IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

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

Cknao:
0itoyi peyosuHU: IEPKaHIINIIiH, eHaJTallpPuI;

Jlepkamen® AII® 10/10: 1 Tab6neTKa, BKpUTA IUIIBKOBOIO 000JIOHKO, MiCTUTh JIepKaHiIUIIIHY
rigpoxnopuny 10 Mr, 10 €KBiBaJleHTHO JepKaHigumniny 9,44 mr, Ta eHananpuily Maneaty 10 mr, 1o
€KBiBaJIEHTHO eHasanpumny 7,64 mr;

Jlepkamen® ATI® 10/20: 1 Tab6neTKa, BKpUTA IUIIBKOBOK 000JIOHKO, MiCTUTh JIepKaHiIUIIHY
rigpoxnopuny 10 Mr, 10 eKBiBaJleHTHO JepKaHigumniny 9,44 mr, Ta eHananpuily Maneaty 20 Mr, 110
€KBiBaJIEHTHO eHasanpumny 15,29 mr;

0ONOMIdCHI PEYOBUHU:

JTaKTO3X MOHOTifIpaT, efi0103a MiKpOKpUCTaJliuHa, HaTpito KpoxManbraikonatT (tTum A), nosigon K30,
HATpi rigpokapOoHAT, MarHilo cTeapar;

06010HKka mabaemku Jlepkamern® ATII® 10/10: Opadry 02F29056 (rimpomernosa 5 cP, TUTaHy
giokcun (E 171), Tanek, makporon 6000);

06010HKka mabaemku Jlepkamen® AII® 10/20: Opadry 02F22330 (rimpomernosa 5 cP, TUTaHy
giokcun (E 171), Tanek, makporon 6000, amoMiHieBu# nak xiHomiHOBOro k0BTOro0 (E 104), 3ami3a
okcup xkoBtui (E 172)).

JIikapcbKka ¢opma. TabneTKy, BKPUTI ITiIBKOBOIO 060JI0HKOIO.
OcCHOBHI (pi3uK0-XiMiuHi 81aCMUBOCMI:
Jlepkamern® ATI® 10/10: Gimi, KpyrIti, IBOOMYKII TaGIeTKM, BKPHTI IIIBKOBOK 000IOHKOI;

HepKaM6H® ATI® 10/20: k0BTi, KPyTJIi, ABOOMYKJIi TabI€TKK, BKPUTI IJIiIBKOBOIO 000JIOHKOIO.

dapmakoTepaneBTHYHA rpyma. [Hriditopu AIT® Ta 610KaTOPU KabIlieBUX KaHAaIiB:
eHananpui Ta aepkaHigunid. Kog ATX C09B B02.

®apMakoJI0riyHi B1aCTHBOCTI.



®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.

Enanamnpuny Manear - Lie Cijib MajelHOBOI KMCJIOTH eHaJlallpUily, Ka € MOXigHUM [ABOX aMiHOKHCIIOT
L-ananiHOBOI Ta L-mposiHoBoi. AHrioTeH3uHIIEpeTBOpIoouni hepmeHT (AIID) - 11
NeNTUOUOUIIENITUIa3a, IKa KaTali3ye IepeTBOPEHHS aHTi0TeH3UHY | y Ba30npecopHuii
auriotensut II. [Ticisa abcopOiiii eHaManpui Figposi3yeThCS 00 eHanalpuiaTy, SKui iHrioye
ATI®. [IpurHivernHsa AII® npu3BOAUTHL 40 3MEHIIEHHS PiBHA aHrioTeH3uHy Il y nima3Mi Kposi,
IO MigBUINYE aKTUBHICTh PEeHIiHY V I1a3Mi (BHACTIIOK OJI0KYBaHHS MeXaHi3My HETaTHBHOTO
000pOTHOTO 3B’A3KY BUMIiJIEHHS PEHiHY), Ta A0 3MEHIIIeHHS CeKpellil albJl0CTEPOHY.

Yepes Te mo AIIO inenTryHUM KiHa3i I, eHamanpusi Moxe TaKOX IPUTHIYYBaTH po3Iaf
OpafuKiHiHy, ITOTYKHOTO Ba30AEIIPECOPHOTO NENTHUY. AJle IOTeNep Poib IOr'0 MeXaHi3My
TepamneBTUYHOI il eHallanpuiy Iie He 3'scoBaHa.

He3sBaxawuu Ha Te, 110 eHaJallpujl 3HUXKYE apTepiaJbHUK TUCK I'OJIOBHUM YMHOM 3a PaxyHOK
IPUTHIYEHHS PeHiH-aHTi0OTeH3WH-aIbI0CTEPOHOBOI CHCTEMH, BiH TaK0XK e(EeKTUBHUIM ¥ XBOPUX 3
HU3bKUM DIBHEM peHiHy y IJIa3Mi KPOBI.

Y xBopux Ha apTepiajbHy TillepTeH3i0 3aCTOCYBaHHS eHaJIallpUly CIpUSE 3HUKEHHIO apTepiabHOro
TUCKY B ITOJIOKEHHI JleXKauyu Ta CTOST4YU 0€3 CYyTTEBOTO IifABUIIEHHS YaCTOTH CEePLIEBUX CKOPOYEHb.

Y pipxicHMX BAIIaAKax CIOCTEPIraeThCsI CUMIITOMaTUYHA OPTOCTAaTUYHA apTepiajibHa TinoTeH3id. ¥
IesSKUX XBOPUX HOpMaJli3allis apTepiaJlbHOTO TUCKY BiIOYBa€ETHCS IPOTSITOM KiJTbKOX TUXKHIB
JIiKyBaHHS. PanToBe MpUIIMHEHHS 3aCTOCYBaHHS €Halalpuily He IPU3BOAUTH [0 Pi3KOro MigBUIEHHS
apTepiarbHOTO TUCKY.

EdexTuBHe npurHiueHHs akTUBHOCTI AII® BUHUKaE 3a3BUYall IPOTATOM 2-4 TOOUH MiCIs
IIepOPaIbHOTO 3aCTOCYBaHHS OfHi€l 4O3U eHananpwiy. [loyaToK aHTUTINEPTEeH3UBHOIL fil, K
IIPaBUJIO, CIIOCTEPIraeThCd yepe3 1 roguHy i3 MakKCUMaIbHUM 3HUXKEHHSIM apTepialbHOTr0 TUCKY
yepe3 4-6 TOOUMH IIiCIIST 3aCTOCYBaHHS. TPUBAICTD Mil 3a/IeXKUTh Bifl 103U, ajie MpU J03ax, 1110
PEKOMEHIVIOThCS, aHTUTIepTEeH3UBHA Ta FTeMOiMHaMiuHa [Ii TpuBa€ He MeHIle 24 TOnuH.

I'eMogvHaMIiyHI JOCIIIXKEHHS 3a y4acCTI0O XBOPUX Ha eCeHI[ia/IbHy TillepTeH3ii0 NOBeNH, 110 3HUXKEeHHS
apTepiasbHOTO TUCKY IIOB'I3Y€ETHCA 31 3HUKEHHIM NepU(PepuiHOoro CyIUHHOTO OII0PY Ta
MiJBUIIEHHSIM XBUJIMHHOTO CEPLIEBOT0 BUKU[Y; 3MiHa YaCTOTH CEePIeBUX CKOPOYEHDb He
cnoctepiranacst abo 6yna He3HAauHOIO. [1ics 3acTOCYyBaHHS eHalampPUIy HUPKOBUM KPOBOTIK
MiABUINYETHCS, TOMI K IMIBUAKICTH KITy00uKOBOL inbTpamii 3anumaerscs 6e3 3MiH. O3HAK 3aTPUMKH
HATpilo Ta BOOU He crocTepiraeTbcs. OgHaK, y XBOPUX i3 HU3bKOIO MIBUIKICTIO KITyGOYKOBOI
GbinpTpatil mo niKyBaHHS, TOKA3HUKY, K IIPABUJIO, MigBUIITYBaIUCS.

Y xopni KOpOTKOTpUBAJIUX KIIIHIYHUX AOCHIIAKEHD IICIISA 3aCTOCYBaHHS eHaslallpUily y XBOpUX Ha
IIyKpoBuii fiabeT Ta 6€3 HHOTO i3 3aXBOPIOBAHHSIM HUPOK CIIOCTEPIranocs 3HUXKEHHS anb0yMiHypil Ta
eKckpeliil i3 ceuyeio IgG Ta 3aranbHOro Oifika ceui.

CninsHe 3acTocyBaHHs iHTiOiTOpiB AII® Ta 6110KaTOPiB pelenTopiB aHrioTeH3uHy 11 6y10 mocmigxKeHo



y OBOX IIMPOKOMacmTabHUX, paHAOMi30BaHUX, KOHTPOJIboBaHUX HochifxkeHHIX (ONTARGET
(ONgoing Telmisartan Alone i B kom6inanii 3 Ramipril Global Endpoint Trial) i VA NEPHRON-D (The
Veterans Affairs Nephropathy in Diabetes)).

ONTARGET sBnsno co6010 JOCTiIXKEeHHs, IPoBeeHe 3a YYacTIO MallieHTiB i3 cepiieBo-CyauHHUM a0o
11epe0pPOBaCKYITPHUM 3aXBOPIOBAHHSM B aHaMHe3i abo ITyKpoBUM fiabeToM 2 Tumy, 1o
CYTIPOBOMIKYETHCS 03HaKaMu ypaxkeHHs opraHy-MimeHi. VA NEPHRON-D sBnsino co6oio
MOCTiAKEeHHS, TPOBefieHe 3a y4acTIo MAallieHTiB 3 I[yKPOBUM [fiabeToM 2 TUIy Ta AiaOeTHYHOIO
HedpormarTiero.

HaHi mocmifKeHHS He BUSBUIN 3HAUUMOTO CIIPUSTIIMBOTO BIIUBY Ha pe3yIbTaT HUPKOBUX Ta/abo
CepLIeBO-CYAUHHUX 3aXBOPIOBAHb 1 Ha CMEPTHICTH Biff HUX, TOLL 9K y IIOPIBHAHHI 3 MOHOTEPAII€
BiiMiuaBCs MiABUILEHUN PU3UK PO3BUTKY TinepKaieMii, rocTporo ypaxkeHHs HUPOK Ta/a0o rimoToHii.
3 ornAmy Ha CX0XicTh (hapMakKOOMHaMiYHUX BIaCTABOCTEM, JaHi pe3yabTaTy TaKOXK 3aCTOCOBHI AJIS
inmux iHri6itopis AII® Ta 6110KaTOPiB pelenTopiB aHrioreH3uny II.

Tomy crminbHe 3acTocyBanH iHri6iTopiB AII® Ta 6710KaTOPiB pelenTopiB aHrioTeH3uny II He
II0OKA3aHO MallieHTaM 3 Aia0eTHYHOoI0 HedpoIaTiero.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
SIBJISLTIO COOOI0 OCITiMIZKEHHSI, IPOBefieHe [IJIs BUSBIEHHS ITO3UTUBHOTO e(EeKTY Bifl JomaBaHHS
asickipeHy [I0 cTaHfapTHOI Tepanil iHriditopamu AII® abo 6510kaTOpaMu PELIENTOPIiB aHTiI0TeH3UHY
II mamieHTiB 3 HyKpOBUM AiabeToM 2 TUIY Ta XPOHIYHUM 3aXBOPIOBAHHSIM HUPOK, CEPIIEBO-
CYOVUHHUMHU 3aXBOPIOBAHHSIMU a00 THX, XTO Mae oOuaBa 3aXxBOpioBaHHS. [[aHe mOCTimXKeHHS OyI0
IIepepBaHo PaHille y 3B’sI13KY 3 MigBUIIEHUM PU3UKOM HeOaxkaHUX HACHinKiB. CMepTHICTSH Bif
CepleBO-CYAUHHUX 3aXBOPIOBaHb i BUHUKHEHHS iHCY/IbTY Oy/IM YaCTillIMMU B TPYIIi, 110 TpHKAMara
arickipeH, HiXK y rpymi, 110 npuiimMara miamebo, Ta MoBigoMIeHHs Ipo HebaxXaHi sBUIlla i cepio3Hi
HeOaXaHi gBUIA (TinepKalieMis, TinoTeH3is i mopyueHHS GYHKIII HUPOK) OyIu 4acCTilIMMU B I'PYI,
sgKa IIpuiiMasia ajicKipeH, HiX y I'pymi, o npuiimMaa miamebo.

JIepkaHiouniH.

JlepKaHiguIIiH - I1e aHTarOHICT Kaslbllilo TPYNH JUTiAPONipUANHIB, 1110 IPUTHIUYE TpaHCMeMOpaHHUH
IIPUIIIUB KaJIbIlil0 ¥ CepleBUy Ta IrMlafKui M'sg3. MexaHi3M aHTUTINepTeH3UBHOI [iii 6a3yeThCcs Ha
IpsMii penakcaliiHil [il Ha rIafKuit M'13 CyIUHH, 10 PU3BOAUTH 10 3HUKEHHS 3arajlbHOT0
nepudepuyHoro onopy. He3paxkaouu Ha KOPOTKUM Iepiof HaiBBUBEOEeHHS NePKaHIAUIIIHY, BiH Ma€
IIPOJIOHTOBAaHY aHTUTINEPTEH3UBHY [il0 3a PaXyHOK BHCOKOTO KoedilieHTa MeMOpPaHHOTO PO3MOMiNy i
11030aB/IeHUY HeraTUBHOI iHOTPOIHOI il 3aBASKM MOT0 BUCOKiN CyIMHHIM CEJIEKTHBHOCTI.

Yepes Te 1110 Ba3oguiaTalisl, CIpuYMHEHa JIEPKaHIQUIIIHOM, pPO3BUBAETHCS IIOCTYIIOBO, TOCTPa
apTepianbHa rinoTeH3id 3 pegIeKTOPHOIO TaXiKapHi€lo CIOCTEPIraEThCS PIgKO V XBOPUX Ha
apTepiayibHy rinepTeHsito.

4K i momo iHIIKUX acCuMeTPUYHUX 1,4-IUTiApPONipHUINHIB, aHTUTINIEPTEeH3UBHA aKTUBHICTh
JIepKaHigUIiHy TOJTOBHUM YMHOM 00yMOBIIEeHa fi€io (S)-eHaHTioMepa.

EHananpusa/aepkaHiouniH.

[ToemHaHHS X PEYOBUH MA€ afUTUBHUYM aHTUTINIEPTEH3UBHUM e(eKT, 3HUKEHHS apTepiaTbHOTO
TUCKY BigOyBaeThCs OiNbII0I0 Mipoo, HiXK NpU MPHUOMi KOKHOTO 3 IIUX KOMIIOHEHTIB OKPEMO.

Jlepramen® ATI® 10/10.



B omopHOMY (TTOABIMHOMY CHIIIIOMY) OOJaTKOBOMY KiliHiuHOMY mochimxkeHHi III ¢a3u, npoBemeHoMy 3a
yuacTio 342 mallieHTiB 0e3 KIiHiYHOI BigmoBiai Ha epKaHigumid B mo3i 10 Mr (Ie BOHM BU3HAYAIUCS,
SIK TIAITIEHTH 3 JiaCTOIIYHHAM apTepialbHUM THCKOM B IOTOXKEHHI cuassun 95-114 MM pT. CT. i K
MAIliEHTH i3 CUCTONIYHUM apTepialbHUM TUCKOM B monoxeHHi cugsguu 140-189 MM prT. €T.), 4epe3 12
TUKHIB IIOOBIAHOI CITiNOl Teparil 3aJUIIKOBe 3HUKEHHS CUCTOJIIYHOTO apTepiabHOTO TUCKY B
TII0JIOKEHHI TallieHTa CUAAYY [IpU IpuiioMi KoMOiHanil eHananpuiny B fo3i 10 Mr i nepkaHigunminy y
no3i 10 mMr BusiBuIoCs Ha 5,4 MM PT. CT. BUIIUM, HiX IPU IPUKOMI TUTBKY JIepKaHigumniny y go3si 10
Mr (-7,7 MM PT. CT. y IOpiBHAHHI 3 -2,3 MM pT. cT., p < 0,001). KpiM Toro, 3aMUIIKOBE 3HNKEHHS
[1aCTOIIYHOr0 apTepiaJbHOTr0 TUCKY B MOJIOXKEHHI NallieHTa CUAAYY BUSIBUIIOCI Ha 2,8 MM pT. CT.
BUIIMM IIPU Ipuiiomi KombiHallil, Hixk mpu MoHoTeparii (-7,1 MM pT. CT. y IOPiBHAHHI 3 -4,3 MM PT.
cT., p < 0,001). YacTka nauieHTiB 3 KJIiHIYHOIO BiANOBiAA0 Oyia 3HaYHO BUILOIO ITPU KOMOiHOBaHOMY
JiKyBaHHi, HiXK mpu MoHOoTepanii: 41 % B mopiBHsIHHI 3 24 % (p < 0,001) gns cuctomivHOrO
apTepiasbHOTO TUCKY B [IOJI0KEHHI MalieHTa cugsauu i 35 % B nopiBHsAHHI 3 24 % (p = 0,032) ong
MiaCTOYHOTI'0 apTepiaslbHOTO THCKY B IOJIOXKEHHI marrienTa cupsyu. [Ipu mpuitomi komOiHatrii
IIperapariB y IIOPiBHAHHI 3 MOHOTEpAIli€0 3HaYHO YacTillle CIIocTepirajgacd HopMaJisalis
cuctoniuaoro (39 % y nopiBasAHHI 3 22 %, p < 0,001) i miacTonmiyHOr0 apTEepiarbHOrO TUCKY B
II0JI0KeHH] nanieHTa cugayu (29 % y mopiBHsaHHL 3 19 %, p = 0,023). IIpu nogansiioMy
CIIOCTEpeXkKeHH] y BiIKpHUTiX (pa3i 11boro JOCTigKeHHI MOXKHa 0yJ10 30iIbIIUTH 103y €HaIalpuiy a0
20 mr y kom6inanii 3 10 Mr nepKaHiguminy, ane 3a yMoBu 30epeKeHHs TOKa3HUKIB apTepiabHOT0
TUCKY Ha piBHi > 140/90 MM pT. cT.: m03a Oyna 306inbieHa y 133 marienTiB 3 221, i micng il
30inbINeHHS OiaCTOMIYHUM apTepialbHUM THUCK Y MTOJ0XKEHHI MallieHTa CUASYy HOpMaJli3yBaBCs

4 TIAITi€EHTIB.

Jlepkamen® ATI® 10/20.

B onmoprOMY (ITOABIMHOMY CIIIOMY) DOZaTKOBOMY KiliHiuHOMY mocnimxkeHHi III ¢a3u, npoBeneroMy 3a
yudacTio 327 mallieHTiB 6e3 KIiHiuHOI BignoBifi Ha eHanmanpun y no3i 20 Mr (me BOHU BU3HAYaIUCH, K
Malli€eHTH 3 [IiaCTONIYHUM apTepialbHAM THCKOM B MOJNIOXKEeHHI cuasayu 95-114 MM prT. CT. i 9K
Malli€eHTH i3 CUCTONIYHUM apTepianbHUM TUCKOM B monoxeHHi cuggyu 140-189 MM prT. cT.),
3aIUIIKOBE 3HUKEHHS CHCTONIYHOI0 apTepialbHOTO TUCKY B MOJIOXKEHHI MallieHTa CUASYY [IPU
npuiioMi kKombiHauii eHamanpuny B 0o3i 20 Mr i nepkaHiguniny y mo3i 10 Mr BUSBUIOCS 3HAYHO
BUILIKM, HiXK 1pu MoHOTeparil (-9,8 MM PT. CT. y IOPiBHAHHI 3 -6,7 MM PT. cT., p = 0,013). AHanmoriuny
PI3HULIIO IPOSABUIIO i 3aJIUIIKOBE 3HUXKEHHS OiaCcTOJIIYHOT0 apTePiaJIbHOI0 TUCKY B IIOJI0KEHH]
naiieHTa cuggayu (-9,2 MM pT. CT. y NOpiBHAHHI 3 -7,5 MM pT. cT., p = 0,015). YacTka naiieHTiB 3
KJTiHIYHOIO BigmoBigmio He OyJla 3HaYHO OiNbII0I0 TP KOMOIHOBAHOMY JIiKyBaHHi, HiXK Ipu
MOHOTeparil: 53 % B nopiBHAHHI 3 43 % (p = 0,076) Ong miacTONYHOTO apTePiaTbHOTO TUCKY B
moJI0KeHHi narnieHTa cugayu i 41 % B mopiBHSAHHI 3 33 % (p = 0,116) O CUCTOIIYHOTO
apTepianbHOTO TUCKY B ITOJI0OKEHHI NalieHTa CUOA4u. Y He3HauHO OiNbIIoro BiiCOTKa MallieHTiB, sKi
npuiiManu KoMOiHalliio IpemapariB, CIiocTepiranacs HopMaisaiis giactosmigaoro (48 % y
nopiBHAHHIL 3 37 %, p = 0,055) i CUCTOMIYHOTO apTepiaIbHOTO TUCKY B IIOJIOKEHHI NallieHTa CUASAYN
(33 % y nopiBusinHi 3 28 %, p 0,325) y nOpiBHSAHHI 3 MOHOTEPAIIi€0.

dapmakoKiHemuxka.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI eHalalmpuily Ta JiepKaHioumIiny GpapMakoKiHETUYHOI B3aEMOJil He
CIiocTepirasnocs.

EHaaanpua.

AGcopOiis.

[Ticns mepopanbHOT0 3aCTOCYBaHHS eHalalpuil MBUAKO abcopOyeThes i oro MakCcuMasibHa



KOHIIEHTPAIIlis Y CHPOBATII HOCITAE€ThCS MPOTATOM 1 ToguHu. 3 OISOy Ha BMICT eHaJIallpUiy y cedi,
CTYIIiHb HOT'0 BCMOKTYBAHHS IIPU [T€POPATbHOMY 3aCTOCYBAHHI Y BUTISIMi €HAIAIPUITy MajleaTy
CTaHOBUTH Mpubu3H0 60 %. Ha abcopOIrito eHanampuiy Mpy mepopajbHOMY 3aCTOCYBaHHI He
BIIJINBA€ HASIBHICTD 1Ki ¥ IIIYHKOBO-KUIIIKOBOMY TPAKTi.

Posmomin.

[Ticns abcopObuii mepopanbHO MPUUHATHH eHalalpul IMBUAKO Ta eKCTEHCUBHO TiIPOITi3yeThCs B
eHasamnpuiaT - MoTyxkHuM iHribitop AII®. ITik #oro KOHIIEHTpAllii y CUPOBATIIi CIIOCTEPIraeThCs
npubnIN3HO Yepes 4 TONUHYU IIiCTs TepopalbHOro 3aCTOCYBAHHS eHalanpuily Maneaty. EGekTuBHUIMI
nepion HaliBBUBE[EHHS eHaJlallpUiaTy micis 6araTopa3oBoro IpuiioMy IepopaibHO eHajanpuia
ctaHoBuTh 11 roguH. Y ocib i3 HOpManbHOIO QYHKIIEI0 HUPOK PiBHOBaXKHA CUPOBAaTKOBA
KOHIIEHTpallisl eHanampuiaTy Oyna HocsATHYTa yepe3 4 no0u micnsg mo4yaTky JikyBaHHS. [Ipu
HaATPaHUYHUX KOHIEHTPAMisaX, fKi Oy/Iy TepaneBTUYHO 3HAUYIIUMY, BiOyBaeThCS 3B I3yBaHHS
eHananpumaTty 3 6iKaMu 1y1a3My, 110 He nepeBuurye 60 %.

BioTpancdopmarris.

Okpim KOHBepCii B eHalanpuiaT, JaHUX IIPO 3HaUYHUM MeTaboi3M eHalanpuily HeMae.
Eniminarid.

BuBeneHHS eHananpuiaTy B OCHOBHOMY BifOyBa€eThCsl HUpKaMu. OCHOBHUM KOMIIOHEHTOM Cedi €
eHanmanpumnat (mpubnu3no 40 % Bim 3aCTOCOBAHOI M03K) Ta HE3MiHEHUM eHaIanpui (IpubnIu3Ho
20 %).

HupkoBa nuchyHKIIif.

Excrno3ullig eHananpuily Ta eHalanpuiaaTy TiIBUIIYETHCSA ¥ XBOPUX 3 HUPKOBOIO HENOCTATHICTIO. Y
XBOPUX 3 JIETKOI0 a0 ITOMipHOI0 HENOCTaTHICTIO (KiTipeHc KpeaTuHiny 40-60 My/xB) cTabinbHUM CTaH
AUC enananpuiaty 6yB IpuONIU3HO ¥ 2 pa3u BUIIMM, HiX Y XBOPUX 3 HOPMaJIbHOI GYHKITEI0 HUPOK
micys 3acTocyBaHHs 5 MT 1 pa3 Ha mo0y. [1pu TSXKKi HUPKOBiM HEIOCTATHOCTI (KJTipeHC KpeaTHHIHY
< 30 mn/xB) piBers AUC migBuiyBaBcs npubau3Ho v 8 pa3iB. EdekTuBHUI Nepiof] HalliBBUBeIeHHS
eHaJlallpuyIaTy micjasa 6araTopa3oBOro 3aCTOCYBAHHS eHaJlallpPUIy MajieaTy MOOOBXKYEThCS MPU LIbOMY
PiBHi HUPKOBOI HEJJOCTATHOCTI, @ Yac JOCATHEHHS PiBHOBAXKHOTO CTAaHY KOHI[EHTpAallil 30iIbIIyETHCS
(muB. po3min «Crmocib 3acTocyBaHHS Ta [K03u»). EHamanpuaaT MoXHa BUBECTH i3 CHCTEMHOT'O
KPOBOTOKY 3a JOIIOMOI0I0 reMofiani3y. KiipeHc gianidy cTaHOBUTEH 62 MII/XB.

JlakTalriq.

Yepes 4-6 roguH micng npuiiomy 20 MT pernapaTy IIepopajbHO MK KOHIIEHTpallil eHalanpuiy B
TPYIHOMY MOJIOLI IT'SITU XKIHOK B ITIiCJIANIONIOTOBUH IIepiof B CepefHbOMY CTaHOBUB 1,7 MK/
(miamasoH Bif 0,54 mo 5,9 Mkr/m). CepenHe 3HaYeHHS IIiKiB KOHI[EHTPallil eHalalpuiaTy CTaHOBUIIO
1,7 Mkr/n (miama3oH Big 1,2 mo 2,3 MKI/1); MKW KOHIIEHTPAIlil BUHUKAJIK B Pi3HUHU Yac MPOTIrom 24
TOAYH. 3TifHO 3 TaHUMH IOJ0 PiBHS MiKOBOI KOHILIEHTPAIlil B TPYAHOMY MOJIOIIi, BBasKAETHCS, 1110
HEMOBJIS, SIKe Xap4Yy€eThCS TiIbKU IPYOHUM MOJIOKOM, oTpuMye He Ginbite 0,16 % npemnaparty Bif fo3u
MaTtepi, migidpaHoI0 B PO3PAXyHKY Ha KT MacH. Y XKiHKHM, sKa TpUiMara mepopasbHo mo 10 mr
eHaJampuy Ha noby mpotsrom 11 Micsuis, mik KOHLIEHTpaIlii eHananpuiy (2 MKI/JI) CIIOCTepPiraBcs
npuOIN3HO Yepel 4 TOOUHMU TIiCig IPUKAOMY [I03H, a MK KOHLeHTpallil eHananpunaty (0,75
MKT/7) JocsraBcsi mpuOnu3Ho yepe3 9 roguH Immicns npuiiomy no3u. I1pu 1iboMy 3araibHa
no0oBa KinbKiCTh eHalanpuiy B TPYOIHOMY MOJIOI cTaHoBUIa 1,44 MKT/J, a eHaJlalpuiaTy
0,63 Mxkr/n BignoBigHO. Yepe3 4 TOgUHMU MiCIA IPUKAOMY Pa30BO1 [03U eHaJIalpUiy 5 MT



OJIHi€I0 TallieHTKOIO i pa30Bol 703U eHamanpuny 10 Mr gBoMa malieHTKaMU PiBEHb BMICTy
eHaJlallpuiaTy B TPYOHOMY MOJIOI 3HaXOOUBCSA HUXK4Ye MeXi BusBneHHd (< 0,2 MKr/m); piBHI
BMIiCTY eHaJIallpUJTy BCTAHOBJIEHI He OyIIu.

JlepkaHiouniH.

AGcopOiis.

JlepKaHiguIiH MoBHICTIO a0COPOYETHCS IMiCIIs TepopasbHOT0 3aCTOCYBAHHS, a MaKCHMalbHa
KOHIIEHTpAIlid y MJ1a3Mi ocsaraeThCs Mpubau3Ho yepes 1,5-3 roguHu.

IIBa eHaHTiOMepH NepPKaHIOUIiHy MOKa3anu ifeHTuYHi npodisni piBHS y mIa3Mmi: 4ac mikoBoi
KOHIIEHTpAIllil iTeHTUYHUHM, a MMKOoBa KOHIeHTpallisa y mma3Mi Ta AUC y cepegaboMy B 1,2 pa3sa Buiili
nns (S)-emanTioMmepa. EniMiHaris HamiBpo3nagy 4BOX €eHaHTIOMeDPiB B OCHOBHOMY OfHaKoOBa. In vivo
B3a€MO3aMiHHICTh IBOX €HAHTIOMEPiB HE CIIOCTEPIraeThCs.

BHacmigok BupaxeHoro MeTa0os1i3aMy MepBUHHOTO ITPOXOIKEeHHS a0COI0THA 6i0IOCTYIHICTS
IPUAHSTOTO IIePOPaIbHO JIEPKAHIINUIIIHY B YMOBaX TOJI0QYBaHHS CTAHOBUTH mpubau3no 10 %. OgHak
6iomoCTymHICTE Y 300pOBUX NOOPOBOJIBIIB B YMOBaX IrOJIOAYBaHHS 3HUKYETHCS [0 Y3 Bi
BUI[e3a3HAYEHOT0 3HAYEHHS.

IOCTYIIHICTE TepOpabHO IPUKUHATOTO IEPKAHIANUIIIHY MiABUIIYETHCA ¥ 4 pa3u 3a YMOBU UOT0
3aCTOCyBaHHS Yepe3 2 TOAMHM IIiC/s BKUBaHHA 1Ki 3 BUCOKUM BMICTOM KHUpPY. BiamosigHo, mpenapaT
CJIig IpUUWMaTH [0 BXKUBAHHS 1xKi.

Po3moomin.
Posmnopin i3 nja3Mu y TKAHUHY Ta OpraHU € [IBUJKUM Ta €eKCTEHCUBHUM.

Cryminb 3B’s13yBaHHS 3 OiIKaMu IJ1a3MU JiepKaHiguminy nepesuinye 98 %. Yepes Te 1m0 piBeHb Oinka
Y XBOPHX i3 TSIKKOI0 HUPKOBOIO ab0 Ie4iHKOBOI OUChYHKITIEI0 3HNAKEHMH, BMICT BiTbHUX (DpakKiiiii
JIepKaHIfUuNIiHy MoXKe OyTH BUIIKM.

BioTpancdopmarris.

JlepkaHiguIin eKcTeHCHBHO MeTabomi3yeThest pepmenToM CYP3A4; HisIKUX CIIOPiHEHUX CIIONYK Y
cedi abo ¢ekanisx He BUABISAETHCS. BiH epeTBOPIOETHCS TOJIOBHUM YMHOM y HEQKTUBHI MeTabo0miTH i
npu6nu3Ho 50 % Ho3u BUBOJUTHCS i3 cedelo.

EkcnepumeHTH in vitro 3 MIOACHKUMHA MiKPOCOMaMU MEYiHKY MOBENH, 110 JIePKaHIAUIIiH He3HaYHO
npurHiuye gBa pepmenTu - CYP3A4 ta CYP2D6 - npu kKoHIeHTpalisix, y 160 i 40 pasiB BuIuX, HikK
MOTO IiKOBi KOHIIEHTPALllil y I1a3Mi, SIKi JocATaloThCs MiCis 3aCTOCYyBaHHS 103U 20 MT.

Kpim 1poro, BUBUEHHS B3a€MOJIl Y Jtofiel IT0Ka3aslo, 110 JIepKaHiAuIiH He Moaudikye piBeHb
Mima3onamy (tumoBoro cyocTpaty CYP3A4) y mna3mi abo MeTOIPOJIoNy (TUIIOBOTO CyOCTpaTy
CYP2D6). TakuM 4MHOM, IIpX 3aCTOCYBaHHI JePKaHIAUIIIHY ¥ TepaneBTUYHUX [03aX
6ioTpaHcdopMariii npenapartis, mo MetabonizyioTecss CYP3A4 a6o CYP2DG6, ouikyBaTu He CIIif.

Eniminaris.

Eniminanis BinGyBa€eTbCsa TONOBHUM YMHOM 4Yepe3 OioTpanchopmanito. CepenHiit TepMiHanbHUN
nepion HamniBBUBEOEeHHS CTaHOBUTH 8-10 rofuH; yepe3 BUCOKY CIOPIAHEHICTh 3 JIMiTHUMUA
MeMOpaHaMU TepaleBTUYHA aKTUBHICTD MTOIOBKYETHC [0 24 ropuH. ITicist MOBTOPHOTO



3aCTOCYBaHHS KyMYIIS1ii He CIToCcTepiranocs.
JIiHIVHICTh/HEeNiHINHICTh.

PiBeHb nepKaHigUMiHy y m1a3Mi Hicisg IepopalbHOT0 3aCTOCYBaHHS He MPSIMO NMPOMOPIIIMHUN 1031
(HeminiliHa KiHeTuka). [Ticia 3actocyBanus 10, 20 abo 40 Mr mikoBi KOHIIEHTpaLlil ¥ IyIa3Mi KpoBi, AKi
crocTepiranucs, Oynu y criBBigHomeHHi 1:3:8, a momi mifg ¢apMaKOKiHETUYHOI0 KPUBOIO «dac-
KOHIIEHTpallis» ¥ mia3Mi - y criBBigHomenHi 1:4:18, mo nepenbavae mMporpecuBHy HaCUYEHICTh
MeTab0i3My ITpH MePIIOMY ITPOXOmKeHHi. BinmoBinHo, JOCTYIHICTE NigBUINYETHCS 3i 30iMbIIeHHIM
MO3H.

[TomaTkoBa iH(OpMaIllid OIpo cueniaabHi MONYASII].

Byno nokasaso, mo ¢apMaKoKiHeTHKa JIePKaHIOUIIIHY Y XBOPUX JIITHBOTO BIKy Ta Y XBOPUX 3 JIETKOIO 1
TIOMipHOI0 IUCGYHKIII€I0 HUPOK abo medyiHKy momibHa M0 TaKoi, 10 CIIOCTEPIraeThCs y 3araibHin
TIOTIY AL XBOPUX. Y XBOPHUX 3 TSKKOIO IUCHYHKITIEI0 HUPOK ab0 Y XBOPUX, SIKUM IIPOBOASTE CEaHCH
miani3y, KOHLeHTpallil mpenapaty Oynu BuiuMu (mpubnusno 70 %). ¥ xBopux 3 momMipHUM abo
TAKKUM ypaXKeHHSIM Ie4YiHKU CHUCTeMHa 0i0fOCTYIIHICTh JIepKaHiANUIiHY, BiporigHo, 30i1bIIyEThCS,
OCKiJIbKH 3a3BUYal IperapaT eKCTeHCUBHO MeTa0O0JIi3yeThCs Y MeUiHIIi.

IokaiHiyHi OaHi 3 6e3nexu.

KombiHauisa eHasanpuay ma aepkaHiouniHy.

MoxXrBa TOKCHYHICTh KOMOIHOBAHOTO IIpernapaTy eHananpuily Ta JepKaHiguminy Oysia BUBYeHa Ha
mypax: IpernapaT BBOJUBCS IIepPOPaibHO IPOTIroM 3 Mics1iB, Oy0 MpoBedeHO ABa TECTH Ha
TeHOTOKCUYHICTh. TOKCHKOJIOTiYHUY Tpodins KoMOiHOBaHOTO IpenapaTty He Bifpi3HsABCS Bif mpodinis
IBOX Or0 KOMIIOHEHTIB Yy pas3i IX 3aCTOCyBaHHS OKPEMO.

BigmoBigHi maHi iCHYI0Th OKpPEMO OJI9 ABOX KOMIIOHEHTIB - eHalalpuily Ta JepKaHiAuIliHy.

EHaaanpua.

HokmniniyHi maHi, oTpUMaHi B TPaAUIIINHUX HOCTIIXKEHHIX 3 hapMaKoorii 6e3meKu, TOKCUYHOCTI
0araTopa30BuUX 03, TEHOTOKCUYHOCTI i KaHIIEePOTeHHOI [Iii, He BUSBIISIOTH OyIb-KOi 0COOIHMBOI
HeOe3MeKH IS JTI0OUHH.

IaHi mocmimKeHb PEMPOOYKTUBHOI TOKCUYHOCTI Jal0Th 3MOTY ITPUIIYCTUTH, 110 €Halalpul He
BII/IUBA€E Ha PEPTUNBHICTD i QYHKIIIOHYBaHHS PENPOAYKTHBHOI CUCTEMHU Y IIyPiB i He YMHUTH
TepaTOTreHHO1 fil. Y Xofi JocigKeHHs IIpenapaT BBOOUIA CaMKaM IIypiB 10 CITapOBYBaHHS i
IIPOTSITOM BaTiTHOCTI, Iif Yyac nakTatii 6yna BigMiuyeHa IifgBUIleHA CMEPTHICTh TOTOMCTBA. AK
BUSIBUJIOCH, IIpenapaT IPOHUKAE KPi3b IJIALIEHTY 1 BABOOUTHCS 3 MOJIOKOM. Bysio moka3aHo, 110
IpelnapaTy Kjacy iHribiTopiB aHTi0TEeH3MHIIEPETBOPIOBAILHOTO (hepMEHTY MalOTh NOOIYHKY BIJIUB Ha
i3HIM PO3BUTOK IIJI0OAA, 110 MOXKe IIPU3BOAUTHU [0 CMEPTi, BPOIXKEHUX MaTOJIOrii Yyepemna. KpiM Toro,
TIOBimOMJISANIOCS TIPO (PETOTOKCHUYHICTD, YIOBIIbHEHHS BHYTPIIIHEOYTPOOHOTO PO3BUTKY Ta
HEe3POILIeHHs apTepianbHOl MPOTOKU. Li mopyleHHs PO3BUTKY YaCTKOBO MOXKHA MOSCHUTY IIPSIMUM
BIIJIUBOM iHTi6iTOpiB ATI® Ha peHiH-aHTiOTEH3WHOBY CUCTEMY IIJI0[a, YaCTKOBO - illIeMi€lo,
IIOB'13aHOI0 3 apTEPiarbHOI0 TITOTEH3i€10 MaTepi, a TAKOXK 3HUXKEHHAM IIJIOOO-TIIalleHTapHOT 0
KPOBOTOKY 1 3MEHIIIEeHHSIM HaAXOAXKeHHS [0 MJI0Ja KUCHIO i MOXKKWBHUAX PEYOBHUH.

JIepkaHiouniH.

IaHi, oTpMMaHi B X0[i HOKJiHIYHNX CTaHOAPTHUX (apMaKOJIOTiYHUX NOCIIXKEHb 3 Oe3MeKH,



IOCITi?KeHb 3 TOKCUYHOCTi 6araTopa3oBUX H03, TEHOTOKCHYHOCTI, KAHI[EPOTEHHOT 0 IIOTEHIIiany, a
TAKO0X PENpPONYKTUBHOI TOKCUYHOCTI, BKa3yI0Th Ha BiiCyTHICTb 0COOIMBOI HeOe3MeKy mpenapaTy Ajs
JIIOIAHY.

3HauHi epeKTH, SIKi criocTepiraaucs B TpUBAIUX HOCTIIXKEHHSIX Ha LIypax i cofakax, mpsiMo abo
no6iuHo 6yny MOB’si3aHi 3 BifOMUM BIIMBOM BHCOKUX 103 @HTArOHICTiB Kasbllilo, TOOTO Oynu
HACJIiTKOM HaJMipHO BHCOKOI papMaKOIWHAMIiYHOI aKTUBHOCTI.

JIikyBaHHS JIepKaHIOUIMIiIHOM He BIIMBaJO Ha DEepPTUIbHICTE i 3aranbHe QyHKIIIOHYBaHHS
PENPOAYKTUBHOI CUCTEMHU V IIyPiB, IPOTE BBEAEHHS BHCOKUX 03 IIPU3BOMUIIO 10 3aruberti I0TOMCTBa
B Ilepefi- i MOCTiMITNTaHTaLliHUI 11epiof], a TaKOXK [0 VIOBIIbHEHHS BHYTPIIIHEOYTPOOHOTO PO3BUTKY.
Y mocnifKeHHSX Ha IIypax i KpoisixX TepaToreHHOr0 BIJIUBY JI€PKaHIOUIiHy BUSBIEHO He Oy/0, ogHaK
TEPATOTEHHICTh iHIIMX ITperapaTiB AUTIAPOIiPUANHOBOIO PSAAY B HOCTIMXKEHHSIX Ha TBapuHax Oyia
BUSIBJIEHA. 3aCTOCYBaHHS BUCOKUX [103 JiepKaHiguminy (12 Mr/kr/mo0y) mig Yac mojoriB Moxke
IIPU3BOOUTH [0 OUCTOIIiL.

[Tpotec po3mopiny nepKaHiguminy ta/abo #oro MeTaboIiTiB B opraHi3Mi BariTHUX TBapUH Ta iX
IIPOHUKHEHHS ¥ MOJIOKO He BUBYAJIMCS.

KniniyHi XxapakKTepHCTHKH.
Iloka3zanus.
Jlepkamen® AII® 10/10:

JIIKyBaHHS eCeHIlialbHOI rinepTeH3il ¥ XBOPHX, ¥ SKUX apTepianbHUN THCK HEJOCTATHHO
KOHTPOJIIOETHCS IIPU MOHOTEpaTil IepKaHiguminy rigpoximopugoM y go3i 10 mr. [TounHaTH nikyBaHHS
apTepianbHOi rineprensii Bimpa3y KombiHoBaHuM mpemnapaToM Jlepkamer® ATI® 10/10 He crif.

Jlepkamen® AII® 10/20:

JIiKyBaHHS eCeHIlialbHOI rinepTeH3il ¥ XBOPHX, ¥ SKUX apTepianbHUN THCK HEOCTATHHO
KOHTPOJIIOETHCS IPU MOHOTEpaTil eHananpuiy ManeatoM y gosi 20 mr. [loynHaTH TiKyBaHHS
apTepianbHOI rimeprensii Bifpa3y KombiHoBaHuM mpemnapaToM Jlepkamer® ATI® 10/20 He crif.

IIpomunoka3aHHA.

- lnepuyTnusicTts mo 6ymb-sikoro iHridiropa AII® a6o 6710KaTOPiB KabI[iEBAX KaHaJIiB
OUTiTPOIiPUAXHOBOTO PSAMY, @ TAKOXK M0 OyMIb-IKOI 3 JOTIOMiXKHUX PEUOBHUH (IUB. po3min «Ckiam»).

- HasiBHiCTh B aHaMHe3i aHTi0HAOPSIKY B pe3yJbTaTi onepeqHboro JiKyBaHHS iHri6iTopoM AIID.
- CnagkoBuit abo imiomaTHYHUY aHTiI0HAOPSK.

- BaritHicTh a60 nnaHyBaHHS BaTriTHOCTI (muB. po3xinu «Oco6IMBOCTI 3aCTOCYBAHHSI» Ta
«3acToCyBaHHS y Iepiof BariTHOCTI abo romyBaHHS TPYIOIO»).

- O6CTpyKis BigTOKY KPOBI 3 JIiBOTO LITyHOYKA.



- 3acTiffHa ceplieBa HeJOCTATHICTh, 3 MPUBOMAY SKOI HE MPOBOIUIIOCS JTiKyBaHHS.

- HecrabinbHa cTeHOKapAis abo MPOTIroM OfMHOT'0 MicsSls Iicys mepeHeceHoro iHpapKTy
MioKapaa.

- Tsxkka HUpPKOBa HepocTaTHICTE (IHK® < 30 Mi1/XB), B TOMy YKCIIi Y IAI€HTIB, SAKi
nepebyBalTh Ha TeMOfiami3i.

— TskKa ne4iHKOBa HEJOCTATHICTh.
- CynyTHE 3aCTOCYBaHHS i3:

— noTyxkHuMY iHribiTopamu CYP3A4 (ouB. po3gin «B3aemopmist 3 iHIIMMU JliKapCbKUMU 3aco0aMu
Ta iHIIIi BUAY B3a€EMOMIN»);

— IIHKJIOCIIOPHHOM (UB. PO3[in «B3aemoymis 3 iHIIMMHY JTiIKapChbKUMY 3aco0aMu Ta iHIM BUOH
B3aEMOTI»);

- rpetndpyTom abo rpeindpyToBUM COKOM (OUB. PO3Min «B3aeMopmis 3 iHIIMMU TiKapChKUMU
3aco0aMHu Ta iHIII BUOU B3a€MOLIN»).

- OpHouacHe 3aCTOCyBaHHS Yy KoMOiHalii 3 Tepami€eio cakybiTpumom/BancapTaHoM. He crin
PO3M0YMHATH 3aCTOCOBYBATU €HaJIallpPUII PaHille HiXK yepe3 36 TOOUH MiC/Is OCTAaHHBOTO IIPUAOMY
cakyOiTpuny/BanicapTany (OuB. po3minu «B3aemopmis 3 iHIMUMU JTiKapChbKUMU 3ac00aMu Ta iHIII BUOK
B3aeMOfIii» Ta «OCOOIMBOCTI 3aCTOCYBaHHSI»).

- OpnHOYacHe 3acToCyBaHHA mpemnapaty Jlepkamen® AII® i mpemaparis, 0 MiCTATE ajliCKipeH,
IIPOTHUIIOKA3aHO TMAIliEHTaM 3 IYKPOBUM miabeToM abo mopymeHHsM GyHKIil Hupok ([IK® < 60
mii/xB/1,73 M%) (qus. po3minu «B3aemois 3 iHIIMMHU JTiKAPCHbKUMHU 3aco0aMu Ta iHII BUOM B3a€MOMii»
Ta «dapmMakoguHaMiKa»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

AHTHTiNEepTEH3MBHA MIis npenapaTy Jlepkamen® AII® Moxe GyTH IificWIeHa iHIIMMH JTiKapChKUMHU
3acobaMu, 110 3HUKYIOTh apTepialbHUM THCK, TAKUMHU SIK [IiypeTHuHi 3acobu, B-610KaTopaMu, o-
67okaTopaMu Ta iHIIKMU PeYOBUHAMU.

Kpim 116010, CIIOCTEpiraloThCs HUKYEeHaBeIeHi B3aEMOIil 3 KOXKHOIO i3 iI0YHUX PEUYOBUH ITHOTO
JiKapchKOro 3aco0y.

EHananpuay maseam.

[TpenapaTy, IKi MiOBUINYIOTh PU3UK BUHUKHEHHS aHTiOHAOPAKY.

OpHoyacHe 3acTocyBaHHS iHTibiTOpiB AII® i3 caky6iTpHIOM/BaicapTaHOM IIPOTUIIOKA3aHO, OCKIIbKH
1le MigBUIINYE PU3UK BUHUKHEHHS aHTi0HaOpaKy (muB. po3pinu «IIpoTtunokasaHHsa» Ta «Oco0IMBOCTI
3aCTOCYBaHHS»).

OpuoyacHe 3acTocyBaHH4 iHTi6iTOpiB AII® 3 panekapoTpuiaoM, iHribiTopamu mTOR (Hanpuknazn,
CHUPOJIIMYC, €BEPOJIIMYC, TEMCHUPOJIIMYC) Ta BiIJar TiITUHOM MOXKe IIPU3BECTU [0 PU3UKY PO3BUTKY
aHrioHabpsKy (muB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).



[MonpitiHa 6/10Kana peHiH-aHTi0TeH3UH-aIbI0CTEPOHOBOI CUCTEMHU.

IaHi KJTiHIYHUX [OCTiXKEHb TOKa3yl0Th, 110 MOABiHA 0/10Kafga peHiH-aHTi0TeH3WH-aIbI0CTEePOHOBO1
cuctemu (PAAC), 1m0 oB’s13aHa i3 OMHOYAaCHUM 3aCTOCyBaHHAM iHTiOiTOpiB ATI® Ta 610KaTOPiB
petienrTopiB aHrioTeH3uny Il abo amickipeHy, MPU3BOOUTE [0 IMiABUINEHHS YaCTOTH HeGaKaHWX SBHUIII,
TaKUX K TiMOTEH3isd, rinepKasieMis i 3HUKEeHHS QYHKIIil HUPOK (B TOMY YMCJIi TOCTpa HUPKOBa
HEJOCTaTHICTh), B TOPiBHSIHHI 3 BUKOPUCTAHHSAM OgHOTO 3acoby, sikui nie Ha PAAC (muB. po3pinu
«[IpoTunoka3aHHsI», «OcOOIMBOCTI 3aCTOCYyBaHHA» Ta «PapMaKoguHaMiKa»).

Kanina6epiratodi giypetuuni 3acobu, go6aBKy 3 KajieM abo COIbOBi 3aMiHHUKH, 110 MiCTSTh KaJlil.

3a3Buyay PiBHI KaJlilo 3aUIIA0TLCS Y MeXXaxX HOPMH, aJie y OesdKUX IallleHTiB, IKi OTPUMYIOTh
eHaJIallpuJl, MOXKe CIIoCTepiraTucs rinepkamniemis. Kamifizbepiratoui niypetrnuni 3acobu (Hampukiag
CITiDOHOJIAKTOH, eIJIEPEeHO0H, TpiamTepeH abo aminopum), moOaBKH, 1110 MiCTSATh Kajii, abo peuoBUHY,
II0 MIiCTSTh COJIi Kajlito, MOXKYTh IPU3BECTH 0O 3HAYHOTO MiIBUIIEHHS KOHI[EHTPAIllil KaJlioo y
cuposartui. Cnig 6yt 06epeKHUM IIPU ONHOYACHOMY 3aCTOCYBaHHI eHaaNpUiy 3 iHIIUMU
IpelapaTaMy, 110 MiABUINYIOTh BMICT KaJjlil0 B CUPOBATL]I KPOBi, TAKUMU SIK TPUMETOIIPUM Ta
KOTPUMOKCa30J (TpuMeTOnpuM/CyabhaMeTOKCa30i), OCKiITbKY TPHUMETOIPUM [i€ K
Kajiii3bepiraiouuil OiypeTuk, 30KpeMa K aMimopup. Tomy KoMOiHallig eHanampuiy 3
BUIle3a3HaUYEHUMHU IIpernapaTaMyu He PEKOMEHAYEThCS. fAKINO TaKi IpernapaTé CyIyTHHO
IPU3HA4aloTh IIPU NOBEMeHil rimokaieMil, To X TOTPiOHO 3aCTOCOBYBaTH 3 00€PEXKHICTIO Ta Iif
YaCcTUM KOHTPOJIEM BMICTY KaJiilo y cupoBartli (DuB. po3nin «OcobIuBOCTi 3aCTOCYBaHHS»).

Lukmocmoo PUH.

[Tpu ogHOYacHOMY 3acTocyBaHHi iHri0iTopiB ATI® Ta UMKIOCIOPHUHY MOXKe BUHUKHYTH TillepKasieMid.
PexoMeH0BaHO KOHTPOJIIOBATH PiBEHB KaJlit0 B CUPOBATL KPOBI.

l'enapuH.

[Tpu ogHOYaCHOMY 3acTocyBaHHi iHTibiTopiB AII® Ta renmapuHy MoxKe BUHUKHYTH TilepKasieMis.
PekomMeH0BaHO KOHTPOJIIOBATU PiBEHH KaJIil0 B CUPOBATI] KPOBI.

[liypeTHyHi 3aco0u (Tia3uOHi Ta MeTIbOBI DiypeTHYHi 3ac0o0u).

[TonepenHe miKyBaHHS BUCOKMMHU J03aMHU OiypeTUYHUX 3aC00iB MOXKe CIIPUUYUHUTY 3HUKEHHS 00’ eMY
IIUPKYII0I040i KPOBi Ta PU3UK apTepiasbHOI TinoTeH3il Ha M0YaTKy 3aCTOCYBaHHS eHallanpuiy (IuB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [iMOTEeH3UBHI e(eKTH MOKHA 3MEHIIUTH IUITXOM BifMiHU
niypeTu4HUX 3ac00iB, 30i/bIIIeHHS BXKUBAHHS coJli a60 piguHu a60 3aCTOCYBAHHSIM HU3BKOI
II0YaTKOBOl IO3U eHaIampuiy.

[HIIIi QHTUTiITEePTEeH3WBHi 3aCO0H.

CymyTHE 3aCTOCyBaHHS IIUX 3ac00iB MOXKe IPU3BECTHU [0 ITOCUJIEHHS TiMOTEH3UBHOI MIil eHalanpuy.
CymyTHE 3aCTOCYBaHHS 3 HITPOTJIiLIEPUHOM Ta iHIIUMU HiTpaTaMu abo iHImKUMYU
CYOVHOPO3IINPIOBAIbHUMYU 3acobaMy MOXKe NMPU3BECTU 00 NOAATKOBOTO 3HUXKEHHS apTepialbHOT0
THUCKY.

JIiTi.

[Tig yac cynyTHHOT'O 3aCTOCYBaHHS JiTii0 3 inribiTopamu AII® crmocTepiranocs 060pOTHE MiIBUILIEHHS



KOHIIEHTPAIlil JIiTi0 y CUPOBATIIi Ta TOCUJIEHHS KOT0 TOKCUYHUX eeKTiB. CyImyTHE 3aCTOCYBaHHS
niypeTH4yHUX 3ac00iB rpynu Tia3uaiB Moxke 30iblIyBaTH KOHLIEHTPALIil0 PiBHIB JIiTiIO i, BiAMOBiAHO,
TIOCUJIIOBATH TOKCUYHI eheKTH JiTiio Ipu 0gHOYACHOMY 3acToCyBaHHi 3 inribitopamu AII®. Tomy
3aCTOCYBaHHS €HaJalpUIly 3 IpenapaTaMy JIiTiI0 He PEKOMEHAYETHCS, ajle SIKII0 1X O0HOYaCHe
3aCTOCyBaHHS HeoOXifiHe, TO MOTPiOHUM peTeNbHUM MOHITOPUHT PiBHIB JIiTil0 y CUPOBaTIIi (OUB.
po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

TpUIUKTiYHI aHTUIENPECaHTH/aHTUIICUXOTUKI/aHECTETUKH/HAPKOTUYHI 3aCO0MH.

[Ipu cynyTHBOMY 3aCTOCYBaHHI AEeIKUX aHECTETUKIB, TPULMKIIIYHUX aHTUOEIIPEeCaHTIB 1
AHTUIICUXOTHKIB 3 iHribiTopamu AII® MOXKIKBe NONATKOBE 3HMKEHHS apTepialbHOT0 TUCKY (IUB.
po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

HecTepoinHi mpoTr3ananbHi IpenapaTy, BKIIIOYAOUYK CEJIEKTUBHI iHTi0iTOPY IMKIIOOKCUTEHA3HU-2.,

HecTepoingui mpotu3ananbHi npenapatu (HII3II), BKI0Ya04u celeKTUBHI iHTiOiTOpH
nuknookcurenasu-2 (LOT'-2), MoXyTh 3HUXKYyBaTU e(PEKTUBHICTH AiypETUKIB Ta IHIINUX
QHTUTINePTEeH3UBHUX IIpenapaTiB. TOMy aHTUTiepTeH3UBHA [1il aHTarOHICTIB pelenTopiB
anrioren3uny II a6o inribitopis AII® moxe OyTu 3HMKEHA IIPU OAHOUACHOMY 3acTocyBaHHi i3 HIT3TI,
BKJTIOHAIOYHU CeJleKTuBHi inribitopu LIOI-2.

Crinbae 3actocyBanHus HII3II (Bkmouatouu cenekTuBHi iHribiTopu LIOI'-2) i aHTaroHicTis peuentopis
anrioteH3uny II a6o iHri6iTopiB AII® cympoBOIKYETHCS agUTUBHUM e()EeKTOM Y BUTTISAI MiIBUIIEHHS
KOHIIEHTpAIlil KaJlilo B CHPOBATIIi i MOXkKe IPU3BOAUTH [0 NOTipiIeHHs (QYHKIIl HUPOK. fAK IIpaBuUIo,
naHi edhekTn 060poTHI. YV pimKicHUX BUMTagKax MOXkKe PO3BUBATHUCS I'OCTPA HUPKOBA HENOCTATHICTD,
0CO0ONIMBO y TAI[iEHTIB 3 MOPYIIeHHAM (QYHKIIil HUPOK (HaNpUKJaf y Mal[i€HTiB JiTHLOTO BiKy abo
3HEeBOJHEHUX Ialli€HTiB, BKJIIOYAOUU TUX, XTO OTPUMYE Tepariio AiypeTukamu). ToMy CIITbBHUI
IIPUIOM IIUX IIpelapartiB CIifl mpu3HayaTy 3 00epexkHiCTI0, 0COOIMBO MallieHTaM 3 MOPYIIEHHSIM
GbyHKIi1 HUPOK. [lallieHTH MOBUHHI OTPUMYBATH [OCTATHIO KiJIbKIiCTh PiAUHY. K MiCISA MOYaTKy
CIIiZIbHOI Teparii, Tak i 3rogoM (QYHKIIiI0 HUPOK CJIif IepioguyHO KOHTPOJIIOBATH.

IIpenapaTy 30710Ta.

[Tpu ogHOYACHOMY 3acToCyBaHHi iHTi6iTopiB ATI®, y TOMY YKCIli €Hananpuiy, 3 npenapaTaMu
30J10Ta, IPH3HAYEHUMH 71 iH €KIIHOTO BBEeOEeHHS (HaTpilo aypoTioMasnat), Oyu mOBiIOMIEHHS PO
BUHUKHEHHS PigKiCHUX HiTPUTONOMIOHUX Peakiiii, II0 CyIIPOBOMXKYIOTbCS TAKMMU CUMIITOMaMH, K
IPUIIIMBY 00 006/IMYYs, HyJoTa, O/II0BaHHS Ta apTepiasibHa TilnoTeH3is.

CHMIaTOMIMETHUKH.
CuMIlaTOMiMETUKY MOXKYTb ITOCIa0/II0BaTH aHTUTINIEpTeH3UBHY fito iHribiTopis AIT.

Autuniabetryni 3acobu.

[TpoBeneHi emigeMiosoriyHi HOCTigXKEHHS falyu 3MOTY IIPUITYCTUTH, 110 3aCTOCYBaHHS iHTi0iTOPIB
ATI® ogHOuacHO 3 aHTHOia0eTHUHUME 3acobamu (iHCYIIiH, IepopaibHi rinoriaikeMiyHi mpemnapartu)
MOXKe CIIPUYMHUTHU 3HUKEHHS PiBHA I'MII0OKO3M Y KPOBi 3 PU3NKOM BUHMKHEHHS TilorTikeMii.
Haiibinbi BiporigHo maHul GeHOMeH BUHUKAE V IEPIIi TUKHI CyMiCHOTO JTiKyBaHHS Ta Y XBOPUX i3
NOpYyIIeHHAMY (QYHKIIII HUPOK (IuB. po3pinu «OcobnuBocTi 3acTocyBaHHA» Ta «[100iuHi peakii»).

ATIKOT0JIb.

ATnKOTO0JIb ITOCUJTIOE TiIOTeH3UBHY fifo iHribiTopis AITD.



AlleTHicaminuiIoBa KUCI0Ta, TPOMOOIITUKY i B-OI0KaTOpH.

OpHOYacCHe 3aCTOCYBaHHS eHalallpUIy 3 alleTUJICAJIilUIOBO KUCIOTOIO (Y Kap4iolOTiYHUX A03aX),
TpoMOoJTiTUKaMu i B-6110KaTopaMu HeOe3MeK: He CTAHOBUTD.

JlepkaHiouniH.

O0HouacHe 3acmMoCcyB8aHHA NPOMUNOKA3dHO.

Iaribitopu CYP3AA4,

Bimomo, 1m0 nepkanigumnin MmetabomnidyeTscsa pepmerTom CYP3A4 i ToMy ogHOYACHO TPU3HAYeHi
inri6itopu CYP3A4 M0XyTh BIIMBATHA Ha MeTab0Ii3M Ta eKCKpellilo JIepKaHiguIiny.

B pamKax gociigKeHHs B3a€MOZil 3 KeTOKOHA30JI0M, IOTyKHUM iHribiTopom CYP3A4, Gymno
Bi3Ha4YeHO 3HaYHe 3POCTaHHS PiBHIB IJ1a3MOBUX KOHIIEHTPalill TIepKaHiguminy (15-kpaTtHe
30inbIIIeHHS IIJTONII IIil KPHUBOIO «KOHIIeHTpanis-yac» (AUC) i 8-kpaTHe 3pocTaHHs C,,, eyToMepa S-
JIepKaHIguIIiny).

Komb6iHoBaHe 3acTOCyBaHHS JIepKaHIigUMiHY i moTyxHux inribiropis CYP3A4 (Hanmpuknag
KETOKOHA30J1y, iTpaKO0Ha30J1y, pUTOHABIPY, EPUTPOMILIMHY, TPOJIE€aHAOMIIIMHY, KJIapUTPOMIIIUHY)
IIPOTUIIOKA3aHOo (OUB. Po3min «IIpoTUIOKa3aHHI»).

Lluknocmoo PHUH.

[Ticns cninbHOTO 3aCTOCYBAHHS CIIOCTepiranocs 30iblleHHsT KOHI[EHTpalil 000X mpemnaparis,
JIePKaHIiAuIiHYy Ta UUKJIOCIOPUHY, B IIJIa3Mi. [JOCNIiAXKeHHS 3a y4acTi0 MOJIOAUX 3[T0POBUX
noOpOBOJIBLIIB ITOKA3asio, 1110 P BBE[eHHI IUKIIOCTIOPUHY Yepe3 3 TOOUHMU IIiCIs IPUUOMY
JIepKaHIguIliHy piBeHb JIepPKaHIguIiHy y m1a3Mi He 3MiHIeThCS, ogHaK AUC LUKIIOCIIOPUHY
30inpmyeTbes Ha 27 %. IIpyu omHOYaCHOMY 3aCTOCYBaHHI IepKaHIUIiHY Ta IUKIJIOCIIOPUHY
crocTepiranocst 3-KpaTHe 3POCTaHHS PiBHS JIepKaHIAUIiHY y m1a3Mi i 36imements AUC
LUKJIOCTIOPUHY Ha 21 %.

LIuKJIOCIIOPHH i TepKaHiguIIiH He CJTifg 3aCTOCOBYBATH Pa30M (OuB. po3min «Ocob6auBOCTi
3aCTOCYBaHHS»).

CpeindpyT abo cik rperndpyTa.

4K i B iHImMUX OUTiAPONipUANHIB, MeTabo0Ii3M IepKaHIgUIIiHy YIOBIIbHIOETHCS il BIIJINBOM
rpeingpyra abo coky rpeundpyra 3 MOKaNbLIINM MigBUIIEHHSM CUCTEMHOI IOCTYITHOCTI
JIEPKaHIgUIIiHY Ta IIOCUJIEHHSIM TillOTeH3UBHOI fil.

JlepkaHigumin He ciif mpuiiMaTy pa3oM 3 rpeindpyrom abo cokoM rpeindpyTa (DUB. pPO3min
«IIpoTunoka3aHHsg»).

O0HOoYacHe 3acmocy8dHHA HEe PeKOMeHO0B8dHO.

IngykTopu CYP3A4.

[ToTpi6HO OyTH 0O6EpPEeKHUM IIPU OTHOYACHOMY 3aCTOCYBaHHI NiepKaHiguminy 3 ingykropamu CYP3A4,
TAaKMMHU SIK IPOTUCYOOMHI 3aco0u (Hampuknap ¢eHiToid, henobapbitan, Kapbamasernin) Ta
pudamninmH, Yepes Te 110 aHTUTIEePTEeH3UBHA [isl JIepKaHIiAuiHy Moxe OyTH 3HMKEHa Ta HeoOXigHO
YacTille, HiXK 3a3BUYali, KOHTPOJIIOBATH PiBeHb apTepiallbHOTO TUCKY (OuB. po3gin «Oco0auBOCTi



3aCTOCYBaHHS»).
AJIKOTOJIb.

Crip yTpuMyBaTHCS Bif BXKUBAHHS aJIKOTOJII0 y 3B'A3KY 3 TUM, IO BiH 3[aTHUM IifiCUIIOBATH
Ba30AuIaTyiounii ehekT aHTUTINEePTeH3UBHUX IpenaparTiB (quB. po3min «Oco0auBOCTI
3aCTOCYBaHHS»).

3axodu 3 be3neku, 8KAKYHO 3 KOPU2YBAHHAM 003U.

Cy6ctpatu CYP3A4.

[ToTpibHO OyTH 0OEpeKHUM IIPU OOJHOUYACHOMY NIpU3HaYeHH] JIepKaHIIUMIiHYy 3 iHIMUME cyOcTpaTaMu
CYP3A4, takumu gk TepdeHanunH, acTeMi3os1, anTuapuTMiyHi 3acobu I1I knacy (Hampukiazg
aMiomapoH, XiHiTWH, COTAIO0M).

MinasonaM.

Y mo6poBoIbLIiB JTIITHEOTO BiKY CYIyTHE ITepopasibHe 3aCTOCYBaHHS Miga3oimaMy B 103i 20 Mr
TIOCHJTIOBAJI0O BCMOKTYBaHHS JepKaHiguminy (mpubnu3no Ha 40 %), ane 3HUKYBAJIO IIBUAKICTb HOTO
BCMOKTYBaHHS (t,,,, 30inpmuBcs 3 1,75 mo 3 rogux). KoHlleHTpallisd Miga3onamMy He 3MiHIOBasacs.

MeTonponor.

OpHOYacHe 3aCTOCYBaHHS JEePKaHITUIIIHY Ta MeTOIposiony (B-6710KkaTop, 110 BUBOOUTHLCS 3 OpraHiamy
nepeBakHO Yyepe3 MeUdiHKy) He BUSABUIIO 3MiHU 0i0JOCTYITHOCTi METOIIPOJIONY, TOMi IK 0i0JOCTYIIHICTh
JepKaHiguminy 3HuKyBanacs Ha 50 %. Leii ehpekT Moxke OyTH HACJiAKOM 3HUKEHHS KPOBOTOKY Y
MeYiHIli, CIpUYMHEHOTo B-0/10KaTopaMy, i, BigmoBimHO, e MOXKe BimOyBaTHCS i 3 iHIIUMU
IIpernapaTaMu I1boro Kiaacy. ToMy nepKaHigumid MoxkHa 6e3eYH0 3aCTOCOBYBATH CYIYTHRO i3
6rmokaTopaMu B-afipeHOpPeNenTopiB, ane Moxke OyTH MOTPiOHE KOPUTYBAHHS [O3H.

IWTOKCHH.

OpHovacHe 3acTocyBaHHS 20 MT JIeDKaHIIUIIHY Yy XBOPUX, IKi IOCTIMHO IpUUMau B-
METUJIAUTOKCHUH, He BUSBUIIO HisIKO1 (hapMaKOKiHETUYHOI B3aeMofil. OgHaK CIoCTepiranocs
nigsuuieHHs C,,, (CepegHbOr0 MaKCUMAaIbHOTO 3HaYeHHA) OUTOKCUHY Ha 33 %, TOfi K He
BigOyBasocs 3Hauyumx 3MiH Hi AUC (momia mifg KpuBoi), Hi HIPKOBOTO KilipeHCy. XBopi, AKi
OOHOYACHO 3aCTOCOBYIOTh JIEPKAHIUIIIH Ta OUTOKCHH, TOBUHHI TepebyBaTy Iifl CyBOPUM KOHTPOJIEM
IIIOIO MOKJIMBOI IIOABY KITIHIYHUX O3HAK iHTOKCUKAIIl IUTOKCHUHOM.

O0HOoYacHe 3acmoCcy8dHHA 3 IHWUMU npenapamamu.

DyOoKCeTHH.

HocmimkeHHS B3aEMOIii mepKaHiguminy i3 gpnyokcetunom sk inribitopom CYP2D6 ta CYP3A4, ske
IIPOBOAMIIOCS 3@ Y49acCTIO 3[0POBUX JOOPOBOJIBINB BikoM 65+7 pOKiB (CepeHE 3HAaUEHHS +
CTaHapTHE BiOXWJIeHHS), He BUSIBUJIO KJIiIHIYHO 3HauyImol Mogudikanii hapMaKoKiHEeTUKH
JIepKaHiguIIiny.

| II/IMeTI/IﬂI/IH.

OpHoYacHe 3aCTOCYyBaHHS IUMeTHAUHY ¥ 0031 800 MT Ha mo0y He CIIPUYMHSE CYTTEBUX 3MiH PiBHA
JIepKaHiguIiHy y I1a3Mi, ajne noTpidbHa 06epekHiCTh IPHU 3aCTOCYBaHHI 3HAYHO OiNBLUINX 003



IIMMETHUINHY, Yepe3 Te 110 0i0J0CTYIHICTh, @ 0TXKe i Tin0TeH3WBHA [is IEPKaHITUITIHY MOXKYTh
MigBUIIYBATUCS.

CuMBacCTaTHH.

Konu nepkanigumid y go3i 20 Mr mOBTOPHO OJHOYACHO 3acTocoByBanu 3 40 mr cumBactaTury, AUC
JIepKaHiAuIiHy 3MiHIOBanacsa He3HayHo, ToAi K AUC cuMBacTaTUHY HigBuiyBanaacd 0o 56 % i AUC
10T0 OCHOBHOT'O MeTaloJIiTy, B-TiTPOKCUKUCITIOTH, - 0O 28 %. MamoiMoBipHO, 1110 TaKi 3MiHu €
K/TiHIYHO 3HauylmMMH. He 04iKyeThCS B3a€MOZIl, SKILIO JEePKaHIAUIIIH MIpUIMaTH BpaHIi, a
CHMBACTATHH - BBeYepi, [K Ile I0Ka3aHo OJIs IIpenapariB L€l rpymu.

BapdapuH.

OpHOYacHe 3aCTOCYBaHHS JepKaHigumminy y mo3i 20 Mr HaTIme 3M0POBUM J0OPOBOJIBIISIM He
3MiHIOBaJIO (hapMaKOKiHEeTUKHU BaphapuHy.

HiypeTtuku Ta inribitopu AIT®.

JlepkaHigumin MoxHa 6e3MeYHO 3aCTOCOBYBATH pPa3oM 3 fliypeTukamu Ta iHribitopamu ATID.

[HII1i mpemapaTy, 110 BIIMBAIOThL Ha apTepialbHUN TUCK.

4K i mpy 3acTOCyBaHHI iHINX TiIMTOTEH3UBHUX JIIKAPCHKUX 3ac00iB, IOCUIEHHS TilOTEeH3UBHOI [il
MOXKe CIIOCTepiraTucs Ipu CYMiCHOMY 3aCTOCYBaHHI JIEPKaHIAUMIHY 3 iHIIUMU JIIKapChKUMU
3aco6amu, IO BIUIMBAIOTh Ha apTepiaabHUM TUCK, TAKUMU 5K ajbga-010KaTopH, 1110 3aCTOCOBYIOTh
IJIS TiKyBAHHSI CUMIITOMIB 3 60Ky CEYOBUX IUISIXiB, 3 TPULUUKIIYHUMY aHTUEIIPECAHTAMH,
HeliponenTukamu. 3 iHuIoro 60Ky, ociabaeHHs TimOTEeH3KWBHOI Ail MOXKe CIIoCTepiraTucs mnpu
OOHOYACHOMY 3aCTOCYBaHHI 3 KOPTUKOCTEPOINaMHU.

iTH.

HocnigKeHHs B3a€MOfili IPOBOAUIIACS TiJIbKU 3a Y4aCTIO0 JOPOCIIUX.

Oco06.1ueocmi 3acmocyeaHHsi.

CuMITOMaTHYHA apTepiaabHa TinoTeH3id.

CuMnToMaTH4Ha apTepiasibHa TiloTeH3id PiAKO CIIOCTEPIraeThCs y MallieHTiB 3 HEYCKIIagAHEHO0
apTepiasibHOIO rinepreH3iero. [Ipu IiKyBaHHI €HaIalpuIoM Ial[ieHTiB 3 apTepiajbHO IinepTeH3ie0
PU3UK CUMIITOMaTUYHOI TiOTEH3il 3pocTaE, AKIO MOPYILIIeHWH BOOHO-eJIeKTPOJIiTHHY OanaHc i
BimOyBa€ThCS BTpaTa PimWHY, HAPUKJIIAM, IiCyIs JIKyBaHHS OiypeTUKaMHU, Ji€eTh 3 00MeKeHHSIM COJI,
miani3y, miapei abo GioBaHHS (OUB. PO3Min «B3aeMopmist 3 iHIMMMY TiKapchKUMU 3acobaMu Ta iHIIi
BUIY B3a€MOJiK»). Y MallieHTiB 3 CepIieBOl0 HEJOCTATHICTIO (3 CYyIyTHHOK HUPKOBOIO HEJOCTATHICTIO
abo 0e3 Takol) crocTepirasacs CUMITOMaTU4Ha TinmoTeH3isd. BoHa dacTillle BUHUKAE Y Malli€eHTiB 3
CEepIIEBOI0 HEMOCTATHICTIO OiMbIN TSXKKOTO CTYIIEHS, 1110 ITOB’I3aHO i3 3aCTOCYBAaHHSIM BUCOKUX 03
TIETJILOBUX OiyPETHUKIB, TinoHaTpieMieto abo mopyueHHIM GyHKIII HUPOK. JIiKyBaHHS TaKUX IalliEHTIB
CJIiff TOYMHATH Il MEAUYHUM CIIOCTEPEXKEHHSAM, a TAaKOXK CJIiJ] IPOAOBXKYBATH 1€ CIIOCTEPEKEHHS
Ipu 3MiHi m03u eHananpuiy Ta/abo miypertuka. Li 2k peKoMeHfallii 3aCTOCOBHI [0 MaIli€HTiB 3
imemiyHOI0 XBOp060I0 cepIls abo 3 11epedPoBacCKyIIPHOIO MTaTOJIOTi€0, V IKUX HafIMipHe 3HUKEHHS
apTepianbHOTO TUCKY MOXKe IPU3BECTH [0 iHPapKTy MioKapHa abo roCTPOro MopyIieHHsI MO3KOBOTO
KPOBOOOITy.



Y pagsi apTepianbHol rinoTeH3il malieHTa CJIif TePeBeCcTH B IIOJI0XKEHHS JeXKa4yy Ha CIUHi i y pasi
notpebu, MPOBECTH BHYTPIIHbOBEHHY iHGY3it0 ¢izionoriunoro po3uuny. O60pOTHA TiMOTEH3UBHA Ois
He € IPOTUIIOKa3aHHSAM [0 [TOJaJIbIIOro 3aCTOCYBAHHS IIpenapary, sike Moxe O6yTH IPOI0BKEHO
IiCJIs TOTO, SIK apTepia/bHUM TUCK IiABUIIUTHCS IiCIIS TOTIOBHEHHS 00 EMY.

V mesiK¥X MAIliEHTIB 3 CepleBO0 HENOCTATHICTIO i HOpMaIbHUM a00 HU3bKUM apTepialbHUM THCKOM
eHaJlalpuj MOXe CIPUSATH AOJAaTKOBOMY 3HMXKEHHIO apTepiaJbHOTO TUCKY. [laHUM eeKT €
OUiKyBaHUM i 3a3BUYail He € MIPUYKMHOIO IPUNIMHEHHS Teparil. Ko apTepianbHa TinoTeHsis cTae
CHMIITOMaTUYHOI0, TO MOXK€e BUHUKHYTH HeOOXiHICTh 3MeHIIIeHHS N03U Ta/a0o BigMiHU AiypeTuka
Ta/ab0 eHanampuy.

CuHOpoM cr1abKOCTi CHHYCOBOTO BY3JIa.

JlepkaHigumid HeoOXifmHO 3 00epeXkKHiCTIO0 IPH3HAYaTU XBOPHUM 3 CUHIPOMOM CJIabKOCTi CHHYCOBOTO
By3J1a, SKIIO MITYYHUY BOLIM PUTMY He IMIIJIaHTOBaHUU.

[NopyuieHHs QYHKIII TiBOr0 IUTYHOYKA.

HesBaxarwuu Ha Te, 1110 TeMOAMHAMIYHO KOHTPOIbOBaHI OOCTIIXKEHHS HE BUSBUIIM XKOOHUX
nopyiieHs QYHKII] MITyHOYKiB, TOTPiOHO 3 06ePeKHICTIO 3aCTOCOBYBATH XBOPUM i3 MOPYLIEHHSIM
GyHKIII TiBOr0 MITyHOYKA.

ImemiyHa XxBopoba ceplis.

[Tepenbada€eThCs, 110 3aCTOCYBaHHS [ESAKUX IIPenapaTiB AUTiAPOIipUAXHOBOTO PSALY KOPOTKOI il
MO2K€e acollifoBaTUCS 3 MiIBUIIEHNM CepLeBO-CYAUHHUM PHU3UKOM Y XBOPUX Ha imeMigyHy XxBopoby
cepus. Xo4a JIepKaHIOUIIH - IpemapaT TPHUBaoi Oii, moTpioHo OyTu 06epeKHUM, 3aCTOCOBYIOYH HOTO
TaKUM IallicHTaM.

Y pigkicHuX BUIlagKaXx 3aCTOCYBaHHS AESKUX IIpelapaTiB AUTiAPOIiPUAUHOBOTO PSAAY MOXKe
CIPUYMHUTH NpeKaphianbHui 6inb abo cTeHoKappio. [JyxXe pifKo y XBOpUX i3 HASIBHUMU HallaflaMu
CTeHOKapHil Moxe 30i/IbIIyBaTUCS 1X YACTOTA, TPUBAICTD TA TSIXKKiCTh. MOXKIIMBI OKPEMi BUTTAKU
indapkTy Miokapaa (muB. po3nin «I1obiuHi peakirii»).

3aCTOCYBAHHS IIPHU MOPVIIEeHHI GVHKIIII HUPOK.

Ocob6nuBa 06epexkHiCTh MOTPiOHA IIPU 3aCTOCYBaHHI eHaJIAIPUIIy XBOPUM 3 JIETKUM ab0 IOMipHUM
IOPyLIeHHAM (HYHKIIil HUPOK. YaCTHHOIO PYTUHHOTO CIIOCTEPEXXEHHS 3a TaKMMHU IallieHTaMH, €
IIJTAaHOBUY KOHTPOJIb PiBHA KaJlilo Ta KpeaTHHiIHY y cupoBaTii. [loBifoMIeHHS IIpO HUPKOBY
HEeJOCTaTHICTh, 00YMOBJIEHY 3aCTOCYBaHHSAM €HaJlallpUIy, CTOCYBaIuCs TOJIOBHUM YMHOM XBOPUX 3
TSI2KKOI CepIieBOI0 HEJOCTATHICTIO ab0 3 OCHOBHUM 3aXBOPIOBAHHSIM HHUPOK, Y TOMY YMCI 3i
CTEHO30M HUPKOBUX apTepiu. Y pa3i CBOEYaCHOr0 OiarHOCTYBaHHS Ta BiANOBITHOTO JIIKyBaHHS
HUPKOBA HEJOCTATHICTh, CIIPUUMHEHA [Ii€l0 eHaJIalpuily, Ma€ 060pPOTHUI XapakTep. Y HesSKUX XBOPUX
3 apTepianbHOIO TimepTeH3i€io 6e3 monepegHLOT0 3aXBOPIOBAHHS HUPOK KOMOiHOBaHe 3aCTOCYBaHHS
eHaJlallpuily Ta AiypeTHYHOro 3aco0y MoXkKe CIPUYMHUTH ITigBUIIEHHS PiBHS CEUYOBUHU Ta
KpeaTHHiHY y KpoBi. Moxe OyTH HeoOXigHUM 3MEHIIEeHHS 003U eHajlanpuily Ta/abo BimMiHa
miypeTHYHOro 3aco0y. Y Takux BUITAfKaX CJIifl BpaXOBYBAaTH HASIBHICTh CTEHO3Y HUPKOBOI apTepii
(muB. po3min «Ocob6IuBOCTI 3aCTOCyBaHHS. PEHOBACKY/IsIpHA apTepianbHa TimepTeH3is»).

PeHOBacKyndpHa apTepiaibHa rinepTeH3id.

3actocyBaHH4 iHTi0iTOpiB ATI® y marieHTiB 3 IBOOIYHIM CTEHO30M HUPKOBOI apTepii EAUHOL
GYHKILIOHYI0YO01 HUPKHY MigBUIIY€E PU3UK BUHUKHEHHS apTepiajbHOlL Fin0oTeH3il Ta HUPKOBO1



HEJOCTAaTHOCTI. Y IbOMY BUNAAKy IOPYIIeHHS (PYHKI[l HUPOK MOXKe CYIPOBOAKYBATUCS JIUIIIE
He3HAYHUMU 3MiHaMM KOHILIEHTpallii KpeaTUHiHY B cupoBaTii. JIiIKyBaHHS TaKUX XBOPUX MOTPIOHO
pO3MoYMHATH Iifl 6e3nmocepenHiM MEOUYHUM KOHTPOJIEM i3 3aCTOCYBaHHSIM HU3bKUX 103 Ta
00epexkHOI0 3MiHOI0 003U, a QYHKIIiI0 HUPOK MOTPIOHO KOHTPOJIIOBATH.

TpaHcnmaHTaIlig HUPOK.

IocBiny 3aCTOCYBaHHS JIEPKAHINUIIIHY Ta eHalallpUily XBOPUM, sKi HelllofaBHO [epeHeCIn
TPAHCIITIAHTaI[i}0 HUPKK, HeMae. ToMy TakKuM IallieHTaM 3acTocoByBaTu Jlepkamen® AII® He
PEKOMEHIYEThCH.

[TeuinkoBa HEOOCTATHICTh.

AHTHTIIEDPTEH3UBHUY e(eKT JIePKaHIIUMIiHy MOXKe MOCUTIUTUCS y XBOPUX 3 MOPYIIEHHIM (QyHKIIIl
neviHKY. 3pifKa nmpu 3acTocyBaHHi iHri6iTopiB ATI® y XBOPUX CIIOCTEPIraeThCs CUHAPOM, SKUM
PO3MIOUYMHAETHLCS X0IECTaTUYHOIO XKOBTIHUIIEI0 ab0 renaTUTOM, IO MIBUAKO IIPOTPECYE IO PAlITOBOTO
PO3BUTKY HEKPO3Yy IE€UiHKY, IHOMI 3 JIeTaJIbHUM HaclIigkoM. MexaHi3M [bOro CUHIPOMY
HEe3pOo3yMinuii. XBopi, y SIKUX PO3BUHYJIACS KOBTSHUIS a00 MIOMITHO IIiIBUIIKUBCS PiBeHb IMEYiHKOBUX
bepMeHTiB IIpu 3acTocyBaHHi iHri6iTOpiB AII®, MOBMHHI IPUNUHUTHU iX IPUIOM, i TAaKUM MallieHTaM
noTpiOHO MPU3HAUNUTH BigNIOBiOHE TiKyBaHHS.

[TepuTOHEaTBEHUY Oiadia.

[Tpuiiom nepkaHiguminy OyB acolilioBaHUM 3 TOMYTHIHHAM [iali3aTy y Hali€HTiB, gKi nepe0yBaloTh
Ha [epUTOHeambHOMY mianizi. [ToMmyTHIHHS 06yMOBIEHO MiABUILEHOIO KOHIIEHTPAIIi€l0 TPUTIIILEPUIB
y Aianisari, 10 31UBa€eThCA. X04a MeXaHi3M PO3BUTKY LIbOI'0 SABUILA HE 3’sICOBAHUY, IOMYTHIHHSA
3HMKa€e He3abapoM IIicis BimMiHu NepKaHiguminy. Crif BpaxyBaTH 1110 0COOIHUBICTh, OCKIIbKH
IIOMYTHIHHS fiajizaTy Moxke OyTH ITOMUIKOBO IIPUMHATO 3a iHGEKI[INHNY TIePUTOHIT, a Ie MoXe
IIPU3BECTH [0 HEMOTPiOHOI rocmitanizallil i mpu3HadyeHHS eMIIipruYHOl aHTUOi0OTUKOTeparlil.

HevTponeHis/arpanynionuTos.

Y xBopux, siKi 3aCTOCOBYIOTH iHTib6iTOpU AII®, TOBiHOMIISANIOCS IIPO PO3BUTOK
HeUTPOIeHil/arpaHy 10U TO3y, TPOMOOLUTOIEHI] Ta aHeMil. HeMTpoTeHiss BUSIBISIETLCA ¥ PiAKICHUX
BUIIa[IKaX y XBOPHUX 3 HOpMa/IbHOI0 HUPKOBOIO (DyHKIi€I0 Ta 6e3 0co6MMBUX (AKTOPiB PU3UKY.
Enamanpun ciip 3 0co6711B0i0 06epeKHICTI0O 3aCTOCOBYBATH XBOPUM i3 CYOUHHUM KOJIare€HO30M, ITpU
NiKyBaHHI iMyHOOeIIpeCUBHUMHU 3acob6aMu, aJloNypUHOJIOM, ITpoKaiHaMifoM abo mpy HasiBHOCTI
MEeKiNMbKOX ITMX (GaKTOPiB PU3UKY, 0COOIMBO IIPY IOTIEPETHBOMY MOPYIIeHHI QYHKIIII HUPOK. Y [esaKUx
TAIiEHTIB PO3BUBANIMCS TSKKi iHPEKIIiiHI mpotiecH, sKi He mimmaBanucs aHTuOioTHKOTEparmii. ITpu
3aCTOCYBaHHI eHalalpuily y TaKUX XBOPUX PEKOMEHIYETHCS PETYIAPHO KOHTPOIOBATU
JeUKOUUTapHY HOPMYIy, a XBOPUX IMOTPIOHO MPOiHCTPYKTYBATU CTOCOBHO HEOOXigHOCTI MOBiqOMIATH
nikaps mpo Oymb-siKi 03HAKY iHGEKIIil.

limep4YyTnuBiCTh/aHTiIOHEBPOTUYHUM HAOPIK.

[Tpu nixyBaHHi iHri6iTopamu AIT®, 30KpeMa eHananpuiioM, IIOBIJOMIISIIOCS PO PO3BUTOK
AHTiOHEBPOTUYHOTO HAOPSAKY 00/1M44s, KiHIIBOK, I'y0, S31Ka, TOJI0COBOI LIiNHYU Ta/abo ropTaHi.
Taxuit HaOPSIK MOXKe PO3BUHYTUCS B OyOb-KUN MOMEHT NPOTSATOM JIiKYBaHHS. Y IIbOMY BUIIQMKY CIiJ
HeralHO MPUNUHUTY IPUNOM eHalallpUIy; MallieHT IOBUHEH repe0yBaTH il MeAUYHUM HarIsagoM
10 TTIOBHOTO 3HMKHEHHS BCiX cuMnTOMiB. HaBiTh AKII0 HaOpSIK BpazKkae TiJIbKYU S3UK, 0€3 CYImyTHHOI
IUXabHOI HENOCTAaTHOCTI, He0OXigHe TpUBaje CIIOCTepPeXeHHs, OCKiTbKY JIiKyBaHHS
aHTUTiCTaMiHHUMM 3ac00aMu Ta KOPTUKOCTepOifaMu Moxke OyTH HefOCTaTHIM.



Y pigkicHuX BUIIaKaXx IOBiOOMIISIIIOCS PO CMEPTH MallieHTa y 3B'sI3Ky 3 aHTi0HaOpsiKoM ropTaHi abo
si3uKa. [Ipu HaOPsKY sS31MKa, TOJI0COBOI LIiTMHU a00 ropTaHi BigMiYaeThCs MigBULIEHUH PU3UK
0OCTPYKIIil UXaTbHUX LMUISXiB, 0COGIMBO YV MALiEHTIB, SIKi IepeHecTy oepalliio Ha AUXaJIbHUX
HIgxax.

A0 HaOPsIK MOIMIMPIOETHCS Ha S3UK, TOJIOCOBY IIIMHY a00 rOpTaHb i MOXKe BUKITUKATH 00CTPYKITiIO
OVXaIbHUX LIJIAXiB, CIiJl HeraiHo MPOBOOUTH HaJleXKHe JIIKyBaHHS, sIKe MOXKe BKJII0YaTH IiAMKipHe
BBe[leHHs po3uuHy agpeHaniny 1:1000 (0,3 mn - 0,5 mi) i/abo 3axopu 11010 3abe3nedyeHHs
IIPOXIOHOCTI AUXaJIbHUX LIJISAXIB.

Y npencTaBHUKIB HETPOigHOI pacu Bif3Ha4YeHi OinbIl YacTi BUMafKM aHTi0HAOPSKY MOPIiBHSHO 3
IHIIPMU nalieHTaMy, gKi oTpuMyBanu iHribitopu AII.

[NTauieHTu 3 aHTioHaOpPSIKOM iHIITOL eTioJoTii B aHaMHe3i IIpu npu3HadeHHi inribitropis AII® HanexkaThb
[0 TPYNHU MigBUIIEHOTI0 PU3UKY LIOA0 AAHOTO yCKIagHEHHd (OUB. po3hin «[IpoTunoka3aHHI»).

OpuovacHe 3acTocyBaHH iHri6iTopiB AII® 3 cakybiTpHIoM/BajicapTaHOM IIPOTUIIOKa3aHe Yepe3
IiABUINIEHNY PU3UK BUHUKHEHHS aHTi0HaOpsaKy. JIikyBaHHS caKyOiTpHioM/BajicapTaHOM He CIIif
PO3MOYMHATH paHille HixX yepe3 36 roguH IiCJIg 3aCTOCYBaHHS OCTAHHBOI JO3U €HaJaIpuiy.
Teparito eHaalnpuiIoM He MOXHa PO3M0YNHATH paHille HiX dyepe3 36 FOAMH IMIiCIId IPULAOMY
OCTaHHBOI 103U CaKyOiTpuiy/BancapTany (ouB. po3ninu «IIpoTunokasaHHs» Ta «B3aemomis 3
iHITMMY JTiKapCbKUMM 3aco0aMu Ta iHIIN BUOYM B3aEMOIii»).

OpHovyacHuY npuiioM iHribiTopiB AII® 3 panekamoTpuioM, inriditopamu mTOR (Hampuknagm,
CHPOJIIMYC, €BEepPOJIiMyC, TEMCUPOJIIMYC) Ta BiIAATIIITUHOM MOXKe MiABUINYBAaTA PU3UK PO3BUTKY
aHTioHaOPSKY (Hampukiag HaOPSK OUXalbHUX HMIIAXiB a00 g3MKa 3 PECIipaTOPHUM MOPYIIEeHHSIM a0o
6e3 HbOTO) (IUB. PO3MiNn «B3aeMopmist 3 iHIMMU TiKapChKUMH 3aco0aMu Ta iHIi BUOU B3AEMOMIIN»).

Heo0xifHO HOTpUMYyBaTHCh 00EPEKHOCTI Ha II0YaTKOBOMY eTalli IPUUoMYy paleKagoTpuiy,
inri6iTopis mTOR (Hanpukiaf, CUPOJIIMYC, €BEPOJIiMyC, TEMCUPOJIIMYC) Ta BiIEATTINITHHY
nalieHTaM, gKi BxkKe NpuiimMaioTs iuribitopu AIIO.

INEepETUHYACTOKPHUINX.

AHadinakToigHI peakxiil, 0 3arpoXKYyI0Th XKUTTIO, PIIKO BUHUKAIOTH IIiff YaC 3aCTOCYBaHHS
inribitopiB AII® Ta ogHOYACHOTO IIPOBEIEHHS AeceHCcubini3yoyol Teparil IpoTH OTPYTH
IepeTUHYACTOKPUINX. TaKWX peakiliii MoKHa YHUKHYTH IUISIXOM THMYaCOBOi BigMiHU IPUHOMY
inridiTopy AIl® mo moyatky geceHcuOini3ywdol Teparil.

AnadinakToigHi peaxiiii, 1110 3arpoXKYyI0Th XKUTTIO, PiIKO BUHUKAIOTH ITiJ] YaC 3aCTOCYBaHHS
inribitopiB AII® Ta ogHO4YacHOTO npoBeneHHs adepesy JIITHII 3 mekcTpany cynbdpaTtom. Takux
peaxtiiii MoXXHa YHUKHYTH IIJITXOM TUMYacoBOl BigMiHu npuiioMmy iHribitopy AII® nepen KOKHOIO
Ipolenyporo adepesy.

ligormikeMid.



Y matieHTiB 3 LyKpOBUM AiabeToM, SIKi OTpUMYIOTh IlepopajibHi aHTuAiabeTUyHi nTpenapaTty abo
iHCymiH, Ha MoYaTKy niKyBaHHS iHri6iTopamu ATI® HeoOXimHUN pETeNbHUN KOHTPOJIb TilloTIIiKeMil,
0Cco0/IMBO B MePIIXNY MicsIlb KOMOiHOBaHOI Teparii (IuB. po3min «B3aeMopist 3 iHIMMME TiKapChKUMHU
3aco0aMHu Ta iHIII BUOU B3a€EMOMIN).

Kaiens.

[ToBigoMnsiyiocs: PO BUHUKHEHHS KalllTio IPH JTiKyBaHHi iHri6iTopamu AIT®. 3BuyaiiHO Kallleslb Mae
HEIIPOOYKTUBHUY XapaKTep i MPUIUHAETHCS MMIiCd BiAMiHU npenapaty. Kallens yHaCTigOK TiKyBaHHS
inri6iropom AII® HeoOXigHO BpaXOBYBaTH IIPU AUQEPEHIIiiHili JiarHOCTHIII KaIIlTio.

OnepaTuBHI BTpy4YaHHs/aHeCTe3id.

[Tig yac Benukux XipypriyHux onepariit abo npu aHecTesil i3 3acTocyBaHHAM 3aco0iB, gKi
CIIPUYMHIOIOTh apTepianbHy TiMoTeH3ii0, eHamanpui 6J10Ky€e YTBOPEHHS aHTioTeH3UHY 11 BTOpUHHO 10
KOMIIEHCATOPHOT'O 3BIILHEHHS PeHiHy. AKINo IIpU I[bOMY BUHUKAE apTepiajbHa rill0TeH3is, AKY
MOXKHa MOSICHUTH LIMU MeXaHi3MaMu B3a€MOfii, BoHa Moxe OyTH BifKoperoBaHa LIIIXOM
30inbIeHHS 00’ €My PiOUHM.

Kamii cupoBaTKH KPOBI.

[uribiTopu AII® MOXKYTb CIPUUYUHUTY TilepKasieMilo, OCKiIbKM BOHU IIPUTHIUYIOTh BUBIIbHEHHS
anbgoctepoHy. EQekT 3a3Bruali He3HAYHK Y MALIiEHTIB 3 HOPMaJIbHOIO QYHKITiEI0 HUPOK. [IpoTe y
NallieHTiB 3 MOPYLUIEHHSIMU (PYHKII1 HUPOK Ta/abo y MmallieHTiB, SKi IpUUMalOTh Kali€eBi ;o6aBKu
(BKJTIOUAIOUM COJTHOBI 3aMiHHUKM), Kanii30epiraiodi giypeTuku, TpUMeTOIpuM abo KO-TPUMOKCa30J1
(TpuMeTONIPUM/CYTbHaMeTOKCa30J1) Ta 0COGIMBO aHTATOHICTH alIbI0CTEPOHY ab0 610KaTOPH
pellenTopiB aHTi0TeH3UHY, MOXKe BUHUKHYTHU TrinepKaniemis. Kanizbepiraioui miypeTuku ta
6710KaTOPU PeleNTOPiB aHTiOTEH3UHY MOTPiIOHO 3aCTOCOBYBATH 3 00€PEKHICTIO MallieHTaM, SKi
npuiMaioTh iHribiTopu ATI®, Ta KOHTPOIIOBATH PiBEHB KaJlilo ¥ CHPOBATIi KPOBi Ta (QYHKIIiI0 HUPOK
(muB. po3min «B3aemopmis 3 iHIIUMY JTiIKapPCHKUMHU 3aco0aMu Ta iHIM BUIH B3AEMOIIN»).

JIiTid.

KowmGiHamis jiTito Ta eHaymanpuiy 3a3Buyiai He peKOMeHYETLCA (OUB. po3hin «B3aemomis 3 iHIIUMHU
JiKapChKUMHU 3acob6aMu Ta iHIIi BUAKM B3aEMOii»).

[Tonpitina 6/10Kama peHiH-aHTi0TeH3UWH-aIbO0CTEPOHOBOI cucteMu (PAAC).

[CHYIOTb CBiYeHHS, [0 CYIYTHE 3aCTOCyBaHH4 iHTi0iTopiB ATI®, 6510KaTOPIB pEeLenTOPiB
aHrioteH3uny Il abo amickipeHy 30i/blilye pr3UK PO3BUTKY apTepianbHOI rimoTeH3sii, rimepkamiemii i
3HUKEHHS QYHKINI HUPOK (B TOMY YHUCJIi TOCTPOI HUPKOBOI HefocTaTHOCTI). ToMy mopBifiHa 610Kama
PAAC Ha T171i CITIiTBHOTO 3acTOCyBaHHS iHTibiTOpiB AII®, GoKaTOPiB perentopiB anrioreH3uny II a6o
arnickipeHy He PeKOMEHOYEThCS (IUB. po3minu «B3aeMopmist 3 iHImMMMU TiKapchKUMU 3acobaMu Ta iHMmIi
BUMIM B3aeMoiiii» Ta «PapMaKoguHaMiKa»).

fAK1o Tepamis 3 moaBilHOI0 010KamoI0 € aOCOMIOTHO HEOOXIMHOIO, TO 1 CJIif TPOBOIUTH TiJIbKH IIif
HarnsagoM ¢axiBlis, a TaKOXK Ha TJIi peTeNIbHOTO CIIOCTepeXeHH 3a PYHKIIEI0 HUPOK, BMICTOM
€JIeKTPOJIITIiB 1 apTepiaJbHUM TUCKOM.

OpuoyacHe 3acTocyBaHHS iHTibiTopiB AII® Ta 6;10KaTOPiB pelenTopiB aHTrioTeH3uHY Il He TOKa3aHo
malfieHTaM 3 giabeTUYHOI0 HedpomaTiero.

IagykTopu CYP3A4.



Iapyktopu CYP3A4, Taki K TpOTUCYAOMHI 3acobu (Hampukiaz ¢eHiToiH, kapbaMasemiH) i
pudaMmIinmH, MOXKYTh 3HUXKYBaTH PiBEeHb JIEPKaHIINUIIIHY Y CUPOBATII KPOBi, i TOMY e(peKTUBHICTH il
JIEPKaHIgUIIiHY MOXe BUSIBUTHCS HUK4Ye OYiKyBaHOI (OUB. po3min «B3aeMomisa 3 iHIMMMHU JTiIKapCbKUMHU
3aco0aMHu Ta iHIII BUOU B3a€EMOMIN).

ETHiuHi BiDMiHHOCTI.

4K iy pasi 3acTocyBanHs inmmx inribiropis AI1®, y mauieHTiB HETPOiAHOI Pacu aHTUTINEPTEH3UBHUN
edekT eHanmanpuny Moxe OyTH MEHII BUPaXKeHWW, HiXK y IAlliEHTIB iHIIUX pac, MOXKJIMBO, Yepe3
OinbIIy PO3MOBCIONKEHICTh HU3BKOTO PiBHS PeHiHy B 0cib maHoI pacH.

BariTHiCcTb.

Jlikapcekui 3aci6 TpoTHUIIOKa3aHUM BariTHUM a0o0 XKiHKaM, SIKi IIJIAHYIOTh 3aBariTHITH. AKIo mif yac
JiKyBaHHS UM JIIKApChKUM 3aCO00M IIiITBEPAXKYETHCS BaTiTHICTh, OT0 3aCTOCYBaHHS HEOOXITHO
HeralHo NMPUNUHUTY i 3aMiHUTH iHIIKM JTiKapChKUM 3ac0o00M, DO3BOJIEHUM [I0 3aCTOCYBaHHS Y Ilepiof
BariTHOCTI.

JIakTalris.

Jlepkamern® AII® He peKOMEHLOBAaHUIH [0 3aCTOCYBaHHS IIif 4Yac JTaKTalil (DUB. pO3Min
«3acToCyBaHHS y Iepiof] BariTHOCTI abo romyBaHHS TPYIOIO»).

iTH.

Besneka Ta eeKTUBHICTh faHOT0 KOMOIHOBAHOT0 IIpenapaTy AJid HiTe IMif 4yac KOHTPOIbOBAHUX
IOOCJiIKeHb He JoBeneHi.

AJIKOTOJIB.

Crig yHUKaTH BXKUBaHHS aJIKOTOJII0 Yepes Te, IO BiH MOXKe IIPU3BECTHU [0 ITOCUTIEHHS
CYIMHOPO3IINPIOBAIbHOI aHTUTINIePTEeH3UBHOI [ii Tikapchkux 3aco0iB (quB. po3min «B3aemogis 3
iHIITIMM JTiKapCbKUMM 3aC00aM¥u Ta iHIIM BUOY B3aEMOIii»).

JIakTO3a.

Lle#t nmikapcbkui 3acib MiCTUTB TaKTO3y. XBOPUM 3i CIIaJKOBOIO HETIEPEHOCUMICTIO rajlakTo3Hy, i3
nedinutoM naktasu Jlanma a6o MOPyIIeHHSM BCMOKTYBaHHS TJIIOKO3U-TalaKTO3HU He CJIif
3actocoByBaTy Jlepkamen” AIID.

Hatpiii.

Lleit mikapcbkuit 3aci6 MictTuth MeHIe 1 Mmmonb (23 Mr) HaTpito Ha TabeTKy, TOOTO IIPaKTUYHO
BiJILHUM Bifj HATPilO.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHA 2py00io.
BariTHiCTE.

EHaaanpua.

3acTocyBaHHs iHTi0iTOpiB AII® (eHanmamnpui) He peKOMEHI0BAHO IIifl Yac MepPIIOT0 TPUMECTPY



BariTHOCTI (muB. po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»). 3aCcTOCyBaHHSs iHTibiTOpiB AITI® (eHamampum)
IIPOTUIIOKA3aHO IIiff Yac APYyroro Ta TPeTbOr0 TPUMECTPIB BariTHOCTI (OUB. pO3Ainu
«IIpoTunoka3aHHsI» Ta «OCOOIUBOCTI 3aCTOCYBAHHSI»).

Emipemiosoriuni gaHi moq0 pu3uKy TepaToreHHoi [ii, MoB's13aHoi i3 3acTocyBaHHAM iHTibiTopiB ATID
mig yac [ TpuMecTpy BariTHOCTI, He HAlOTh 3MOTH 3p0OUTH OyIb-IKUX IIEBHUX BUCHOBKIB; OJHAK
He3HayHe IiIBUIEHHS PU3UKY He Moxke OyTH BUKITIoYeHe. [TallieHTKaM, SIKi IIJIaHYIOTh BariTHICTh,
ciig 3amMiEuTH Tepamito inriditopamu AIT® Ha Tepariio anbTePHATUBHUMU aHTUTINEPTEH3UBHUMHU
3aco0aMy, gKi MalTh BCTaHOBJIEHUY IP0oGinb 0e3meKy AJd 3aCTOCYBaHHS Y IIePiof BariTHOCTI, KpiM
BUIIQIKiB, KOJK Tepartris iHribitopamu AIT® BBaxka€eThcst HeoOXimHO0. Koy miarHOCTyeThCs
BariTHICTh, NMikyBaHHS iHri6iTopamMu AII® ciif HeraHO MPUNMHUTY i Y pa3i HeoOXimHOCTI, po3noyaTu
Tepariio aJbTepHAaTUBHUMU 3aCc06aMu.

3acTtocyBanHs iHribiTopiB AII® y II i III TpuMecTpi BariTHOCTi IPU3BOOUTH V TIOOUHY 10 ehEeKTIB
(heTOTOKCUYHOCTI (IOTiplIeHHsS HUPKOBO1 (QYHKIIil, OJIirorigpamMHioHy, YIIOBiIbHEHHS OKOCTEHIHHS
KiCTOK 4epera) Ta HeOHATa/IbHOI TOKCUYHOCTI (HUPKOBA HEOOCTATHICTh, apTepianbHa TinoTeH3is,
rimepkaiemist) (muB. po3min «JlokmiHiuHi maHi 3 6e3meku»). Y MaTepi MOXKIUBUM PO3BUTOK
OJIiroTigpaMHiOHY, iMOBIPHO, K IPOSB 3HUKEHOI HUPKOBOI (PYHKIIII 1JI0f1a; 10 MOXKe NIPU3BECTH [0
KOHTPaAKTYP KiHIIIBOK, KpaHionedanbHux medopMaliiii Ta rimomnaasii jereHs. Y pasi 3aCTOCyBaHHS
inribitropa AI1® 3 gpyroro TpUMECTPY BariTHOCTI CJIifl MPOBOOUTH y/IbTPA3BYKOBE HOCITiIKEeHHS
MAIiEHTOK [JIs TePeBipKY QYHKII1 HUPOK Ta CTaHy KiCTOK dyeperna. HeMOBIAT, MaTepi IKUX
npuiimManu iHribitopu AII®, HeoOXimHO CIIOCTepiraTH OO0 apTepianbHOI rinmoTeH3il (TUB. po3minu
«IIpoTunoka3aHHI» Ta «OCOBIUBOCTI 3aCTOCYBAHHS»).

JlepkaHiouniH.

BigcyTHi maHi 00 3aCTOCYBaHHA JIEPKaHIQUIIIHY BariTHUM XiHKaM. Y JOCIiIXKeHHIX Ha TBapuHax
TepaToreHHUX eekTiB (quB. po3min «JlokmiHiyHi maHi 3 6e3meKu») BUSBIIEHO He 0yJI0, OOHAK ITi
e(peKTH MPOSIBIISINIKACS IIi[l BIJITMBOM iHIIKX OUTITPONiPUONHOBUX CIIOMNYK.

[TpuiioM NepKaHiAUMIiHY He peKOMeHI0BaHUM BariTHUM abo0 KiHKaM PenpogyKTUBHOTO BiKy, SIKi He
3aCTOCOBYIOTh e(DeKTUBHY KOHTpAlEMIito (OuB. po3min «OcoBIUBOCTI 3aCTOCYBAHHS»).

KombiHauisa eHasanpuay ma aepkaHiouniHy.

[laHuX M0N0 3aCTOCYBaHHS €HAaJIallpUILy MajleaTy/IepKaHIIUuIIiHy rifpoXJIOpULy BariTHUM
HeIoCTaTHhO abo HeMae. [JocTigKeHHs Ha TBapuHaX € HeJOCTATHIMU i BUCHOBKIB IIOM0
PEeMpPORYKTUBHOI TOKCUYHOCTI (quB. po3min «JlokmiHiuHi maHi 3 6e3meKu»).

BiamoBifgHO [0 BHINE3a3HaYeHOro, mpuiiom npenapaty Jlepkamen® AII® mpoTHIOKa3aHWi BAaTiTHUM i
JXKIHKaM, fKi [IJIaHYIOTh BariTHICTh. KoK AiarHOCTYEThCS BariTHICTH, JIIKyBaHHS AAaHUM JIIKaPChbKUM
3aco00M CJIifi HeraltHO IPUIMHUTH i y pa3i HeoOXigHOCTI, po3moyYaTy Teparilo anbTePHATUBHUMU
3acobamu.

l'onyBaHHS TPYOIIO.

EHaaanpua.

Hesiki papmMaKoKiHeTHYHI [aHi T0Ka3y0Th AyKe HU3bKi KOHIIEHTpaIllil eHaalnpuily Y IPyLHOMY
MoJtoIi (ouB. po3min «®apMakokiHeTHKa»). X04a He3Ha4YHi KOHIeHTpalii inribitopi AII® He MalOTh
KJIIHIYHOTO 3HaUYeHHS, Yepe3 rinOTeTUYHUHM PU3KUK BUHUKHEHHS T0OiYHUX peakIiiil y HEMOBIIST
(BINIMB Ha CepLEBO-CYOUHHY CUCTEMY Ta (QYHKIII0 HUPOK), & TAKOXK y 3B'I3Ky 3 HEOCTATHICTIO
[OCBIiNy KJIIHIYHOTO 3aCTOCYBaHH, IPOBOAUTH JIIKYBaHHS €HAJIAllPUJIOM ITallieHTOK, AKi TOOYIOTh



TPYOAI0 HeOHOIIeHNX a0o JiTell Mepux TUKHIB XKUTTS, He peKOMeHOyeThcs. [Ipu rpygHOMY
BUTOJIOBYBaHHI HEMOBJIATH B OiNIbII CTApIIOMY Billi mpuiioM mpemnapaty Jlepkamer® AII® MaTip’to
[IOIYCKAEThCS TiIbKYM Y BUNIAAKY KPalHbOI HEe0OXiqHOCTI i mpyu yMOBI MEOUYHOTO CIIOCTEPEKEHHS 3a
HEMOBJISIM ITI00 BUHUKHEHHS MOO0IiYHUX PeakKIlin.

JlepkaHiouniH.

Iani mpo BUAineHHs epKaHigumiHy/MeTaboJiTiB 3 rPYOIHUM MOJIOKOM BificyTHi. PU3uk mams
HOBOHAPOAKEHUX/HEMOBIAT HE BUK/IIOUYEHUN. JIepKaHIAUIIiH He CJIif 3aCTOCOBYBATH Yy IePion
TOLyBaHHS I'PYALIO.

KombiHauis eHaaanpuay ma aepkaHiouniny.

BigmoBigHO mo BUIIIECKa3aHOTO, HepKaMeH® ATI® He peKOMEHOYEThCSA A0 3aCTOCYBaHHS ITif 4ac
rogyBaHHS TPYIIIO.

QOEepPTUNEHICTE.

KriniyHi faHi WoAo JIepKaHIiguIiHy BincyTHI. [I0BIIOMIIANIOCA IPO BUNIAAKY, KOJIU Y HEeAKUX
TIAIE€HTIB, 110 MPUIMATh 0JI0KATOPH KaJbI[iEBUX KaHAaIiB, BUHUKAIKA 000POTHI OioxiMiuHi 3MiHM B
TOJIiBIIi CIIePMaT03010a, 30aTHI HeTaTUBHO BIIJIUBATHU Ha NPOIeC 3alllifHeHHs. [Ipy MOBTOPHUX
HeBIaIuX cpobfax eKCTPaKopIIopaabHOTO 3alllifHEeHHS, @ TAaKOXK 3a BiICYTHOCTI iHIIMX IOSICHEHb
CJIi[T JOTIyCKaTH MOKJIMBICTh TOTO, II[0 MPUYMHOIO IIUX HeBa4 MOTJIO OyTH 3aCTOCyBaHHS 6JI0KaTOPiB
KaJIbIieBUX KaHAJiB.

30amuicmb 8nausamu Ha weudKicmb peakuyii npu kepysaHHi asmompaHcnopmom abo
I[HWUMU MexaHi3mamu.

Jlepkamen® ATI® mMae He3HAUHHI BIJIMB Ha 3[aTHICTh KEPyBaTH aBTOTPAHCIIOPTOM Ta iHIIKMH
MexaHi3aMamu. [IpoTe cniifg 6yTy 00epeXKHUM, OCKITbKYM MOXKYTh BUHHKATH 3allaMOPOYEHHS, aCTeHid,
BTOMJIIOBAHICTh, a B PiIKiCHMX BUIMIAgKaX - COHNMUBICTD (OUB. po3min «[1o6iuHi peakirii»).

Cnoci6 3acmocyeaHHss ma do3u.

Jlepkamen® AII® 10/10.

AK110 apTepiaTbHUM THCK XBOPOr'0 KOHTPOJIIOETHCS HEJOCTAaTHLO IIPKM MOHOTEPAIllil IepKaHIgUIiHY
rigpoxnopugoM y mo3i 10 Mr, To niKyBaHHS MOXKHa IIPOAOBKUTH, 3aCTOCOBYIOUHU 03y JIEPKAHIAUIIIHY
rigpoxmopupny 20 Mr, abo MoXkKHa 3aCTOCyBaTH KOMOiHOBaHHU JTiKApChKUY 3acib

Jlepkamen® AII® 10/10.

PexomeH0BaHO iHAMUBiAyanbHUY Minbip 403U 3 ypaXyBaHHSIM KOMIIOHEHTIB IIpenapary. B
IPUUHATHUX 3 KITiHIYHOI TOYKY 30py BUMNagKaxX MOXKJIMBa IIpPsSiMa 3aMiHa MOHOTepaIllii Ha
KoMOiHOBaHUY npemnapar 3 GikCOBaHUMM J03aMU KOMIIOHEHTIB.

Jlepkamen® AII® 10/20.

fAKI10 apTepianbHUN THCK XBOPOTO KOHTPOJIOETHCS HEIOCTATHRO TP MOHOTEPaIllil eHaIalnpuiy
MajieaToM y 0o3i 20 Mr, TO JTiKyBaHHS MOXHA IIPOIOBKUTH, 3aCTOCOBYIOUH OiJIbII BHCOKi HO3HU



eHasIaIpuIy Majeary, abo MOXKHA 3aCTOCYBaTH KOMOiHOBaHMI JTiIKApChKUH 3aci6
Jlepkamen® AII® 10/20.

PexomeHOyeThCS iHAUBIOyaIbHUN TiAOIp [03U 3 ypaxyBaHHAM KOMIIOHEHTIB Ipenapary. B
IPUUHATHUX 3 KTiHIYHOI TOYKY 30py BUMIagKaxX MOXKJIMBa IpsSiMa 3aMiHa MOHOTepallii Ha
KoMOiHOBaHUY npemnapar 3 GikCOBaHUMM [03aM¥ KOMIIOHEHTIB.

O3YBAHHA.

PekxoMeHIoBaHa mo3a - ofHa TableTKa ONWH pa3 Ha JeHb IK MiHiMyM 3a 15 XBUNUH [0 iou.

XBOpi TITHLOTO BiKY.

ITo3a 3a/eXUTh Bifl CTaHy HUPOK MaIlieHTa (OUB. Po3in «XBopi 3 MOpyIIeHHAM GYHKIII HUPOK»).
XBopi 3 mopyIreHHIM GVHKITI HIPOK.

Jlepkamen® AII® IpPOTUIIOKAa3aHKH XBOPUM 3 TAKKKMM HOPYLIIEHHSIM (QYHKLII HUPOK (KIipeHc
KpeatuHiny < 30 My1/xB) ab0 XBOPHUM, SSKMM IIPOBOASTH reMofiani3 (IuB. po3ninu «IIpoTUIIoKa3aHHs»
ta «OcobnuBoCTi 3acTocyBaHHA»). Crig 6yTy 00epekHUM MIPU 3aCTOCYBaHHI IIperapaTy XBOPUM 3
JIeTKUM a00 IIOMipHUM MOPYIIEeHHIM QYHKIIil HUPOK.

XBOpi 3 mopyIieHHIM GQYHKIIII TeYiHKH.

Jlepkamen® ATI® OpOTHIIOKAa3aHWI XBOPUM 3 TSKKHM IOPYIIeHHAM (GyHKIil nedinku. Crim 6yTu
00epexXHKM IIPU 3aCTOCYBaHHI IIperapaTy XBOPUM 3 JIETKUM a00 MOMipHUM MOPYIIEeHHIM QyHKIIii
MIEeYiHKH.

Cnocib 3acToCyBaHHS.
3ano0iXkHi 3ax0y MPU IIPUHUOMI AaHOTO JTIKapChKOT0 ITperaparty ado MOBOMXKEHHI 3 HUM:
- Ipernapar IepeBakHO CJIif IpUMMaTy BpaHLi, [IOHaWMeHIIe 3a 15 XBUIUH 00 CHiIJaHKY;

- [aHUY IIpemnapaT He CJIif IpUUMaTH 3 TPEeUNn@PyTOBUM COKOM (OUB. po3minu «B3aemomis 3
iHIITEMM JTIKapChKUMHM 3aC00aM¥ Ta iHIIN BUOM B3a€EMO[ii» Ta «IIpOTHUIIOKA3aHHI»).

Himu.

3acTocyBaHHS npenapaty Jlepkamen® AII® miTaM [ JIiKyBaHHS apTepiayibHOI rinepTeHsil He
II0Ka3aHo.

Ilepedo3yeanHs.

B pamKax micngpeecTpaliiiHOr0 JOCBiAYy HOBIAOMIISIX PO OeKibKa BUIIafKiB HaBMHUCHOTO
nepeno3yBaHHs, sIKi moTpeOyBaiu rocmitanisallii, MoB'si3aHUX i3 MpUEOMOM
eHasamnpuiy/nepkanigumniny B go3ax Big 100 mo 1000 Mr KoxkHOi pedoBrHU. CUMIITOMH, TIPO SIKi
TIOBIIOMIIANY (3HUKEHHS CUCTOIIYHOT0 TUCKY, OpafiuKapis, 3aHeTIOKOEHHS, COHJIUBICTD i Oiflb y
6orri), Mornu OyTH HACIIIAKOM CYMyTHBOTO 3aCTOCYBaHHS iHIMX JTIKaPChKUX ITPEIapaTiB y BUCOKUX
mo3ax (Hampukiapn B-6710KaTopiB).



CuMnToMu IMepeno3yBaHHA €HANIAIIPUITY Ta HGQKaHiEI/IHiHy OKPEMO.

Haiibinbi 9BHI 03HaKU Iepefo3yBaHHs eHalalpuily, Ipo SKi IOBiIOMIIANIOCS [OTeIeD, - Ile 3HaYHa
apTepianbHa rinoTeH3id (SKa MOYMHAETLCA NTPUOIU3HO Yepes LIiCTh TOOUH Micyg IpuiioMy TablIeToK)
Ta CYyNPOBOAXKYEThCS 67I0Kaf0I0 PEHiH-aHTi0TEH3UHOBOI CUCTEeMH i CTymnopoM. [1pu nmepeno3yBaHHi
inriiTopamu AII® MOXKYTb PO3BUBATUCS TaKi CUMIITOMH: TOCTPA CyAUHHA HENOCTATHICTB,
eJIeKTPOJIiTHI MOPYIIIeHHS, HUPKOBA HEIOCTATHICTh, TilePBEHTUIISISA, TaXiKapmdis, cepuedbuTTs,
OpapfuKappis, 3ataMOpOYeHHs, TPUBOXKHICTH i Kamenb. [Ticiasa npuiiomy 300 Mr i 440 Mr eHasanpuiy
piBeHb eHaslanpuiaTy B CUPOBaTIi KpoBi OyB BumuM BiamnosigHo B 100 i 200 pa3iB y nopiBHAHHI 3
piBHEM, SIKUY 3a3BUYail CIIOCTEPIiraeThCs MiCisd IPUUOMY TepalleBTUYHUX 03.

4K 1 oo IHIMKX AUTIAPOIIPUAVHIB, IIepefo3yBaHH JIEPKaHINUIIIHY BUKJIUKA€E BUPaXKeHY
nepudepuyYHy Ba30guIaTalliio 3i 3HAaYHOIO TinoTeH3ieo i pednekTopHOO Taxikapaieio. OfHaK y myxke
BHCOKMX [103ax nepudepudHa BUOIPKOBICTE MOXKe OyTH BTpPayeHa, 10 CIPUYMHUTH OpaguKapmiio Ta
HeTAaTUBHUY iHOTpOomHMUE edekT. HaumomupeHimuMy HebaKaHUMH PEaKIlisIMH, IT0B’ I3aHUMH 3
nepeno3yBaHHAIM, Oy/IM TiOTeH3is, 3allaMOpPOYeHHs, TOJIOBHUM Ginb Ta cepredbuTTs.

JIikyBaHHA V pa3i lepeno3yBaHHS eHaAIalIPUIY Ta JIEPKaHIIUMIIHY OKPEMO.

[Ipu mepemo3yBaHHI eHaIaNpPUIy PeKOMEHIYETLCS IPOBECTH BHYTPILIHbOBEHHY iH(Y3it0
¢isionoriuoro po3uuHy. [Ipu po3BUTKY apTepianibHOI TiMOTeH3il Nali€HTa CIifi IepeBecTu y
TOPU30HTaJIbHE 0JI0KeHHs. [1o MOKIMBOCTI cifl mpoBecTu iHPYy3ito aHrioTeH3UHY 11 Ta/abo
BHYTPIITHbOBEHHE BBEJeHHS KaTexonaMiHiB. [Ipy HagaHHI 4OIOMOTH Bifpa3y Mic/is IpPUuoMy
TaOJIeTOK CIIif BXKUTHU 3aXO[iB 3 BUAJICHHS €HalalPUIly MajieaTy 3i IITyHKOBO-KUIIKOBOTO TPAKTY
(HampuKIaf, IUISTXOM iHAYKIIii G/1t0BaHHS, TPOMUBAHHS IIJTyHKA, BBeIeHHS abcopOeHTiB abo
cynbdaTy HaTpilo). 3 TUPKYIATOPHOTO PyCla eHalalpuiaT MOXKHa BUBECTH 3a LOIIOMOT 00
reMmopiani3y (muB. po3nin «OcobmuBOCTI 3acTOoCyBaHHS»). [Ipu CTiiiKilt OpaguKappil MoKa3aHa Tepanis
3 BUKOPUCTAHHSAM KapAiocTuMysiTopa. [1pu 1boMy CIIif MOCTIHO KOHTPOJIIOBATH XKUTTEBO BaXKJIUBI
II0OKa3HUKM, CUPOBATKOBI KOHIIEHTpALllil eIeKTPOJIITiB i KpeaTHHIHY.

[Tpu 3acToCcyBaHHi IepKaHIOUMIiHY KJiHIYHO 3HAUyIla rinoTeH3is noTpedye aKTUBHOL CepLeBo-
CYIUHHOI MiATPUMKH, BKITIOUAIOYM YaCTUN KOHTPOJIb CEPLIEBOI Ta AUXajbHOI QYHKIIN, HaflaHHS
TAILiEHTY TOPHU30HTAILHOTO MTOJI0KEHHS 3 IPUIIAHATUMYI HUXKHIMY KiHIIiBKAMH Ta KOHTPOJbL 00 €My
IIMPKYJIIOI0Y01 PifWHMY i BULINIEHHS cedi. 3 OrIsAfy Ha TpuBaly (papMaKoJIOTiYHy [if0 JIepKaHIgUIIiIHY
BaXKJIMBO CTEXKUTHU 3a CePIeBO-CYOUHHUM CTaHOM IIalli€eHTa IIJOHaWMeHIIe TPOTATroM 24 TofuH.
OckinbKu 3acib BOJIOfli€e BUCOKOIO 3[[aTHICTIO 3B’sI3yBaHHs 3 OijlKaMu, MaJIoOMMOBIpHO, 1110 Aiani3 Oyme
eekTUBHUM. 3a CTQHOM TAIli€HTIB, y IKUX OYiKyEThCS iIHTOKCHUKAIIS Biff IOMIPHOTO [0 TSXKKOT0
CTYIIEHS, CHIif] CIIOCTepPiraT B yMOBaxX CyBOPOT0 OOTISAY.

ITo6iuni peakuii.

KopoTtkuii onuc npodinto 6e3neku.

Besneky npenapaty Jlepkamer® AII® oLiHIOBaIK B XOfi II'ITH HOABIHHUX CIIIUX KOHTPOIbOBAHMUX
KJTIHIYHUX [OCTiIXEHb i B IBOX JOBrOCTPOKOBUX BiIKPUTUX PO3IMIMPEHUX (Ha3ax. 3arajioM

1141 nmamient orpuMysas Jlepkamen® AII®. ITo6iuHi peakuii aHoi KoMGiHOBaHOI Tepamii
BiATIOBimalOTh TMM MOOIYHUM pPeakIisiM, SKi BIIAaCTHBI CKIIaJOBUM KOMIIOHEHTAM ITperapary, SKIIo ix
3aCTOCOBYBaTH OKpeMo. [To6iuHi peakiii, 1110 HalyacTille BUHUKAIOTE B XO[Ii JIIKYBaHHS ITpernapaToM
Jlepkamen® AIlI®: kamens (4,03 %), 3anamopoderHs (1,67 %) i ronosauii 6ins (1,67 %).



KopoTkuii onvc n0o0ivyHUX peakIlin opMi Tabmuiri.

Y Tabmnulli HUXK4Ye Po3MofiNneHi 3a opraHamu i cucreMamu opraiiB MedDRA i 4acTOTOI0 BUHUKHEHHS
no0iyHi peakuii, mpo SKi IOBIIOMIISAIOCS B XOZi KIIIHIYHUX [OCTiAXKEHb IpernapaTy J'IepKaMeH® All®,
IJ1s1 IKWUX iCHY€E SIBHUM MPUYMHHO-HACTIIKOBUY 3B's130K. Knacudikariist vactot: myxke yacto (> 1/10);
yacTo (=1/100 go <1/10); HewacTo (=1/1000 mo <1/100); pigko (=1/10000 mo <1/1000); myxke pigko
(<1/10000); HeBimoMo (oIiHKA 3a HAIBHUMHU JAaHUMHU HEMOXJINBA).

IMopymeHHs1 3 00Ky CHCTeMH KPOBi Ta 1iMpaTHYHOI CHCTEeMH

Heuacto [TpOMOOITMTOIEHIs

Pigko 3HUXKEeHUN piBeHb reMornobiny

IMopyuieHHs1 3 00Ky iMyHHOI CHCTeMH

Pifko [FinepuyTnusicTs

IMopyuieHHs1 3 00Ky XapyyBaHHs Ta 00MiHY pe40OBHH

HewacTo [Finepkaniemis

IMopymieHHA 3 00Ky NCHXiKH

HeuacTo [BimuyTTs TpHBOTH

IMopyuieHHs1 3 00Ky HEPBOBOI CHCTEMH

JacTo 3armaMopoyYeHHs, TOJIOBHUIM Oinb

Heuacto 3araMOpOYeHHS IPU BCTaBaHHI

IMopymieHHs1 3 00Ky OpraHiB ciyxy Ta J1a0ipuHTy

Heuacto ['07T0BOKPYXKIHHSA

Pigko [Ilym y Byxax

I[MopymieHHs 3 00Ky cepusi

HeuacTo [Taxikappisi, cepue6uTTs

IMopyuieHHs1 3 00Ky CYyITHHHOI CHCTEMH

HeuacTto [Ipunnusy, rinoToHIA

Pinxo [ocTpa CymVMHHA HEJOCTATHICTh

[MopymeHHs1 3 00KY OpraHiB JUXaHHsI, TPYIHOI KJIITKH Ta C€pPeIoCTiHHA
acTto Karuens

Pigko CyxicTb B ropii, 6inb y POTOTIOTIN

I[MopymeHHs 3 00Ky IUIYHKOBO-KHIIKOBOT'O TPAKTy

HeuacTto bisib B 2XUBOTI, 3a10p, HYAOTa

Pinko [ucnerncis, HaOpsK ry0, 3aXBOPIOBAHHS SI3MKa, fiapesi, CYXiCTh Y POTi, TiHTIBiT
[MopyimeHHs1 3 00Ky NEeYiHKH Ta ’KOBYOBHBiTHUX IUIAXIB

HeyacTo |HiJZ[BI/IH.IeHH${ piBag AJIT 1 ACT

IMopymeHHs1 3 00Ky MIKipH Ta MiJMKiPpHUX TKaHUH

HevacTo Epurema

Pinko AnrioHaOpsK, HabpsAK 00IMYYsl, JePMaTUT, BUCHII, KPOIIUB'THKA
IMopymeHHs1 3 00KY CKeJIeTHOI MYCKYJIaTyPH i CHOJTyYHOI TKAHUHH
HeuacTo [ApTpasnris

IMopyuieHHs1 3 00KY HUPOK i CEYOBHBiTHUX NUISIXiB

HeuacTto [Tonakiypis

Pigko HikTypis, nomiypis

[MopymeHHs1 3 00Ky CTaTeBOl CHCTEMH Ta MOJIOUHHX 3aJ103

Pinko |EpeKTI/IJ'IbHa OUCQYHKIIST

3aranbHi po3/1agH i HOpyIeHHs y Miclii BBeJeHHA

Heuacto |ACTeHiH, BTOMJIIOBAHICTh, BITUYTTS XKapy, nepudepryiHi HabpsIKu




Heb6axaHi epekTH, 1110 BUHUKIIU TiJIbKKM B OOHOTO TMAIli€HTa, HaBeIeHi 3 YaCTOTOI «PiIKo».

IHomaTKOBa iH@OQMaHiﬂ 3d OKPEMHWMH KOMIIOHEHTAMU.

[To6iuHi peakxtii, Mpo SKi MOBiOMIISINIM IIOA0 OMHOTO 3 KOMIIOHEHTIB (eHananpun ado JIepKaHiguIIiH)
MOXKYTh OyTH TaKOX MOTEHIIMHIMY IOOIYHMMY peakijisMu npenapary Jlepkamer® ATI®, HaBiTh
SIKIII0 BOHU He CIIOCTepiraaucs mif 4ac KIIiHiYHUX BUIPoOyBaHb a00 IPOTSITOM IIOCTMapKEeTUHTOBOT'O
nepiony.

EHasanpusa iHOuBioyd/bHO.

EHnanampuin Moxke CIPUYUHSATH HUXKYe3a3HaueHi mobiuHi peakiril.
[NopyuieHHs 3 60Ky CHCTEMU KPOBi Ta miMbaTHYHOI CUCTEMH.
HeuacTo: aHeMis (B TOMy YMCIIi anylaCTU4Ha i TeMOJIiTUYHA).

Pigko: HeWTpoOmeHis, 3HUXKEHHS KOHIIeHTpallii reMoro0iHy, 3HUKEeHHS TeMaTOKPUTY,
TPOMOOLMTOIEHIS, arpaHy IOIUTO3, MPUTHIYeHHS PYHKIII KiCTKOBOTO MO3KY, ITAHITUTOIIEHiS,
niMdageHonarTis, ayToiMyHHiI 3aXBOPIOBaHHS.

HOQyLHeHHH 3 60K§Z GHEOKQI/IHHOi CHUCTEMHU.

HeBigomo: CUHAPOM MOPYIIEHHS CEKpellil aHTUHiypeTuyHoro ropMoHy (SIADH).

HOQyHIeHHﬂ 3 60Ky 06M1Hy PEYOBUH i XdPYYBAHHA.

Heuacro: rinornikemist (auB. po3ain «OcoONMMBOCTI 3aCTOCYBaHHS»).
IIcuxivyHi po3namu.

YacTo: mempecisd.

HeuacTo: cryTaHicTh CBimoMOCTi, mifBuilleHa 30yAIUBiCTh, 6€3COHHS.
Pigko: maTosoriyHi CHOBUAIHHSA, PO3/Iagy CHY.

[NopymeHHs 3 60KY HEPBOBOi CHCTEMH.

[lyKe 4acTo: 3alTaMOpPOYEHHS.

YacTo: rosoBHUY 6inb, CHHKOIIE, 3MiHU CMaKy.

HeuacTo: COHNUBICTD, TapecTesil, TOJI0BOKPYKiHHS.

[TopymieHHs 3 60Ky OpraHiB 30py.

IlyKe 4acTo: pO3MUTICTh 30DYy.

HopymeHH;{ 3 6OK§Z Opl"aHiB CIIYXY Td CIIYXOBOT'O J'Ia6iQI/IHT¥.

HeuacTo: mwyMm y Byxax.



[MopyuieHss 3 60Ky ceplid.

YacTo: Oinb y TpyAHil KITiTIIi, TOPYIIeHHS PUTMY, CTeHOKAapHis, TaXikapmis.

Heuacro: cepreburts, iHpapkT Miokapaa a6o mopyIieHHsS MO3KOBOT0 KpoBooOiry*, iMOBipHO, Bif
BTOPUHHOI 0 TSKKOI TilOTeH3i1 y MallieHTiB 3 TPyNH pU3uKy (OuB. po3min «Oco0auBOCTi
3aCTOCYBaHHS»).

* YacToTa BUHUKHEHHS SIBUIL TIOPiBHSHO 3 YAaCTOTOIO IIPU IpUioMi male6o i B rpymnax akTUBHOT'O
KOHTPOJIIO V KJTIHIYHUX BUITPOOYBaHHSX.

[TopymieHHs 3 00Ky CYOIMHHOI CUCTEMH.

YacTo: rimoTeH3is (BKIIIOYHO i3 OPTOCTAaTUYHOIO TilIOTEH3i€10).

HeuacTo: npunnuBu, OPTOCTaTAYHA TiIOTEH3is.

Pigko: xBopo0Oa PeiiHo.

[MopymienHs 3 60KY OpraHiB QUXaHHS, TPYIHOI KITiTKU Ta CEPEOOCTiHHS.
[lyze 4acTo: KallleJb.

YacTo: 3a0uIlKa.

Heuacro: putopesi, 6isib y ropii abo 0CUIITICTh TOI0CY, OPOHXOCIIa3M/acTMa.
Pigko: mereneBui iHQINbTPAT, PUHIT, aNepPridvHUM anbBeOIiT/e03uHO(]iIbHA THEBMOHIS.
[MopymieHHs 3 60KY HINYHKOBO-KUIITKOBOTO TPAKTY.

Ilyxe 4yacTo: HyfoTa.

Yacro: miapesi, 6i7b ¥ KHUBOTI.

HeyacTo: KMIITKOBa HETIPOXiAHICTh, TaHKPeaTUT, 6II0BaHHS, JUCIIEIICis, 3aTl0p, aHOPEKCis,
IIONpa3HeHHs LIIYHKA, CyXiCTh yV POTi, IENTUYHI BUPA3KU.

Pigko: cromatut/adTO3HI BUpPA3KHU, TJIOCUT.
IyXe pigko: aHTi0HAOPSAK KUIIEYHUKY.

[NTopyuieHHs 3 00Ky NMEeYiHKY i 2KOBYOBUBIIHUX IIIXIB.

Pigko: medyiHKOBa HEIOCTATHICTh, TEMATUT (relaToleTIoNIPHUN a0 X0neCTaTUYHUM), TeIaTUT 3
HEKPO30M, X0/1ecTa3 (y TOMy YMCIIi 3 XKOBTSHUIIEIO).

[NopyuieHHs 3 60Ky IIKipH Ta MigIIKipHUX TKAHWH.

YacTo: BUCHI, TiMepyyTIUBiCTh/aHTiOHEBPOTUYHUY HAOPSK (3adiKCcoOBaHO BUMIAAKU
aHTiOHEBPOTUYHOTO HAOPSAKY 00MMYYs, KiHIIIBOK, I'y0, S31Ka, TOJI0COBOI LIinNHYU Ta/abo ropraHi (ous.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

HeuacTo: rineprigpos, cBep0ix, KpOIMUB'THKA, aJIoMellis.



Pigko: nmoniMmopdHa eputeMa, cuaapoM CriBeHca - [[:KOHCOHa, eKCHOIliaTUBHUAN JepMaTuT,
TOKCUYHUMU elliflepMaIbHUY HEKPOJIi3, MyxupyaTka, epUTpomepMis.

Onucanuyl CUMIITOMOKOMIIJIEKC, IKAY MOXKe BKJIIOYATH TakKi siBUIllA: rapsiyka, CEPO3UT, BACKYIIIT,
Mianrisa/mMio3uT, apTpanris/apTput, no3utuBHud TUTp AHA, nigsumenssa IIOE, eo3uHodinis i
neruKonuTo3. Moxe BUHUKATU BUCHUI, GOTOUYTIUBICTh a0 iHIIT MOPYyIIeHHS 3 60Ky LIKipH.

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

[MopyiuieHHs 3 60KY HUPOK i CEYOBUBIOHOI CUCTEMHU.

Heuacro: HUpPKOBa OuC(YHKIIiSA, HUPKOBa HEIOCTATHICTh, IIPOTEIHYPis.
Pigko: onirypis.

[MopyuieHHs 3 60KY PeIPOOYKTHBHOI CUCTEMU Ta MOJIOYHUX 3a7103.
HeuyacTo: iMmoTeHLis.

Pigko: riHeKoMacTis.

[TopyIitleHHS 3araabHOr0 XapaKTepy.

Ilyxe 4acTo: acTeHid.

YacTo: BTOMIIOBAHICTE.

HewacTo: cnabkicTh, rapsiuka.

Hani 06CTEKEHHS.

Yacro: rinepkaniemisi, NigBUIEHHS CUPOBATKOBOL KOHIIEHTpAllil KDeaTUHIHY.

HeuacTo: mifBuIlleHHST KOHIIEHTpPAallil CEYHOBUHU B KPOBI, TilmoOHaTpieMis.

Pigko: nmigBuIeHHS aKTUBHOCTI Ie4iHKOBUX (DepPMEHTIB, MigBUIIEHHS PiBHA Oinipy0iHy y cUpoBaTIii.

JlepkaHiduniH iHOUBIOYd/bHO.

Y KOHTPONIbOBaHUX KITIHIYHUX NOCIIXKEHHSX Ta V¥ IOCTMAapKETUHTOBUY Mepiof HanOiIbI
nomurpeHUMH Oyu Taki mobiuHi peakiril: nepudepuyHi HabpsKU, TOTOBHUN Oifib, TPUILIIHUBHY,
Taxikapmis Ta ceprueduTTs.

[TopyirenHs 3 60Ky iMyHHOI cCHCTEMH.
Pigko: rinep4yTiauBiCTh.

[TopymieHHs 3 00Ky HEPBOBOI CHCTEMH.

YacTo: roJIOBHUY OiJlb.

HeuacTo: 3anaMoOpoYeHHS.



Pigxo: coHnMUBiCTh, CHHKOIIE.

[MopyuieHss 3 60Ky ceplid.

Yacro: Taxikapmisi, cepreOuTTs.

Pimko: cTeHOKapmis.

[MopymieHHs 3 60KY CYOIUHHOI CUCTEMH.

YacTo: IpUNIUBH.

HeuacTo: rinoTeH3sis.

[NTopymieHHs 3 00Ky MITYHKOBO-KHAIITKOBOTO TPAKTY.

Heuacro: HynoTa, fucIencis, 6ib y BepxXHill ifISHII XKHUBOTA.
Pigko: 6roBaHHS, miapes.

Hesimomo: rinepTpodis sced', KanaMyTHi BUAieHHS i3 04epeBUHH .
[NopymieHHs 3 60KY MEYiHKH.

HesigoMo: mifBuUINeHHS piBHS TpaHCaMiHa3 y CUPOBATI KPOBi'.
[TopyuieHHs 3 00Ky IIKipH Ta MigMKiDHUX TKAHWH.

HeuacTo: BucumaHHs, cBepOixK.

Pigko: Kponus’THKa.

Hesimomo: aHrionabpsk .

HOQSZUIGHHFI 3 60Ky CKeneTHOl MYCKVJIATYDHA i CI'IOJ'Iy‘-IHOi TKAaHWHHA.

HeuacTto: mianris.

[NopymieHHs 3 00Ky HUPOK i CEYOBMBITHUX IIIAXIB.

Heuacrto: nomniypis.

Pigko: nmomakiypis.

[TopyIlleHHS 3arajJbHOTO XapaKTepy.

YacTo: nepudepuydHi HaOPSIKH.

HeuacrTo: acTeHis, BTOMa.

Pigko: 6inb y TpygHil KIiTIHi.

' TTo6iuni peaxkiii, Ipo AKi BifoMO 3i CTIOHTaHHOI 3BiTHOCTI Y HOCTMapKeTHHIOBHIA TIE€Piof.

IesiKi mpemapaTy QUTiIAPOMiPUAMHOBOTO PSIAY PiKO MOXKYTh CIPUYMHSTH NTpeKapaianbHui 6ib abo



CTeHOKapmito. [lyxe pigKo y maIfieHTiB i3 HassBHUMM HallaflaMy CTEHOKAPMil MOXK/IuBe 30i/IbIIeHHS iX
YaCTOTH, TPHUBAJIOCTI Ta TSXKKOCTI. Y MOOOMHOKUX BUIMIAAKAaX MOXKe PO3BUBATHCS iHPapKT MioKappa.

JlepKaHiguIiH He IPOSBIS€ HETAaTUBHOTO BIUIMBY Ha PiBeHb I[yKPY B KPOBI Ta MiMmifiB y cUpoBaTIi
KPOBI.

[ToBimoMIIeHHS PO Migo3pioBaHi m0o6ivHi peakiii.

[ToBimomneHHS mpo Mo6iuHi peakiril micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaYEHHS.
Lle nae 3MOry IpOBOOUTH MOHITOPUHT CIiBBiIHOIIEHHS KOPUCTL/PU3UK IIPU 3aCTOCYBaHHI ILOTO
nikapchkoro 3acofy. MeguuHuM Ta papMalleBTUYHUM IIpalliBHUKAM, a TAaKOXK IMallieHTaM abo ix
3aKOHHMM IIPeICTaBHUKAM CJIifl IIOBiTOMIISITH IIPO BCi BUIIQAKH IiMO3PIOBAHUX MOOIYHUX PeakIlii Ta
BificyTHOCTI epeKTHUBHOCTI TiKapchKOro 3aco0y yepe3 ABTOMaTH30BaHY iHGOpPMaIliliHy cucTeMy 3
(dapMakoHarnsany 3a nocunaHHAM: https://aisf.dec.gov.ua abo yepe3 BeO-calT KoMMaHii
https://www.berlin-chemie.ua.

TepmiH mpugaTHOCTI.

2 poku. He 3acTOCOByBaTU Ipemnapar Iic/isl 3aKiHYeHHS TEPMiHy IPUAATHOCTI, 3a3HA4YEHOr0 Ha
YIIaKOBII.

YMoBH 30epiraHHs.

30epiratu npu TeMiepatypi He Buine 25 °C. [115 3aXuCTy Bif Ail CBiT/Ia Ta BOJIOTH IIpenapaT
30epiratu B OpuUTriHaIbHIN yIakoBIli. 36epiraTv y HeJOCTYITHOMY IS HiTeH MicIri.

YnakoBka.

14 TabneToK, BKPUTHUX IIJIIBKOBOIO 000/I0HKOM0, y GiticTepi; 2 6rmicTepu B KapTOHHIM KOPOOITi.

KaTteropisa Bigmycky.

3a pelemnToM.

BupoOHHUK.

Pexopparti Ingyctpia Kimika e ®apmaueytuka C.m.A., [Tamis.

Micue3HaxoIKeHHsI BUPOOHHKA Ta aipeca Micls MpoBaIXKeHHS HOT0 Tis/TbHOCTI.

Bia Martteo Yisitami, 1 - 20148 Minau (MI), Itamis.



3asABHHK.

Menapini [HTepHemonan Onepeiinionc Jliokcembypr C.A., JliokceMOypr.

Micne3HaxomKeHHs 3asiBHHKA.

1, ABeno me na I'ap, JI-1611 JlrokcemOypr, JTrokceMOypr.

IToBHOBaXHHH NMPEICTaBHHK.

BEPJIIH-XEMI AT

Micue3HaxomKeHHsI MpeCcTaBHUKA.

Ininikep Ber 125, 12489 Bepnix, HimeuuuHa.

3a ninen3sieo xkommnaxii PEKOPITATI.



