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IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

Bi-MPECTAPIYM® 5mr/5mMr (Bi-PRESTARIUM® 5 mg/5 mg)
Bi-MPECTAPIYM® 5mr/10 Mr  (Bi-PRESTARIUM® 5 mg/10 mg)
Bi-MPECTAPIYM® 10 mr/5s mMr (Bi-PRESTARIUM® 10 mg/5 mg)

Bi-MPECTAPIYM® 10 Mr/10 mr  (Bi-PRESTARIUM® 10 mg/10 mg)

Cknapg:
Bi-MPECTAPIYM® 5 mr/5 mr

PEYOBMHW: MEPUHAONPUNY apriHiH/aMnoauniH;
1 Tabnetka MIiCTUTL nepuHgonpunay apriHiny 5 mr (wo signosigae 3,395 Mr nepuHgonpuny) Ta amiofunidy 6ecunaty 6,935 mr (wo Bignosigae 5 mr
amsioauniny);
Bi-MPECTAPIYM® 5 mr/10 mr
Ait0YI PEYOBUHK: NEPUHAONPUAY apriHiH/amnoanninx;
1 Tabnetka MICTUTb MepUHAONPWUY apriHiHy 5 mr (wo signosigae 3,395 Mr nepuHgonpuay) Ta amnoguniny 6ecunaty 13,870 mr (wo signosigae 10 mr
amsioauniny);
Bi-MPECTAPIYM® 10 Mr/5 mr
Aito4i pevyoBUHW: NEPUHAONPUNY apriHiH/amnoauniy;
1 Tabnetka MICTUTL nmepuHgonpuny apridiHy 10 mr (wo Bignosigae 6,790 mr nepuHgonpuny) Ta amnogumniHy 6Gecunaty 6,935 mr  (wo Bignosigae 5 mr
amsioauniny);

® 10 mr/20 Mr

Ait0YI PEYOBUHK: NEPUHAONPUAY apriHiH/amnoanninx;
1 Tabnetka MiCTUTL nepuHgonpuay apridiHy 10 mr (wo Bignosigae 6,790 mr nepuHgonpuny) Ta amnogunidy 6ecunary 13,870 mr (wo Bignosigae 10 mr
amsioauniny);
[ONOMI>KHi PEYOBUHW: NAaKTO3M MOHOriapaT, MarHito cteapat (E 470B), uentonosa mikpokpucTaniyHa (E 460), KpeMHito Aiokcna KonoiaHuin 6e3sogHuii (E 551).


mailto:

JlikapcbKa thopma. TabneTku.

OCHOBHI (pi3MKO-XiMiYHi BNaCTWBOCTI:

Bi-NMPECTAPIYM® 5 mr/5 Mr: 6inoro Konbopy, J0Bractoi popmMu Tabnetka 3 TUCHEHHAM 5/5 3 0fIHOro GOKY Ta 3 iHLLIOTO.
Bi-MPECTAPIYM® 5 mr/10 Mr: 6in0ro Konbopy, KBaapaTHoi hopmm TabeTka 3 TUCHEHHAM 5/10 3 04HOro 60Ky Ta 3 iHLLOTO.
Bi-NMPECTAPIYM® 10 Mr/5 Mr: 6inoro Konbopy, TOMKYTHOT (hopMm TabneTka 3 TUCHEHHAM 10/5 3 0HOro 60Ky Ta 3 iHLLOTO.
Bi-MPECTAPIYM® 10 mr/10 Mr: 6in0ro Konbopy, Kpyrnoi popmu Tabnetka 3 TucHeHHsM 10/10 3 o4HOro 60Ky Ta 3 iHLLOrO.

dapmakoTepaneBTUYHa rpyna. IHriéitopu Ard, kom6iHauii. IHriéiTopn AMNd Ta 6nokaTtopun KanbLieBnx kaHanis. MepuHgonpun ta amnoamnid. Kog ATX
C09B B04.

dapmakosoriyHi BnacTmeBoCTI.
dapmakogyHamika.

MNepuHgonpun

MexaHi3m aii
MepuHaoNpun — iHriGITOp hepmMeHTY, SKNA NEPETBOPHOE aHTioTeH3MH | B aHrioTeH3uH Il (aHrioTeH3uHNepeTBOPtOBa/IbHUIA (hepMeHT ATM®). MepeTBOPHOBa/IbLHUIA

(bepMeHT, abo KiHa3a, Le eK3onenTuaasa, ska pobuTb MOXIVBMM MepPeTBOPEHHS aHTiOTEH3UHY | Yy CYyAMHO3BYXXYBa/IbHUIA aHTOTEH3NH 11, a TakoX CnpuynHse
po3naf BasoauiaTatopa 6paguKiHiHy 4O HeaKTMBHOro rentanentugy. IHrioysaHHs AM® npu3BoAMTb L0 3MEHLUEHHS KOHUEeHTpauii aHrioteHsuHy Il y nnasmi
KPOBI, L0 NifBWLLYE aKTUBHICTb PEHIHY Y Nia3Mi KPOBi (3a paxyHOK NPUrHiYeHHs HeraTMBHOIrO 3BOPOTHOrO 3B’SA3KY BUBI/IbHEHHSA PEHIHY) Ta 3HUXKYE CeKpeLito
anbaocTepoHy. Ockinbkn AMN® iHakTUBYE OpaauKiHiH, iHri6yBaHHA AP TakoX NPU3BOAMTL [0 MiABULLEHHS aKTMBHOCTI LMPKY/OKYOI Ta MICLEBOI
KaniKpeTHKiHIHOBOT cucTemu (i TaKMM YMHOM TaKOX NPU3BOAUTL 0 aKTMBALT CUCTEMM NPOCTariaHAMHIB). Lieli MexaHi3m fiT 3yMOB/IHOE 3HMKEHHS apTepia/lbHOro
TUCKY iHri6iTopamn AlN® i 4aCcTKOBO BiAMNOBIAaE 3a NOSABY AeAKUX NOOIYHUX eqieKTiB (HanpuKnag Kawuno).

MepuHgonpun fie Yepe3 CBIA aKTMBHWI MeTaboniT — nepuHAonpwnat. IHWI X MeTaboniTM He [EMOHCTPYKOTb aKTMBHOCTI B iHribyBaHHi AlM® B
eKCnepuMeHTa/IbHUX YMOBaX.

KniHivyHa edheKTUBHICTb Ta be3neka

ApTepiasibHa rinepTeH3is.

MepuHAONPUN eEKTUBHO 3HMXKYE apTepialbHUA TUCK NPK BCiX CTYNeHsX apTepiaibHOI rinepTeH3ii: 1erkomy, NOMipHOMY Ta TSXKKOMY; 3HUXKEHHS CUCTOMIYHOIO
Ta A4iacToNIYHOro apTepiasibHOro TUCKY CMOCTEPIraETbCA K Y MOMOXEHHI NaLieHTa nexxayn, Tak Iy NofIoXKeHHiI CTOSYUN.

MepuHAONPUA 3MEHLLYE ONip NepuepuyHUX CYAMH, WO MPU3BOANUTL O 3HUKEHHS apTepialbHOro TUCKY. BHacnigoK LbOro 36inbluyeTbes nepugepuyHuii
KPOBOTIK 6€3 BM/IMBY Ha YaCTOTY CEpPLEBUX CKOPOYEHb.

AK NpaBnno, 30iNbLUYETLCS | HUPKOBUIA KPOBOTIK, TOAI AK LUBUAKICTL Ky604KoBOT inbTpauii (LUKP) 3a3Buyaii He 3MiHIOETLCA.

MaKCUMa/IbHUIA aHTUTINepTEH3MBHUIA e(heKT PO3BMBAETLCA Yepe3 4 — 6 roAuH Nicns OLHOKPATHOro npuiioMy Ta 36epiracTbCs LWOHaiMeHLe 24 rOofvHW:
cniBBiAHOLIEHHA T/P (eheKTMBHICTbL Nepes NPUINOMOM HaCcTYMHOT 403K/ MaKCUMasibHa e(heKTUBHICTb) NepUHAONPUIY CTaHOBUTL 87 — 100 %.

ApTepia/ibHUIA TUCK 3HUKYETLCA LUBMAKO. Y NauieHTiB, AKi BigNOBINN Ha NiKyBaHHSA, HOpManisauis apTepiabHOr0 TUCKY BifOYBa€ETbCA NMPOTArOM MicAud Ta
36epiraetbcs 6e3 BUHNUKHEHHS Taxithinakcil.

Y pasi NpUNMHEHHS 3aCTOCYBaHHSA NEPUHAONPUNY eqeKTy BigMiHWN He BUHUKAE.

MepvHAONPUA 3MEHLLYE TinepTPodgito MiBOro LWIyHOYKa.

KniHiuHi gocnimkeHHa [0Benun, WO MNepuHAoNpun Mae CyAMHOPO3LLMPIOBa/IbHI BNacTMBOCTI. BiH MOKpallye enacTUYHICTb BENMKUX apTepid Ta 3MeHLUYe




CMiBBIZAHOLLIEHHS TOBLUMHU CTIHKN [0 MPOCBITY CYAUHW Y Ma/inX apTepii.

3anobiraHHs cepLeBO-CYANHHUM YCKNAAHEHHAM Y NALIEHTIB 3 JOKYMEHTOBAHO CTabifibHOK I XC.

EUROPA - ue MikHapogHe MynbTULEHTPOBe paHAOMi30BaHe MofBiHe cnine nnaye6o- KOHTPO/bOBaHe KNiHIYHE AOCNIMKEHHS, fike TpuBasio 4 poku. 12218
AOPOC/NX NauieHTiB 6ynM paHAOMI30BaHi Ha rpynun: 6110 nauieHTiB npuiiMann 8 Mr nepuHAonpuny TepTOyTunamiHy (WO € eKBIBa/IEHTHUM MNePUHAONPUIY
apridiHy 10 mr) Ta 6108 naujieHTiB npuiiMany nnaue6o. Y A0CNipKeHHI 6pann yyacTb NaLieHTn 3 NigTBEPAPKEHOHO iLIEMIYHOK XBOPOO6OKO cepls Ta 6e3 KNiHIYHO
nigTBEPAKEHOT cepLeBol HegocTaTtHOCTI. 3arasiom 90 % nauieHTIiB nepeHecnn B aHaMHe3i iH(apKT mMiokapga Ta/abo ornepauito 3 peBackynapusauii. binbLwicTb
navuieHTiB y JOCNIIKEHHI OTpMMYyBana NepuHAONPWA Ha AOAATOK [0 CTaHAapTHOT Tepanii Ae3arperaHtamu, rinoninigemivHumm npenaparamm ta -61okatopamu.
"0NOBHMMW KPUTEPISMM OLLIHKM e(heKTMBHOCTI 6yna KOM6iHOBaHa TOUKa: CEepLEBO-CY/AMHHA NETaNbHICTb, HEMETa/lbHWI IH(hapKT MioKapaa Ta/abo 3ynuHKa cepus 3
noJasibLUMM YCMiLHMM 3amyCcKoM. Pe3yibTaToM Tepanii nepuHAonpuny TeptéytuiamiHom y fo3i 8 Mr (Lo € eKBiBUIEHTHUM NepuHAONpuay apridiy 10 mr) oauH
pa3 Ha [leHb CTa/l0 JOCTOBipHE abCOMOTHE 3MEHLLIEHHS NMOKa3HMKa NePBUHHOT KIHLEBOT TOYKM AOCNIKEHHS HA 199 (3MeHLUEHHS BiAHOCHOro pusunky Ha 20 %, 95
% CI [9,4; 28,6] — p<0,001).

Amnoamnin

MexaHi3m il
AmoguniH € iHribiTopoM NOTOKY I0HIB KasbLiito, L0 HaNeXxutb A0 rpynu aurigponipuavHis (6/10KaTop NOBiNbHMX KasbLiEBUX KaHaniB abo aHTaroHICT iOHIB

KasbLiito) Ta 6/10Kye TPaHCMEMOPaHHMWIA MOTIK I0HIB KanbLjito A0 KNITUH rNagKux M’A3iB Miokapaa Ta CyavH.
MexaHi3M aHTUrinepTeH3MBHOT i aMn1oAMMiHY 3yMOB/IEHWIA NPSMOIO PENaKCyHUOL0 Ai€t0 Ha rNafKy MyCcKynaTypy cyauH. TOYHWUIA MexaHi3M, 3a 40NOMOroH SKOro
am/1I0AMNIH 3MeHLUYE NPOsSBM CTEHOKapAii, MOBHICTIO HE BU3HAYEHO, a/le aM/I0AMMIH 3MEHLLYE 3arajibHy iLLeMit0 HaBaHTAXKEHHSA 3aBAAKN TaKUM LisiM:

- AMNOANMIH PO3LLMPIOE MEPUMEPUYHI apTepionn I TaKUM YMHOM 3HMXKYE 3araibHUA nepudepuyHniA onip (NOCTHaBaHTaXeHHs). OCKiNbKM YacToTa
CepLLEBMNX CKOPOUEHb He 3MIHIOETBCS, 3HVXEHHSA HAaBAHTaXKEHHSA Ha CepLie 3MEHLLIYE CNOXMBaHHA eHeprii MioKapLoM Ta Moro noTpeby y KUCHI.

- AMI0AMNIH TaKoX YaCTKOBO CMPUsiE PO3LLMPEHHIO FOMIOBHUX KOPOHAPHMX apTepiil Ta KOPOHapHMX apTepion K y HE3MiIHEHUMX, TaK i B iLUeMi30BaHMX 30HaX
miokapga. Taka gunartauis 30inbllye HaAXOMKEHHS KUCHIO [0 MioKapa y XBOPUX Ha Ba30oCcMmacTUUHYy CTeHOKapaito (cTeHokaphis MpuHumeTana abo
BapiaHTHa CTEHOKapLis).

KniHivyHa edheKTUBHICTb Ta be3neka

Y nauieHTiB 3 apTepia/ibHOO FiNepTeH3ie0 NPUIOM aMNoAMNIHY OAMH pa3 Ha 400y 3abe3nedye KNiHIYHO BUPaXKEHE 3HUXKEHHS apTepialbHOro TUCKY NPoTArom 24
FOAVH K Y NONOXEHHI NaLieHTa neXxayu, Tak i B MOI0XKEHHI CTOSYN. 3aBAAKM NOBIIbHOMY NoYaTKy AiT aMnoAnniH He CNPUYMHSE rOCTPOT FinoTeH3il.

Y naujieHTIB 3i CTEHOKapAietd NpuiloM amnoauniHy OAMH pa3 Ha [eHb 30inblUye 3aranbHWUA Yac (i3MUYHOr0 HaBaHTAXKEHHS, Yac A0 BUHWKHEHHS Hanagy
CTEHOKapAIT Ta Yac [0 BUHUKHEHHSA fenpecii cerMeHTY ST Ha 1 MM, 3HUXKYE YacTOTY HamnaziB CTEHOKaPAIT Ta 3MeHLUYE NOTPedy Y 3aCTOCYBaHHI HITPOrNiLEPUHY.

3 nNpuiioMOM amnioAuniHy He MoB’A3aHi O6yab-AKi HeraTMBHI MeTabonivyHi NposiBM abo 3MiHM PIBHA NiNiAiB Y Nia3Mi KpoBi, TOMY MOro MOXHa 3aCTOCOBYBAaTU
nalieHTam 3 acTMOHO, LLlyKpOBMM [iiabeToM Ta Nojarpoto.

IwemiyHa xBopoba cepus (1XC)

E(eKTMBHICTb amnoguniHy y 3anobiraHHi KNiHIYHUX NoAii y nawieHTiB 3 iwemivyHo xBopoboto cepus (IXC) 6yno oLiHEHO Y He3aneXXHOMY My/bTULEHTPOBOMY
paH40Mi30BaHOMY NOABIAHOMY CNiNoMy Mnaue60-KOHTPObOBAHOMY AOCAIMKEHHI 3 yyacTio 1997 nauieHTiB — MOpPIBHAHHA amMnoauniHy A0 eHananpuay Woao
06MmexeHHs BunaakiB Tpomo6o3y (CAMELOT). MpoTarom 2 pokiB 663 nauieHTV npuiiMani amnoamnid y gosi 5— 10 mr, 673 nauieHT npuinMany eHananpun y
no3i 10 — 20 mr Ta 655 nauieHTiB npuiiMany Nnauebo Ha A0AAaTOK A0 CTaHAAPTHOI Tepanii cTaTuHamu, B-6nokatopamu, diypeTukamm Ta acnipyHom. OCHOBHI
pe3ynbTat 3 ePEeKTMBHOCTI HaBefeHO Yy Tabnuui Huk4ye. Pe3ynbTaTu cBifyaTb Npo Te, WO NiKyBaHHA aM104MMiHOM 6yn10 NoB’A3aHO 3 MEHLLOK KifbKICTHO
BUMNaAKiB rocnitanisauii 3 NpMBoAY CTeHOKapAiT Ta onepawii peBackynspusauii'y nayieHTis 3 IXC.

KinbKicTb BUNaAKIiB 3HAYHNX KNIHIYHWX pe3ynbTatiB y gocnigkeHHi CAMELOT



YacToTa KapgioBacKy/IsipHUX nogii, KinbKicTb (%) AmMnoauniH vs niayebo
Pe3ynbTatu AmnoauniH Mnaue6o EHananpwn BifHOCHWI PU3NK | P 3HAYEHHS
95 % ClI

MepBMHHA KiHLEBA TOUKa

HebaxaHi

KapZioBacKynapHi noaii 110 (16,6) 151 (23,1) 136 (20,0) 0,69 (0,54-0,88) 0,003
OkpeMi cKnafoBi

KopoHapHa 78 (11,8) 103 (15,7) 95 (14,1) 0,73 (0,54-0,98) 0,03
peBackynspusawis

"ocniTanizayii 3 npusogy 51 (17,7) 84 (12,8) 86 (12,8) 0,58 (0,41-0,82) 0,002
CTeHoKapait

HenetanbHuiA iHpapKT 14 (2,1) 19(2,9) 11 (1,6) 0,73 (0,37-1,46) 0,37
MioKapaa

IHCYNbT abo TpaH3UTOPHa 6 (0,9 12 (1,8) 8(1,2 0,50 (0,19-1,32) 0,15

iLlemMiyHa aTaka
KappgioBackynspHa

NeTasibHICTb 5(0,8) 2(0,3 5(0,7) 2,46 (0,48-12,7) 0,27
ocniTanizayii 3 npusoLy

3acTiliHOI cepLeBoi 3(0,5) 5(0,8) 4 (0,6) 0,59 (0,14-2,47) 0,46
HeoCTaTHOCTI

3ynunHKa cepus 3

nofanbLUMM 3aryCKOM 0 4(0,6) 10,1 - 0,04
BnepLue BuABMEHI

3aXBOPHOBaAHHS 5(0,8) 2(0,3) 8(1,2) 2,6 (0,5-13,4) 0,24

nepuepuYHnX CyamH
CepueBa HeflOCTaTHICTb
JocnimpkeHHs reMoAMHaMiKK Ta KAiHIYHI AOCMIIKEHHS 3 KOHTPOJIEM HaBaHTaKeHHS 3 y4acTio MauieHTIB i3 CepLeBO0 HeAOoCTaTHICTHO, (hYHKLIOHaIbHWUIA Knac
Il — 1V 3a NYHA, nokasanu, L0 aMm104MMNIH He MPU3BOAMB L0 K/IHIYHOrO MOTipLIeHHs 3a pe3y/ibTaTaMu NMOKa3HUKIB MePeHOCUMOCTI (I3UYHNX HaBaHTaXEeHb,
(hpakL i€t BUKNAY NMiBOrO LNYHOUYKA Ta KNIHIYHOK CUMNTOMATMKOLH.
MeToto nnayebo-KOHTPOILOBAHOIO AocnimkeHHs PRAISE 6yna ouiHKa BNMBY aMn04MNIHY Ha NalieHTIB i3 CEpLEBOD HEAOCTATHICTHO, PYHKLiOHaNbHMIA Knac
11 =1V 3a NYHA, aKi npuinmann JUrokcuH, AiypeTnkn Ta iHriéitopy AMN®. [locnigpkeHHs nokasano, Wo 3acToCyBaHHS am/I04MNiHY He NpK3Beno A0 NiABULLEHHS
PU3NKY NeTaNbHOCTI ab0 MiABULLEHHS PU3NKY 3aXBOPHOBAHOCTI/NETaIbHOCTI, NOB’A3aHMX i3 CEPLEBOID HEAOCTATHICTHO.
PRAISE-2 — fosrotpusase nnauebo-KoHTpoiboBaHe fOCNiMKeHHA. MeTa JOCNiIKEHHA — OLIHUTIL BMNVMB aMIOAMMIHY Ha NaUieHTIB i3 CEPLEBOID HEAOCTaTHICTHO,
(hyHKUioHanbHUin kKnac 11 — 1V 3a NYHA, 6e3 KNiHIYHUX CUMATOMIB a60 06’€KTUBHUX JaHWX, SKi NiIATBEPMAXKYOTb abo NeXaTb B OCHOBI iLLEMIYHOT XBOPOOMW.
MauieHTn, AKi 6pasn yyacTb Y [OCNIMKEHHI, TPUBAIMIA Yac npuiiManu iHri6itopy AMN®, npenapatn guritanicy Ta AiypeTvku. [ocnifpkeHHs nokasano, Lo
amnoanniH He BNAMBAE Ha 3araibHy KapAioBacKynspHY NeTaslbHICTb. Y paMKax AOCMIMKEHHS MPUIAOM amIoaMMiHy acouitoBaBCs i3 MiABULLEHHAM KiNbKOCTi




MOBIZOM/EHb MPO HAOPSAK NIEreHiB.

ALLHAT — nocnifiKeHHs pi3HUX TUMIiB NiKYyBaHHSA 415 NONepemKeHHs CEPLEBUX HaNaiB

PaHAoMi30BaHe MofBiHe cnine AocnimpkeHHs 3axBoptoBaHocTi/neTansHocTi ALLHAT (AHTUrinepTeH3nBHe Ta rinoninigemMivyHe fikyBaHHS A0S NpodinakTukm
cepueBmnx HanagiB) NPOBOAMIOCA Y MaLEHTIB 3 IErKOK | MOMIPHO apTepiasibHO FinepTeH3iel0 418 MOPIBHAHHA CyYaCHMX TepaneBTUYHUX 3ac06iB: amioguniHy
y Ao3i 2,5- 10 mr/geHb (610KaTop KasbLieBMX KaHaniB) abo nisnHonpuny y gosi 10 — 40 mr/geHb (iHri6itop AM®) sk Tepanii nepLioi MiHIT Ta Tia3ngHoro
AlypeTuka xnoptanifoHy y fosi 12,5 — 25 mr/geHs.

Y pocnimpkeHHi 6pann yyactb 33357 MauieHTiB 3 apTepiasibHOK rinepTeHsielo BIKOM Bif 55 pokiB, fKi crocTepiraimcs B cepefHbOMY MPOTArom 4,9 poky.
MayieHT Manm xo4ya 6 OAMH [0AATKOBWUIA KapAioBacKyNspHWUIA (DakTop PU3NKY, Y TOMY YMUCAi: NOMepeaHin iHpapKT Miokapaa abo iHCynbT > 6 MicsauiB Ao
BK/IHOYEHHSA Y AOCNIIKEHHS ab0 MiATBEPIKEHHSA IHLIOro aTepoCKIepOTUUYHOrO CePLEBO-CYAMHHOIO 3aXBOPOBaHHSA (3araniom 51,5 %), giabet Il tuny (36,1 %),
ancninigemito NIBLL, (ninonpoTeigy BUCOKOT WinbHOcTi) < 35 mr/an (11,6 %), rinepTpodito NiBOro LWIyHOUKa, Lo 6yna BCTaHOB/EHa Ha eneKTpoKapAiorpami abo
nig yac exokapgiorpadii (20,9 %), naniHHaA (21,9 %).

MepBMHHA KiHLEBa TOYKa LOCNILKEHHA Oyna KOMOIHOBAHOO | CKnaganacs 3 neTanbHUX ycknagHeHs IXC abo HenetasbHOro iH(apkTy Miokapza. CTaTucTUyHO
[IOCTOBIPHOI PI3HMLI 32 MOKa3HMKaMW MEPBUHHOI KIHLEBOI TOUYKM MK Tepanietd Ha OCHOBI aM/IOAMMIHY Ta Teparnietd Ha OCHOBI XNOPTaNigOHY He BUSAB/EHO:
BigHOCHWMIA pu3nk 0,98, 95 % CI(0,90 - 1,07) p=0,65. LLLog0 BTOPUHHMX KIiHLEBMX TOYOK, TO YacToTa BUHWKHEHHS CepLeBOl HeaocTaTHOCTI (CKnagoBa
KOMbIHOBaHOI CepLeBO-CyAMHHOT KiHLEBOT TOUKM) Byna JOCTOBIPHO BULLOKD Y TPy, WO NpuiiMana aMnoAnniH, NOPiBHSAHO 3 FPYMoto, Lo NpuiiMana XnopTanigoH
(10,2 % npotun 7,7 %, BigHOCHWIA pr3mnk 1,38, 95 % CI [1,25 - 1,52] p<0,001). OaHak He 6yno Big3HA4YeHO AOCTOBIPHOT Pi3HULL 3a NETaNbHICTIO 3 OyAb-AKUX
MPUYMH MiXK Tepanieto Ha OCHOBI aM0AMMIHY Ta Tepanierd Ha OCHOBI XI0pTaNifoHy (BigHOCHMI pusnk 0,96, 95 % CI [0,89 — 1,02] p=0,20).

BrnacTuBOCTI cNifibHI AN NePUHAONPUAY Ta aMNoanNiHy

[ocnifxeHHs 3axBoptoBaHOCTI Ta fieTasibHOCTI ASCOT-BLPA (AHI/10-CKaHAMHABCHKE LOCIIKEHHA Kap4i0BaCKYAPHUX HACMIAKIB — aHTUTINepTeH3BHA Ti/Ka)
6yno npoBefeHo 3 yyacTio 19257 nauieHTiB BikOM Bifg 40 40 79 pOKiB 3 FiNEepPTEH3IE0 Ta HAsABHICTIO LOHANMEHLLE 3 i3 HMKYEeHaBeAEHNX KaphioBaCKyNsipHUX
(haKTOpiB pU3MKY: rinepTpodis NiBoro wayHouka (BusiBneHa 3a daHumm EKI abo exokapaiorpadii), iHWI BigXWneHHs, BUSBMEHI Ha eNeKTpokapgiorpami,
LyKpoBuiA aiabet Il TNy, 3aXBOPHOBaHHA NepURePUYHNX apTepiid, NePEHECEHNIA IHCYNLT ab0 TpaH3UTOPHA iLeMiyHa aTaka, YonoBiva cTaTb, BiK Bif 55 pokis,
MiKpoa/ibbyMiHypis abo NpOTeTHypis, NasiHHA, CriBBigHOWEHHSA PIBHA 3ara/lbHOro XO0NecTepUHY MnasMn 4O XONecTepPUHY NINONpoTeifiB BUCOKOI LWifIbHOCTI
(NBLL) 6 6inbLe, ciMeiHWIn aHaMHe3 PaHHBLOI0 BUHUKHEHHS 1 XC.

OCHOBHO METOK AOC/IIKEeHHS 6Y/10 OLIHATIL Ta MOPIBHATY LOBroTPMBaI BN/MBU ABOX PEXMMIB aHTUTINEPTEH3MBHOI Tepanii Ha KOMOIHOBaHY KiHLIEBY TOUKY —
HeneTabHUI H(APKT Miokapda (BKIKYaounm 6e3CMMNTOMHUIA IH(apKT Miokapaa) Ta feTasbHi YCKMafHeHHs iwemivyHoi xBopobu cepus (IXC), — a came
amioanniHOM y KOMGIHaLiT 3 NepuHAONPUIOM, KM [ofaBaBCsA Yy pasi HEeOOXIAHOCTI 3HVXKEHHSI TUCKY, MOPIBHAHO 3 Tepanield aTeHON0/10M Yy KOMGiHauiT 3
AlypeTrKoM 6eHapodiyMeTia3naom, Wo AoaaBaBcs y pasi He00XiL4HOCTI 3HVKEHHS TUCKY.

Y KiHUi focnimpKeHHs 6inblicTb nauieHTiB (78 %, 14974 3 19242) oTpuMyBanu LLOHaMeHLLUEe [Ba aHTUTiNepTeH3MBHI 3acobu i nuwe 15 % (1401 3 9634) Ta 9 %
(857 3 9608) oTpMMyBa/IM MOHOTepanito aM104MMIHOM Ta aTeHO/10/10M BiAMOBIAHO.

JocnipkeHHs 6yno LOCTPOKOBO MPUMUHEHO B cepefHbOMY uepe3 5,5 poKy crnocTepexeHb 3a pilleHHAM Pafu 3 MOHITOPUHTY faHux 3 6e3neku (Data Safety
Monitoring Board — DSMB), ockKifibk/ criocTepiranaca 3Ha4yHO BMLIA NeTasbHICTb Y Fpyni, Ae 3aCTOCOBYBaslaCb Tepanisi Ha OCHOBI areHos10/y, MOPIBHAHO 3
rPYnoto 3 3aCTOCYBaHHA aMI0ANMIHY .

3a pesynbTaTaMu AOCNIMKEHHS Bif3Ha4yanocs HeLOCTOBIPHE 3HVKEHHA MEPBMHHOI KIHLEBOI TOYKW, LIO CKMaganacs 3 HeneTasbHOro iH(apKTy Miokapga
(BKNtOYarOUM 6e3CMMNTOMHUIA IH(hAPKT MioKapaa) Ta netasibHUX YCKnafHeHb iwemMiyHoi xBopobu cepua (IXC) Ha 10 % y rpyni nawieHTiB, AKi 3aCTOCOBYBa/IN
KOMGiHaUit0 amioavniH/nepuHAoNpusa, NOPIBHAHO 3 rpynoto ateHoson/6eHapodnymetiasng. OfHaK CnocTepiranocs AOCTOBIPHe 3HMDKEHHS BCiX MOKa3HUKIB
BTOPUHHUX KIHLEBMX TOYOK (32 BUHATKOM fIeTa/IbHOT Ta HefleTaslbHOI CepLieBOi HeAOCTATHOCTI) Y rpyni NauieHTIB, AKi OTPUMYBaIY aMnoguniH/nepuHgonpun.
KiHUeBiI TOUKM:




BTOPWHHI KiHUEBI TOYKMK 3HMKEHHSA BIAHOCHOI0 95 % CI p
PU3NKY

HenetanbHuiA iHQapKT Miokapaa 13 % 0,76 — 1,00 0,0458
(Kpim 6e3cMNTOMHOrO) +
netanbHa IXC
3arasibHa KOpoHapHa KiHLieBa 13% 0,79 - 0,96 0,007
TOYKa
KopoHapHi nogii Ta BTpy4YaHHs 16 % 0,78 - 0,90 <0,0001
NeTanbHICTb 3 YCiX NPUYUH 11 % 0,81 -0,99 0,0247
CepLeBOo-Cy/AMHHa NeTa/bHICTb 24 % 0,65-0,90 0,0010
JNeTanbHUIA Ta HeneTa/IbHNIA 23 % 0,66 - 0,89 0,0003
IHCYNbT
IeTanbHa Ta HenetasibHa 16 % 0,66 — 1,05 0,1257
cepLeBa HeOCTaTHICTb

dapmakoKiHeTVKa.
LLIBMAKICTb Ta CTYNiHb BCMOKTYBaHHSA NEPUHAONPUIY Ta aMnoguniHy Sk MOHOMNpPenapartis, Tak i y cknagi (ikcosaHoi kombiHauii Bi-NMPECTAPIYM® aocToBipHO
He BiJpi3HATLCS.

MNepuHgonpun

Abcopbuis
Micng nepopasibHOro NPUIAOMY NEPUHAONPUA LIBUAKO BCMOKTYETHCS, MakCUMasibHa KOHLEHTpaWis y naasMi KpoBi AocAraeTbcs NpoTarom 1 roavHu. Mepiog,

HaniBpo3nagy nepuHAONpPUIY y naasmi KpoBsi CTaHOBUTL 1 roguHy.

MepuHgonpun € nponikamu. 27 % Bif, 3arasibHOI KiflbKOCTi NPUAHATOrO NepUHAONPUNY A0CArae KPOBOTOKY Y BUTNISAI aKTUBHOIO MeTaboniTy — nepuHgonpunary.
Kpim akTuBHOro metabonity nepuHonpuiaty, npenapar yTBoptoe 5 MeTaboniTis, AKi € HeakTUBHUMU. MaKcuManibHa KOHLEHTpaLisa nepyHaonpunary y nnasmi
KPOBI 10CAraeTbCs Yepes 3 — 4 roAnMHN Nicns npuinomy.

MpuiioM K 3MeHLLYe NepeTBOPEHHS NePUHAONPUNY Y NEPUHAONPUAAT, OTXKE, 3MEHLLYETLCA KOro 6i0f0CTYNHICTL, TOMY A060BY A03Y NEPUHAONPUY apriHiHy
PEKOMEH/YETbCA NPMIAMaT 0HOPA30BO BpaHLi Nepea iaoto.

Posnogin

Bifg3HavaeTbca MiHiiHA 3aMeXHICTb MK 03010 MEepPUHAOMNPUAY Ta MOro KOHUEeHTpauieto y nnasmi Kposi. O6’em po3noginy He3s’s3aHOro nepuHgonpunaTty
CTaHOBUTb NpubnusHo 0,2 n/kr. 3B’A3yBaHHA nepuHponpuniaty 3 6inkamy nnasmu ctaHoBuTb 20 %, rOIOBHUM YMHOM 3 aHriOTEeH3WHMEPeTBOPHOBA/IbHUM
(hepMeHTOM, aJie Liei MOKa3HWK € J0303a/IEXXHUM.

BuBefeHHA

MepuHaonpunaT BMBOAMTLCA i3 ceyeto. epiof OCTATOMHOrO HaniBBMBEAEHHS HE3B’s3aHOI (hpakLil CTaHOBUTL MNpUoAn3Ho 17 roguH. Ctagis piBHOBaXKHOI
KOHLeHTpaLiT y nnasmi KpoBi HacTae yepes 4 AHi Bij nMovaTKy MiKyBaHHS.

BvBefeHHs nepvHAONPUAATY YNOBIMIBHIOETECA Y MAUi€HTIB NITHLOIO BiKY, a TakOX Y MALEHTIB i3 CepueBold ab0 HMPKOBOK HEAOCTATHICTIO (AMB. PO3Ain
«OC06MBOCTI 3aCTOCYBaHHA»). TOMY 3BMYaliHe MefUYHe CNOCTepPeXXeHHs Oy/e BKIKYATN YaCTUIn MOHITOPUHT PiBHS KPeaTUHIHY Ta Kasito.

[MeyiHKOBA HEJOCTATHICTb

[LianisHnii KnipeHc nepuHaonpunaty — 70 Ma/xs.




KiHeTnka nepuHAoNpuny 3MiHIOETLCA Y XBOPUX Ha LMPO3 NeYiHKW: NeYiHKOBUIA KNipeHC NepuHAONPUY 3MeHLLYETbCA BABIYi. OfHaK Ki/IbKiCTb NepuHaonpunary,
LLL0 YTBOPHOETLCA, He 3MEHLLYETLCA. OTXKe, TaKMM XBOPUM He MOTPIBHO KopurysaTu fo3y (4MB. po3ain «OcobMBOCTI 3aCTOCYBaHHA»).

Amnoamnin

Abcop6LLif, po3noin, 38’a3yBaHHA 3 6isIkaMu M1asmu

[Micnsg nepopasibHOro NPUIKOMyY TepaneBTUYHUX 403 aMNOAMMIHY BiH 40Ope BCMOKTYETLCS | focArae MakCUMa/lbHOT KOHLEHTpaLiT y KpoBi Yepe3 6 — 12 roauH nicns
npuitomy. A6CoNMOTHA 6i0L0CTYNHICTb CTaHOBUTL Bif 64 10 80 %. O6’eM po3nofiny CTaHOBUTb NPU6An3HO 21 n/kr. JocnifkeHHs in vitro NpoAeMOHCTpYBa/u,
Lo Npn6nm3Ho 97,5 % LUMPKYIOKYOro B KPOBI am/Io4nniHy 3B’A3YETbCA 3 6ifIKaMu Nia3mMu.

Mpuidom DKi He BrMBaE Ha 6i040CTYNMHICTb aMI0ANMNIHY.

BioTpaHcdhopmaLis/BMBegEHHS

Mepiof HaniBBMBEAEHHS i3 Na3MU KPOBi CTAHOBUTL Npr6/n3HO 35 — 50 roguH, Wo Aae 3Mory npusHadaTyi npenapar O4uH pas Ha Lo6y.

AMI0AUNIH TOIOBHUM YMHOM MeTaboni3yeTbCa Yy MediHUi 3 YTBOPEHHAM HeaKTMBHWX MeTaboniTiB. 60 % MeTaboniTiB BMBOAWUTLCA i3 cedeto Ta 10 % - y
He3MiHeHOMY BUTNALI.

MMauieHTX NiTHLOro BiKYy. Yac AOCArHeHHA MaKCUMasibHOT KOHLUEHTpauil amnoamniHy y naasmi KpoBi Y XBOPMX JNITHbOrO BiKY Ta MOMOALIMX MaLiEHTIB €
OfHaKOBMM. Y MaLieHTIB NiTHLOrO BiKY Bif3HAYa€TbCA TEHAEHLIA [0 3HVKEHHS KipeHCy amoAuniHy Ta, BiAnoBigHO, 36ibLleHHA nokasHukis AUC Ta nepiogy
HaniBeMBefeHHA. MiasueHHA nokasHukiB AUC Ta nepiofy HaniBBMBEAEHHS Yy NAauUieHTIB i3 3aCTiMHOK CepLEBOD HeAOCTaTHICTIO BiAMoBifano BiKOBUM
0C06/IMBOCTAM A0C/IAPKYBaHUX NaLiEHTIB.

[MeyiHKOBA HEJOCTATHICTb

ICHye Oy>e 06MeXeHa KiflbKiCTb KNIHIYHUX AaHMX LWOA40 MPU3HAYeHHs aMoAuMiHy nauieHTam i3 MOPYLUEHHAM (QYHKUIT NeviHKKA. Y NauieHTiB i3 NeYiHKOBO
HeLOCTATHICTHO K/TIPEHC aM/IOAMNIHY 3HMXKYETLCH, Lie NPU3BOAUTL [0 NMOAOBXEHHS Nepioay HaniBBMBELEHHS Ta NiaBULLEHHA nokasHmka AUC npm6im3Ho Ha 40 —
60 %.

KniHiYHI XapaKTepUCTUKN.
Noka3aHHA.
ApTepianbHa rinepteHsis Ta/abo ilemivyHa xBopoba cepus (AKLWO HeobXigHe NiKyBaHHS NEePUHAOMPUIOM Ta aMI0AMMNIHOM).

MpoTunokasaHHs.
MoB’s3aHi 3 NepUHAONPUIOM:
- MigBULLEHA YYTAMBICTb 0 AiH0HOT pe4yoBUHM abo 0 6yAb-AKUX IHLWIKNX iHri6iTopiB AMNd;
- @HrioHeBPOTUYHWI HAOPSK B aHaMHe3i, NOB’A3aHWI 3 nonepesHiM NiKyBaHHAM iHribiTopamm Alrd;
- YPOMKeHWI abo ifionaTMUYHWIA aHTIOHEBPOTUYHMIA HABPSIK;
- BariTHICTb ab0o NnaHyBaHHA BariTHOCTI (AMB. PO34iN «3aCTOCYBaHHA Y Nepiof BariTHOCTI abo rofyBaHHSA rpyaa0»);
- OflHOYacHe 3aCTOCYBaHHs 3 npenaparamu, AKi MICTATb [it04y PevyoBUHY anicKipeH, nauieHTaM 3 LYKpPOBUM AiabeToM ab0 HMPKOBOK HEAOCTaTHICTHO
(LWBMAKICTb KNy6oUYKOBOT (hinbTpauii < 60 M/xe/1,73 M2) (AuB. Po3Ain «B3aeMO/iN 3 iHLLMMM NIKAPCLKMMM 3aC06aMm Ta iHLL BUAY B3aEMOfili»);
- OfiHOYaCHe 3aCTOCYBaHHA 3 cakyb6iTpuiom/BasnicapTaHoM (AMB. po3ainm «Oco6MBOCTI 3aCTOCYBaHHS» | «B3aemogis 3 iHWUMK NiKapcbKMMK 3acobamm Ta
iHLUI BUAW B3aEMOSiN»);
- eKcTpakopnopasbHi MeToAM NiKyBaHHS, SKi NPU3BOAATL A0 KOHTAKTY KPOBI 3 HEraTMBHO 3apAfXKeHMMN MoBepXHAMMU (AMB. po3ain «B3aemogis 3 iHWMMK
NiKapCbKMMM 3ac06amMu Ta iHLWI BUAN B3aEMOMiN»);



- 3Ha4YHWI ABOGIYHMI CTEHO3 HUPKOBUX apTepili abo CTeHO3 apTepii eANHOT PYHKLIOHYOUOT HUPKK (AMB. Po34in «OCcob6MBOCTI 3aCTOCYBaHHS»).
MoB’A3aHi 3 amMnoANNIHOM:

- TSXKKa apTepiasibHa rinoTeHsis;

- MigBULLEHA YYTAMBICTb 0 AiK0YOT pe4yoBUHM abo 40 NOXIAHWX ANUTIAPOMIPUANHY;

- LUOK, BK/IHOYAKUM KapAioreHHNI LLOK;

- 06CTpyKLUis BUXOAY 3 NiBOro W/AyHOUYKa (HanpyKiag CTeHO3 aopTH TSXKKOIO CTYMEHS);

- CepueBa HefoCTaTHICTb NICA rOCTPOro iHapKTy MioKapAa 3 HecTabilbHOK reMogUHaMIKOL.
Mos’a3aHi 3 npenapaTom Bi-NMPECTAPIYM®:
Yci BuLLe3a3HaueHi NPOTUMNOKa3aHHs, NOB’3aHi 3 KOXKHUM 3 KOMMOHEHTIB NpenapaTy, CTOCYHThest (hikcoBaHOT KoMmbiHauiT Bi-NMPECTAPIYM®,

- MigBULLEHA YYTAMBICTb 0 6Y/b-AKOI OMOMIKHOT PEHOBUHMN.

B3aemogisi 3 iHLLIMMK NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

B3aemogil, NoB’s3aHi 3 NepuHA0NPUIOM

[aHi KNiHiYHMX gocnifkeHb CBigYaTh, WO NoABiiHa 6/10Kafa peHiH-aHrioTeH3UH-a1baocTepoHOBOI cucTemmn (PAAC) LWNSXOM OAHOYACHOMO NPUIAOMY iHFiBGITOpIB
AT®, 6nokatopis peLenTopiB aHrioTeH3nHy Il abo anickipeHy acouitoeTbCA 3 BGiflbLL BUCOKOO YacTOTOK MOGIYHUX peakLiil, TakMX AK rinoTeHsis, rinepkaniemMis
Ta 3HWKEHHA PYHKLIT HAPOK (BKNHOYAKOUN rOCTPY HUPKOBY HEAOCTATHICTb), MOPIBHAHO i3 3aCTOCYBaHHAM OAHOrO0 npenapary, wo snaveae Ha PAAC (ayB. po3ainm
«[poTmnokasaHHsa» Ta «OCOoBMMBOCTI 3aCTOCYBaHHSA»).

Jlikapcbki 3aco6y, WO CNPUYMHA T rinepkaniemMito. [eski nikapcbki 3aco6m abo TepaneBTUYHI Klacy NiKapCbKMX 3aC06iB MOXYTb CIPUUNUHUTK TiNepKasiemito, a
came: anickipeH, coni Kanito, Kaninsbepiratodi Aiypetuku, iHriditopy AP, aHTaroHicTM peuenTopiB aHrioTeH3uHy I, HecTepoigHi npoTu3ananbHi 3acobun
(HM33), renapuHu, iMyHOCynpecopu, Taki K LMKIOCMOPMH abo TakponiMyc, TPUMeTONPUM Ta pikcoBaHa KOMOGIHaLiA 3 Cy/ib(haMeToKCa30/10M (KO-TPUMOKCA30/1).
OfHOYaCHMIA NPUIAOM BKa3aHMX NiKaPCbKMX 3ac06iB MigBULLYE PU3NK BUHUKHEHHS FinepKaniemii.

OfHoYacHe 3aCTOCYBaHHA NPOTUNOKA3aHO (AMB. Po34in « PO TUNOKa3aHHA»).

ANICKipeH. Y naujieHTiB, XBOPUX Ha LYKPOBUI AiabeT, abo NauieHTIiB 3 MOPYLUEHOK (DYHKLIEHD HUPOK PU3MK BUHUKHEHHA TiMepKasieMil, NOripleHHs (yHKLIT
HUPOK Ta KapfioBacKyNAPHOI 3aXBOPHOBAHOCTI | 1eTa/IbHOCTI MifBULLYETLCS.

EkcTpakopnopanbHi MeTOAM NiKyBaHHS. EKCTpakoprnopanbHi MeTOAM NiKyBaHHSA, IKi MPU3BOAATL A0 KOHTAKTY KPOBi 3 HEFraTUBHO 3apsAXKEHUMIU NOBEPXHAMMN, TaKi
AK Aianiz abo remodinbTpawis i3 BUKOPUCTAHHSAM NEBHUX MeM6paH i3 BUCOKOH TifpaBnivyHO NPOHUKHICTIO (Hanpukniag noniakpuioHiTpuioBux) Ta adepes
NiNonpoTeifiB HU3bKOT LiSIbHOCTI i3 3aCTOCYBaHHAM AeKCTpaHy cynbtaTy, NiABULLYHOTb PU3MK PO3BUTKY aHa(iNakTOIAHMX peakLii TSXKKOro CTyneHs (auB. po3gain
«[pOTUNOKA3aHHS»). Y pa3i Heob6XigHOCTI NPOBeAEHHA TaKoro NiKyBaHHA CNif PO3rNAHYTM MOX/IUBICTb BUKOPUCTAHHA AiasizHOT MembpaHu iHWoro Tuny abo
3aCTOCYBaHHS IHLIOr0 Knacy aHTUrinepTeH31BHUX 3acO0iB.

Caky6iTpun/sancapTaH. OgHouacHe 3aCTOCYBaHHA NepuHAONPUY 3 cakybiTpuiom/BasicapTaHOM MPOTUNOKa3aHe, OCKIIbKM OfHOYaCHe IHFi6yBaHHA HENpPUIi3nHYy
Ta AlN® MOXe Npu3BecTy [0 MiABULLEHHS PU3MKY PO3BUTKY aHriOHEBPOTUYHOIO HabpsaKy. PO3NoYmMHaTK 3aCTOCYBaHHSA Caky6iTpuny/sancapTaHy i He paHille
HiX Yepe3 36 roAuH nicna NPUnoMy 0CTaHHbLOT L03W NepuHAoNpuay. Tepanito NepuHAONPUIOM CNif PO3NOYMHATI He paHiLle HiXX Yepe3 36 roguH nicns npuinomy
OCTaHHbOT A03u1 caKyb6iTpuny/BancaptaHy (AuB. po3ainn «MpoTunokaszaHHa» Ta «OCcob6IMBOCTI 3aCTOCYBAHHS).

He pekoMeHAYEThCA 0AHOYACHE 3aCTOCYBaHHA (4AMB. po3ain «OCO6/MBOCT I 3aCTOCYBaHHS»).

AnicKipeH. Y 6yab-aKuX iHLIMX MaLieHTIB, AK | Y XBOPUX Ha LyKPOBWIA AiabeT abo NauieHTIB 3 MOPYLUEHO PYHKLIEHD HUPOK, PU3NK BUHUKHEHHS rinepKaniemii,
NOTripLIEHHN PYHKLIT HAPOK Ta KapAioBacKyspHOT 3aXBOPKOBAHOCTI i NIETa/IbHOCTI MigBULLYETHCS.

3a ony6nikoBaHMMWN JaHMMWU BifOMO, WO Y MauieHTIB 3i BCTAHOB/NEHUM aTepOCKIepO30M, CEepLEeBO0 HeAOCTaTHICTIO abo LyKpOBMM [iabeTOM 3 YpPaXKeHHAM




OpraHiB-MilLeHein ofHOYacHe 3acToCyBaHHS iHri6iTopis AMN® Ta 670KaTOPIB peLenTOopiB aHrioTEH3WHY CYNpPOBOLKYBa/OCA MiABULLEHHSAM 4acTOTK
BUHWKHEHHS apTepiasibHOT riNOTeH3iT, HENPUTOMHOCTI, rinepkasiemii Ta noripweHHAM (YHKLIT HUPOK (Y TOMY YMC/Ti FOCTPOT HUPKOBOT HELOCTATHOCTI) MOPIBHAHO
3 MOHOTepanieto npenapaTaMu, WO BMMBaKOTb HA PEHIH-aHriOTEH3UH-aNbA0CTEPOHOBY cucTemy. lMoggiiHa 6110Kkaga (TO6TO KoMOGiHauia iHriGitopy AM® 3
aHTaroHiCTamMmy peLenTopiB aHrioTeH3uHy I1) Moxke 6yTW 3acTocoBaHa B IHAMBILYabHUX BUMaAKaxX 3 PeTe/lbHUM KOHTPOMeM (DYHKLUIT HUPOK, PIBHA Kanito Ta
apTepiaibHOro TUCKY.

EcTpamycTuH. ICHYE pU3nK 36iN1bLLEHHSA YACTOTU BUHUKHEHHSA NOGIYHMX peaKLiil, TakMX SK aHriOHEBPOTUYHUI HABPSK (aHrioesema).

Ko-Tpumokcason (TpumeTonpum/cynbameToKcason). Y nauieHTiB, fKi 04HOYACHO 3aCTOCOBYHOTb KO-TPMMOKCA30/1, MOX/IMBE MIABULLEHHA PU3NKY PO3BUTKY
rinepkaniemii (ame. po3ain «OCO6/MBOCTI 3aCTOCYBAHHS»).

Kaniinsbepiraroui giypeTvku (Hanpuknag TpuaMmTepeH, aMminopus Ta iHwi), coni kanito. BUHUKHEHHS rinepkaniemil (MOX/MBO, NeTasibHOT) 0C06/IMBO Y NaLieHTIB
3 HUPKOBOI HEAOCTaTHICTIO (aAMTUBHUIA TinepKanieMivyHUA epekT). 3a3HayeHi npenapaTn He PeKOMeHA0BaHI NS 0HOYACHOr0 3aCTOCYBaHHSA 3 MEPUHAONPUIOM
(amB. po3gin «Oco6aMBOCTI 3aCTOCYBaHHA»). OfHaK AKWO OAHOYaCHE MPU3HAYEHHS LMX PEYOBMH € HeoOXigHWMM, iX Cnif 3acTOCOBYBaTM 3 0OEPEXHICTIO Ta
MPOBOAWTY YaCTWUIN KOHTPO/b Kasito nnasmu KpoBi. LLLofo 3acTocyBaHHA CMiPOHONAKTOHY MPUW CepLeBiit HefoCTaTHOCTI AMB. po3gin «lMpenapatv, ofgHOYacHe
MPU3HAYEHHA 3 SKUMK NOTPebye 0CO6/IMBOT yBarm».

NiTiin. OgHovacHWin NpuiAioM NiTito Ta iHriGiTopiB AM® He peKOMEHAYETLCA Yepe3 MOXX/IMBICTb 0O0POTHOrO 36i/IbLUEHHS KOHLEHTpaLiT N1iTi0 y cMpoBaTL,i KPoBi
Ta, BiANOBIAHO, MiABULLEHHS MOro TOKCUYHOCTI (TSXKKOI HEMPOTOKCUYHOCTI). OaHaK SKLWO HeobXiAHICTb Takoi KOMOGiHaLiT € 06IpYHTOBaHOK), PEKOMEHAYETLCS
KOHTPO/OBATM KOHLIEHTPALit0 NiTit0 y cnpoBatLi KpoBi (AuB. po3ain «Oco6MBOCTI 3aCTOCYBaHHS»).

[MpenapaTw, 04HOYACHE NPU3HAYEHHA 3 AKMMU NOTpebye 0c06AMBOT yBary

LLyKpOo3HM>KYBa/bHI 3ac06m (iHCYNiH, nepopanbHi LyKPO3HU>KYBa/lbHI 3aco6um). EnigemionorivyHi AocnifpKeHHs MpunycKarTb, WO OAHOYacHe 3aCTOCyBaHHS
iHri6iTopisa AM® Ta LYKPO3HMKYBa/bHMX 3ac06iB (iHCYNiH, NepopabHi LYKPO3HMXKYBa/bHI 3aCc061) MOXe MPU3BECTU [0 MOCUIEHHS LYKPO3HMXXYBa/IbHOIO
eekTy 3 pPU3NKOM PO3BUTKY rinornikemii. HainvacTiwe uei ()eHOMEH MOXe BWHMKATW Y MepLli TUXKHI KOMOIHOBAHOrO NiKyBaHHA Ta Yy pasi HUPKOBOI
HeoCTaTHOCTI.

AiypeTuKN. Y nauieHTiB, AKi NPUAMaIOTb [iypeTKK, Ta 0CO6/IMBO Y TUX, Y KOro MOpPYLUEHU BOLHO-ENEeKTPONITHUIA 6anaHC, MOX/IMBE HaLMIpHE 3HUXEHHS
apTepianbHOro TUCKY Micna noyatky NiKyBaHHA iHri6iTopom AlM®. IMOBIPHICTb PO3BMTKY TFiMOTEH3MBHOIO e(EKTY 3HMXKYETbCA Y pasi BiAMIHW AiypeTuKa,
NigBULLEHHS 06°eMY LMPKYNHOHOYOT KPOBi @60 CNOXMBAHHSA CONI Nepes noYaTkom Tepanii NepuHLONPUIOM, AKy Cij po3noynHaATU 3 HA3bKUX [03 3 NOCTYNOBUM
nigBuLLeHHAM. Tpu apTepianbHii rinepTeHsii, Konv nonepegHbo NPU3HayYeHUi AiypeTuK MIr CIPUYUHUTI HeLOCTAaTHICTb BOAW/eNeKTPONITiB, MOro Heo6XigHO
BIAMIHMTW Mepeq NoYaTKOM NiKyBaHHS iHri6iTopom AMN® (y Takmx BUMagaKax NpuinomM Aiypetuka Moxxe 6yTv NOHOB/IEHO 3 YacoM) abo Mpu3HaunTH iHri6iTop ArNd
Y HU3bKIl [03i 3 NOCTYNOBUM ii NigBULLEHHAM. [pKn 3aCTIiiHIN cepLeBit HeAOCTAaTHOCTI Ha TNi NpuitoMy AiypeTuka npuitom iHribitopy AM® cnig posnoyvHatu
3 MiHIMa/IbHOT [03U1, MOX/IMBO, MICNA 3HWKEHHS [031 AiypeTvka. Y Oyab-AKOMY BUMafKy HeOOXiAHO KOHTPO/OBATU (PYHKLII0 HUPOK (PiBEHb KpeaTuHiHY)
NPOTArOM NepLUMX TUXKHIB NiKyBaHHSA iHri6iTopom Ald.

Kaniiisbepiraroui giypeTuku (ennepeHoH, cnipoHonakToH). OcobmBoi yBarn noTpedye ofHOYACHe 3aCTOCYBaHHS erniepeHoHy abo CnipoHONMAKTOHY B A03aX Bif
12,5 mr go 50 Mr Ha Ao6y 3 HM3bKMMK Ao3aMu iHFiGiTopy AMN®. Y pasi HegOTPMMaHHS peKoMeHAalili WoAo Mpu3HAYeHHS Takoi KOMOiHaLil iCHYe pu3nK
BUHWKHEHHSA rinepkaniemii (MOX/IMBO, neTasibHOT) Mifg Yac NikyBaHHA NaLieHTIB i3 cepueBoto HegocTaTHICTHO |1 — 1V knacy 3a NYHA Ta (pakuieto Bukngy < 40 %
, fIKi paHilwe nikyBanucs iHribitopom AlM® ta netnLoBUM LiypeTUKOM. Mepes nprsHayeHHAM Takoi KOMOIHaLIT Cnif YNeBHUTUCS Y BIACYTHOCTI rinepkaniemii Ta
MOPYLLEHHS (DYHKLIT HUPOK. PeKOMeH/0BaHO NPOBOAUTIN PETE/IbHUIA MOHITOPUHI KanieMii Ta KpeaTUHIHEMIT LOTUXKHEBO Nif Yac NepLloro Micsus nikyBaHHSA Ta
LLLOMICAYHO Hajai.

PauekagoTpun. BifgomMo, Wwo nikyBaHHs iHridiTopamy ArMNd (Hanpuknag NepuHLONPUIIOM) MOXE CPUYUHUTY PO3BUTOK aHIOHEBPOTUYHOIO HabpsKy. Llein pusnk
MOXKe 36i/1bLLYBaTMUCh NPU OLHOYACHOMY 3aCTOCYBaHHI 3 paLeKafoTPUIoM (NiKapCbKUM 3aCO60M, AIKWIA BUKOPUCTOBYETLCA A/151 /TIKYBaHHA rOCTPOT fiaper).
IHri6iTopn MTOR (Hanpuknag cuponiMyc, eBeponiMyc, TemcuponiMyc). MauieHTn, SKi 04HOYACHO 3aCTOCOBYHOTH IHri6ITOpM MTOR, MOXYTb Hanexarun [0 rpynu




MigBULLEHOTO PU3NKY PO3BUTKY aHTIOHEBPOTUYHOIO HabPSKY (AMB. po3ain «OcobnMBOCTI 3aCTOCYBaHHSA»).
HecTepoigHi npoTwusananbHi nikapcbki 3acobu (HM33), y Tomy uncni acnipud = 3 1 Ha foby. Moxnuee nocnabneHHs aHTUriNepTeH3MBHOMO eqiekTy Mif yac
0AHOYaCHOr0 3aCTOCyBaHHs iHribiTopis AMN® 3 HIM33, Takumn AK: aueTuacaniumnoBa KUCcnoTa 'y npotusananbHUX gosax, iHriditopyu LLOI 2, HecenekTuneHi HIM33.
OpfHoYacHe 3acTocyBaHHs iHribiTopis AMN® Tta HIM33 Moxe Npr3BeCcTN A0 NIABULLEHHSA PU3MKY MOTiPLUEHHS (DYHKLIT HAPOK, Y TOMY YACAI IMOBIPHOCTI PO3BUTKY
roCTPOT HUPKOBOT HEIOCTATHOCTI, NiABULLEHHSA PIBHA Kanito y nnasmi KpoBi, 0C06/1MBO Y NaLiEHTIB i3 MOPYLLUEHHAM PYHKLIT HAPOK B aHaMHe3i. TaKy KOMOiHaLito
Cnif, npusHayaTy 3 06epeXXHICTIO, 30Kpema nauieHTaM NiTHLOro BiKy. MNMauieHTam HeobXifHO BiJHOBUTWU BOLHWIA GanaHC Ta KOHTPOMtOBATW (PYHKLiIH0 HUPOK Ha
noYyaTKy MikyBaHHA Takot KOMOiHaLieto Ta NepioAnyHO BNPOAOBXK NiKyBaHHS.
MpenapaTy, 04HOYACHE NPU3HAYEHHA 3 SKMMU NOTpebye yaru
[AiNTWHY (MiHArninTuWH, cakcarninTyH, CUTarfinTWH, BiNbAarninTuH). Y nauieHTIiB, AKUM NPU3HaYeHO KOMOIHAL IO TNINTUHY Ta iHriGiTopy ArN®, nigBuLLyeTbLCA
PU3MK BUHUKHEHHS aHrioeleMn BHaCNi4OK TOro, WO FNiNTUH 3HUXKYE aKTUMBHICTb Agnnentuamnnentungasu-1Vv (4Nr-1v).
CuMNaTOMIMETUKN MOXYTb NOCabN0BATN aHTUTINEPTEH3NBHY Aito iHri6iTopis AMNd.
3onoTo. MNMpn 0gHOYaCHOMY 3aCTOCYBaHHI iHri6iTopis AM®, BKIOYaOUM NepuHAONPWI, Ta iH’eKUiMHMX NpenapaTiB 3010Ta (HaTpito aypoTiomanar) pigKo MOXyTb
BUHUKHYTW peakLii, NofibHi 40 TWX, L0 BUHUKaKOTb NPW 3aCTOCYBaHHI HIiTPaTiB (MOYEPBOHIHHS 061YYs, NPUNIMBKW, HY0Ta, 6/110BaHHS Ta rinoTeHsis).
B3aemogii, NoB’A3aHi 3 ama104nMniHOM
He pekoMeHAYETbCA OAHOYACHEe 3aCTOCYBaHHS
JaHTponeH (iHdysid). B ekcnepyMeHTanbHUX AOCNIMAXKEHHAX MiCNs 3aCTOCYBaHHS Bepanaminy Ta [aHTPOJSIeHY BHYTPILUHbOBEHHO criocTepiranvcs qiopunsyis
LUNYHOYKIB cepus 3 NeTalbHUM HacniAKOM Ta KapAioBacKyNnsapHWUIA KONanc y NoeAHaHHI 3 rinepkaniemieto. 3 ornsgy Ha MOXAMBICTb BUHUKHEHHS rinepKantiemil
PEKOMEH0BaHO YHMKATN OAHOYACHOI0 NMPU3HAYeHHA aHTaroHICTIB KasibLito, TakKMX AK am/Io4uniH, nalieHTam 3i 3/105KIiCHOM rinepTepMieto Ta NauieHTaMm, y SKuX
MPUMYCKaETLCA HAABHICTb 3/109KICHOT rinepTepmii.
[MpenapaTy, 04HOYAaCHE 3aCTOCYBaHHA 3 AKUMU NOTpedye 0co6MBOT 06ePEXKHOCTI
IHgykTOopn CYP3A4. MNpn 0gHOYaCHOMY 3aCTOCYBaHHI 3 BigoMumn iHaykTopamn CY P3A4 KOHUEHTpaLid amioauniHy y nnasmi KpoBi MOXe 3MiHK0BaTUCh. ToMy
nig vac Ta nicns ogHOYacHOro 3actocyBaHHs 3 iHAyKTopamu CY P3A4 cnif KOHTPONOBATK apTepiaibHUA TUCK Ta NPOBOAWTU KOPEKLit0 403K, 30Kpema Yy pasi
3acTocyBaHHS 3 iHayKTOopamu cunbHoi aii CY P3A4 (Hanpuknag, pudamniynH, 38ipo6iin (hypericum perforatum)).
IHri6iTopn CYP3A4. OfHOYaCcHe 3aCTOCYBaHHS aM/1I0AMMNIHY 3 BUCOKOAKTMBHMMM abo nomMipHUMKM iHriiTopamn CYP3A4 (iHribiTopamn npoTeas,

, Makponigamu, Takumy K epuTpoMiLMH abo KnapuTpoMmiuuH, Bepanamisiom abo AWNTia3eMOM) MOXEe BUK/IMKATU MifBULLEHHSA
KOHLeHTpauiT amnoauniHy. KniHiuHWIiA NposiB BuLe3a3HauYeHNX (hapMakKOKIHETUYHUX 3MiH MOXKe BYTK 6ifibll BUPaXXEHMM Y MNaUieHTIB NiTHLOrO BiKY. Y TaKuX
BMMaAKax HeobXigHO NMPOBOAUTU KNiHIYHWUIA MOHITOPUHI Ta KOpUryeaTtu f03Yy. ICHYE NiABWLLEHNA PU3NK BUHWKHEHHS TINOTEH3IT Yy NayieHTiB, SKi NpUiMatoTb
KNapuTPOMILUH Yy KOMBIHaLii 3 amnoauniHOM. TakuMm nauieHTaM peKoOMeH0BaHe PeTe/IbHE CMOCTEPEXKEHHS.
MMpenapaTw, 04HOYACHE NPU3HAYEHHA 3 KUMKW NOTpebye yaru
Mpw 3acTOCYBaHHI aMNOAMNIHY 3 IHLWIMMY NIKAPCbKMMU 3aC06aMV 3 aHTUTiNepTEH3UBHUMY BIaCTUBOCTAMU MOX/IMBUIA aAUTUBHUIA aHTUTiNePTEH3UBHUI eqeKT.
Takponimyc. IMig yac 04HOYaCHOro MpU3HAYeHHsA 3 aMIOAMMIHOM ICHYE PU3UK NIABULLEHHSA PIBHA Takponimycy B KpoBi. [J/15 YHUKHEHHA TOKCWMYHOrO BM/MBY
TaKponiMycy HeobOXiIHO KOHTPONKOBATM MOr0 PiBEHb Y KPOBI Ta Y pasi HeOO6XiAHOCTI MigdupaTy Moro Ao3y nawieHTaM, IKUM J04aETbCA aMNOANMIH.
IHri6iTOpU MexaHiCTWUYHOT MileHi panamiyuHy (MTOR). Taki iHri6itopy mTOR, aK cuponiMyc, TemcuponiMyc Ta eseponimyc, € cybctpatamy CYP3A.
AMnoauniH Hanexutb Ao iHriéitopis CYP3A cnabkoi gii. Mpy ogHo4YacHOMY 3aCTOCyBaHHI 3 iHri6iTopamn mTOR amiogmniH MoXe 36i/bLyBaTh KOHLEHTpaLito
iHri6iTopis mTOR.
LimknocnopuH. [ocnigpkeHHs B3aeMOAIT LMKIOCMNOPUHY Ta amioAMniHy 3a yyacTio 3[40pOBMX A0OpPOBO/MbLIB abo IHWWX NtOAEA He MPOBOAUNNCA. BUHATOK
CTaHOB/ATb MaLUiEHTV MicNA TpaHCNIaHTaLiT HUPKK, Y AKUX CNOCTePIranca KonMBaHHS KOHLEHTpaLiT LMKNOCNOPUHY 3 NiABULLEHHAM B cepefHboMy Bif 0 % ao
40 %. MauieHTam nicna TpaHcnnaHTauil HAPKK, AKI NPUAMaloTb amioguniH Ta LUKAOCMOPUH, CNif KOHTPONIOBAaTK PiBeHb LMKNOCMOPUHY Y KPOBI Ta Yy pasi




HeobXiAHOCTI 3HU3UTU L03Y LIMK/IOCMOPUHY.
CumBacTaTWVH. 3acTOCyBaHHA amioAuniHy B [03i, KpaTHiM 10 Mr, y KombGiHauii 3 80 Mr cMMBacTaTMHY Npu3Beno A0 77 %-ro 36i/blUeHHA KOHLEeHTpauii
CYMBacTaTUHY NOPIBHAHO 3 MOro NpMnoMoM y MoHoTepanit. MavieHTam cnif 06MeXuTI 403y cuMmBacTaTtuHy Ao 20 Mr Ha Ao0y.
IHLWIi KOMOGiHaUi
Y KMIHIYHMX AOCNIIXKEHHSAX WO40 B3aEMOAIN A0BEAEHO, LLIO aMIOAMMIH He BM/IMBaE Ha (hapMaKOKIHETUKY aTopBacTaTUHY, AUTOKCUHY, Bap(apuHy.
He pekomeHAYeTbCS 3aCTOCOBYBAaTWM aM/OAMNIH pa3oM i3 rperindgpytoM abo rperndpyToBvM COKOM, OCKi/IbKM Y AeAKMX NauieHTiB 6i040CTYMHICTb MOXe
36inbLUyBaTUCA, L0 NPU3BeE 40 MNOCUNEHHS FiNOTEH3UBHOIO e(DEKTY.
B3aeMogii, NoB’si3aHi 3 hikcoBaHO KombiHaLiel bi-MPECTAPIYM®
[MpenapaTy, 04HOYACHE 3aCTOCYBaHHA 3 AKUMU NOTpedye 0co6MBOT 06ePEXKHOCT I
BaknoeH Nocune aHTUriNepTeH3NBHNIA edreKT. Cnif, KOHTPO/KOBATU apTepiaibHUIA TUCK, a 'y pa3i HeoOXiAHOCTI — NPOBOAMTY KOPEKLiHO A03N.
[MpenapaTy, 04HOYACHE NPU3HAYEHHSA 3 AKUMW NOTPebye yBaru
- AHTUrinepTeH3MBHI 3aC06M (Taki K 6eTa-6/10kaTOPK) Ta Ba3oanIaTaTopu:
OfiHoYaCHe 3aCTOCYBaHHS LMX 3aC06iB MOYKe MOCUANUTL FiNOTEH3VBHUIA e(heKT NepuUHAoNPUIY Ta aMnoauniHy.
OfiHOoYacHe 3aCTOCyBaHHSI 3 HITPOrMiLepMHOM Ta IHWWMK HiTpaTamy abo 3 IHWMMKW BasoAuiaTaTtopaMn MOXe BUKIMKATU MOAA/bLUE 3HUKEHHS
apTepiaibHOro TUCKY, TOMY X CNif Npu3HayaT 3 06epeXxHICTHO.
- KopTukocTepoigun, TeTpako3aKTuA NocnabnoTh aHTUMINEPTEH3UBHUI edheKT (Yepes 3aTPUMKY BOAM Ta COMel KOPTUKOCTEepOigamm).
- Anba-60katopy (Npa3o3nH, andy3o3uH, AOKCa303MH, TaMCy/03MH, Tepa3o3nH) MOCU/IOKTL aHTUIINEePTEH3MBHMIA eheKT Ta NiABULLYIOTb PU3MK
BUHWKHEHHS OPTOCTATUYHOT FiMOTEH3IT.
- AMIOCTMH MOXXe MOCKOBATN aHTUTINEPTEH3VBHMWI e(heKT amIoaumniHy.
- TPULMKNIYHI aHTUAENPecaHTU/aHTUNCUXOTPONHI 3aC00M/aHECTETUKN MOCUIOKOTb aHTU-TiNepTeH3MBHUIA e(heKT Ta NiABWLLYIOTb PU3MK BUHUKHEHHS
OPTOCTAaTUYHOT FiNOTEH3IT.

Oco6MBOCTI 3aCTOCYBAHHSA.

Yci3acTepexkeHHsl, NMoB’A3aHi 3 KOXXHIM 3 KOMMOHEHTIB npenapaTty, CToCyTbCs PikcoBaHOT KomGiHaLiT Bi-MPECTAPIYM®,

Oco0bnyBI 3aCTePeXKEHHS, NMOB’A3aHi 3 NePUHAONPUIOM

inepuyTAMBICTb/AHFIOHEBPOTUYHIIA HABPSK. Mg Yac 3acTocyBaHHS iHriGiTOpiB AM®, y ToMy unicni NepuHAONPUIY, NOBiAOMAANOCA NPO PiAKICHI BUMNAAKM
BUHWKHEHHSI aHTiOHEBPOTUYHOIO Habpsiky 067Muus, KiHUIBOK, Iy6, CMM30BUMX O0OOMOHOK, S3MKa, rOM0COBOT WiNNMHKM Ta/abo roptaHi (AvB. po3din «[o6iyHi
peakLii»). Lle Moxe cTatucs 6yAb-KONMMif vac NikyBaHHs. Y TakuX BUNaJKax He06XiZIHO TEPMiHOBO NPUMUHUTY NPUITOM NikapcbKoro 3acoby Bi-MPECTAPIYM®
| BCTAHOBWUTW HEOOXIiAHWMIA Har iS4 3a CTaHOM MalieHTa [0 MOBHOI0 3HWKHEHHS CUMNTOMIB. KoM HabpsiK pO3MOBCIOAKYETHCA /IMLLIE HA 30HY 06/1M44s Ta ry6, cTaH
nauieHTa 3a3Buyaii NOKPaLLYETLCS 6e3 NliKyBaHHSA; NPU3HAYeHHSA aHTUriCTaMiHHUX NpenapaTiB MoXe 6y TV KOPUCHUM /19 3MEHLLEHHS CUMMTOMIB.
AHTIOHEBPOTUYHUIA HAOPSAK, MOB’S3aHWIN 3 HAOPAKOM ropTaHi, MOXe NPU3BeCT A0 NeTaNbHOr0 HacnigKy. Y pasi Konu Habpsik PO3NOBCHOLKYETLCS Ha AWK,
r0N0COBY LWiNMHY abo ropTaHb 3 IMOBIPHUM BUHWKHEHHSIM OOCTPYKLIT AnXanbHUX LWSXiB, HEOOXigHe TepMiHOBE NPOBEAEHHS HEBIAKNAAHOT Tepanil, SKka MoxXe
BK/IOHATUN BBEAEHHS agpeHaniHy Ta/abo NigTpUMaHHA NPOXiAHOCTI AnXanbHUX LWAAXIB. MauieHT NOBUHEH 3HAXOAMTUCH MNif MNOCTINHAM MeAMYHUM HarnsagoM Ao
MOBHOCO Ta CTINKOr0 3HNKHEHHA CUMIMTOMIB.

MauieHT 3 aHrioHeBPOTUYHUM HAOPAKOM B aHamHesi, Lo He 6yB NOB’A3aHWIn 3 NPUIAOMOM iHriGiTopiB AIN®, MOXYTb MaTU MiABULLEHNIA PU3NK BUHUKHEHHS
aHrioHeBPOTMYHOI 0 HAbPAKY Npy NpUiAoMi iHriGiTopiB AMN® (auB. po3ain «poTUNOKa3aHHN).

Y nauieHTIB nif 4vac nikyBaHHA iHri6iTopamu AM® noBifoOMIANOCA MPO PIAKICHI BUMAAKU BUHWMKHEHHS IHTECTMHA/IbHOT aHrioefeMu. Y Takux MauieHTiB




Bil3HauaBcA abAoMiHanbHWUIA 6inb (3 HyAOTOK Ta GMHOBaHHAM abo 6e3 HUX); y AesdKUX BUMagkax NonepeaHbOro aHrioHEBPOTUYHOIrO HabpsiKky 06MM4us He
cnocTepiranocs Ta piBeHb C-1 ecTepasu 6yB y Hopmi. [iarHo3 iHTECTUHaNbHOI aHrioegemMu Oyn0 BCTAHOBMAEHO Mif 4Yac KOMM’HOTepHOI Tomorpadgii abo
YNbTPa3BYKOBOI0 OCNIMKEeHHSA, ab0 nij vac XipypriyHoro BTpyyaHHs. Iicng BigmiHu iHrioitopy AMN® cuMntoMu aHriOHEBPOTUYHOMO HAOPAKY 3HMKanK. Mig yac
npoBefeHHA andepeHLinHOro giarHosy abaomiHanbHOro 60110, WO BUHMKAE Y MaLieHTIB Ha Ti NpuiiomMy iHriGiTopis AM®, HeobXigHO BpaxoByBaTh MOXK/IMBICTb
BUHWKHEHHS IHTECTUHANBLHOT aHrioefemn (AuB. po3ain «MobiuHi peakLii»).

OfiHoYaCHe 3aCTOCYBaHHA NepuUHAONPUIY 3 cakybiTpuiom/BancapTaHoOM NPOTUINOKa3aHe Yepes NigBULLEHWIA PUSMK PO3BUTKY aHTiOHEBPOTUUYHOIO HAbpAKY (AvB.
po3gin «poTunoKasaHHa»). Po3nounHaTV 3aCTOCYBaHHA Cakyb6iTpuny/BancapTaHy Chif He paHiwe HiK 4epe3 36 roguvH Micns NpUinomMy OCTaHHLOT 03K
nepuHZonpuny. Y pasi NPUNUHEHHS NTIKyBaHHA caKyb6iTpuiom/BasicapTaHOM Teparito NepuHAONPUIOM CAif PO3NOYMHATK He paHille HXK vepe3 36 roguH nicns
NpUinoOMy OCTaHHLOT 403K CaKybiTpuay/BancapTaHy (4vB. po3ginn «MpoTuUnokasaHHs» i «B3aeMogis 3 iHLWMMK NiKapCbK1UMKM 3ac06aMM Ta iHLLI BUAW B3aEMOAI»).
O[fiHOoYacHe 3aCTOCYBaHHA HLIMX [Hri6GITOPIB HeMTpanbHOI eHaonenTuaasn (HEM) (Hanpuknag pauekagotpuny) Ta iHrieitopis AM® TakoX MoXe Npu3BecTn [0
NiABULLEHHS PU3NKY PO3BUTKY aHTiOHEBPOTUYHOIO HabpsaKy (4MB. po3Ain «B3aeMogia 3 iHWMMK NiKapCbKUMK 3acobamu Ta iHLLI BUAWM B3aEMOLiN»). Tomy nepej
MoYaTKoOM JliKyBaHHA iHri6iTopamu HEI (Hanpvknafg pauekagoTpusiiom) Yy nauieHTiB, SKi 3aCTOCOBYHOTb MEPUHAOMPWA, CAif NPOBECTU PETeNIbHY OLiHKY
CNiBBIAHOLLEHHA KOPUCTL/PU3KK.

IHri6iTopy MTOR (Hanpuknag cuponimyc, eBeponimyc, TEMCUPONIMYC): Y MaLieHTIB, SKi 0AHOYACHO 3aCTOCOBYHOTh iHFiGiTopn MTOR (Hanpuknag cvponimyc,
eBeposiiMyc, TEMCUPO/IMYC), MOX/IMBE MIABULLEHHA PU3NKY PO3BUTKY aHriOHEBPOTUYHOrO Habpsaky (Hanpuknag Habpsky AuXanbHUX LWAAXIB abo A3nKa, 3
MOPYLLEHHAM (hYHKLIT AnXaHHS abo 6e3) (aMB. po3ain «B3aemofis 3 iHWMMK NiKapCbKUMKM 3aco6amu Ta iHLWI BUAN B3aEMOLIN»).

AHadinakToigHI peakLii nig yac nnasmadepesy NiNONPoOTeILiB HA3LKOT WinbHOCTI (JTHLLL). MNoBigomnsnocs npo pigKiCHI BUNALKW BUHUKHEHHS HebGe3neyHux ans
XUTTA aHa(hiNakToIAHMX peakuiin y nauieHTiB, SKi NpuiiMaroTh iHribiTopn AMN®, nig yac npoBeAeHHs nnasmadepesy NiNoNPoTeifiB HU3bKOT WinbHOCTI (JTHLL) 3
BUKOPUCTaHHAM [eKCTpaHcybgaty. PO3BUTKY aHainakToigHUX peakLiil MOXHa YHUKHYTU, AKWO nepes NPOBEeLEHHAM KOXHOro nnasMadepesy TUMYacoBO
MPUMUHATY NTIKYBaHHSA iHri6iTopamu AlN®.

AHabinakTOoigHi peakuii nig vac geceHcubinisyodol Tepanii. MoBIiAOMNANOCA MPO MOX/MBICTb BUHWKHEHHS aHagiNakToOIAHMX peakuid y nauieHTiB, SKi
npuimatoTb iHriGiTopy AM® nig yac feceHCUOBINi3yoHoro NikyBaHHA npenaparamu, WO MICTATb OKOMMHY OTpYyTy. LiMX peakuiii MOXHA YHWKHYTU npu
TUMYacOBOMY MPUMNMHEHHI 3aCTOCYBaHHA iHribiTopiB AMN®, ane peakuii MOXYTb BUHUKHYTW 3HOBY MpKY HEO6EPeXXHOMY NMOHOB/EHHI NiKyBaHHS.
HeinTponeHis/arpaHynou/To3/ TpombouuToneHis/aHeMis. Y nauieHTiB, SKi NpuidMaroTb iHriGiTopu AMN®, O6yno 3apeecTpoBaHO BUMAAKM HEWTPOMeHIl
/arpaHynoumTosy, TpPOMOOLMTONEHIT Ta aHeMiT. Y nauieHTIB i3 HOpMaIbHOK (PYHKLIE HAPOK Ta NPU BiACYTHOCTI iHWMX (haKTOPIiB PpU3MKY HETPOMNeHis BUHWKAE
pigko. MepuHgonpun cnig NnpusHavatn gyxe 06epeXkHo nauieHTam i3 KoareHo3amu, nig vyac Tepanii iMyHocynpecopamu, afionypruHoO/IoM abo npokaiHamigomM abo
NpWY MOEAHAHHI LUX OOTSXIMBUX (PAKTOPiB, 0COBMMBO AKLIO € MOPYLUEHHS (DYHKLIT HAPOK. Y [AEKOro 3 TakuMxX NauieHTiB Bif3HayaBCA PO3BUTOK CEPUO3HMX
IH(PeKLiNHMX 3aXBOPIOBaHb, IHOAI — PE3UCTEHTHUX A0 IHTEHCUBHOI aHTUOIOTMKOTepanii. AKWO NepuHAONPUA NPU3HaYaloTh TaKUM NalieHTaM, peKOMeHAYETbCS
nepiognuyYyHO KOHTPOOBATK KiNbKICTb NEMKOUMUTIB Y KPOBIi. TakoX NauieHTX MatoTb 3HATW, WO HEO6XiAHO MOBIAOMAATM MPO OYAb-SKWIA NPOSB IH(EKLiNHOro
3aXBOPIOBaHHS (6ifib y ropsi, MIMXOMaHKa).

PeHoBacKynsipHa rinepTeH3id. Y nauieHTiB i3 ABOGIYHMM CTEHO30M HMPKOBUX apTepiil abo CTEHO30M apTepil eAMHOT YHKLIOHYHUOT HUPKK Mif Yac NiKyBaHHS
iHridiTopamn AMN® NigBULLYETLCA PU3UK BUHUKHEHHSI apTepiasibHOI rinoTeH3iT Ta HUPKOBOT HeOoCTaTHOCTI (AMB. po3ain «poTUNOKa3aHHs»). 3aCTOCYBaHHS
LIYPETUKIB MOXE OYTU CNIPUATIMBUM (DAKTOPOM. 3HMKEHHSA (DYHKLIT HUPOK MOXKe CYNpPOBOKYBATUCh INLLE HE3HAYHUMU 3MIHaMM PIBHA KPeaTUHIHY Y cupoBarLi
KPOBI HaBiTb Y MauieHTIB 3 04HO6IYHMM CTEHO30M HMPKOBOT apTepil.

MoggiliHa 6nokaga peHiH-aHrioTeH3nH-anbaocTepoHoBol cuctTemu (PAAC). ICHYOTL AaHi, Wo ogHOYacHWI npuiioM iHribiTopis AlN®, 610KkaTopis peuenTopis
aHrioteHsnHy Il abo anickipeHy MiABULLYE PUUK BUHWKHEHHSA TIMOTEH3IT, rinepKaiiemii Ta 3HWKeHHA (YHKUIT HUPOK (BK/OYaKOuM rocTpy HUPKOBY
HefoCTaTHICTb). ToMy noAgiiHa 6nokaga PAAC WAsxoM ofHOYacHOro npuinomMy iHriéitopis AMNd, 6nokatopiB peLenTopiB aHrioTeH3nHy |l abo anickipeHy He
peKkoMeHoBaHa (auB. po3ain «B3aemogia 3 iHLWMMKU NiKapCbKUMK 3ac06aMun Ta iHWI BUAW B3aEMOAIN»). AKLLO NiKyBaHHS 3 OAHOYACHMM 3aCTOCYBaHHAM [BOX
6nokatopiB PAAC BBaXKaeTbCs abCONOTHO HEOOXIAHMM, BOHO MOXe BifibyBaTNCA Ti/IbKK Nif HArnsa4oMm crewianicta Ta 3a YMOBM YacTOro peTe/lbHOro MOHITOPUHIY



(DYHKLIT HUPOK, PIBHA €NeKTPONITIB Ta apTepiasibHOro TUCKy. IHriGitopn AMN® Ta 6/10KaTOpK PeLenTopiB aHrioTeH3nHy |l He crif 3aCTOCOBYBAaTU O4HOYACHO
nawuieHTam 3 giabeTUYHOO Hedponartieto.

MepBUHHUI anbLOCTEPOHI3M. MauieHTV 3 NEPBUHHUM TiNepabL0CTEPOHI3MOM, SIK NPaBU/IO0, He BIAMOBIAAtOTL HA NiKYyBaHHS aHTUTINEPTEH3NBHNMM NiKaPCbKUMU
3aco6amMu, SKi Ait0Tb LWASXOM NPUTHIYEHHS PEHIH-aHTiOTEH3MHOBOT CMCTEMW. TOMY TaKMM MaljieHTaM 3aCTOCOBYBATW JaHWIi NpenapaT He PeKOMEHAYETbLCS.
3anob6i>KHi 3axoau, NoB’A3aHi 3 NepUHAONPUIOM

rinoTeHsida. IHriGitopy AM® MOXyTb CIIPUYMHUTU Pi3Ke 3HXKEHHS apTepiasibHOro TMCKy. CMMNTOMaTMyHa rinoTeHsis PiAKo CrMOCTepiracTbCA Yy MauieHTiB 3
HeyCK/laHeHOI TinepTeH3IE0 Ta 4acTille BUHMKAE Y MauieHTiB 3 rinoBOMEMIED, Hanpuknag, npyu Tepanii AiypeTukamu, nig vac 6e3conboBOl AieTw, npu
remogianisi, giapei abo 6/1t0BaHHI, ab0 Yy MauieHTIB i3 TAXXKOK PEHIH-3a/1EXHOK TinepTeHsieto (AMB. po3ainn «B3aeMofist 3 IHWMMKU NiKapCbKUMK 3acobamu Ta
iHWi BMAM B3aEMOfiN» Ta «[M06ivHi peakuii»). MayieHTam 3 BUCOKMM PU3NKOM BMHWKHEHHS CUMMTOMATMYHOI FiNOTEH3il, a TaKoX nauieHTam 3 iLeMiyHO
XBOPOOOIO Cepus abo 3 LepebpoBacKyNAPHUMU 3aXBOPHOBAHHAMMW, B AKX HALMIPHE 3HVDKEHHA apTepia/lbHOro TUCKY MOXe CPUYMHUTU PO3BUTOK iH(APKTY
Miokapaa abo iHCynbTy, Nig yac nikyBaHHs npenapaTom Bi-MPECTAPIYM® cnig peTenbHO KOHTPOMIOBATU apTepiasbHUN TUCK, (YHKLiO HUPOK, a TaKoX
KOHLEHTpaL|ito Kanito y cupoBaTui KpoBi. Mpu BUHMKHEHHI TINOTEH3IT NalieHTa Heo6XigHO MepeBecTU Yy rOpU30HTa/IbHE MOMOXEHHS Ta Y pasi HeobXigHOCTI
BBECTU BHYTPILLUHbOBEHHO 0,9 % po34MH X/lopuay HaTpito. TpaH3UTOpHA rinoTeH3iA Ha NOYaTKy /liKyBaHHA HE € NPOTUNOKa3aHHAM A4N15 MOAa/IbLIOro Npuinomy
npenaparty, SK1i1 3a3BM1Yali MOXHa NPOAOBXYBaTU Micns BiaHOBNeHHs OLLK Ta Hopmanisauii apTepiasibHOro TUCKY.

CTeHOo3 aopTanbHOro Ta MiTpanbHOro Knanadis/rinepTpoivyHa KapgiomionaTisa. IHri6itopu AM® cnif npusHadaTv 3 06epeXXHICTO nauieHTam 3i CTEHO30M
MiTpa/IbHOrO K/anaHa Ta 06CTPYKLiet0 BUXOAY 3 NiBOro LWNYHOUKa (20pTaslbHUIA CTEHO3 abo rinepTpodivHa Kapaiomionaris).

MopyLeHHs dOyHKLIT HUPOK.

Ha Tni npuiiomy iHri6iTopis AMN® y feaknx nauyieHTiB 3
ABOGIYHNM CTEHO30M HUPKOBUX apTepili abo CTEeHO30M apTepii €AMHOI (PYHKLIIOHYHOYOT HUPKM MOX/IMBE 060POTHE NiABULLEHHS KOHLEHTPaL,iT CEHOBMHN Y KPOBI
Ta KpeaTuHiHYy Y cupoBaTLi KpoBi. Lle 6ifbLL XapakTepHO AN NauieHTIB 3 HUPKOBOK HeJOCTaTHICTHO. HasBHICTb peHOBACKYNAPHOT rinepTeHsii NiABULLYE PU3NK
BUHWKHEHHS TSHXKKOI FiNOTEH3iT Ta HUPKOBOT HEOCTATHOCTI. Y AeAKMX NauieHTIB 3 apTepiasibHO TiNepTeH3IED, Y AKMUX [0 NoyaTKy NiKyBaHHS He 610 BUSABIEHO
PEHOBACKY/IIPHMX 3aXBOPHOBaHb, PO3BMBASIOCA MiBULLEHHS CEYOBMHM KPOBI Ta KpeaTUHIHY CMPOBATKM KPOBI, 3a3BMYail He3HauYHe Ta TMMYacoBe, 0COBIMBO KON
nepyvHAONPUA NPU3HaYaIM OAHOYACHO 3 AiyPeTUKOM. Llie 6inbLu XapakTepHO 419 NauieHTIB 3 YXKe iCHYOUMM MOPYLUEHHAM (OYHKLIT HUPOK.
MeviHKoBa HeJOCTATHICTb. Pifko npuiiom iHribiTopis AM® 6yB NOB’A3aHWUIA i3 CUHAPOMOM, AKWUIA NOYMHAETLCA 3 XONIECTATUYHOT XOBTAHULL Ta PO3BMBAETLCA Y
LUBUAKOMIMHHWIA HEKPO3 MEYiHKKM, iHOAI 3 NeTa/lbHUM HacMigKoM. MexaHi3M BUHUKHEHHS LbOr0 CUHAPOMY HeBifOMMWIA. TauieHTW, y AKUX Ha TAi npuinomy
iHri6iTopy AlN® po3BMBAETHLCA YXKOBTAHULA 200 3HAYHO MiABULLYETHCSA PiBEHb NEYIHKOBMX H3MMIB, MOBWUHHI NPUMUHUTY NpUitoM iHriGiTopy AMN® Ta oTpumatu
BIANOBIAHE MeNYHEe 06CTEXeHHS | NiKyBaHHA (4MB. po34in «106i4HI peakuii»).
PacoBi oco6nmBocTi. IHri6iTopy AM® yacTiwe CNPUUMHAKTb BUHUKHEHHS aHTIOHEBPOTMYHOIO HabpsKY Y MauieHTiB HErpoigHoT pacu, HiXK Yy NpeacTaBHUKIB
IHWKX pac. AK i iHWi iHrieiTopn AMN®, nepuHZONPUN MeHW eeKTUBHO 3HUXXYE apTepiasibHUM TUCK Y MauieHTiB HerpoifHOl pacu 3 rinepTeHsieto, HiX Y
NpPeACTaBHUKIB IHLLMX pac, L0, MOX/IMBO, NOSCHIOETLCA HN3bKUM PIBHEM PEHIHY Y Nia3Mi KPOBI TaKMX NaLlieHTIB.
Kawenb. MoBigoMnsnocs Npo BUHWKHEHHS Kalwo Mif yac npuitomy iHri6iTopis AM®. Lleit Kawenb € HENPOAYKTUBHUM, TPMBAIUM i NPUNUHSAETLCA MNicns
BiAMiHM npenapaTy. Kallenb, BUKIMKaHWI NPUInOMOM iHri6iTopis AM®, NoBrHeH 6y TN YaCTUHOI AU(EPEHLIHOO AiarHO3y Kalusto.
XipypriyHe BTpyYaHHsa/AHecTesis. Npu XipypriyHoMy BTpy4YaHHi abo npu NpoBefeHHI aHecTesil, 0c06/MBO Nif Yac 3aCTOCYBaHHS aHECTETUKA, SIKWUI1 NPU3BOANTL
[0 3HVKEHHSI apTepianbHOro Tucky, Bi-MPECTAPIYM® Moxe 6/10KyBaTV YTBOPEHHS aHrioTeH3uHy |l Micns KOMMeHCaTOPHOro BUBINbHEHHS PeHiHy. Mpenapat
cnig BiAMIHUTK 3a OAUH [eHb A0 XipypriyHOro BTPyYaHHSA. AKLWO PO3BUHYNACA FiMOTEH3is | BBAXKAETLCS, L0 BOHA CMpPUYMHEHa caMe UMM MexaHi3MOM, CTaH
XBOPOro MOXHa HopMani3yBaTtu 30i/bLLIEHHAM 06’ €My LIMPKY/HOKHOT KPOBI.
Finepkaniemis. Y feskux nauieHTiB Ha TAi npuiAoMy iHri6iTopis AMN®, y ToMy Ynichi NnepuHLONpUAY, Bif3Havanocs 36iblUeHHs KOHLEeHTpaLiT Kanito y cupoBsartwi



KpoBi. [0 (hakTopiB py3nKy BUHUKHEHHS TinepKaieMii HaleXaTb HUPKOBA HeOCTATHICTb ab0 3HMXEHHS (DYHKLIT HAPOK, BiK (MoHaz 70 pokiB), LLyKPOBWiA fiaberT,
IHTEPKYPEHTHI CTaHW, Taki K ferigpartauis, roctpa cepueBa [eKOMMeHcalis, MeTaboniyHuMii aumao3 Ta OAHOYacHe 3acTOCyBaHHSI 3 Kani3bepiraroummm
AiypeTvkamm (CnipoHOaKTOH, eNniepeHoH, TpuaMTepeH abo aminiopua), 3 XxapuoBumMm fobaskamu, LLO MICTATb Kaniid, abo 3aMiHHUKaMK coni 3 Kaniem; abo npuinom
iHLWMX npenapaTiB, L0 BUKIMKaOTb MNiABMLLEHHA KOHLEHTpauii Kanito y cupoBaTtui KpoBi (renapuH, KO-TPMMOKCA30/1, TaKOX BiJOMUIA SK TPUMETOMNPUM
/cynbameTokcason). 3acTocyBaHHA , Kaninzoepiraroumnx giypeTukis abo 3amMiHHMKIB CONi 3 KaslieM, 0CO6/IMBO Y NaLliEHTIB i3
MOPYLUEHHAM (OYHKLIT HUPOK, MOXXE MPU3BECTU [0 3HAYHOro MiABULLEHHA PIBHA Kaslito B cuposatui KpoBi. [inepkasiemia MoXe CpUYUHUTL BUHUKHEHHSA
CEpi03HOi, iHOAI NeTanbHOT apuTMIi. AKLLO OAHOYACHE 3aCTOCYBaHHSA NepUHAONPUAY Ta 6yAb-AKOi 3 BULLE3a3HAYEHNX PEYOBUH BBAXKAETLCA JOPEUHUM, iX CAif
3aCTOCOBYBATW 3 06EPEXHICTIO Ta YaCTO KOHTPOHOBATM PiBEHb Kasito B CUPOBATL KPOBI (AMB. po3ain «B3aeMogia 3 iHWMMK NiKapCbKUMK 3aco6amu Ta iHLWi BUAK
B3aEMOSi ).

MauieHTW 3 LyKpoBMM AiabeToM, SKi NPUMatoTb NepopasibHi LYKPO3HMXKYBa/bHI 3aC06M ab0 OTPUMYHOTb IHCYNIH, HEOOXIAHO PeTe/lbHO KOHTPONOBATU PiBEHb
rNiKeMiT NPOTAroM NepLuioro micAus tepanii iHriéitopammn AM® (aue. po3ain «B3aeMogis 3 iIHLWNMMK NiKaPCbKMMK 3aC06aMK Ta iHLLI BUAW B3AEMOLIN»).

3anobi>kHi 3ax04u, MOB’sA3aHi 3 aMI0AMNIHOM

besneky Ta epeKTUBHICTb 3aCTOCYBaHHS aMNOAMMIHY Y CTaHi FinepTOHIYHOro Kpu3y A0BeAeHO He Byro.

CepueBa HefOCTaTHICTb. TakuMm nauieHTaM npu3Hayatu amnoAauniH CNif 3 00epeXKHICTI0. Y [0BroTpmBasiomMy nnale6b0-KOHTPOSIbOBaHOMY AOCMIIKEHHI 3
y4yacTio NaLieHTIB i3 CepLeBo0 HefoCTaTHICTIO TshKKoro ctyneHs (I — 1V dyHKuioHanbHUX Knacie 3a NY HA) npu 3acTocyBaHHI aMoAWMiHY YacToTa BUNaaKiB
PO3BUTKY HabpsiKy fiereHb Oyna BULLOK MOPIBHAHO i3 3aCTOCYBaHHAM Mnauebo (auB. po3fin «PapmakogmHamika»). AHTarOHICTM KasbLito, BK/KOYaUn
amnoamniH, HeobXigHO NpU3HaYaTK 3 06ePeXHICTIO NalieHTaM i3 3aCTiiHOK CepLeBO0 HeAOCTATHICTIO, TOMY L0 BOHM MOXYTb NiABULLYBATW PU3MK PO3BUTKY
KapAioBacKynspHUX Nofil Ta NeTanbHOCTi Y MaibyTHLOMY.

MeyiHKOBa HefOCTATHICTb. Y MauieHTIB i3 NOpPyLUeHHAM (PYHKUIT NeviHKK nepiof HaniBBUBEAEHHS amM/I0AUNIHY € NOAOBXeHUM Ta 3HavyeHHs AUC —BUCOKe;
peKkoMeH/aLlil LWo4o A03YBaHHS He BM3HAYeHi. TOMY NiKyBaHHS aMN0AMMIHOM HeO06XiAHO PO3MOYMHATM 3 HAaMHWKYMX 403 Ta 3 06EpPEeXHICTIO K Npu iHiuiauit
NiKyBaHHSA, TaK i Nifg yYac nNigBuLLeHHA [03. MauieHTam 3 NopyLUEHHSAM (YHKUIT NeYiHKKA TSHXXKOro CTyneHs MoXe O0yTu HeobXigHMM NOCTynoBuiA Nigoip o3 Ta
peTeslbHU MOHITOPUHT.

MauieHTw NiTHLOrO BiKy. MigBuMLLYBaTK [03Y NaLieHTaM iTHLOrO BiKy MOTPIOHO 3 06epeXXHICTIO (aunB. po3ainm «PapmakogmnHamika» Ta «Cnocid 3acTocyBaHHS
Ta [03n»).

HupkoBa HefOCTATHICTb. TakMM NauieHTaM amaoAuniH MOXKHa 3aCTOCOBYBaTU Y 3BMYaliHUX J03ax. KonnBaHHS KOHUEHTpaLil amnoauniny y nnasMi KpoBi He
3anexaTb Bif CTyMneHs HUPKOBOI HeAOCTaTHOCTI. AMIOAMNIH HE BUBOAMUTLCA Mif, vac Aianiay.

3anobi>kHi 3ax0au, NoB’sA3aHi 3 hikcoBaHOK KombiHaLlieto bi-MPECTAPIYM®

Jlonomi>kHi peyosuHn. [lo cknagy npenapaTty BXOAUTb NaKTO03a, TOMY MauieHTaM 3 YPOPKEHOK HernepeHOCUMICTIO ranakTo3u, CMHAPOMOM Manbabcopouii
MIIOKO3M Ta raflakTosu, 3araibHuM AedilnMToM nakTasu He PEKOMEHA0BaHO A0ro NpusHavaty.

B3aemopgii. OpgHouvacHe 3acToCyBaHHSA NiTitO, Kani3bepiraroumMx npenapaTiB, XapyoBuX [06aBOK, WO MICTATb Kanid, abo [aHTPONeHy 3 npenapaTom
Bi-MPECTAPIYM® He pekoMeH/0BaHe (A1B. po3ain «B3aeMogif 3 iHLIUMM NiKapCLKUMM 3aC06aMU Ta iHLLI BUAM B3AEMOJIN»).

3acTocyBaHHSA y nepiog BariTHOCTI abo rogyBaHHsA rpyagto.

3acTocyBaHHs npenaparty bi-MPECTAPIYM® npoTunokasaHe y nepiof BariTHOCTI.

3acTocyBaHHs npenapaty bi-MPECTAPIYM® He pekomeHA0BaHe y Nepioj rofyBaHHs rpyat0. Y pasi Heo6XiaHOCTi 3aCTOCYBaHHSA Npenapaty rofyBaHHs rpyaato
cnig NPUMNUHUTH.

BariTHiCTb

MepuHaonpun. 3acTocyBaHHs iHri6iTopie AMN® npoTunokasaHe Yy nepiof BariTHOCTI. epeKoHMBMX enifeMioNoriyHMX AoKasiB TepaTOreHHOro pusuky npu




3acTocyBaHHi iHri6iTopis AM® npotarom | TPMMECTPY BariTHOCTI HeMae; OfHaK He MOXKHa BMK/IHYATK HEBE/IMKE MIABULLEHHSA LbOro puU3NKy. Y pasi Koiu
MPOAOBXEHHA NiKyBaHHA iHribiTopamu AP BBaXKAETbCA 000B’A3KOBUM, MALEHTOK, $Ki NMaHytTb BariTHICTb, Chif MEpeBecT Ha aibTepHaTUBHI
aHTUrinepTeH3MBHI NpenapaTtun, SKi MatoTb NIATBEPAXKEHI JaHi NpPo 6e3neKy 3acTOCYBaHHA B Mepiof BariTHOCTI. AKLWO B nepiof NiKyBaHHA MiLTBEPAKYETLCS
BariTHICTb, NliKyBaHHA iHri6iTopamm AMN® cnig HeraiHO NPUMMHATK i, AKWO He0B6XigHO, 3aMiHMTY IHLWNM NTIKAPCbKMM 3aC060M, [03BOMIEHUM [ 3aCTOCYBaHHS
BariTHUM. Bigomo, wo npuitom iHri6iTopie AMN® nig vac 1l ta Il TpymecTpiB BariTHOCTI NPU3BOAMTL A0 (DETOTOKCMYHOCTI (NOpyLleHHS (DYHKUIT HUPOK,
Ma/10BOAAA, YMOBISIbHEHHSA (DOPMYBaHHSA KICTKOBOI TKaHWHW 4Yepera) Ta [0 HeOHaTa/lbHOT TOKCWMYHOCTI (HMPKOBA HELOCTATHICTb, apTepiasibHa rinoTeHsis,
rinepkaniemist). AKLWO X iHriitopy AMN® npuiimanu 3 |1l TpUMecTpy BariTHOCTI, PEKOMEHA0BAHO YNbTPa3ByKOBE 06CTEXXEHHSA (YHKLii HUPOK Ta 6yA0BK Yepena
HOBOHAPOAPKEHOI 0. 3a HOBOHAPOMKEHMMM, UKi MaTepi y nepiog BariTHOCTI NpuiiMany iHribiTopn AN, cnif cnoctepirat Ans CBOEYaCHOI 0 BUSB/EHHS | KOPEKLiT
apTepiaibHOT rinoTeHsii.

AmoauniH. be3neky 3acTOCyBaHHA amnoAuMiHy BariTHAMW >XiHKaMW BCTaHOB/IEHO He Oyno. Y [OCHIMKEHHAX Ha TBapuvHaxX TOKCUYHWWA BMWB Ha
PenpPoAYKTUBHICTb CMOCTEPIraBca nif 4ac BBEAEHHS BMCOKMX A03. 3aCTOCYBaHHA MpenapaTy y nepioj BariTHOCTI PeKOMeHZOBaHe TifIbK1 Yy pasi BiACYTHOCTI
6e3neyHiLIoro aflbTePHATMBHOIO NiKyBaHHS Ta KO/ 3aXBOPIOBAHHA Mae GiNbLUNIA PU3MK AN BariTHOI Ta nioga.

["oyBaHHA rpyaato

MepuHgonpun. He peKoMeHA0BaHO 3aCTOCYBaHHS MEPUHAONPUY Y Mepiof rogyBaHHA rpyaaro Y 3B’S3Ky 3 BIACYTHICTIO gaHuX. [Mig yac rofyBaHHsA rpyaato
6aXkaHO MPU3HAYNTU anbTePHATMBHE NTiKYBaHHSA i3 6ibll AOCNIKEHUM Mpodinem 6e3nekn, 0co6/IMBO Nif Yac rogyBaHHA HOBOHAPOKEHOr0 abo HeJOHOLLIEHOIO
HEMOBNATHK.

AmnogmniH. AMI0AUNIH NPOHNKAE Y TPpyAHe MOOKO. [Jo3a, OTpMMaHa HeMOB/IAM, OLIHIOBaNacs Ha M>KKBApPTW/IbHIA OCHOBI i 3HAXOAWTLCA B Aiana3oHi 3—7 % 3
MaKCUMa/lbHUM 3HayeHHAM 15 % Bif NPUIAHATOI MaTip’to 4o3W. Bnnave amnoguniHy Ha HeMOBAAT HeBIAOMWN. PilleHHS LWOAO NPOAOBXEHHS/NPUMUHEHHS
rogyBaHHs rpyaato abo NpPoAOBXKEHHA/MPUNUHEHHS NTIKYBaHHA aMIoaUMiHOM CAif, npuiiMaTi, 6epyyn [0 yBarn KOPUCTb Bif rofyBaHHA rpyaato And AUTUHK Ta
KOPUCTb Bif NiKyBaHHA aMN0AUMIHOM NS MaTepi.

depTUNbHICTb

MNepuHaonpun. Bnane Ha penpofyKTUBHY (YHKLiK0 ab0 PepTUNLHICTb BiLCYTHIN.

AmnoauniH. Mpo 060poTHI GioXiMiYHI 3MiHX Y TO/IOBL CMepmaTo30ia NoBifOMAAN0CA Y AeSKUX MauieHTiB, SKi NiKyBannca 6/10KaTopaMmn KasbLieBMX KaHaniB.
KniHiYHi gaHi Wo4o NoTeHUiNHOro BNANBY amioAnnNiHy Ha (PePTUNLHICTb € HeAOCTaTHIMK. BigomMo, Lo Y AocnimXeHHI Ha Lypax 6yno BUSABAEHO NOGIYHY Aito Ha
(DePTU/BHICTbL CaMLiB.

30aTHICTb BNAMBATM Ha LUBUAKICTb peakLii npy KepyBaHHi aBTOTPaHCNopTOM abo iHLLIUMU MexaHi3MaMu.

NocnimkeHHs wopo snavey npenapaTy Bi-MPECTAPIYM® Ha 3aaTHiCTb KepyBaTu TPaHCTMOPTHMMMK 3aco6amMi Ta MpPaLoBaTyi 3 iHWWMKU MexaHisMamy He
NPOBOAUINCE. AMNOAUMNIH MOXe UYMHUTWU He3HayHWi abo MOMIPHWMIA BNAMB Ha 3AATHICTb KepyBaTW TPaHCMOPTHUMK 3acobamy Ta npautoBatv 3 iHWMMU
MexaHisamamu. MOXKMBe MOPYLUEHHA peakuil BOAIA Y pasi BMHUKHEHHSA 3arnamMOpOYeHHs, FO/0BHOrM0 60710, CnabkocTi, CTOM/OBAHOCTI abo HyAoTW.
PeKoMeH0BaHO 6y TV 06epeXXHMM, 0CO6/IMBO Ha MOYATKY NiKyBaHHS.

Cnocib 3acTocyBaHHA Ta A03Mu.

[ns nepopasibHOro 3aCToCyBaHHS.

Jopocnum cnig npusHadatn 1 TabneTky Ha AeHb 04HOPa3oBo, 6aXaHo BpaHLi nepes Npuintomom ixi. Tabnetka He nignsarae noginy.

[o3y cnig nigbvpatn iHAUBIAYabHO 419 KOXHOIO MauieHTa 3 ypaxyBaHHAM NoKasaHHS 415 3aCTOCYBaHHS, Nepebiry 3axBoproBaHHSA Ta NOKa3HWKIB apTepiaibHOro
TUCKY. MakcmanbHa 1060Ba f1o3a — 1 TabneTka npenapaty bi-NMPECTAPIYM® 10 mr/10 mr Ha 06y .

LLloio nauieHTiB 3 rpyn pu3nKy AvB. po3ain «Oco6/IMBOCTI 3aCTOCYBaHHS».



MayieH TV 3 NOPYLUEHHAM (YHKLIT HAPOK Ta nauieHTV NiTHbOro BiKY (AWB. po3ginm «OcCo6/aMBOCTI 3aCTOCYBaHHA» Ta «®PapMakoKiHeTVKa»). BreeaeHHs
NepuUHAONPUNIATY 3HUXKYETLCA Y NaUieHTIB 3 HUPKOBOK HeAOCTATHICTIO Ta Y NauieHTIB NiTHLOro BiKy, TOMY Mig Yac NiKyBaHHS HeO6XiAHO NMPOBOAWUTM YacCTUIA
KOHTPO/Ib PIBHA KPEATUHIHY i Kanito.

Bi-MPECTAPIYM® Mo)Ha npusHayaTy naLiieHTam 3 KNipeHCoM KpeaTuHiHy = 60 M/XB Ta He CAifl Npu3Ha4aTh naLlieHTaMm i3 KipeHCOM KpeaTuHiHY < 60 M//XB.
TakvM naujieHTaM PeKOMeHAYETLCA IHAMBILYaIbHUIA NiAGIP 403U KOXHOI0 3 KOMMOHEHTIB npenapaTy 0KPemo.

3a ymoBM [06pOT NEepeHOCMMOCTI A03yBaHHA amMIogUNiHY € OAHAKOBUM A1 MOMOALIMX MaLieHTIB Ta NauieHTIB MiTHLOro BiKy. 14 NauieHTiB NITHbOrO BiKy
PEKOMEH0BaHMNI 3BMYaIHUIA PeXXUM [103YBaHHS, ane NifaBuLLyBaTh 403y HeOOXIAHO 3 06ePEXHICTHO.

KoHUeHTpauia amnogunidy y nnasmi KpoBi He 3a/1eXKUTh Bif, CTYNeHsA NopyLUeHHSA PYHKLIT HAPOK.

AMNOANMIH He BUBOAMTLCA Nif Yac Aianisy.

MMopyLUeHHsT PyHKLIT nedviHkK (amB. po3ainu «OcobnnMBOCTI 3aCTOCYBaHHSA» Ta «PapMaKoKiHeTUKa»). BiAcyTHI pekoMeHdauil WOo40 A03yBaHHA ANS NauieHTIB 3
NErkvM Ta NOMIPHUM NOPYLUEHHAM (YHKLUIT NediHkK, ToMy nigéupaTty 4o3y NoTpioHO 06epeXKHO, PO3NOYMHATY Tepanito CNif 3 HalHWKYMX [03 (4WB. po3ginu
«OCc06MBOCTI 3acTOCyBaHHS» Ta «PapMaKOKiHeTMKa»). g BM6OpY ONTUMasibHOT NOYaTKOBOI Ta MIATPMMYHOUYOT [03M NiKapCbKOro 3acoby nauieHTam 3
MOPYLLEHHAM (DYHKLUIT NEYiHKN HeObXiAHO OKPeMO Migbupaty A03y amnoauniHy Ta nepuHaonpuny. OocnimgkeHHs hapMakoKiHETUKN amnoauniHy y nauieHTiB 3
TSOKKUM NOPYLLUEHHAM (DYHKLIT NeYiHKK He npoBogmamncs. MauieHTam 3 NOpyLUeHHAM PYHKLIT MeYiHKM TAXKOro CTYMNeHs NPUInoM aMmIo4uniHy CNif, po3noymHaTi 3
HaHMKYMX 103, AKi MigBULLYHOTb MOCTYMNOBO.

aiTn.
Bi-MPECTAPIYM® He peKoMeHAY€ETbCS NpKU3HAYaTL AiTSM Yepe3 BifCYTHICTb JOCIMKEHb 3 YUACTIO Ll rpyni NaLlieHTiB.

Nepepo3yBaHHA.

Mpo BUNaaKu nepeao3ysaHHs npenapaty bi-NMPECTAPIYM® He nosigomnsnocs. [aHi LoA0 CBiOMOro nepefo3yBaHHs aMIoAuniHy € 06MeXeHUMU. CUMNTOMMU:
HasBHI [aHi NPUNYCKalTb, WO MPUIAOM [LyXe BEeIUKUX [03 MOXe MPU3BecTU [0 HaAMIpHOI nepudepuyHoil Basogunatauii Ta MMOBIPHOTO BUHUKHEHHS
pedieKTopHOT Taxikapgii. MoBif4oMAsAN0Ccs NPO BUPaXKeHY, MOX/INBO, TPMBA/TY CUCTEMHY TiMOTEH3it0 Ta LWOK 3 /1eTa/IbHUM HAC/iAKOM.

JlikyBaHHA: KMIHIYHO BMpaKeHa rinoTeH3id, BUK/MKaHA Mepefo3yBaHHAM aMIoAuMiHy, NoTpebye akTMBHOT KapAioBacKy/nsApHOI AOMOMOrKM, 30KpeMa 4actoro
MOHITOPUHIY (DYHKLIT cepus Ta pecnipaTopHOl (PYHKUIT, HAAaHHS NaLieHTy FOPU30HTaIbHOrO NOMOXEHHS 3 NPUNIAHATUMMN HVDKHIMW KiHLIBKamK, Ta noTpebye
YB@KHOI0 CTEXEHHS 32 06’€MOM LMPKY/IHOKOUOT KPOBI Ta CEHOBUAINEHHSM.

Mpu3HaYeHHS Ba30KOHCTPMKTOPA MOXEe OYyTW KOPUCHUM AN BifHOBNEHHS TOHYCY CYAMH Ta apTepiaslbHOr0 TUCKY, SKWO BiACYTHI MNPOTMMOKa3aHHS.
BHYTpiLLHbOBEHHE BBEEHHS KasbLiit0 I/TFOKOHATY MOXKe LOMOMOITU YCYHEHHIO HacNifKiB 6/10Kaau KanbLieBUX KaHaiB.

Y [Leskux BUNafLKax € LOpeYHVUM NMPOMUBAHHSA LUNYHKA. JOCiIKEeHHS 3a y4acTio LOOPOBO/bLIB NPOAEMOHCTPYBAO, L0 NPUIAOM aKTUBOBAHOIO BYTiN/sA yepes 2
rogvHn nicna npuinomy 10 Mr amnoguniHy 3HVKYE LIBMAKICTb abcopbuii amnoauniHy B opraHiami. ¥ cUCTEMHOMY KPOBOOGIry amnoauniH Mae BUCOKWUIA PiBEHb
3B’A3yBaHHA 3 6i/IKaMK KPOBI, TOMY MPU3HAYeHHs reMofianisy He epeKTUBHE.

IHhopMaLlis Npo nepefo3yBaHHS NEPUHAONPUNY € 0OMEXeHOH. Mpu nepeaosyBaHHi iHriGiTopiB AMN® MOXYTb BUHUKHYTW FINOTEH3isA, UMPKYNATOPHWIA LLOK,
MOPYLLEHHS €NeKTPONITHOro 6anaHcy, HUPKOBa HEAOCTATHICTb, FiNepBeHTUNALLIA, Taxikapais, nanbniTayis, 6pagukapais, 3anaMopoyeHHs, TPMBOra Ta Kallesb.
Mpn nepenosyBaHHI PeKOMEHAYETLCA BHYTPILLUHLOBEHHE BBEAEHHSA Po3umHy xnopuay Hatpito 0,9 %. Mpy BUHWKHEHHI TiNOTEeH3IT nayieHTy HeobXxigHO HafjaTu
FOPU30HTA/ILHOTO MOJIOXeHHA. Cnif, po3rnsgHYTU MOX/MBICTb MPOBEAEHHSA [HQY3IT 3 aHrioTeH3nHOM |l Ta/abo BHYTPILLIHLOBEHHOIO BBEAEHHSI KaTexoNamiHIB.
MepuHOoNpUn MoXe 6yTN BUBELEHMIA 3 CUCTEMHOrO KPOBOOOLIry 3a [OMOMOrow remogianisy (ave. po3gin «Oco6/nBOCTI 3aCTOCYBaHHSA»). Mpy BUHUKHEHHI
CTINKOT [0 NiKyBaHHA 6pafuKapfil MOX/MBe 3aCTOCOBYBaHHA LUTYYHOrO BOZif puTMy. Heo6XifZHWA MNOCTIMHWIA MOHITOPUHI OCHOBHUX MOKa3HUKIB
XUTTELRIANBHOCTI, PIBHSA KOHLEHTpaLiT eNeKTPONITIB Ta KpeaTUHIHY Yy C1poBaTL,i KPOBi.



Mo6iyHiI peakuil.

HaiyacTilwmmMmn nobivyHMMK peakuismn, Npo AKi NOBIAOMSNOCA MPU OKPEMOMY 3aCTOCYBaHHI MepuHAONPWIY Ta amaoguniHy, € HabpskW, COHAMBICTb,
3anamMopOYeHHS, FO/IOBHMIA 6inb (0CO6/IMBO Ha NOYATKY NiKyBaHHS), CIOTBOPEHHS CMaKy (AMCreBsist), napecTesisi, NopyLUeHHs 30py (BK/IOUaOUN ABOIHHSA), A3BiH Y
ByXax, BEPTUro, Nanbnitayis, NPpUNAMBK, rinoTeHsia (Ta NOB’s3aHi 3 HEKO CUMMNTOMM), 3a[MLLUKa, Kawenb, 6iflb Yy XMUBOTI, Hy0Ta, 6/10BaHHS, AUCMENCIs, 3MiHa
puTMy Aedekauii, giapes, 3amnop, CBep6iX, BUCUM, eK3aHTeMa, HabpsaK Cyrnobis (HAbPSK LLUMKOIOTOK), Cra3Mmn M’ A3iB, NiABULLEHA BTOM/IHOBAHICTb, aCTeHIS.

MMig yac KNiHIYHUX gocnimkeHb Ta/abo MicnspeecTpawiinHOro 3acToCyBaHHA MepuHAONPUIY abo aMnoanniHy OKPeMO CMOCTepiranmMca Hk4vesasHavyeHi nobiyHi
peakuil, sKi KnacugikosaHi 3rifHoO 3i C/IOBHMKOM CTaHA4APTM30BaHOT Mean4YHoT TepMiHonorii MedDRA 3a cucteMaMu OpraHiaMy 3 Takok 4aCTOTOK BUHUKHEHHS:
AyXe yacTo (=1/10); yacTo (=1/100 go <1/10); HeuacTto (>1/1000 go <1/100); pigko (>1/10000 go <1/1000); pyxe pigko (<1/10000); yactoTa Heifoma (He MOXKHa
BU3HAYMTN 33 HasABHOKO iIHpOPMaALLiEtD).

IHeKLLIT Ta iHBA3IT: PUHIT (HeYacTo - am/IoAUMiH; AyXXe PIAKO - NepuHAoNpu).

3 60Ky cUCTeMU KPOBI Ta NiMGaTUYHOT CUCTEMU: e03UHOMINIA (HeYacTo* - nepuHAONPWN); NeliKoneHis/HeTponeHis (4y>Xe pigKo - amnoauniH Ta NepuHLONpW)
(amB. po3ain «OCco6/MBOCTI 3aCTOCYBaHHS»); arpaHynoumMTo3 abo naHUMTOMNeHis (ayxe piako - nepuHaonpwn) (ame. po3ain «Oco6nMBOCTI 3aCTOCYBaHHS);
TpombouuToNeHIs (Qy>Xe piAKo - amnoauniH Ta nepuHaonpun) (Ame. po3ain «OcobMBOCTI 3aCTOCYBaHHS»); eH3MMOCNeUMMivYHa reMosliTyHa aHemis y nauieHTIiB
3 YPOLKEHOI HeJOCTaTHICTHO M1H0K030-6-pochaTerigporeHasm (gyxe pigko - nepuHgonpun) (aus. posgin «OcobnmBOCTI 3aCTOCYBAHHSA).

3 60KY IMYHHOT CUCTEMMU: TiNepPUyTAMBICTb (JY>KEe PIAKO - aMI0AMMNIH; HEYaCTO - NepuHAoNpPUN).

3 60Ky 06MiHY pe4yoBWH i MeTaboni3My: rinornikemisa (Heyacto* - nepuHgonpun) (Aue. po3gdinn «Oco6nMBOCTI 3aCTOCyBaHHSA» Ta «B3aemopis 3 iHWUMK
NiKapcbK1MMM 3ac06aMm Ta iHLLI BUAW B3aEMOAiN»); rinepKaniemis, WO 3HMKAE Micns BigMiHM npenapaTy (Heyacto* - nepuHgonpwn) (ave. po3ain «OcobamnBocCTi
3aCTOCYBaHHS»); rinoHaTpiemisa (HeyacTo* - nepuHAoNpWN); rinepraikemis (ay»e pigko - amnoauniH).

3 60Ky Ncuxikn: 6e3COHHA (HeYacTo - aMI0AMMIH); NOPYLUEHHA HACTPO (BKIHOYaKOUM TPMBOTrY) (HeYacTo - amIoAMniH Ta nepuHaonpun); aenpecia (Hevacrto -
am/iIoAunNiH); NOPYLUEeHHA CHY (HeYacTo - nepuHAoNpwN).

3 60Ky HEepBOBOI CMUCTEMMW: COHNMBICTb (OCOONMBO Ha MOYATKY JliKyBaHHA) (4acTO - amI0AMMNIH; HeyacTo* - MNepuHAONPWI); 3anaMopoyeHHs (0Co6aMBO Ha
noyatky NiKyBaHHS) (4acTO - am/of4uniH Ta MEepUHAONPWUN); ronoBHWM 6inb (0CO6AMBO Ha MOYaTKy NiKyBaHHSA) (4acTo - amioAuniH Ta nepuHLonpun);
CMOTBOPEHHA CMaKy (gucresis) (HeYacTo - am0AMMIH; YacTo - NepuHAONPUI); TpeMop (HeYacTo - amoAMMiH); rinoecTesid (HeYacTo - am/0AMMIH); napecTesis
(HeyacTo - am/Iof4MNiH; YacTo - NePUHAONPWU); HEMPUTOMHICTb (HEYACTO - am/I0AMNIH; HeYacTo* - NepuHAONPWN); CNYTaHICTb CBILOMOCTI (PiAKO - am/I0AMNIH;
AY>Xe pifKo - MepuHAonpun); rinepToHyc (Ay>Ke PigKo - amnoaunin); nepudepryHa HeiponaTia (4y)e pigKo - amMnoamniH); LepebpoBackKynsapHi NOAIT MOXYTb
BUHMKATW BHACNILOK HAAMIPHOTO 3HUKEHHS apTepia/lbHOro TUCKY Y NauieHTIB rpyny BUCOKOrO PU3MKY (Jy>Ke pigko - nepuHgonpun) (ame. po3gin «OcobamBocCTi
3aCTOCyBaHHS»); eKcTpanipamifgHi po3nagn (ekctpanipamigHuii cuHapoMm) (YacToTa HeBigoMa - aMioAUMiH).

3 BOKY OpraHiB 30py: NOPYyLUEeHHS 30py (4acTo - aMn1oAuMIH Ta NepuHAONPUI); ABOTHHA (YacTo - aMIoAnMiIH).

3 6OKY OpraHiB ciyxy Ta BECTUOYIAPHOIO anapary: A3BiH Y Byxax (HE4acTo - aM/104uWNiH; 4acTo - NepuHAONPWUII); BEPTUIO (4acTo - MepuHAonpun).

3 6oKy cepus: nanbnitayisa (4acTo - amno4WMIH; HeYacTo* - MepuHLONpuN); Taxikaphis (HeyacTo* - MepuHLONpPWA); CTEHOKAPAIA (4y>Ke PigKo - NepuHLonpwn)
(ame. po3gin «Oco6/MBOCTI 3aCTOCYBaHHA»); IHPAPKT MiOKapa MOXe BUHMKATWU BHACMIAOK HaAMIPHOIr0O 3HMXKEHHSA apTepiaibHOro TUCKY Y MauieHTIB rpynu
BUCOKOr0 pu3nKy (gy>e pifko - amioavniH Ta nepuHgonpun) (4ue. po3gin «OcobamMBOCTI 3aCTOCYBaHHA»); apuTMis (B TOMY Ymcii 6pagukapgis, WiyHOYKoBa
Taxikapgisa Ta ibpunauis nepeacepab) (HeYacTo - aMNoANMIH; AyXe PIAKO - nepuHaonpwn).

3 BOKY CYAMH: MPUNIMBK (4acTo - aMIOAMMIH); FiNOTeH3is (Ta NOB’A3aHi 3 HEK0 CUMMTOMM) (HEYaCTo - aMIOAUMIH; YacTo - NepuHAONPWN); BaCKyniT (Ay>Ke pigkKo




- aMI0AMNiH; HeYacTo* - nepuHAONpuN); heHOMeH PeiiHO (YacToTa HeBigoMa - NepuHAONPU).

3 60Ky AMXxanbHOT CUCTEMW, OPraHiB rPyAHOT KNITKW Ta CepefloCTiHHA: 3aaMLuKa (4acTo - aM/IoAMNIH Ta NePUHAONPWN); Kallenb (He4yacTo - aM/04MMIH; YacTo -
nepyvHAonpus); 6poHxocnasmM (HevacTo - NepuHAONPWI); e03MHOINIbHA MHEBMOHISA (LYXe PIAKO - NepuHAoNpu).

3 GOKY LUINYHKOBO-KMLLIKOBOIO TPakTy: rifnepnnasis aceH (4yXe pifKo - amnoaunin); 6inb y XMBOTI (4acTo - amioguniH Ta nepuHAonpun); HygoTa (4acto -
amioAvniH Ta nepuHgonpun); 61t0BaHHA (HEYacTo - amMnoAuniH; YacTo - nepuHgonpun); aucnencia (4acto - amnoAuniH Ta NepuHAONPWN); 3MiHa puTMmy
Jedekauil (4acto - amnoamniH); CyxicTb y poTi (HeyacTo - am/io4uMiH Ta MepuHAonpun); Aiaped (4acto - amogvniH Ta nepuHAonpwn); 3anop (4acto -
am10AMNiH Ta NePUHAONPUN); NaHKpeaTuT (Ay>Xe PigKo - aMnoauniH Ta NepuHAONPWN); raCTpuT (Ly>Ke PiAKo - amIoannin).

3 60Ky renarobiniapHoi CUCTEMU: TenaTuT, XXOBTAHULSA (Oy>Ke PigKO - aMIoAWNIH); LMTONITUYHUIA abo XonecTaTUYHWUIA renatuT (4y>e pigKo - nepuHZoNpw)
(amB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHSA»); NiABULLEHHS PIBHA NEYiHKOBUX PePMeHTIB (NepeBaXKHO CNPUYMHEHI X0/1ecTa3oM) (Ly)Ke PigKo - amnoaunin).

3 60Ky LWKipW Ta NigLIKIPHOI KNiTKOBUHW: aHTiOHEBPOTUYHMIA Habpsk KBiHKe (Ly)Xe piAKO - aMioAumniH); aHrioHeBPOTUYHMIA HAOPSK 06/1MYYs, KiHLIBOK, ry6,
C/IM30BMX 0O0/IOHOK, A3MKa, r0/10COBOT LWiNNHM Ta/abo ropTaHi (4y>ke pifKo - aMIoAUMNiH; HeYacTo - nepuHAonpus) (aue. po3ain «OcobanBOCTI 3aCTOCYBAHHS»);
MybTU(OPMHa epuTeMa (Ay>ke PigKo - aMnoAuMiH Ta NepUHAONPWA); anonelis (HeyacTo - aMnoAMniH); nypnypa (HeyacTo - aMnoAMMIH); 3He6apBEHHS LLKIpPK
(HeyacTo - amnoamniH); rineprigpo3 (Heyacto - amo4MMNIH Ta NePUHAONPWN); CBepbiXK (HeYacTo - amnoAMMiH; 4acTo - MEePUHAOMNPWA); BUCKM, eK3aHTeMa
(HeyacTo - amno4uNiH; 4acTo - MepPUHAONPWUS); KPOMuB’AHKAa (HeyacTo - amio4uMiH Ta nepuHAonpun) (aue. po3ain «Oco6/IMBOCTI 3aCTOCYBAHHSA»); peakLil
(hOTOUYT/IMBOCTI (AyXKe PiAKO - amnoAuniH; HeyacTo* - nepuHAonpwn); nemdiroig (HeyacTo* - MNepuHAONpPWU); NOCUIEHHS CMMNTOMIB ncopiady (pigko -
nepuHgonpun); cuHgpomM CriBeHca — IKOHCOHA (Ly>Ke PifgKo - amno4uniH); ekcgoniaTuBHWUI fepMaTut (Ly>e pigKo - amno4uniH); TOKCUYHWIA enigepMaibHNi
HeKponi3 (4acToTa HeBifoMa - aMNoAuniH).

3 BOKy OMOpHO-PYXOBOi CUCTEMMW Ta CMOMYYHOT TKaHWUHW: HAbpAK cyrnobis (HabpsAK LUMKOMOTOK) (Y4acTo - amIoAuniH); apTpaaria (He4yacTto - am/Io4unNIH;
HeyacTo* - MepuHAonpun); mianria (Heyacto - am/IoAMNIH; HevyacTo* - MepuHZONPWUI); cnasmm m’a3iB (4acTo - amIoA4UNIH Ta nepuHgonpun); 6ifb y CNuHI
(HevacTo - amnogunin).

3 60Ky CevyoBWAINLHOI CUCTEMM: MOPYLLEHHSA CEYOBUMYCKAHHSA, HIKTYpIid, nofakiypis (4acTe CEYOBUMYCKaHHA) (HEYacTo - amI0AuMNIH); HAPKOBA HeLOCTaTHICTb
(HeyacTo - mepuvHAONPWA); rOCTPa HUPKOBA HELOCTATHICTL (LY)XKe PiAKO - nepuHZonpu).

3 60Ky penpoyKTUBHOI CUCTEMU Ta MOJIOYHMX 3a/103: ePeKTU/IbHA ANCHYHKLIA (HEYacTo - aMIo4MNIH Ta NepUHAONPWI); rIHEKOMACTIs (HEeYacTo - aM/IoAMNiH).
3arajibHi _po3nagn Ta peakuii Yy MicLi BBe[EHHA: HAOPAKW (Jy>Xe 4acTo - amIoAuniH); nepudepuyHi Habpsaku (Heyacto* - nepuHAONPWU); MigBuLLeHa
BTOM/IOBaHICTb (4acTo - amnoAmnin); 6iNb y rpyaHii KNiTui (He4acTo - aMnoAMNiH; HEeYacTo* - MePUHAONPWN); acTeHis (YacTo - amnIoAuNIH Ta NepUHAONPUN);
6inb (He4acTo - aMnoAuMiH); He3ayXXaHHSA (HeYacTo - aMNoAMMIH; HeYacTo* - nepuHAONPWN); rinepTepmia (Heyacto* - nepuHAoNpwN).

Pe3ynbTaTty 1a60paTOPHUX AOC/IIKEHb: 36i/IbLUEHHA MacK Tina, 3MeHLeHHA Macy Tina (He4yacTo - aMIoAMMIH); NiABULLEHHS PIBHA CEYOBMHM Y KPOBI (HeYacTo* -
nepuHAoONpPUn); NiABULLEHHA PiBHSA KpeaTUHIHY Yy KPOBi (HeyacTo* - nepuHAonpun); NigBULLEHHS piBHA 6inipy6iHy Y KpoBi (Pi4KO - nepuHAoNpu); NigBULLEHHS
PIBHA MEYiHKOBUX PEPMEHTIB (PIAKO - NEPUHAOMPWN); 3HUXKEHHS PIBHA reMOrsIobiHy Ta reMaToKpuTy (4y>Ke PiAKo - NepuHzonpun).

Y LLIKO/)KEHHS, 0TPYEHHS Ta YCKIa[HEHHA NPW NPOBefeHHI Npoueayp: nafiHHA (HeYacTo* - nepuHLonpwun).

*UYacToTy 6yn10 po3paxoBaHO 3a AaHWMW CMOHTaHHMX MOBIAOM/IEHb NP0 MOGIYHI peakwii, BUABAEHI Y XOAI KAiHIYHWX LOCIAXKEHb.

Mpn 3acTocyBaHHI iHWKX iHriGiTopiB AM® nosigomMnsanoca Npo BUNaLKA BUHUKHEHHA CUHAPOMY NOPYLUEHHS CeKpeuii aHTuAlypeTuyHoro ropmony (CrAALN).
Tomy MoxHa po3suiHioBat CMALI SK AMOBIpHE YCKNafHEHHS, NOB’A3aHe i3 3aCTOCyBaHHAM IHri6iTopiB AM®, y TOMy 4ynchii NepuHAONpUy, i3 4acToTor
BUHWUKHEHHS fy>XXe pijKo.

[MoBIAOM/IEHHSA MPO Nif03PtOBaHI NOBIYHI peakLil




MoBifOMMEHHA NPO MiA03ptoBaHi MNOGIYHI peakLil y nicnapeecTpayiinHuiA Nnepiog NikapCbKoro 3acoby € BaMBMM. Lle aae 3mory BecTy 6e3nepepBHUin MOHITOPUHT
CNiBBIAHOLLEHHA KOPWUCTI/PU3NKY 3acTOCyBaHHA npenapaty. CneuianicTy B rasy3i OXOPOHW 340p0B’S 3060B’A3aHi MOBILOMNATA Yepe3 HalioHa/lbHY CUCTEMY
NoBifOMNeHb NPo By ab-AKi Nif03ptoBaHi NO6IYHI peakLii.

TepmiH NpUAaTHOCTI. 3 pOKMK.

YMOoBW 36epiraHHs.
36epirati TabNETKM Y LLiNIbHO 3aKPUTOMY KOHTEHepi. He NnoTpebye 0co6MBUX TeMMepaTypHUX YMOB 36epiraHHs.

YnakoBKa.
Mo 30 TabneToK y KOHTeNHepi 4na TabneTok; No 1 KOHTelHepy A4/1s TabneToK y KopoobLi 3 KapToHY.

KaTeropis Bignycky. 3a peLenTom.

3asiIBHUK.
NNE NABOPATYAP CEPB’€E/
Les Laboratoires Servier.

Micue3HaxoLKeHHS 3asBHMKa.
50 pto KapHo, 92284 CropeH cegekc, dpaHuis/
50 rue Carnot, 92284 Suresnes cedex, France.

BupobHuK.
Na6opatopii Ceps’e IHgacTpi/
Les Laboratoires Servier Industrie.

Micue3HaxomkeHHS BUPOOHMKa Ta agpeca MicLsi NPoBaKeHHS 0ro 4isifIbHOCTI.
905 pyT fe CapaH, 45520 Xigi, ®paHuis/
905 route de Saran, 45520 Gidy, France.

BupobHuK.
Ceps’e (IpnaHaif) IHgacTpic N1a/
Servier (Ireland) Industries Ltd.

Micue3HaxomkeHHS BUPOOHMKa Ta agpeca MicLsi NPoBaKeHHS 0ro 4isifIbHOCTI.
MaHineHas, Mopein Poya, Apknoy, Ko. Biknoy, IpnaHgis/
Moneylands, Gorey Road, Arklow, Co. Wicklow, Ireland.



Bupo6HUK.
AHDAPM Mignpuemcteo ®apmaveBTnyHe AT/
ANPHARM Przedsiebiorstwo Farmaceutyczne S.A.

Micue3HaxomKeHHs BUPOBHUKa Ta afpeca MicusA NpoBafKeHHS 1oro 4isIbHOCTI.
By/. AHHOMon 66, Baplasa, 03-236, MonbLa/

ul. Annopol 6B, Warszawa, 03-236, Poland.
[nsa oTprmaHHs 6yab-aKoil iHpopmaLii Wogo0 Nnikapcbkoro 3acoby npocumo 3septatuca Ao TOB «CepB’e YkpaiHax» 3a Ten. (044) 490 3441, dakc: (044) 490 3440.



