
anrioreH3uny II ab6o inridiTopis AII® moxke OyTy 3HKUKEHA IIPU OOHOYACHOMY 3acTocyBaHHi i3 HII3II,
BKJTIOYAlOYX CeJIeKTUBHI iHribiTopu LIOT-2.

CninsHe 3actocyBansst HIT3II (Bkitodatouu cenekTuBHi iHriditopu I10I-2) i aHTaroHicTiB pelenTopis
anrioteH3uny II abo iHridiTopis AII® cympoBOOKYETLCS agUTABHUM e()eKTOM y BUTTISIAI MiABULIEHHS
KOHIIEHTpAIlil KaJli0o B CUPOBATII i MOXkKe MPU3BOOUTHU [0 NOTipiieHHs QYHKIII HUPOK. fAK ImpaBuUo,
maHi eekTn 000poTHI. YV pigKiCHUX BUIIaJKax MOXKe PO3BUBATUCS IOCTPA HUPKOBA HEJOCTATHICTh,
0C00JIMBO y MallieHTiB 3 MOpPYyLUIEHHIM QYHKIiI HUPOK (HalpukKiag y Malli€eHTiB JIiTHLOTO BiKy abo
3HEBOJHEHUX Ialli€HTiB, BKJIIOYAIOUM TUX, XTO OTPUMYE Tepalliio AiypeTuKamu). TOMy CIiIbHUI
IPUHOM IIUX IIPelapaTiB CJIif Mpu3HayvaTy 3 00epexkHiCTI0, 0COOIMUBO MallieHTaM 3 IOPYIIeHHIM



¢byHKLil HUpOK. [TalieHTH TOBUHHI OTPUMYBATH JOCTATHIO KiTbKIiCTh PigUHU. K Mic/Ig mo4aTKy
CIiNIBHOI Teparllil, Tak i 3rogoM (QYHKI[iI0 HUPOK CJIifl TePioguYHO KOHTPOJIIOBATH.

IIpenapaTy 30710Ta.

[Tpu ogHOYacHOMY 3acTocyBaHHi iHTi0iTopiB ATI®, y TOMy YKCIIi eHananpuiy, 3 npenapaTaMu
30J10Ta, IPU3HaYEHUMH [JIg iH €KIIHOT0 BBeAEHHS (HATpilo aypoTioMasnat), Oyu mOoBiIOMIEHHS PO
BUHUKHEHHS PigKiCHUX HITPUTOMOMIOHMX Peakllii, 0 CyIIPOBOIXKYIOTbCSI TAKUMU CUMIITOMaMH, SIK
IPUIIIUBY 00 00/TMYYst, HymoTa, O/II0BaHHS Ta apTepiasibHa TimoTeH3is.

CHUMIaTOMiIMEeTUKH.
CuMnaToMiMeTHKY MOXKYTb II0C/Ia0/II0BaTH aHTUTINEPTEH3UBHY Aito iHTibiTopis AIID.

AuTuniabeTryHi 3aC00U.

[TpoBeneHi enigeMionoriyHi OCTiAXKeHHS [alu 3MOTy IPUIIYCTUTH, 110 3aCTOCYBaHHS iHTi0ITOPIB
ATI® ogHOYacHO 3 aHTHOia0eTHUHUME 3acobamu (IHCYJIiH, IepopabHi rinoriikeMiyHi IpemnapaTy)
MOXKe CIIPUYMHUTY 3HUXKEHHS PiBHS I'IIOKO3M ¥ KPOBi 3 PU3MKOM BUHMKHEHHS TilOTITiKeMil.
Haii6inb1 BiporigHo maHui GeHOMEH BUHUKAE V eI THKHI CyMICHOTO JTiKyBaHHS Ta V¥ XBOPHUX i3
NOpyIIeHHAMH GYHKIIIT HUPOK (IuB. po3pinu «OcobnuBoCcTi 3acTocyBaHHsA» Ta «[106iuHi peakii»).

AJIKOToJIb.
ATKOTOJb TTOCUITIOE TiMOTEH3UBHY [ito iHribiTopis AIID.
ArneTuicaminuuaoBa KUCJIOTa, TPOMOOIITHKY i B-0110KATOPH.

OmHoYacHe 3aCTOCYBAHHS eHAJAMPUITY 3 alleTUIICAITII[UIOBOI0 KUCIOTOW (Y KapaiooTiYHuX 103aX),
TpoMOoIiTUKaMH i B-6510KaTopaMu HeGe3meKu He CTAHOBUTE.

JlepkaHiouniH.

O0HoYacHe 3acmMoCyB8aHHA NPOMUNOKA3dHO.

Iaribitopu CYP3A4,

Bimomo, 1m0 mepkanigumnin MmetabomnidyeTscs pepmerTom CYP3A4 i ToMy ogHOYACHO TpU3HaYeHi
inri6itopu CYP3A4 M0XyTh BIIMBATHA Ha MeTab01i3M Ta eKCKpellilo JIepKaHiguIiny.

B pamKax gociigKeHHs B3a€MOZil 3 KeTOKOHA30JI0M, IOTyKHUM iHribiTopom CYP3A4, Gymno
Bi3Ha4YeHO 3HaYHe 3POCTaHHA PiBHIB IJ1a3MOBHUX KOHIIEHTPalill IepKaHiauminy (15-kpaTtHe
30inbIIeHHS IIJIONII IIii KPHUBOIO «KOHIIeHTpanisg-yac» (AUC) i 8-kpaTHe 3pocTaHHs C,,, eyToMepa S-
JIePKaHiguIiHy).

KombiHoBaHe 3acTOCyBaHHS JIepKaHiguMiHy i motyxuux inribiropis CYP3A4 (Hanmpuknag
KETOKOHA30JTy, iTpaKOHA30JTy, PUTOHABIPY, EPUTPOMIIIMHY, TPOJIEaHAOMIIIMHY, KIIapUTPOMIIIUHY)
IIPOTUIIOKA3aHOo (OuB. po3min «IIpoTuoKa3aHHI»).

HI/IKHOCHOQI/IH.

[Ticns cninbHOTO 3aCTOCYBAHHS CIIOCTepiranocs 36iblleHHsT KOHI[EHTpalii 000X mpemnaparis,
JIEPKaHIiAUIIiHY Ta UUKJIOCIIOPUHY, B IIJ1a3Mi. [JOCIiAXKeHHS 3a y4aCTi0 MOJIOAUX 3T0POBUX
noOpPOBOIBLIIB ITOKA3asio, 1110 IPHU BBEeeHHI UKIIOCTIOPUHY Yepe3 3 TOOUHU IiCIIs IPUUoMY



JIepKaHIgUIiHy piBeHb JIepKaHIAuIiHy y m1a3Mi He 3MiHeThCS, ogHaK AUC LUKIIOCIIOPUHY
36inbIryeTbes Ha 27 %. [Ipu omHOYaCHOMY 3aCTOCYBaHHI JIepKaHIgUMIHY Ta IUKIJIOCTIOPUHY
crocTepiranocst 3-KpaTHe 3POCTaHHS PiBHA JIepKaHiAuMIiHY y mi1a3mMi i 36inements AUC
LIUKJIOCTIOPUHY Ha 21 %.

LIMKIOCTIOPHH i TepKaHiguIIiH He CITifg 3aCTOCOBYBATH Pa3oM (OuB. po3min «OcoO6auBOCTi
3aCTOCYBaHHS»).

[CpeindpyT abo cik rperndpyTa.

4K i B iHIMMX gurigponipuanHi, MeTab0i3M NepKaHIIXIIHY YIIOBITBHIOETHCS il BIIJIUBOM
rpevndpyra abo coky rpeindpyra 3 MOAaIbIINM TiIBUIIEHHSM CUCTEMHOI JOCTYIHOCTI
JIepKaHITUIIiHY Ta MOCUJIEHHSIM TilOTEeH3HUBHOI Aii.

JlepKaHiguIIiH He CIIiJ mpu#MaTH pa3oM 3 rpeindpyToM abo COKOM rpeindpyra (OUB. PO3Mdin
«ITpoTUIOKa3aHHS»).

O0HouacHe 3acMoCyB8aHHA He PEKOMEHO0BAHO.

IngykTopu CYP3A4.

[ToTpibHO OyTH 0OEpeKHUM IIPU OOJHOUYACHOMY 3aCTOCYBaHHi epKaHiguminy 3 ingykropamu CYP3A4,
TaKMMHU SIK IPOTUCYOOMHI 3aco0u (Hampuknaz ¢eHiToiH, heHobapbitan, Kapbamasernin) Ta
pudaMIinuH, Yepe3 Te 110 aHTUTiNepTeH3uBHA Ais NepKaHIiguIiHy Moxe OyTH 3HUXKEeHa Ta HeoOXiIHO
yacrille, HiXK 3a3BUYal, KOHTPOIIOBATU PiBeHb apTePialbHOI0 TUCKY (OUB. po3nin «OcobmIuBOCTi
3aCTOCYBaHHS»).

ATIKOT0JIb.

Crip yTpuMyBaTHUCS Bif BXKUBAHHS aJIKOTOJII0 y 3B'A3KY 3 TUM, 1110 BiH 30aTHUN HifCUIIIOBATU
BA30[UJIaTyI0uni eQeKT aHTUTiIepTeH3UBHUX IIpenaparTiB (quB. po3ain «OcoO6nuBocCTi
3aCTOCYBaHHS»).

3axo0u 3 be3neku, BKJAKYHO 3 KOPU2YBAHHAM 003U.

Cy6crpatu CYP3A4.

[ToTpi6HO OyTH 0OEpPeKHUM IIPU OOHOYACHOMY ITPHU3HAYEHH] JIepKaHIiIuiHy 3 iHImMUMu cy0cTpaTaMu
CYP3A4, takumu 5K TeppeHailH, acTeMi30, aHTHapuTMiyHi 3acobu III knacy (Hampukian
amiomapoH, XiHiTWH, COTAO0M).

Miga3onamM.

Y mo6poBOIbLIiB JIITHEOTO BiKY CYIyTHE ITlepopajibHe 3aCTOCYyBaHHS Miga3omaMy B 103i 20 Mr
IIOCHJTIOBAJI0O BCMOKTYBaHHS JlepKaHiguminy (mpubnu3Ho Ha 40 %), ane 3HUKYBaAJIO MBUAKICTb HOTO
BCMOKTYBaHHA (t,,, 30inbpmuBcs 3 1,75 go 3 roguH). KoHlleHTpalis Miga3onaMy He 3MiHIOBasacs.

MeTonpoor.

OpHoYacHe 3aCTOCYBaHHS JepKaHIOUIIIHY Ta MeTOIpoiony (B-6710KkaTop, 110 BUBOOUTHLCS 3 OpraHi3aMy
TIepeBaXKHO yepes MeviHKy) He BUSBUIIO 3MiHU Gi0MOCTYMHOCTI METOMPOJIONY, TOMI K 6i0MOCTYIHICTE
nepKaHifuniny 3HuXKyBanacs Ha 50 %. Lleit edekT Moxke 6yTU HaCTigKOM 3HUKEHHS KPOBOTOKY y
TeYiHIli, CIpuYnHEeHOoro B-6710KaTopaMy, i, BigmoBifHO, e MOoXke BimOyBaTHCS i 3 iHIIUMHU



mpernapaTaMu I1boro Kiaacy. ToMy IepKaHiguIiH MoxkHa 6e3MeYH0 3aCTOCOBYBATH CYMYTHEO i3
61mokaTopaMu B-aIpeHOpPeIenTopiB, ane Moxe OyTH MOTPiOHE KOPUTYBAHHS [TO3M.

[TMTOKCHH.

OpHoyacHe 3acTocyBaHHS 20 MT JIepKaHIAUIIIHY Yy XBOPHUX, SKi IOCTINHO IpuKManu B-
METUJIIUTOKCHUH, He BUSIBUIIO HisIKOI (papMaKOKiHETUYHOI B3aeMofii. OgHaK CIocTepiranocs
nigsumenHss C,,, (CepefHbOT0 MaKCUMaJbHOTO 3HAaUYEeHHA) OIUTOKCUHY Ha 33 %, TOfi K He
BimOyBasocst 3Hauymx 3MiH Hi AUC (molifa mig KpuBoio), Hi HUPKOBOTO KilipeHCy. XBopi, AKi
OJIHOYACHO 3aCTOCOBYIOThH JIEPKAHIIUITIH Ta IUTOKCHH, TIOBUHHI 1epeOyBaTH IIifi CYBOPUM KOHTPOJIEM
IITOA0 MOKJIMBOI ITOSIBY KJIIHIYHMX O3HAK iHTOKCHKAIIl JUTOKCUHOM.

OdHouacHe 3dCMoOCYBAdHHA 3 [HWumu npenapamamu.

®IyOKCeTHH.

HocnigXeHHs B3aeMOIii TepKaHiguminy i3 dpnyokceTnHoM sK iHribitopom CYP2D6 ta CYP3A4, ske
ITPOBOAMIIOCS 3@ YYaCTI0 3TOPOBUX MJOOPOBOJIBINB BikoM 65+7 POKiB (CepeHE 3HAUEHHS +
CTaHOApPTHE BiIXWIEHHS), He BUSBUIIO KIIiHIYHO 3Ha4yIol Moaudikamil papMaKOKiHETUKH
JIePKaHIAUIIIHY.

HI/IMeTI/IﬂI/IH.

OpHOYacHe 3aCTOCYBaHHS IUMeTHAUHY ¥ 0031 800 MT Ha mo0y He CIPUYMHSE CYTTEBUX 3MiH PiBHSA
JIepKaHigUIiHy y I1a3Mi, ane noTpibHa 06epekHiCTh TP 3aCTOCYBaHHI 3HAYHO OiNBLUINX 003
IIUMETUIMHY, Yepes3 Te 110 6i0OCTYIHICTh, @ 0TXKe i rinoTeH3KBHA [is JIepKaHIgUIiHy MOXKYThb
MIIBUIYBATUCH.

CuMBaCTaTHH.

Konu nepkanigumnid y 1o3i 20 M IOBTOPHO OJHOYACHO 3acTocoByBanu 3 40 mMr cuMmBactaTuny, AUC
JIepKaHiguIliHy 3MiHIOBanacsa He3HayHo, Tofi 9K AUC cuMBacTaTUHY HigBuinyBanacs 0o 56 % i AUC
1OT0 OCHOBHOT'0 MeTa0O0IIiTy, B-TiTPOKCUKUCIIOTH, - 10 28 %. ManoiMoBipHO, 1110 Taki 3MiHU €
KJTIHIYHO 3HauymuMu. He 04iKyeThCa B3a€MOZil, KO JePKaHIOUIIH IpUUMaTy BpaHIli, a
CHMBACTaTHH - BBeYEPI, SK Ile MI0Ka3aHo OJIs IIpenaparTiB 1iel rpymnu.

BapdapuH.

OpHOoYacHe 3aCTOCYBaHHS JIEPKaHIOUIIIHY y [m03i 20 MT HaTIIe 3MOPOBUM NOOPOBOJIBLSIM HE
3MiHIOBaNO (hapMaKOKiHETUKY BaphapuHy.

[iypetuku Ta inribiTopu AIID.

JlepkaHigumid MoxHa 6e3MeYH0 3aCTOCOBYBAaTH Pa3oM 3 JiypeTuKaMmu Ta iHribitopamu AIIO.

[H111i TpemapaTy, 110 BIIIMBAIOThH Ha apTepialbHUN TUCK.

4K i Ipu 3acTOCyBaHHI iHINX TiIMOTEeH3UBHUX JIiIKAPCHKUX 3ac00iB, IOCUIEHHS TilOTeH3UBHOI [Iil
MOXKe CIIOCTepiraTucs Ipu CYMICHOMY 3aCTOCYBaHHI JIEPKAHIANIIHY 3 IHINIUMU JIiIKaPCbKUMU
3acobamu, ITI0 BIJIMBAIOTh Ha apTepialbHUN TUCK, TAKUMU K abda-0710KaTOPH, 1110 3aCTOCOBYIOTh
IJIS TIKYBAHHST CUMIITOMIB 3 60Ky CEYOBHUX IIUISXiB, 3 TPULIUKIIYHUMY aHTUEIIPECAHTAMH,
HelponenTukamu. 3 iHuIoro 60Ky, ocnabaeHHs TimOTEeH3UBHOI Ail MOXKe CIIoCTepiraTucs mpu
OJJHOYaCHOMY 3aCTOCYBaHHI 3 KOPTUKOCTEPOigaMu.



iTH.

HocmnigXeHHS B3a€MOfil IPOBOAUIIKCS TIJIbKU 3@ y4aCTIO JOPOCTIUX.

Oco6.1ueocmi 3acmocy8aHHs1.

CuMIOTOMaTHYHA apTepianbHa TiNOTEeH3id.

CuMnTomMaTH4Ha apTepiasibHa TiloTeH3id PiAKO CIIOCTEPIraeThCs y NAlli€eHTIB 3 HEYCKIIaAHEHO
apTepianpHO0 rinepreHsieto. IIpu NiKyBaHHI eHalalpUIOM MAli€HTIB 3 apTepiaJbHO0 TinepTeH3ie
PU3KK CUMIITOMATHYHOI TimoTeH3ii 3pocTae, SKIIO MOPYIIeHWH BOOHO-eJIeKTPOJIiTHHM OanaHc i
BimOyBa€eThCS BTpaTa PiAWHY, HANPUKIIAM, IiCys TiKyBaHHS AiypeTUKaMu, [ieTu 3 00MeKeHHSIM COJIi,
miani3y, miapei abo OmioBaHHS (AUB. Po3min «B3aeMopis 3 iHIMMY TiKapCchbKUMU 3acobaMu Ta iHIIi
BU[IM B3a€MO[Iiii»). Y Malli€HTiB 3 CepleBOI0 HEOOCTATHICTIO (3 CYMyTHbOIO HUPKOBOIO HEOOCTATHICTIO
abo 6e3 Takoi) crocTepirasacs CUMITOMATHYHA TimoTeH3isg. BoHa YacTille BUHUKAE Y MAlli€HTIB 3
CEepleBO0 HeIOCTATHICTIO OIIBIT TSXKKOT'O CTYIIEHS, III0 ITOB’I3aHO i3 3aCTOCYBAaHHSM BUCOKUX [103
NIeTJIbOBUX OiyPETUKIB, TimoHaTpieMieto abo mopyueHHsIM QYHKIII HUPOK. JIiKyBaHHS TaKWX IAIliEHTIB
CJIiff TOYMHATH I MEAUYHUM CIIOCTePEeXKEeHHAM, a TAaK0XK CJIiJ IPOAOBKYBAaTH 1€ CIIOCTEPEKEHHS
Ipu 3MiHi 103U eHananpuiy Ta/abo miypertuka. Li K peKoMeHpallii 3aCTOCOBHI [0 MAaIli€HTIB 3
imeMiuHO0 XBOp0o0O010 ceplist abo 3 1epedpPOoBaCKYIISIPHOIO MTATOJIOTIE0, Y SIKUX HaAMipHe 3HUXKEHHS
apTepianbHOTO TUCKY MOXKe IIPU3BECTH 0 iHPapKTy MioKapmaa a0o rocTporo MopyIeHHsT MO3KOBOTO
KpPOBOOOIry.

Y pasi apTepianpHOl rinoTeH3il NalieHTa CJIif IePeBeCTH B IIOJI0XKEHHS JieXXa4yy Ha CIUHI i y pasi
noTpebu, MPOBECTH BHYTPIITHLOBEHHY iHPY3ito ¢izionoriunoro po3uuny. O60poTHA TinoTeH3UBHA [is
He € IPOTUII0OKa3aHHSM [0 [TOaJIbIIOro 3aCTOCYBAHHS IIpenapary, sike Moxe OyTH IPOI0BKEHO
IiCcyIs TOTO, SIK apTepiajbHUM TUCK IiABUIIUTHCS IiCIIS TOTIOBHEHHS 00 €EMY.

Y mesikux MallieHTiB 3 CepIieBol0 HEJOCTATHICTIO i HOpMaabHUM a00 HU3BKUM apTepiaTbHUM THCKOM
eHaJIallpuJl MOXKe CIIPUSATH JOIaTKOBOMY 3HUXKEHHIO apTepiasibHOTO TUCKY. [laHuil eekKT €
OUiKyBaHUM i 3a3BUYail He € IPUYMHOIO IPUNMHEHHS Teparil. Ko apTepianbHa TinoTeH3isa cTae
CUMIITOMaTUYHOIO, TO MOXKe BUHUKHYTH HEOOXiHICTh 3MeHIIeHHs 003U Ta/abo BigMiHM miypeTuka
Ta/ab0 eHananpuy.

CI/IHEQOM cnabKoCTi CHHYCOBOI'O By3JId.

Jlepkanigumin HeoOXigHO 3 06ePekKHICTIO TPU3HaYaTH XBOPUM 3 CUHAPOMOM CIabKOCTi CHHYCOBOTO
By3J1a, IKIIO MITYYHUY BOLIU PUTMY He IMIIJIaHTOBaHUU.

[MopyieHHs GYHKIII JTiIBOTO MITYHOYKA.

HesBakalouu Ha Te, 1110 TeMOAMHaMIiYHO KOHTPOJIbOBAHI JOCigKEeHHS He BUSBUIIN JKOOHUX
nopyueHsb GYHKIII MITyHOYKiB, MOTPiOHO 3 00€PekKHICTI0 3aCTOCOBYBATH XBOPHUM i3 MOPYIIEHHSIM
GbyHKIIL TiBOr0 MITyHOYKA.

[memiuyHa xBopoOa cepris.

[Tepenbada€eThCs, M0 3aCTOCYBaHHS [EeSKUX IIpenapaTiB AUTiAPONipUANHOBOTO PSALY KOPOTKOIL fil
MO2K€e aCOIil0BaTUCS 3 MiIBUIIIEHUM CEPIIEBO-CYIUHHUM PU3UKOM Y XBOPHUX Ha imeMiyHy XBOpoOy
cepus. Xo4a JIepKaHIOUIIiH - IpenapaT TPXUBaoi Aii, moTpioHo 6yTu 06epekXHUM, 3aCTOCOBYIOUH HOTO
TAKMUM IIallieHTaM.



Y pipxicHuX BUIIaKaX 3aCTOCYBaHHS OesKUX IIpernapaTiB JUTigPOIIPUANHOBOTO PAAY MOXKe
CIPUYMHUTH NpeKapaianbHui 6inb abo cTeHoKappio. [[yXKe pPifgKo y XBOPUX i3 HASIBHUMU HalafaMu
CTEeHOKapHil Moxke 30i/bIIyBaTUCS 1X YACTOTA, TPUBAIICTD TA TSAXKKiCTh. MOXKIIMBI OKPEMi BUTTAKU
indapkTy mMiokapaa (muB. po3nin «I1o6iuHi peakirii»).

3aCTOCYBAHHS IIPHU IMOPVIIEeHHI GVHKITII HUPOK.

OcobuBa 00epexkHiCTh MOTPiOHA P 3aCTOCYBaHHI eHAAPUITy XBOPUM 3 JIETKUM ab0 MOMipHUM
NOpYyIIeHHAM (QYHKIIIl HUPOK. YaCTUHOI PyTUHHOTO CIIOCTEPEXKEHHS 3a TAKUMU IallieHTaMy, €
IIJIaHOBUY KOHTPOJIb PiBHA KaJlilo Ta KpeaTHHIHY y cupoBaTii. [loBifoMIeHHS IPO HUPKOBY
HEeJOCTaTHICTh, 00YMOBIJIEHY 3aCTOCYBaHHSAM eHaJlallpUIy, CTOCYBaIuCs TOJIOBHUM YMHOM XBOPUX 3
TSKKOIO0 CepIieBOI0 HEJOCTATHICTIO ab0 3 OCHOBHMM 3aXBOPIOBaHHSM HUPOK, y TOMY YHCHI 3i
CTEHO30M HUPKOBUX apTepiu. Y pa3i CBOEYaCHOr0 OiarHOCTYBaHHS Ta BiAMOBIMHOTO JTiKyBaHHS
HUPKOBa HEJOCTATHICTh, CIIPUYMHEHA Ji€I0 eHaJIalpuily, Ma€ 000POTHUM XapaKTep. Y [esIKUX XBOPUX
3 apTepianbHOIO TimepTeH3i€o 6e3 monepegHbOro 3aXBOPIOBAHHS HUPOK KOMOiHOBaHe 3aCTOCYBaHHS
eHaJlallpuily Ta AiypeTHYHOro 3aco0y MoXkKe CIPUYMHUTH ITigBUIIEHHS PiBHS CEUYOBUHU Ta
KpeaTuHiHy y KpoBi. Moxke OyTu HeoOXiIHUM 3MeHIIeHHS 0031 eHaanpuiy Ta/abo BigMiHa
IiypeTHdHOro 3aco0y. Y Takux BUIMIafKaX CJIifl BpaXOByBaTH HasBHICTh CTEHO3y HUPKOBOI apTepil
(muB. po3min «Ocob6IuBOCTI 3aCTOCyBaHHS. PEHOBACKY/ISIpHA apTepianabHa rimepTeH3is»).

PenoBackyndpHa apTepiaibHa rineprensid.

3actocyBaHH4 iHTi0iTOpiB ATI® y mallieHTiB 3 IBOOIYHMM CTEHO30M HUPKOBOI apTepii eguHOI
GYHKIIOHYI0YO01 HUPKHU MiJBUIIY€ PU3UK BUHUKHEHHS apTepiajbHOlL rinoTeH3il Ta HUPKOBO1
HEJOCTATHOCTI. Y IbOMY BUNIAAKy IOPYIIEHHS (PYHKI[l HUPOK MOXKe CYIPOBOAXKYBATUCS JIUIIE
HEe3HAYHMMHU 3MiHaMH{ KOHIIEHTpallii KpeaTUHiHYy B cupoBaTii. JIikyBaHHS TaKMX XBOPUX IOTPiOHO
PO3MOYKHATH IIiff 6e31mocepenHiM MeJUYHNM KOHTPOJIEM i3 3aCTOCYBaHHSAM HU3LKUX [I03 Ta
00epexkKHOI0 3MiHOI0 0031, a QYHKI[iI0 HUPOK MOTPiOHO KOHTPOJIIOBATH.

TpaHcnmaHTalligd HUPOK.

IlocBigy 3acTOCyBaHHS JIEPKaHIOUIIIHY Ta eHaJlallpUuly XBOPUM, K1 HEIl0JaBHO [IEPEHECIIN
TpaHCIJIaHTALlil0 HUPKY, HeMa€e. ToMy TaKUM IallieHTaM 3aCTOCOBYBaTH J'IepKaMeH® ATIO® He
PEKOMEHOYETHCS.

[TeuiHKOBa HEOOCTATHICTh.

AHTUTINEPTEH3UBHUN e(DEKT NePKaHIAUIIIHY MOXKe IIOCUIUTUCS ¥ XBOPUX 3 IIOPYIIEHHAM (QYHKIIi1
neviHKY. 3pifKa npu 3acTocyBaHHi iHribiTopiB AII® y XBOPUX CIIOCTEPIraeThCs CUHAPOM, SKUM
PO3MOYHMHAETHCSI X0JIECTAaTUYHOIO JKOBTSIHUIIEI0 a00 rernaTUTOM, 10 IMIBUAKO IIPOTPECYE OO0 ParToBOTrO
PO3BUTKY HEKPO3Y MEUYiHKH, iHOfi 3 NeTaJTbHUM HaCIigKOM. MexaHi3M [bOTO CUHIPOMY
He3po3yMinuii. XBopi, Y SIKUX PO3BUHYJIACS XKOBTSIHUIS a00 MMOMITHO IIiIBUINKUBCS PiBeHb IMEYiHKOBUX
(dbepMeHTIB ITpU 3acTOCyBaHHi iHTi0iTOpiB AII®, MOBUHHI MPUNMHUTH iX MPUUOM, i TaKUM IallieHTaM
NOTPiOHO MPU3HAYKTHU BifIIOBiIHE TiKyBaHHS.

IlepuTOHEANbHUN Oiami3.

[Tpuiiom nepkaHigumniny 6yB acouiioBaHUY 3 IIOMYTHIHHSM [Iiaji3aTy y Malli€eHTiB, sKi nepebyBaioTh
Ha MepuTOHeaNbHOMY miani3i. [ToMyTHIHHS 00yMOBJIEHO MTiABUIIEHOI0 KOHIIEHTPAIIi€I0 TPUTTIIIEPUTIB
y HOiami3arTi, o 37MBa€EThCA. X04a MeXaHi3M PO3BUTKY LILOTO SIBUINA He 3'SCOBAHUM, IOMYTHIHHS
3HMKae He3abapoM Iicnis BimMiHU NepKaHiguminy. Criif BpaxyBaTH 1110 0COGIHUBICTh, OCKIIbKH
IOMYTHIHHS AiajizaTy Moxke OyTH IOMUIKOBO IIPUMHATO 3a iHQEKI[INHNY TIePUTOHIT, a Ie MoXKe



IIPU3BECTH [0 HEMOTPiOHOI rocmiTanizaliil i Tpu3HadYeHHS eMIIiprYHOl aHTUOiI0TUKOTeparlil.

HeliTponeHis/arpanynionuTos.

Y xBopux, sIKi 3aCTOCOBYIOTH iHTib6iTOpU AII®, TOBiHOMIISANIOCS IIPO PO3BUTOK
HeUTPOIeHil/arpaHy 10U TO3y, TPOMOOLUTOIEHi] Ta aHeMil. HeMTpoTeHiss BUSIBISAETLCA ¥ PIAKICHUX
BUIIa[IKaX y XBOPUX 3 HOpMa/IbHOI0 HUPKOBOIO (QyHKIiEI0 Ta 6e3 0coOMMBUX (PAKTOPiB PU3UKY.
Enamanpun ciip 3 0co6711uB0i0 06epeKHICTI0O 3aCTOCOBYBATH XBOPUM i3 CYOUHHUM KOJIar€HO30M, IIpU
JiKyBaHHI iMyHOeIpeCUBHUMU 3aco0aMH, aJIONyPUHOJIOM, TPOKaiHaMimoM a0o Ipy HasBHOCTI
IEeKiNbKOX X (GaKTOPiB PU3UKY, 0COOIHMBO IIPYU IOTIEPETHBOMY MOPYIIeHHI QYHKIIII HUPOK. Y [esAKUxX
TalliEHTIB PO3BUBANIMCS TSXKKi iHQeKIIiHI mpoliecH, sKi He migmaBanmucs aHTuOioTMKOTEparmii. ITpu
3aCTOCYBaHHI eHalalpuily y TaKUX XBOPUX PEKOMEHOYETHCS PETYIAPHO KOHTPOIOBATU
JIEUKOITMTAPHY (GOPMYIy, @ XBOPUX MOTPIOHO MPOIiHCTPYKTYBATH CTOCOBHO HEOOXiTHOCTI MOBiqOMIISTH
nikaps mpo Oyab-siKi 03HAKM iHGEKIIl.

[inepyyTHMBICTL/AaHTiIOHEBPOTUYHUME HAODSIK.

[Tpu nixyBaHHi iHribiTopamu AII®, 30KpeMa eHananpuioM, IOBIJOMIISIIOCS PO PO3BUTOK
AHTiOHEBPOTUYHOT'0 HAOPSKY 001MYYs, KiHIIIBOK, I'y0, S3MKa, T0JI0COBOI LIiNnuHK Ta/abo ropTaHi.
Taxuit HaOPSIK MOXKe PO3BUHYTUCS B OYOb-KUN MOMEHT IIPOTSATOM JIiKYBaHHS. Y IIbOMY BUIIQ[KY CHiT
HeralHO NPUNUHUTY IPUNOM eHalallpuly; allieHT IOBUHEH IepeOyBaTH Mif MEOUYHUM HATJISI0OM
10 TOBHOTO 3HMKHEHHS BCiX cuMnITOMIiB. HaBiTh AKI11[0 HaOpPSIK BpaXKae TiNTbKYU S3UK, 0€3 CYImyTHHOI
IUXanbHOI HENOCTAaTHOCTI, He0OXigHe TpUBaJje CIIOCTepPeXeHHs, OCKiIbKY JIiKyBaHHS
aHTUTicTaMiHHUMU 3acob6aMu Ta KOPTUKOCTePOifaMy MoxKe OyTH HEJOCTaTHIM.

Y pigkicHUX BUNlafiKaX MOBIIOMIISAIOCS IIPO CMEPTH MallieHTa ¥ 3B'A3Ky 3 aHTi0HaOpsIKOM ropTaHi abo
si3uKa. [Ipu HaOPsKY sS3MKa, TOJI0COBOI LIiTMHU a00 TOpTaHi BigMiYaeThCs MigBULIEHUH PU3UK
00CTPYKIil AUXaTbHUX LIUISXiB, 0COOIUBO y MAlli€HTIiB, AKi IepEeHeCIN OIepallilo Ha IUXalbHUX
UIAXaX.

Km0 HaOPSIK MOIIMPIOETHCS Ha S3UK, TOIOCOBY IIIMHY a00 TOpTaHb i MOXKe BUKITUKATH 00CTPYKIIiIO
OVXaJIbHUX LIJISXIB, CIIi HEraHO IPOBOAUTHU HaJleXKHe JIIKyBaHH, IKe MOXe BK/II0YaTH IiIIKIpHe
BBe[leHHs po3uuHy aapeHaniny 1:1000 (0,3 mn - 0,5 M) i/abo 3axonu 11070 3abe3nedueHHs
IIPOXIMHOCTI AUXaJIbHUX IIJISAXIB.

Y npencTaBHUKIB HETPOigHOI pacu Bif3HauyeHi OinbIl YacTi BUMafKy aHTi0HAOPSKY TOPIiBHSHO 3
IHIIPMU nalieHTaMy, gKi oTpuMyBanu iHribitopu AII.

[TarmienTy 3 aHTioOHAOPSIKOM iHINOI eTiosorili B aHaMHe3i Tpu mpru3HadeHHi iHribiTopiB AII® HanexaTth
10 TPYIH MigBUIIEHOT0 PU3UKY LIOH0 MAHOTO YCKIAgHEHHS (OUB. po3min «[IpoTHIIOKa3aHH»).

OpHoyacHe 3acTocyBaHHS iHri6iTopiB AII® 3 cakybiTpHIoM/BajicapTaHOM IIPOTUIIOKa3aHe yepe3
IiABUINIEHNY PU3UK BUHUKHEHHS aHTi0HaOpaKy. JIikyBaHHS caKyOiTpHIoM/BajicapTaHOM He CIIif
PO3MOYMHATH paHille HixX yepe3 36 roOuH IiCJIsg 3aCTOCYBaHHS OCTAHHBOI JO3U €HaaIpuiy.
Teparmito eHamanpuiaoM He MOXKHa PO3NOYUHATY paHillle HiXK yepe3 36 TOAUH MiCIIA IPUNAOMY
OCTaHHBOI 103U CaKyOiTpuy/BancapTany (ouB. po3minu «IIpoTunokasaHHs» Ta «B3aemois 3
iHIITMMYM JTiKapChbKUMM 3aco0aMu Ta iHIIN BUOYM B3aEMOIii»).

OpHovyacHuY npuiioM iHribiTopiB AII® 3 panekamoTpuioM, inriditopamu mTOR (Hampuknagm,
CHPOJIIMYC, €BEPOJIiMYyC, TEMCUPOJIIMYC) Ta BiIAATIIITUHOM MOXKe IiABUINYBAaTA PU3UK PO3BUTKY
aHrioHaOpsKy (HampuKiaja HaOpSK OuXalnbHUX LMIIIXiB ab0 g3uKa 3 peclipaTopHUM
opyIeHHsAM abo 6e3 HbOT0) (OuB. po3min «B3aemMopis 3 iHIIMMY TiKapCbKUMU 3aco0aMu Ta



iHIIIl BUOM B3a€EMOMIN»).

Heo0xigHO moTpUMyBaTHCh 00€PEXKHOCTI Ha IIOYaTKOBOMY eTalli IPUAOMY paleKagoTpUy,
inri6iTopie mTOR (Hampukiaf, CHPOJIIMYC, €BePOIiMyC, TEMCHUPOIIIMYC) Ta BIIAATiNITHHY
nalieHTaM, 5Ki BXe MpuiMaloTh iHribiTopu ATID.

INepeTHHYaCTOKPUIHNX.

AHadinakToIgHI peakiiii, 1[0 3aTPOXKYIOTh XKUTTIO, PiTKO BUHMKAIOTH ITiJl YaC 3aCTOCYBaHHS
inribiTopiB AII® Ta 0OgHOYACHOTO IIPOBEEHHS NeCceHCcubini3yoyol Teparil IpoTH OTPYTH
epPeTUHYACTOKPUINX. TaKMX peakilii MOXXHaA YHUKHYTH LUISIXOM THMYaCOBOl BifMiHU TPUHAOMY
inribitropy AI1® mo moyaTKy meceHcubinmi3yodol Tepartii.

AHadinakTolgHi peakuil, 0 3arpoXKyI0Th XKUTTIO, PIIKO BUHUKAIOTH IIiff YaC 3aCTOCYBaHHS
inribitopiB AII® Ta ogHOYacHOTO npoBeneHHs adepesy JIITHII 3 mekcTpany cynbdatom. Takux
peaxtiiii MoXXHa YHUKHYTH IIJITXOM TUMYacoBol BifMiHu npuiioMmy iHribitopy AII® nepen KOKHOIO

mpolenyporo abepesy.
limornikemis.

Y nmatieHTiB 3 IyKpoBUM fiabeToM, sIKi OTpUMYIOTh IlepopajbHi aHTuAiabeTU4Hi mpenapaTy abo
iHCymiH, Ha mo4aTKy niKyBaHHS iHribiTopamu AIT® HeoOXimHWUY peTeNbHUN KOHTPOJIb TilorikeMil,
0Cc0o0IMBO B MEPIINYI Micsillb KOMOiHOBaHOI Tepartil (quB. po3nin «B3aeMopmis 3 iHIMMMY JTiKapChbKUMU
3aco0aMu Ta iHIII BUOU B3aEMOMIN»).

Karmiens.

[ToBimomusiniocs: TPO BUHUKHEHHS KalllJIlo IIpH JIikyBaHHi iHribiTopamu AIT®. 3BryaliHO Kalleslb Ma€
HeIIPOOYKTUBHUY XapaKTep 1 IPUMUHSAETLCS MiCIA BiIMiHYM Ipenapaty. Kaiiens yHaACIigOK JTiKyBaHHS
inri6iTopom ATI® HeoOXigHO BpaxoByBaTu Npu AudepeHIliiiniil giarHOCTHII KA.

OnepaTuBHI BTpy4YaHHs/aHeCTe3id.

[Tig yac BeNUKUX XipypriyHuUX omepaliii abo npu aHecTe3il i3 3acTocyBaHHAM 3aco0iB, AKi
CIIPUYMHIOIOTH apTepianbHy TiloTeH3io, eHananpus 6JI0Kye yTBOPEHHS aHTioTeH3UHY Il BTOPUHHO [0
KOMIIEHCATOPHOI'0 3BIIbHEHHS peHiHy. fKINo Ipy IbOMY BUHUKAE apTepianbHa IinoTeH3id, Ky
MOKHAa IIOSICHUTY IIMMU MeXaHi3MaMU B3a€eMOfil, BOHa Moxe OyTH BifKOperoBaHa LIISX0M
30inbIneHHS 00’ €My PigUHH.

Kamniu cupoBaTKy KPOBI.

IuribiTopu AII® MOXKYTh CIPUUYMHUTY TiepKasieMilo, OCKiTbKY BOHY IIPUTHIUYIOTh BUBITbHEHHS
anbpocTepony. EdekT 3a3Buyall He3HAUYHUY y NAIli€HTIB 3 HOPMaIbHOI (QYHKITi€I0 HUPOK. [IpoTe y
TIAIliEHTIB 3 MOPYLIEHHSAMU QYHKIII HUPOK Ta/abo y mallieHTiB, SKi MpUiMaloTh Kali€eBi mo6aBKu
(BKJTIOYAIOUM COJIbOBI 3aMiHHUKH), Kaliii30epiraiodi AiypeTHKy, TPUMETONIPUM ab0 KO-TPUMOKCa30J1
(TpuMeTonpUM/Ccynb(aMeToKCca301) Ta 0COOIMBO aHTATOHICTH albHOCTEPOHY abo 6oKaTopu



pellenTOpiB aHTi0TeH3UHY, MOXKe BUHUKHYTHU TinepKaniemis. Kaniizbepiraiodi fiypeTuku ta
0710KaTOPU PEIeNTOPiB aHTi0TeH3UHY MOTPiIOHO 3aCTOCOBYBATH 3 00€PEKHICTIO MallieHTaM, SIKi
npuiMaroTh iHribiTopu ATI®, Ta KOHTPOIIOBATH PiBEHb KaJlilo ¥ CHPOBATIIi KPOBi Ta GYHKIIiI0 HUPOK
(muB. po3min «B3aeMopmis 3 iHIMUMY JTiKapChbKUMM 3aC00aM¥ Ta iHIII BUAY B3aEMOIii»).

JIiTin.

Komb6inaris miTito Ta eHanmanpuny 3a3Buyail He peKOMEHAYEThCS (IUB. po3min «B3aemopmist 3 iHmuMu
JiKapChKUMH 3ac00aMu Ta iHIIi BUOKW B3aEMOIiN»).

[MomgifiHa 610Kama PeHiH-aHTi0TeH3WH-aIbI0CTePOHOBOI cuctemu (PAAC).

[CHYIOTH CBig4YeHHS, 110 CYNyTHE 3acTOCyBaHH4A iHTi6iTOpiB AII®, 610KaTOPiB penenTopiB
anriorensuny II abo amickipeny 30inblye pu3UK PO3BUTKY apTepiaabHOI rimoTeH3il, rimepkamiemii i
3HUKEHHS QYHKIIII HUPOK (B TOMY YHMCJIi TOCTPOI HUPKOBOI HemocTaTHOCTI). Tomy mopBiiitHa 6110Kafa
PAAC Ha T71i CITiIBHOTO 3acToCyBaHHS iHTibiTOpiB AII®, 6G110KaTOPiB perenTopiB aHrioTeH3uny II abo
asickipeHy He PeKOMEHOYEThCS (OUB. po3ainu «B3aeMopnis 3 iHIMMMU TiKapchbKUMU 3acobaMu Ta iHIIi
BU[M B3aeMofii» Ta «OapMaKoOuHaMiKa»).

fAxuro Tepamnis 3 moaBifiHOI0 6710Ka0I0 € aOCOMIOTHO HEOOXITHOIO, TO 11 CJTi TPOBOIUTH TilMbKY ITif
HarnagamoM ¢axiBils, a TaKoXK Ha TJIi peTeIbHOT0 CIIOCTEPEXKEHHS 3a (PYHKIT€EI0 HUPOK, BMiCTOM
€JIEKTPOJIITIiB 1 apTepiaJibHUM TUCKOM.

OpHouacHe 3acTocyBaHH4 iHTibiTOpiB AII® Ta 6710KaTOPIB peLenTopiB aHTioTeH3uHY Il He TOKa3aHo
narieHTaM 3 giabeTHyHOI0 Hedpomarie.

IngykTopu CYP3A4.

Iapyktopu CYP3A4, Taki K IpOTUCYAOMHI 3aco0u (Hampukiaz ¢peHiToiH, kKapbaMasemin) i
pudamMmIinmH, MOXKYyTh 3HUXKYBAaTH PiBEeHb JIEPKaHIIUIIHY Y CUPOBATIi KPOBi, i TOMYy e(peKTHUBHICTH [il
JIepKaHIgUIiHy MOXe BUSBATUCS HUXKYe 04iKyBaHO! (IUB. po3ain «B3aeMofia 3 iHIMUMY TiKapChKUMU
3aco0aMHu Ta iHIII BUOU B3a€EMOMINA»).

ETHiuHi BIiDMiHHOCTI.

4k iy pasi 3acTocyBanHs inmmx iHribiropis AI1®, y mauieHTiB HETPOiAHOI Pacu aHTUTINEPTEH3UBHUN
edekT eHanmanpuny Moxe OyTH MEHII BUPaXKeHWU, HiXK y MAIiEHTIB iHIIUX pac, MOXKIIMBO, Yepe3
OinbIIy PO3MOBCIONKEHICTh HU3BKOTO PiBHS PeHiHY B 0cib maHoI pacH.

BariTHicTb.

Jlikapcekui 3aci0 TpoTUIIOKa3aHUM BariTHUM a0o0 XKiHKaM, SIKi IIJIAHYIOTh 3aBariTHiTH. fAKIIo mig 9ac
JMiKyBaHHS UM JIIKApChbKUM 3aCO00M IiITBEPAXKYEThCS BaTiTHICTh, 1OT0 3aCTOCYBaHHS HEOOXITHO
HeralHo MPUNUHUTY i 3aMiHUTH iHIIKM JTiKapChKUM 3ac0o00M, JO3BOJIEHUM [I0 3aCTOCYBaHHS Y Iiepiof
BariTHOCTI.

JlakTalris.

Jlepkamen® ATI® He peKOMEHIOBaHWM [0 3aCTOCYBAHHS IIifl 9acC JaKTalii (I1B. PO3/iI
«3acToCyBaHHS y Iepiof] BariTHOCTI abo romyBaHHS TPYIOIO»).

iTH.



Besneka Ta epeKTUBHICTh JaHOTO KOMOIHOBAHOI0 IpemapaTy AJisd JiTed IMif 4ac KOHTPOIbOBAHUX
IOCIIiIZKeHb He NOBeNeHi.

ATIKOTOJIb.

Cnip yHMKaTH BXKUBAHHS aJIKOTOJII0 Yepe3 Te, 110 BiH MOXKe MPU3BECTH OO0 MOCUJIEHHS
CYIMHOPO3IINPIOBAIbHOI aHTUTITIePTEH3UBHOI [il TiKapCchKuX 3ac00iB (IuB. po3min «B3aemomis 3
iHIMMMY TiKapChKUMU 3aco00aMu Ta iHIII BUOU B3AEMOMIl»).

JIakTO3a.

Lle#t mikapCchKu# 3acib MiCTUTH JTaKTO3y. XBOPUM 3i CIIaAKOBOI0 HEIIEPEHOCUMICTIO TajlakTo3H, i3
nedinuToM nakTasu Jlanma a6o MOPYIIEHHSM BCMOKTYBaHHS TJIIOKO3U-TalaKTO3U He CJIif
3acTocoByBaTy Jlepkamen® AIIO.

Hartpiii.

Lleit mikapcbku# 3aci6 MictTuth MeHIIe 1 Mmonb (23 Mr) HaTpilo Ha TabneTKy, TOOTO MPaKTUYHO
BiIbHUY Bif] HATpitO.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py000.
BariTHICTb.

EHananpua.

3acrocyBaHHs iHTiOiTOpiB AII® (eHananpui) He PEKOMEHI0BAHO IIif] Yac MepIIoro
TPUMECTPY BariTHOCTI (guB. po3min «OcobIUBOCTI 3aCTOCYyBaHHA»). 3aCTOCYBaHHS iHTiOiTOPIB
AII® (eHananpu) NPOTUIIOKA3aHO IIiff YaCc APYroro Ta TPeThOro TPUMECTPIB BariTHOCTI (OUB.
po3minu «IIpoTunoka3zaHHsI» Ta «OCOBIUBOCTI 3aCTOCYBaHHS»).

Enigemiosnoriusi gaHi mogo pu3uKy TepaTOTeHHOI fil, OB A3aHo01 i3 3aCTOCyBaHHSIM
inriditopis ATI® nig yac I TpuMeCTpy BariTHOCTI, He [al0Th 3MOTH 3POOUTH OYIb-IKUX
TIeBHUX BUCHOBKIB; OHAK He3Ha4He ITiIBUIIIEHHS PU3UKY He MoXKe OyTH BUKITIOUEHE.
[NTamieHTKaM, SIKi IIJIaHYIOTh BariTHICTD, CJIif 3aMiHUTH Tepartiio iHribitopamu AII® Ha
Tepallio aJbTepPHAaTUBHUMU aHTUTIEPTEeH3UBHUMHU 3aC00aMH, sIKi MalOTh BCTAHOBJIEHUH
nmpodins 6e3meKku IS 3aCTOCYBaHHS Y Iepiof BariTHOCTI, KpiM BUIIaAKiB, KOJU Teparis
inribiTopamu AITI® BBaxkaeThcst He0OXimHO0. KOy miarHOCTYEThCS BaTiTHICTD, TiKyBaHHS
inri6iTopamu AII® cnig HeraitHO MPUNMHUTY i ¥ pa3i HeoOXiMHOCTI, PO3MOYaTH TEPAIIio
arbTePHATUBHUMU 3ac00aMHU.

3actocyBanHs iHribiTOpiB AII® y II i III TpMecTpi BariTHOCTI IPHU3BOOUTD Y TIOAUHYU [0
edekTiB PeTOTOKCUYHOCTI (IIOTipilIeHHs HUPKOBOI PYHKIIii, OMirorinpaMHioHy, yIOBiTbHEHHS
OKOCTEHIHHS KiCTOK 4epella) Ta HEOHATaIbHOI TOKCUYHOCTI (HUPKOBA HEJOCTATHICTS,
aprepianibHa TilIOTEH3isA, Tinepkaniemis) (AuB. po3min «JJokniHiyHi gaHi 3 6e3neku»). Y
MaTepi MOXKJIMBUY PO3BUTOK OJIrorifpaMHiOHY, iMOBIpHO, SIK IIPOSB 3HUKEHOI HUPKOBOI
(GyHKIII J10/a; [0 MOXKe IIPU3BECTHU [0 KOHTPAKTYP KiHIIIBOK, KpaHioledalbHUX
nedopMariiiii Ta rimomnnaail nereds. Y pasi 3acTtocyBaHHS iHTi0iTopa AII® 3 gpyroro
TPUMECTPY BariTHOCTI CJIif IPOBOAUTH YIbTPa3BYKOBE HOCIIAXKEHHS Nal[leHTOK AJId



nepeBipky (PyHKIIil HUPOK Ta CTaHy KiCTOK dyepena. HeMOBIAT, MaTepi SKUX MpUiMau
inri6iTopu AIT®, HeoOXigHO CIIOCTepiraTH 100 apTepianbHOI rinoTeH3il (IUB. po3minu
«[IpoTunokasanHsa» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»).

JlepkaHiouniH.

BifcyTHi maHi 1[040 3aCTOCYBaHHS JIEPKaHIAUIIIHY BariTHUM KiHKaM. Y OOCHIAXEHHSIX Ha
TBapUHaX TepaToreHHUX ePekTiB (quB. po3min «JlokniHiuHi maHi 3 6e3meKu») BUSIBIEHO He
Oyno, ogHaK 1i e(eKTU MPOSIBIISINIACS IIifl BIUTMBOM iHIINX OUTiAPOMipUANHOBUX CIIONYK.

[TpuiioM epKaHigUIiHYy HE PEKOMEHIOBAaHUY BaTiTHUM a00 XiHKaM PempoOIyKTUBHOTO BiKY,
SKi He 3aCTOCOBYIOTh e(DeKTUBHY KOHTpalenIlito (IuB. po3min «OcoOnMMBOCTI 3aCTOCYBaHHS»).

KombiHauisa eHasanpuay ma aepkaHiouniHy.

[laHuX M0N0 3aCTOCYBaHHS eHaJIallpUILy MajleaTy/IepKaHIIuIIiHy rigpoXJIOPULY BariTHUM
HeJ0CTaTHbO abo HeMae. [locigKeHHs Ha TBapUHax € HeJOCTaTHIMU 151 BUCHOBKIB IIOA0
PENPONYKTUBHOI TOKCUYHOCTI (muB. po3min «JlokmiHiuHi maHi 3 6e3meKu»).

BiamoBifgHO [0 BUIE3a3HaYeHOro, npuiiom npemnapary JlepkamMer® ATI® mpoTHIOKA3aHWH BaTiTHUM i
JXKiHKaM, SIKi 1aHYyITh BariTHICTh. KONMM OiarHOCTY€EThCS BaTiTHICTH, TIKYBaHHS OaHUM IiKapChKUM
3aco00M CJIif HeraHo IPUIIMHUTH i Y Pa3i HeoOXimHOCTI, PO3M0YaTH Teparilo albTePHATUBHUMU
3acobaMu.

['ogyBaHHA TPYOLOIO.
EHaaanpua.

Ieski apMaKOKiHeTHYHI faHi TOKa3ylOTh AyKe HU3bKi KOHIIEHTPallil eHaJanpuiy y
TPymHOMY MOJIOLi (OuB. po3min «PapMaKoKiHETHKa»). X04ua He3HaUHi KOHI[eHTpaIlil
iuridiTopiB AITI® He MalOTh KITiHIYHOT0 3HAYEHHS, Yepe3 TilOTeTUUHUN PU3UK BUHUKHEHHS
moOiYHUX PeakIliii y HEMOBJIAT (BIIJIUB Ha CEPIIEBO-CYOUHHY CHCTEMY Ta (QYHKIIi0 HUPOK), a
TaKOXK Yy 3B’SI3Ky 3 HE[JOCTATHICTIO NOCBINy KJIiHIYHOT0 3aCTOCYBaHHS, IPOBOOUTH JIIKyBaHHSA
eHaJIalIpuoM TallieHTOK, SKi TOOyI0Th TPYOAI0 HeJOHOIIeHUX abo HiTel mepumx TUKHIB
JKUTTS, He PeKOMeHOY€eThCs. [Ipy rpyIHOMY BUTOOBYBAHHI HEMOBIISATH B Oi/IbIIl CTAPIIIOMY
Billi mpuiioM npenapaty Jlepkamen® AII® MaTip’to [ONYCKAETLCS TIBKY Y BUIAAKY KPAMHbOI
HeOoOXigHOCTI i TPy YMOBI METUYHOTO CIIOCTEPEKEHHS 3a HEMOBJISIM 1000 BUHUKHEHHS
n00iYHUX peakKIlii.

JlepkaHiouniH.

Hani mpo BUOineHHs nepKaHiguminy/MeTaboiTiB 3 TPyIHUM MOJIOKOM BifiCyTHi. PU3uK s
HOBOHAPOMXKEHUX/HEMOBIIAT He BUK/IOYeHUN. JIepKaHiAuIiH He CJIif 3aCTOCOBYBATH Y NEPIox
TONyBaHHS I'PYLLIO.

KombiHauisa eHasanpuay ma aepkaHiouniHy.

BignosigHo mo Bumecka3saHoro, Jlepkamer® AII® He PEKOMEHOYETHCS [0 3aCTOCYBaHHSA IIifl
Yac rogyBaHHS TPYAALO0.

QepPTUNBHICTS.



KitinivHi faHi 1M10[0 IepKaHiAuIiny BincyTHI. [IoBiqoMIIAnI0CS PO BUNAOKY, KOJIU Y OeIKUAX
TAIliEHTIB, III0 TPHUIMaIOTh 0JI0KAaTOPU KaJlbIIiEBUX KaHAaJliB, BUHUKAIM 000POTHI OioxiMiuHi
3MiHHU B TOJIiBIIi CIEpMaTO03017a, 30aTHI HeraTUBHO BIJIUBATH Ha IpOIeC 3amjigHeHHs. [1pu
IIOBTOPHUX HEBAAIUX CIIpobax eKCTPaKoPIOpaabHOTO 3allJifHEHHS, & TAKOX 3a BiICYTHOCTI
IHIIKX TOSICHEHb CIIiT AOMyCKaTH MOXKJIMBICTh TOTO, 110 IPUYMHO0 LIXX HEBAa4Y MOTJIO OyTH
3aCTOCyBaHHS OJI0KATOPiB KasblliEBUX KaHAaJIiB.

30amuicmb enausamu Ha weudKicmb peakuyii npu KkepysaHHi asmompaHcnopmom abo
IHWUMU MexXaHi3Mmamu.

Jlepkamen® AII® Ma€ He3HAUHWH BIUIMB Ha 3[aTHICTh KEPYyBaTH aBTOTPAHCIOPTOM Ta iHIIMMHU
MexaHi3aMamu. [IpoTe cnig 6yTu 00epeXKHUM, OCKITbKYA MOXKYTh BUHUKATH 3allaMOPOYEHHS, aCTeHis,
BTOMJIIOBAHICTh, a B PiIKiCHMX BUIIAgKaX - COHNMUBICTD (OUB. po3min «[1o6iuHi peakirii»).

Cnocid 3acmocyeaHHsi ma do3u.

Jlepkamen® ATI® 10/10.

AK110 apTepianbHUM THCK XBOPOT'0 KOHTPOJIIOETHCS HEJOCTAaTHLO IIPKM MOHOTEPAIlil IepKaHIgUIiHY
rigpoxsopuzgoM y 0o3i 10 Mr, To iKyBaHHSA MOXKHa IIPOAOBXUTH, 3aCTOCOBYIOUU [03Y JIEPKAHIOUIIIHY
rigpoxmopupny 20 Mr, abo MoXkKHa 3aCTOCyBaTH KOMOiHOBaHMUI JTiKApChKUY 3acib

Jlepkamern® ATI® 10/10.

PekoMeH[I0BaHO iHAMBINyanbHUIM MiA6ip 103U 3 ypaxyBaHHIM KOMIIOHEHTIB Ipenapary. B
NPUUHATHUX 3 KITIHIYHOI TOUYKM 30py BUITaAKaX MOXKI/IMBa IpsMa 3aMiHa MOHOTepallil Ha
KoMOiHOBaHMM mpemnapaT 3 GiKCOBaHUMHM [103aMU KOMIIOHEHTIB.

Jlepramen® ATI® 10/20.

ZAKIo apTepianbHUN THCK XBOPOTO KOHTPOJIIOETHCS HEIOCTAaTHRO [P MOHOTEPallil eHaanpuiy
MajieaToM y 0o3i 20 Mr, TO JTiKyBaHHS MOXKHA ITPOOBKUTH, 3aCTOCOBYIOUH OiJIbII BHCOKi D031
eHaJlalpuiy ManeaTy, abo MOXKHa 3aCTOCyBaTH KOMOiHOBaHMM JTiKapChKUii 3acib

Jlepramer® ATI® 10/20.

PexomeHOyeThCS iHOUBIOyaIbHUN TiA0Ip T03U 3 ypaxyBaHHAM KOMIIOHEHTIB IIpenapary. B
IPUMHATHUX 3 KIiHIYHOI TOYKY 30py BUIagKaxX MOXKJIMBa IIPsSMa 3aMiHa MOHOTepallil Ha
KoMOiHOBaHUY mpenapat 3 piKCOBAaHMMU N03aMHU KOMIIOHEHTIB.

Io3yBaHHI.

PekomeHOBaHa [103a - ogHa TabeTKa OOUH pa3 Ha [eHb K MiHiMyM 3a 15 XBUITHUH [0 igu.

XBOpi JITHLOT'O BIKY.

[lo3a 3a7meXuTh Bifl CTaHy HUPOK Talli€HTa (OuUB. pO3Ain «XBOPi 3 OPYIIEHHSAM (PYHKIIil
HUPOK»).

XBopi 3 mopyieHHIM GVHKITII HUPOK.



Jlepkamen® ATI® NpOTUIIOKa3aHKH XBOPUM 3 TAKKKUM HOPYIIeHHIM GYHKLII HUPOK (KIipeHC
KpeaTuHiny < 30 My/xB) a60 XBOPKM, IKUM IIPOBOASTH reMofiani3 (IuB. po3minu «[IpoTUIIOKa3aHHSI»
ta «Oco06MMBOCTI 3acTOCyBaHHS»). Crig OyTH 00epekHUM IPU 3aCTOCYBaHHI ITpernapaTy XBOPUM 3
7erKuM abo IMOMipHUM MOPYINEeHHIM QYHKIII HUPOK.

XBopi 3 mopyueHHaaM GVHKII TeYiHKHA.

Jlepkamen® AII® NpoTUIIOKa3aHKH XBOPUM 3 TAKKHUM HOPYLICHHAM QYHKI{I medinku. Crifg 6yTu
o0epeXHUM TIPU 3aCTOCYBaHHI ITperapaTy XBOPUM 3 JIeTKUM a00 MOMipHUM MOPYUIEHHIM QYHKIIi
IIeYiHKMU.

Cnoci6 3aCTOCyBaHHSI.

3anobixkHi 3axoau Mpy MPUHOMIi JAaHOTO JIIKaPCHKOTO IIpernapaTty abo MOBOIXKEHHI 3 HUM:

Ipernapar rnepeBaxHO CITiJ IpUiMaTH BPaHIl, IoHaWMeHIIe 3a 15 XBUIMH [0 CHiTaHKY;

- [NaHWUM IIpenaparT He CJIif IpUMMaTy 3 TPeUNPpPyTOBUM COKOM (OUB. po3ainu «B3aeMopnis 3
iHITMMHY NTiKapChbKUMM 3aco0aMu Ta iHII BUAM B3a€EMO[iit» Ta «IIpOTUIIOKA3aHHSI»).

Himu.

3acrocysanHs npenapaTy Jlepkamen® AII® fmiTaM Auis JTiKyBaHHS apTepiaabHOI TinepTeHsii He
II0Ka3aHo.

Ilepedo3yeaHHsi.

B paMkax micnsipeeCcTpalilHOr0 JOCBify IOBIIOMIISAIY IPO AeKiflbKa BUIMIaAKiB HABMUCHOTO
mepeno3yBaHHs, SKi moTpeOyBanu rocmiranisaliii, oB'S3aHUX i3 TPUAOMOM
eHananpuiny/nepkaniguniny B go3ax Big 100 mo 1000 Mr KoxHO1 pe4oBUHU. CHMIITOMHU, IIPO SIKi
TIOBiIOMIISANY (3HUKEHHS CUCTOIIYHOT0 THCKY, OpafiuKap/is, 3aHEeIIOKOEHHS, COHJIUBICTD i Oifib y
6or1i), Mornu OyTU HACJIIAKOM CYIyTHBOTO 3aCTOCYBaHHS iHIIMX JTiKapChKUX ITPeIapaTiB y BUCOKUX
no3ax (Hampuknap B-6710KaTopis).

CHMITOMM IIepeno3yBaHHA eHaJlallPUIY Ta JIePKaHIIUIIHY OKPEMO.

Haii6inbi SBHI 03HAKU Iepeio3yBaHHs eHalalpuily, Ipo SKi IOBiIOMIISIOCS JOTeIep, - e 3HaYHa
apTepianbHa TimoTeH3is (IKa MOYMHAETHCS MPUOIU3HO Yepes LIiCTh TOOUH Iicyg IpuiioMy TablIeToK)
Ta CYIPOBOAXKYETHCS 0I0KaMI0I0 PEeHiH-aHTi0TeH3MHOBOI CUCTEMHU i cTymnopoM. [1pu mepeno3yBaHHi
inribitopamu AII® MOXKyTh PO3BUBATUCS TaKi CUMITOMU: TOCTpa CyAUHHA HELOCTAaTHICTB,
eJIeKTPOJIITHI MOPYILIeHHS, HUPKOBA HEIOCTATHICTh, TiMePBEHTUIIAIIS, TaXiKapmdis, cepreOuTTs,
OpapuKapmis, 3aTaMOpPOYeHHs, TPUBOXKHICTH i Kamensb. [Ticias mpuiiomy 300 Mr i 440 Mr eHaJanmpuiy
piBeHb eHaslanpuiIaTy B cCUpoBaTIli KpoBi 6yB BummuM BipmnosigHo B 100 i 200 pa3iB y nopiBHSIHHI 3
piBHEM, SIKH 3a3BUYall CIIOCTEPIraeThCs MiCd IPUUOMY TepalleBTUYHUX 03.

4K 1 00 IHIIKUX AUTIAPOIIPUANHIB, IIepef0o3yBaHH JIEPKaHIOUIIIHY BUKJIMKA€E BUPaXKeHY
nepudepuyHy Ba3oguIaTallio 31 3Ha4HO0 TnoTeH3iel0 1 pedieKTOpHOW Taxikapaieo. OfHaK y gyxe
BHCOKUX JI03ax nepudepudna BUOIpKOBICTE MoxkKe OyTU BTpayeHa, 10 COPUYUHUTH OpaguKaphiio Ta
HeraTUBHUM iHOTpONHUM edekT. Halinomupenimmmu HebaxkaHUMU peakllisiMu, OB I3aHUMHU 3



nmepeno3yBaHHSIM, Oy/IM TiIOTEH3is, 3aITaMOPOYeHHSsI, TOJIOBHUM 6illb Ta CepIeduTTs.

JIiKyBaHHA V pa3i Ilepeno3yBaHHA eHAIAIPUIY Ta JIEPKaHIIUIIHY OKPEMO.

[Ipu nepeno3yBaHHI eHalanpuily peKOMEHOYEThCS IPOBECTU BHYTPILIHbOBEHHY 1H(Y3it0
¢izionoriunoro po3uuny. [Ipyu pO3BUTKY apTepianbHOI rimoTeH3ii malfieHTa CJIif IepeBecTy y
TOPU30HTAJIbHE MOJI0KeHHS. [To MOXKIIMBOCTI i mpoBecTu iHGY3ito aHrioTeH3uny II Ta/abo
BHYTPIIIHbOBEHHE BBEJEHHS KaTexojaMiHiB. [Ipu HafjaHHI JOIIOMOTY Biipa3y Micad IpUuoMy
TabJIETOK CIIiI BXKUTH 3aXO[IiB 3 BUaJIeHHs eHalallpUiy MajeaTy 3i IITyHKOBO-KUIIKOBOT'O TPAKTY
(HampuKaf, UUISXOM iHOYKIN1 6TI0BaHHS, IPOMUBaHHA IIJTyHKA, BBeJeHHS abcopbeHTiB abo
cynbdaTy HaTpilo). 3 UPKYJISTOPHOTO pyclia eHalalpuiaT MOXHa BUBECTHU 3a AOIIOMOI00
remopiani3y (muB. po3min «OcobIUBOCTI 3aCTOCYBaHHS»). [Ipu CTiMKil OpaguKapmil moKa3aHa Teparis
3 BUKOPUCTAaHHAM KapaiocTuMynsaTopa. [Ipu mboMy CHif IOCTiMHO KOHTPOJIIOBATH XKUTTEBO BaXK/IUBI1
IIOKa3HUKM, CUPOBATKOBI KOHIIEHTpAllil €JIeKTPOJIITIB i KpeaTUHIHY.

[Tpu 3acTOCyBaHHi JIepKaHIOUIiHY KITiHiYHO 3HAUYyIA rinoTeH3is noTpedye akTUBHOI CepLEeBO-
CYIMHHOI HMiATPUMKH, BKJIIOUAIOUM YaCTUX KOHTPOJIb CEPLIEBOI Ta AUXajbHOl QYHKIIN, HafaHHS
TalliEHTY TOPHU30HTAJILHOTO MTOJI0KEHHS 3 IPUIIAHATUMHI HUXKHIMM KiHIIiBKAMH Ta KOHTPOJbL 00’ eMY
IIUPKYII0I0YO0i PifuHY i BUAiNEeHHS cedi. 3 OorsAay Ha TpUBaly ¢GapMaKoJOTiuHY [il0 TepKaHIgUuIiHy
BaXKJIMBO CTEKUTH 3a CepleBO-CYOUHHUM CTAaHOM Talli€eHTa IIOHAWMEHIIEe IPOTATroM 24 TOKH.
Ockinbku 3acib BOJIOfi€ BUCOKOIO 3[IaTHICTIO 3B’I3yBaHHs 3 OinKaMu, MaJIoMMOBIPHO, 110 miasi3 Oyme
e(pekTUBHUM. 3a CTQHOM MAli€HTIB, y IKUX OYiKyEThCS IHTOKCHUKAIIS Biff IOMIPHOTO O TSXKKOT0O
CTyIeHsl, CJIi[ CIIOCTepiraTé B yMoBax CyBOPOI'O JOTJIALY.

ITo6iuni peakuii.
KopoTtkuit onuc mpodinto 6e3nekmu.

Besneky npenapaty Jlepkamer® AII® owLiHIOBaIK B X0 II'ITH HOABIAHAX CIIMUX KOHTPOIbOBAHHUX
KJTIHIYHUX OOCHIAXKeHb i B BOX JOBTOCTPOKOBUX BiIKPUTHX PO3IIMpPeHUX (a3ax. 3araiom

1141 nmamiesT orpuMysas Jlepkamer® AII®. [To6iuni peakwil faHol KOMOIHOBaHOI Teparil
BiATIOBiMaOTh TUM IMOOIYHUM pPeakIlisM, SKi BIaCTUBI CKIIaJlOBUM KOMIIOHEHTAM IIperapary,
SKIIIO 1X 3aCTOCOBYBaTH OKpeMo. [T06iuHi peaxkiiii, 1110 Hal4acTillle BUHUKAIOTh B XOMi
nikyBaHHs npenapatoM Jlepkamern® AII®: kamens (4,03 %), 3amamMopoderHs (1,67 %) i romoBHME
6inb (1,67 %).

KopoTkuii onvc nobiuyHUX peakIin opMi Tabmuiri.

Y Tabmuili HUK4Ye Po3MofiNnieHi 3a opraHam i cucreMamu opraHiB MedDRA i 4acTOTOI0 BUHUKHEHHS
no0iyHi peakiii, mpo sIKi IOBIMOMIISANIOCS B XOMi KIIIHIYHUX [OCTiXKEHb ITpernapaTy J'IepKameH® ATIO,
IJ1s IKWX iCHY€ IBHUM IPUYHMHHO-HACIIOKOBUU 3B'A30K. Knacudikallis 4aCcToT: AyzKe 9acTo
(> 1/10); yacto (=1/100 mo <1/10); HeuacTo (=1/1000 mo <1/100); pigko (=1/10000 mo
<1/1000); myxe pigko (<1/10000); HeBigoMo (OIL[iHKa 3a HasBHUMU JaHUMU HEMOXKIIMBA).

IMopymeHHs1 3 00Ky CHCTeMH KPOBi Ta 1iMpaTHIHOI CHCTEeMH
Heuacto [TPOMOOITUTOIEHIs

Pigko 3HUXKEHUN piBeHb reMornobiny

IMopymieHHs1 3 00Ky iMyHHOI CHCTeMH




Pinko |F1HepT-IYTJII/IBiCTb
IMopyuieHHs1 3 00Ky XapyyBaHHsI Ta 00MiHY pe40OBHH

HeyacTo [Finepkamiemis

[MopynmieHHsSI 3 00KY NCHUXIKH

HeuacTo |BiJ1T-IYTT${ TPUBOTHU

IMopyuieHHs1 3 00Ky HEPBOBOI CHCTEMH

JacTo 3anaMopoYeHHs, TOJIOBHUM OiNb

Heuacto 3arraMOpOYeHHS IPU BCTaBaHHI

IMopymeHHs1 3 00Ky OpraHiB Cciyxy Ta j1abipuHTy

Heuyacto ['07T0BOKPYXKIHHSA

Pigko [Ilym y Byxax

I[MopymieHHs 3 00Ky cepusi

HewacTo [Taxikappisi, cepue6uTTs

IMopyuieHHs1 3 00Ky CYTHHHOI CHCTEMH

HeuacTto [IpuniuBy, rinoToHIA

Pinxo ['ocTpa CymMHHA HEJOCTATHICTh

[MopymieHHs1 3 00KY OpraHiB JUXaHHsI, TPYIHOI KJIITKH Ta C€pPeIoCTiHHA
acTto Karens

Pigko CyxicTb B ropii, 6inb y pOTOTIOTIN

IMopynieHHs 3 00Ky HUTYHKOBO-KHIIKOBOI'O TPAKTy

HeuacTo binb B KUBOTI, 3aI10p, HyLOTa

Pinko [ucnerncis, HaOpsK ry0, 3aXBOPIOBAHHS SI3MKa, [iapesi, CYXiCTh Y POTi, TiHTIBiT
[MopyimeHHs1 3 00Ky NEeYiHKH Ta JKOBYOBHBiTHUX IUIAXIB

HeuacTo |HiJZ[BI/IH.IeHHH piBag AJIT 1 ACT

IMopymeHHs1 3 00Ky MIKipH Ta MiJMKipHUX TKaHUH

HevacTo Epurema

Pinko AuTioHAOpSK, HaOpsAK 00IMYYsl, JePMaTUT, BUCHUII, KPOIIUB'THKA
IMopymeHHs1 3 00KY CKeJIeTHOI MYCKYJIaTyPH i CHOJTyYHOI TKAHUHH
HeuacTo [ApTpasnris

IMopyuieHHs1 3 00KY HUPOK i CE4YOBHBiTHUX NUISIXiB

HeuacTto [Tonakiypis

Pigko HikTypis, nomiypis

IMopymeHHs1 3 00Ky CTaTeBOl CHCTEMH Ta MOJIOUHHX 3aJ103

Pinko |EpeKTI/IJ'H;>Ha OUCQYHKIIIST

3aranbHi po3/1agH i NOpyIIeHHsI y Miclii BBeJeHHSA

Heuacto |ACTeHiﬂ, BTOMJIIOBAHICTh, BITUYTTS XKapy, nepudepryiHi HabpsKu

Heb6axaHi epeKTH, 1110 BUHUKIIM TiTbKU B OMHOTO IAIliEHTa, HaBeeHi 3 4aCTOTOI «PigKo».

[TomaTKoOBa iH(opMalrid 3a OKPEMUMU KOMIIOHEHTaMHU.

[To6iuHi peaxtii, MPo SKi MOBiHOMJISIIIM IIOMO OMHOTO 3 KOMIIOHEHTIB (eHanamnpua a0o JIepKaHiguITiH)
MOXKYTb OyTH TaKOX IOTEHIHIMY N0OiYHIME peakiisMu npenapary Jlepkamer® AII®, HaBiTh
SKIII0O BOHU He CIIOCTepiranaucs mif 4ac KiiHigyHuX BUNpoOyBaHb ab0 IPOTITOM IOCTMapKEeTUHTOBOTO

mepiony.

EHasnanpus iHOuBi0yaabHO.

EHamampun Moxke COPUYUHSITH HUXKYe3a3HauyeHi mo0iuHi peaxiiii.



ITopy1reHHs 3 00Ky CHCTEMH KPOBi Ta JIiMGaTHUYHOI CUCTEMH.

HeuacTo: aHeMid (B TOMy 4MCIIi aljlaCTUYHA i TEMOJIITUYHA).

Pigko: HeliTpomeHis, 3HUXKEHHS KOHIIeHTpallii reMornobiHy, 3HUKeHHS TeMaTOKPUTY,
TPOMOOLIUTOIIEHis, arPaHyJIONUTO3, IPUTHIYeHHS PYHKII] KiCTKOBOTO MO3KY, TaHIIUTOIEHiS,
niMmbapgeHonaTis, ayToOiMyHHI 3aXBOPIOBaHHS.

[NopymieHHs 3 00Ky €eHOIOKPUHHOI CUCTEMH.

HeBigomo: CUHPOM IOPYILIEHHS CEeKpellil aHTUiypeTuyHoro ropMoHy (SIADH).

[NopyuienHs 3 60Ky 06MiHY PEYOBUH i XapuyBaHHS.

Heuacro: rimornikemist (omuB. po3min «OcoO0nMMBOCTi 3aCTOCYBAHHS»).
[IcuxiyHi po3nanmu.

YacTo: memnpecis.

HeuacTo: cninyTaHicTh CBimoMOCTi, migBuilleHa 30yaIuBiCTh, 6€3COHHS.
Pimko: maTosioriyHi CHOBUAIHHSA, PO3JIagy CHY.

[NTopymieHHs 3 60Ky HEPBOBOI CHCTEMH.

IlyXe 4acTo: 3allaMOpPOYEHHS.

YacTo: ronoBHuM 6islb, CUHKOIIE, 3MiHU CMaKy.

HeuacTo: COHNUBICTS, TapecTesil, TOJI0BOKPYKiHHS.

[TopyieHHs 3 60Ky OpraHiB 30py.

Iye 9acTo: pO3MUTICTH 30Dy .

[NopyuieHHs 3 60Ky OpraHiB CIIYXY Ta CIYXOBOTO JTabipHUHTY.

Heuacrto: mwy™m y Byxax.
[Topy1reHHs 3 60Ky ceplis.
YacTo: 6inb y TpygHil KIIiTI, MOPYIIEHHS PUTMY, CTEHOKApHis, Taxikapmis.

HeuacTo: ceprebutTs, iHpapKT Miokapaa abo mopyueHHs MO3KOBOTO KpoBooOiry*, iMoBipHO, Bif
BTOPUHHOI O TAXKKOI TIOTeH3il y NallieHTiB 3 TPynu pU3UKY (OuB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»).

* JacToTa BUHUKHEHHS SBUII MIOPIBHSIHO 3 YaCTOTOI0 P MpuioMi mianebo i B rpymnax akTUBHOTO
KOHTPOJTIO V KJTIHIYHUX BUIIPOOYBaHHSX.

[TopymuieHHs 3 60KY CYOIUHHOI CUCTEMH.

YacTo: rinoTeH3is (BKIIOYHO i3 OPTOCTAaTAYHOIO TilTOTEH3i€0).



HeuacTo: npuninsy, OpToCTaTU4Ha TiNOTEeH3is.

Pigko: xBopoba Peiino.

[TopyirenHs 3 60Ky OpraHiB IUXaHHS, TPYOHOL KIIITKY Ta CEPENOCTiHHS.

[lyKe 4acTo: KaleJb.

YacTo: 3apulIKa.

HeuacTo: punopes, 6inb y ropsi a6o ocumicTts ronocy, 6poHxocmasM/acTma.

Pigko: nerenesuil iHinbTpaT, pUHIT, aJlePridvHuN anbBeosIiT/e03uHOGITbHA THEBMOHIS.
[NTopymieHHs 3 00Ky MITYHKOBO-KHAIITKOBOTO TPAKTY.

IlyXe 4acTo: HyfoTa.

YacTo: miapest, 6inb y XKHUBOTI.

HewacTo: KMIIIKOBA HETIPOXigHICTh, TAHKPEATHUT, OTI0BAaHHS, MUCIIEICis, 3al0pP, aHOPEKCis,
[IOApa3HeHHs LIJIYHKA, CYXiCTh Y POTI, IIENITUYHI BUPA3KHU.

Pigko: ctomaTuT/adTO3Hi BUPA3KH, TTIOCUT.
Iyxe pigko: aHTi0HAOPSK KUIIEYHUKY.

[MopymieHHs 3 60KY MEYiHKY i dKOBYOBUBIIHUX IIJISXIB.

Pigko: me4yiHKOBa HEIOCTATHICTh, TEMATUT (remaToleIoNApHuY ab0 X0neCTaTUYHUM), TeaTUT 3
HEKPO30M, X0jiecTa3 (y TOMY YUCIIi 3 JKOBTSIHHUIIEIO).

[MopyieHHs 3 60KY UIKipU Ta HDiAMKiDHUX TKAHWH.

YacTo: BUCHI, TiNepYyTIHUBiCTh/aHTiOHEBPOTUYHUY HaOPSAK (3adiKCcoOBaHO BUMIAAKU
AQHTiOHEBPOTUYHOTO HAOPSAKY 00MMYYs, KiHIIIBOK, I'y0, S3MKa, TOJI0COBOI LIiuHU Ta/a0o ropTaHi (gus.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

Hewacro: rineprigpos, cBepOixk, KpOIUB'THKA, aJIOTellis.

Pigko: noniMmopdHa eputeMa, cuaapoM CriBeHca - [[:KOHCOHa, eKC(hOIliaTUBHUAN JepMaTuT,
TOKCUYHUMU ellilepMaJibHUY HEKPOJIi3, IyxupyaTKa, epUTpomepMis.

Onucanuyl CUMITOMOKOMIIJIEKC, IKAM MOXKe BKJIIOYATH TakKi siBUINlA: rapsiuka, CEPO3UT, BACKYIIIT,
Mianrisg/Mio3uT, apTpanris/apTput, no3utuBHud TUTp AHA, nigsumenss IIOE, eo3uHodinis i
nerdKonuTo3. Moxe BUHUKATU BUCHUI, GOTOUYTIUBICTh a0 iHIIT MOPYyIIeHHS 3 60Ky LIKipH.

3 60KY OIIOPHO-PYXOBOTO alapary, CIONYYHOI TKAHWHY, KiCTOK.
HeuacTo: M's130Bi cygomu.

[MopyiuieHHs 3 60KY HUPOK i CEYOBUBIOHOI CUCTEMHU.

Heuacro: HUpKOBa OuC)YHKIIiS, HUPKOBa HEIOCTATHICTh, IIPOTEIHYPis.



Pigko: omirypis.

[NopyuieHHs 3 00Ky PeIPONYKTHBHOI CUCTEMH Ta MOJIOYHUX 3a7103.

HeuacTo: iMIIOTEHIIiA.

Pinko: rinekomacris.

[TopyllleHHS 3arajJbHOTO XapaKTepy.

[ly>Ke 4acTo: acTeHis.

YacTo: BTOMJTIOBaHICTb.

Heuacro: cnabkicTh, rapsdka.

[TaHi 06CTEeXKEHHS.

YacTo: rimepkaniemisi, migBUINEHHS CHPOBATKOBOI KOHIIEHTpallii KpeaTUHiHY.
Heuacro: mipgBuilleHHST KOHIIEHTPAIlil CEYOBUHHU B KPOBI, TilTOHATPIiEMIS.
Pigko: migBuINeHHS aKTUBHOCTI Ie4iHKOBUX (DepPMEHTIB, MigBUIIEHHS PiBHA 6inipy0iHy y cupoBaTIIi.

JlepkaHiouniH iHOUBiOVa/ibHO.

Y KOHTPOJIbOBAHUX KJTIHIYHUX JOCIIXKEHHSIX Ta Y TOCTMAapPKETUHTOBUY Tepion HaubinbI
nomupeHuMy 6ynu Taki mobiuHi peakiii: mepudepuyHi HaOPSIKY, TONIOBHUM Oinb, IPUILIUBY,
Taxikapmis Ta cepuebuTTs.

[NopyuieHHs 3 60KY iMyHHOI CUCTEMH.
Pigko: rinepuyTiuBicTe.

[NopymieHHs 3 60KY HEPBOBOi CHCTEMH.
YacTo: ronoBHUM Oiflb.

HeuacTo: 3armtaMopo4eHHs.

PigKo: COHMUBICTH, CUHKOIIE.
[Topy1uieHHs 3 60Ky CepII.

Yacro: Taxikapmis, ceprieduTTs.
Pigko: cTeHOKapmis.

[MopymieHHs 3 60KY CYOIUHHOI CUCTEMH.
YacTo: IpUNIUBH.

HeuacTo: rinoTen3sis.

HOQyIJ_IeHHH 3 60Ky INITYHKOBO-KUIITKOBOTO TPAKTY.



HeuacTo: HygoTa, gucmnercis, 0isb y BepXHilM OiNsHII XKUBOTa.

Pigko: GroBaHHS, miapes.

Hesimomo: rinepTpodisa sgced', KanaMyTHi BUAiTeHHS i3 oqepeBnﬂnl
[MopyiieHHs 3 60Ky MEYiHKH.

HeBimoMo: MifBUINEHHS PiBHA TpaHCaMiHaA3 y CHPOBATIIi KPOBi'.
[NopyuieHHs 3 00Ky IIKipK Ta MigIIKipHUX TKAHWH.

HewacTo: BucumaHHs, cBepOixK.

Pigko: Kkponus’'gHKa.

Hesimomo: anrionabpsik .

[TopyienHs 3 60Ky CKeNeTHOI MyCKYJIAaTYPH i CIONYYHOI TKaHWHH.

HeuacTto: mianris.

[MopyuieHHs 3 60Ky HUPOK i CEYOBMBITHUX IIISAXIB.

Heuacrto: nomniypis.

Pigko: momakiypis.

IlopyllieHHd 3arajlbHOT0 XapaKTepy.

Yacro: nmepudepuyHi HaOPSKHU.

HeuacTo: acTeHis, BToMa.

Pigko: 6inb y rpyaHif KIiTIHi.

' TToGiuHi peaxiiii, PO sIKi BiOMO 3i CIIOHTAHHOI 3BITHOCTI y MOCTMapKEeTHHTOBH ITepiof,.

IesiKi mpemapaTu QUTIAPOMIPUANHOBOTO PSAAY PiIKO MOXKYTh CIPUYMHSATH NTpeKaphAianbHui 6ib abo
CTeHOKapgmito. [lyxe pigKo y maIfieHTiB i3 HassBHUMM HallaflaMy CTEHOKAPMil MOXK/IMBe 30i/IbIIeHHS iX
YaCTOTH, TPMBAJIOCTI Ta TAKKOCTi. Y ITOOOWHOKHUX BUIIafIKaX MOXe PO3BUBATUCS iHGApKT MioKapaa.

JlepkaHIiouIiH He NIPOSABIIA€ HETaTUBHOIO BIUIMBY Ha PiBeHb LIYKPY B KPOBI Ta JIiMNifAiB y CUpPOBATLi
KPOBI.

[ToBimoMIIeHHS PO HiM03poBaHi MOOiYHiI peakirii.

[ToBimoMieHHs mmpo moOiYHi peakilii micist peecTpaliil TiKapcbKoro 3aco0y Ma€ BazK/IUuBe
3HauyeHHA. Lle mae 3MOry IpOBOAUTYA MOHITOPUHT CIIiBBIOHOIIEHHS KOPUCTh/PU3UK IIPU
3aCTOCYBaHHI LIbOTO JIIKapChKOTO 3ac00y. MequuHUM Ta ¢hapMalleBTUUHUM IpalliBHUKAM, a
TAKOX TallieHTaM a0o0 iX 3aKOHHUM IIpefCcTaBHUKAM CJIifl IIOBiIOMIISTH PO BCi BUNIAIKU
nimo3poBaHuX M00IYHUX peakKlliit Ta BiACyTHOCTI e(eKTUBHOCTI JTiKapChbKOTO 3aco0y yepes
ABTOMaTH30BaHy iHpOpMaLiiHy CUCTEMY 3 (hapMaKOHArJSaoy 3a MOCUJIaHHSIM:



https://aisf.dec.gov.ua a6o uepes Be6-caiiT Kommasii https://www.berlin-chemie.ua.

TepmiH mpuaaTHOCTI.

2 poku. He 3acTocoByBaTH Iipemnapar Micjis 3aKiHUeHHS TEPMiHY IPUOATHOCTI, 3a3Ha4€HOro Ha
YIIaKOBII.

YMoBH 30epiraHHs.

30epiratu npu TeMiepaTypi He Buine 25 °C. [I715 3aXUCTy Bif Ail CBiT/IIa Ta BOJIOTH IIpenapaT
30epiraTu B OpuUriHaibHiM yIakKoBIi. 30epiraTé y HeJOCTYIIHOMY IS HiTel MicIii.

YnakoBka.

14 TabneToK, BKPUTHUX IIJTIBKOBOIO 0060/I0HKOM0, y GiticTepi; 2 6rmicTepu B KapTOHHIN KOPOOIIi.

KaTteropisa Bigmycky.

3a pelemnToM.

BupoOHHK.

Pexopparti [gycTpia Kimika e ®apmaueyTtrka C.m.A., ITamid.

Micue3HaxoaKeHHsI BUPOOHHKA Ta ajipeca MicCIsi MPOBaIXKeHHsI HOro Tis/IbHOCTI.

Bia Martteo YiBitamni, 1 - 20148 Minau (MI), ITanis.

3asiBHHUK.

Memnapini [HTepHemonan Onepenironc JTlrokcemOypr C.A., JlilokceMOypr.

Micue3HaxoaKeHHsI 3asiBHHKa.

1, ABenio me na I'ap, JI-1611 JlrokcemOypr, JItokceMOypr.



3a ninen3sieo xkommnaxii PEKOPITATI.



