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IHCTPYKUIA
ANA MeIMHHOIo 3aCTOCYBaHHSA NTiKapCbKOro 3acoby

30KOP® ®OPTE
(ZOCOR® FORTE)
Cknap:
Aitoya peyosuHa: simvastatin;
1 TabneTka, BKpUTa naiBKOBOK 060/10HKOO, MICTUTb cumBacTaTuHy 40 Mmr;
oytunrigpokciadizon (E 320), kucnota ackopbiHOBa, KWCMOTAa J/IMMOHHA MOHOriApar, Lentsio3a MIKPOKpUCTaliuHa, KpOXMasib
npeXenaTuHI30BaHWM, MarHito cteapar, NakTo31 MOHOTIApaT;
060/10HKa TabneTKK: rinpomMenosa, rigpoKcunponinuentonosa, Tutany giokeung (E 171), Tanbk, okcug 3anisa YyepsoHuii (E 172).

JlikapcbKa hopma. TabneTku, BKPUTI NIIBKOBOK 060/10HKOIO.
OCHOBHi (hi3nKO-XiMiYHi BNacTUBOCTI: KOMbOPY YEPBOHOI LErNn, 0BasibHOI hopmu TabneTKu, BKPUTI MNiBKOBOK 060/I0HKOKD; 3 0AHOro 60Ky MapKyBaHHA MSD 749, 3
IHLLOro — rnafeHbKi.

dapmakoTepaneBTUyHa rpyna. IHriéitop F'MIr-KoA pegykrasu. Kog ATX C10A AOL.
dapmMaKko/orivyHi B1acTUBOCTI.

Micns npuiioMy BHYTPILLIHBO CUMBACTaTUH, L0 € HeaKTUBHUM JIAKTOHOM, FiApPONi3yeTheca B MeYiHLi 3 YTBOPEHHAM BifnoBiAHOro 6eTa-rifipoKCUKMUCIOTHOrO NOXiAHOTO,
LLL0 Ma€ BMCOKY iHribyto4vy akTUBHICTb Wwoao MMIM-KoA-pegykrasu (3-rigpoken-3-metunrnotapun-KoA-pesykrasn) — hepMeHTy, WO KaTanisye nepetsopeHHs TMIM-KoA
B MeBa/IOHaT, MOYaTKOBY Ta Haibi/ibll 3HaYylLy CTafito 6iocHTe3y XonecTepuHy. JoBefeHo, 1o 3okop® dopTe 3HUXKYE HOPMabHi Ta MiABULLEHI PiBHI X0NecTepuHy
NiNonpoTeiHiB HW3bKOT wWinbHocTi (XC JIMHLL). NIMHLL, yTBOpPOETLCA 3 NIMOMPOTEIHY Ay>Ke HWU3bKOT WinbHocTi (JINAHLL) Ta KatabonisyeTbCH rofIOBHUM YMHOM
peLienTopaMy 3 BMCOKOK cropigHeHicTio 3 JIMHLL,. MexaHism JINMHLL-3HWKyBanbHOro edekTy npenapaty 30kop® dopTe MOXe CKMNafaTUCh K 3i 3HUKEHHS
KoHueHTpauii XC NMNAHLL, Tak i 3i ctumynauii peuenTopis JIMHLL, Wo npu3BoAMTb 40 3MEHLLUEHOrO NPOAYKYBaHHA Ta 36i/bLUEHOr0 KaTabosniaMy XONMecTepuHy
NIMHLL,. PiBHi anoninonpoTeiHy B TakoX 3HaUHO 3HIKYHOTLCS Mif yac NikyBaHHs npenapatom 3okop® dopte. Kpim Toro, 3okop® dopTe nomiTHO 36inbluye XC /IMBLL,
Ta 3HWXKYE piBEHb TPUTNILEPUAIB Y N1a3mi KpoBi. B pe3ynbTaTi unx 3MiH 3MeHLUYETbCA CriBBigHOLWEHHSA 3arasibHoro XC go XC /IMNBLL, ta XC MHLY, go XC JTNBLL,.
PapmakoKiHe THKa.

CumBacTaTUH € HeaKTMBHUM IAKTOHOM, LLLO /IErKO FiApONi3yeTbCsa, NEPETBOPIOKOYNCH in ViVO A0 6eTa-rigpoKCUKUCIOTI, NOTY)XXHOrO iHri6iTopy MMI-KoA-peayKrasu.
rigponi3 Big6YBaETLCA FOMIOBHUM YMHOM Y MeYiHLi; WBUAKICTb riAponidy B nnasmi KpoBi NIOANMHY OyXe Mana. PapMakoKiHETUYHI BNAaCTUBOCTI OLiHIOBA/IUCh 3a Y4acTio


mailto:

popocnnx. ®apmMakoKiHETUYHI faHi WoJo AiTel Ta NigniTKiB BIACYTHI.

Abcopbuis. Y NMOAMHN cuMBacTaTUH [06pe BCMOKTYETbCA Ta MPOXOAMTb €KCTEHCMBHMWIA MEPBUMHHMIA MEYiHKOBUIA MeTabonisM. BuAineHHs B NeYiHKY 3a1eXuTb Bif
KPOBOTOKY B neyiHui. MNMeviHKa € NePBMHHUM LIEHTPOM [AiT aKTUBHOI (POpMU. Byno BUSBEHO, WO HagXOMKeHHS 6eTa-ripOKCUKMCIOTM 0 CUCTEMHOr0 KPOBOOOGIry nicns
nepopasibHOT 03U CUMBACTATUHY CTAHOBUTL MeHLUe 5 % f[o3u. MakcMManbHa KOHLUEHTpaLis akTUBHUX iHFIBITOPIB Y Nna3mi KpoBi JocAraeTbCs NpMoansHo vepes 1-2
roguvHW nicna npuinomy cumeacTatuHy. CynyTHI NpuiAoM DK He BNMBaE Ha abcopoLito.

PapMaKoKiHeTMKa OAHOKPATHOI Ta 6araToKpaTHUX [03 CMMBACTaTUHY MPOLEMOHCTPYBana, L0 He Bif0YBacTbCA HIAKOrO HaKOMWUYEHHS NIKapCbKOro 3acoby nicns
6araTokpaTHOro 3acToCyBaHHS.

Posnogin. 38’s3yBaHHSA CMMBACTaTUHY Ta MOro akTMBHOIO MeTaboniTy 3 6inkamm nnasmMm KpoBi CTaHOBUTL > 95 %.

BueeseHHA. CumBacTatuH € cybetpatom CYP3A4 (auB. po3ginm «poTunokasaHHs», «B3aemogia 3 iHWUMK NiKapcbKMMKU 3acobamy Ta iHLI BUAW B3aEMOSIN»).
Hainbinblummmn meTabonitaMu cMmBacTaTUHY, NPeAcTaBleHMMM B Niasmi KPOBI NOAMHU, € 6eTa-rigpoOKCMKMCIOTa Ta YOTUPY LOAATKOBI akTUBHI MeTabonitu. lMicna
BBEJEHHA NMOAMHI NepopasibHOT A03M PafioakTUBHOIO cumBacTaTuHy yepe3 96 rognH 60 % miveHoro Oyno BUABNEHO Y i 13 % — y ceui.
BusaBneHa y (hekanisix KifibKicTb 3ac00y fB/se c06010 abcopb0oBaHWIA NiKAPCbKMIA 3acCi6, L0 BUAINAETLCA 3 XKOBUHO, & TaKOX HeabcopboBaHMn nikapcbkui 3acib. lMicna
BHYTPILUHBbOBEHHOI H eKLiT MeTaboniTy 6eTa-rifpOKCMKMUCIOT MOro nepiof HaniBBMBEAEHHA CTaHOBUTL Y cepefHboMy 1,9 roauHW. Y dopMi iHribiTopiB 3 ceveto
BMBOAUTLCSA B cepeHbOMY Tinibkun 0,3 % [03u.

CvMBacTaTMHOBA KMC/I0Ta aKTMBHO 3aXO0MNJIKOETLCA renaToLmMTamm 3a 4ornomororo nepeHocHka OATPLBL.

CumBacTaTUH € CybCTpaTOM eqp/IFOKCHOMO MNEPEHOCHUKA BiNlka pe3snCcTEHTHOCTI paKy Mono4YHOT 3ano3n (BCRP).

Oco6nuBi rpynu nayieHTiB

Monimopcpizam SLCO1B1

Y Hociis anena ¢.521T>C reHa SLCO1B1 cnocTepiraetbca 3meHweHa akTuBHICTb b6inlka OATPLIB1. CepeaHs ekcnosuyis (AUC) ronoBHOro akTMBHOro Metabonity —
CYMBACTATUHOBOI KWUCNOTUM — CTaHoBUTb 120 % Yy reTepo3urotHux Hociie (CT) anens C i 221 % y romosurotHux Hociie (CC) MopiBHAHO 3 nauieHTamy 3
HanowmpeHiwmm reHoTunom (TT). Anenb C y NauieHTiB €BPOMEOIAHOT pack 3ycTpivaeTbea 3 YacToTor 18 %. Y nauieHTiB 3 nonimopdismMomM reHa SLCO1B1 icHye
PU3MK NiABULLEHOT EKCMO3ULLIT CMBaCTaTMHOBOT KMCNOTH, LLLO MOXKe 30i/1bLLYBaTN PU3MK PO3BUTKY pabaomionisy (auB. po3ain «OcobnBOCTI 3aCTOCYBaHHS»).

KniHiYHI XapaKTepuCcTUKN.

NokasaHHA.

[inepxonecTepuHeMis

JlikyBaHH$ NepBUHHOI rinepxonecTepuHemii abo 3millaHoi gucninigemii Sk 4ONOBHEHHA 40 AIETU, KOMM BIAMNOBIAb Ha AIETY Ta iHLII HEMeAMKAMEHTO3HI 3aC00M NiKyBaHHSA
(Hanpvknag i3vyHi BNpasu, 3HVKEHHA Macu Tina) € HeJ0CTaTHLOO.

NikyBaHHSA roMO3WUroTHOI CIMEHOI rinepxonecTepuHeMii, AK JONOBHEHHS [0 AI€TU Ta iHLIOro Ninig03HMUKYBa/IbHOTrO NliKyBaHHA (Hanpukiag agepesy Ninigis HU3bKOT
LWiNbHOCTI) abo AKLLO TaKi METOAM NiKyBaHHS HE € NPUAHATHUMN.

CepLeBo-CyanHHa NpodifiakT1Ka

SHMXKEHHSI CepLIEBO-CYAMHHOT CMEPTHOCTI Ta 3aXBOPKOBAHOCTI Y MALiEHTIB 3 AIBHOK aTePOCKNEPOTUYHOK CepLeBO-CYyANHHOIO XBOPOOOK abo LYyKpOBMM [iabeTom 3
HOpMa/lbHUMK ab0 NiABULLEHUMUN PIBHAMMW XONECTEPUHY, AK AOAATKOBA Tepanis 415 KOpekuil IHWKNX (PakTopiB pu3nKy Ta A0 iHWOT KapAionpoTeKTUBHOT Tepanii (4uB.
po34in «PapmakooriyHi BnacTmeocTi. PapMakoamHamiKa).

linepyyTAmMBICTbL O cMMBACTaTUHY ab0 By/b-AKOI CKNafoBOi NiKapCbKOro 3acoby.
3axBOproBaHHSA MeYviHKM B aKTUBHIN (ha3i abo He3po3yMine Ta CTilike NiABULLEHHS PiBHIB TpaHCaMiHa3 CMPOBATKM.
BariTHicTb i nepiog rogysaHHA rpyaato (amB. po3ain «3acTocyBaHHS y nepiog BariTHOCTI ab0 rofyBaHHSA rpyaato»).



CynyTHili npuiiom NoTyXXHMX iHri6iTopiB CYP3A4 (nikapcbkmnx 3acobiB, Wwo 36inbwytoTs AUC npnbnmsHo B 5 pasiB abo 6inblie), TakMx SK iTpakoHason,
KeTOKOHa30/1, M0CaKoHa30/, BOPWMKOHa30/, iHribiTopy BlJ/1-npoTeasn (Hanpuknag HendiHaeip), 6ouenpesip, Tenanpesip, €pPUTPOMIUMH, KIapuTPOMILVH,
TeNITPOMILMH Ta Heda3odoH, | NikapcbKnx 3acobis, AKI MICTATb KobiumcTaT (4MB. po3ginn «Oco6MBOCTI 3aCTOCYBaHHA» Ta «B3aeMOLif 3 IHLWMMUN NTIKAPCbKUMK
3aco6amu Ta iHLLi BUAM B3aEMOLIN»).

CynyTHi npuitom remibposunny, LMKNOCNOpUHY abo faHas3ony (ave. po3ginn «OcobMBOCTI 3aCTOCYBaHHA» Ta «B3aeMOfif 3 IHLWMMUY NiKapCbKMMKU 3acobamu Ta
IHLWI BUAW B3aEMOAI»).

Y pasi roMO3MroTHOI CiMeiHOI rinepxonecTepuHEMIl nalieHTam, SKi OTPUMYIOTbL NOMiTania, B A03ax 6GinbLue 40 Mr NpoTUMNOKa3aHWin (aMB. Po3ainu
«Cnocib 3acTocyBaHHA Ta 403U, «OC06/IMBOCTI 3aCTOCYBaHHA» Ta «B3aeMOfist 3 IHLLUMMM NiKapCbKUMUM 3ac06amu Ta iHLLI BUAW B3AEMOSIN»).

[Jekinbka mexaHi3miB il NikapCbKOro 3acoby MOXYTb CHPUATM MOTEHUiHIN B3aemogii 3 iHriitopamu FMI-KoA-pedyktasu. JlikapcbKi 3acobu Ta npenapatu
POC/IMHHOIO MOXOPKEHHS, AKI ranbMytoTb Aeski At pepmeHTiB (Hanpuknag CY P3A4) Ta/abo TpaHcnopTepa (Hanpuknag OATPLB), MOXyTb 30i1bWNTA KOHLEHTPAL,it0
CYMBACTATMHY Ta CUMBACTATMHOBOI KUCNOTY B M1a3Mi KPOBi Ta NPU3BECTU 0 MiABULLEHHSA PU3MKY Mionatii/pabaomionisy.

3BepHITLCA [0 IHCTPYKLUIN 419 MeAUYHOr0 3aCTOCyBaHHS BCiX 04HOYAaCHO 3aCTOCOBYBaHNX AN OTPMMaHHA [04aTKOBOI iHpopMaLil Npo iX NOTeHUAHY
B3aEMO/it0 3 CUMBaCcTaTUHOM Ta/abo 3MiHU, AKI MOXYTb BifidoyBaTuUCA 3 hepMeHTaMmn abo TpaHcnopTepamu, Ta MOX/IMBE KOPUTyBaHHSA 031 Ta 3aCTOCYBaHHS.
JocnigpKeHHs B3aeMOZii NPOBOAWNCH TiNIbKK 3a y4acTio JOPOC/NX.

dapmMakoMHaMiyHa B3aEMOis

B3aemogil 3 ninigo3HU>KyBaNbHUMU NiKapCbKUMK 3acobamu, SKi nMpu NPUAOMI OKPEMO MOXKYTb CMPUYMHUTM MionaTito. Pu3nk mionatii, BKIOYaroum pabaomionis,
3pocTae nNpu ofHOYacHOMY BBefeHHI 3 pibpaTtamun. Kpim TOro, cnoctepiraetbCcs (hapmMakoKiHeTUYHA B3aEMOZIA 3 reMgibpo3vniom, Wo nNpusBoauTb 40 30i/bLUEHHS PIBHIB
cuMBacTaTMHY B nnas3Mmi KpoBi (AvB. Migpo3gin «PapMakoKiHETUYHA B3aEMO/if» HMKYe Ta po3gdinn «poTunokasaHHsA» Ta «OCO6/MBOCTI 3aCTOCYBaHHS»). LLlogo
KOMOiHaUii cMmBacTaTuMHY i heHo(ibpaTy, TO HeMae MiATBEPKEHb TOro, WO PU3NK MioOMaTil NepeBuULLyE CyMy iHAMBIAYalbHUX PU3UKIB BHACNiLOK 3aCTOCYBaHHS
KOXKHOro . CTOCOBHO iHLWKMX (hibpaTiB afeKBaTHi faHi hapMakoHarnagy i hapmMakoKiHETUYHUX LOCNIIKEHb BiACYTHI.

IHoAi BMNaaku mionaTtii/pabaomionisy acouitoBanmcs i3 CynyTHIM NPUIOMOM CMMBACTaTUHY 3 NinigoMoandikytounvm gosamu (= 1 r/ ) HiauWHy (AUB. TaKOX po3ain
«OCc06/MBOCTi 3aCTOCYBaHHSA»).

PapmakoKiHe T1YHa B3aEMOAis

PekomeHzauiT LLLOLO OAHOYACHOr0 MPU3HAYEHHS NiKapCbKMX 3ac006iB, L0 B3aEMOZIKOTh 3 CUMBaCTaTUHOM, y3ara/lbHEHO B Tab/uLi HMKYe (AMB. TakoX po3ginu «Cnocib
3aCTOCYBaHHA Ta [03W», «[1poTUMNoKa3aHHA», «OCO6/IMBOCTI 3aCTOCYBaHHSA»).

B3aemogis 3 iHWNMY NiKapcbKUMM 3aco6amu, L0 acOLiOETLCA 3 NiABULLEHMM PU3MKOM Mionartii/pabaomionisy

NikapcbKi 3aco6u B3aeMogit BignosigHi pekomeHzau i
MoTyxHi iHriéiTopm CY P3A4, Hanpuknag; MpoTrnokasaHi Npy NpUoMi CUMBACTaTUHY
iTpakoHasor, KEeTOKOHa30/1, nocakoHasof,

BOPUKOHA30/,  epUTPOMILVH, KNapuTPOMILMH,
TeNiTPOMIUMH, iHri6iTopy Bl/1-npoTeasn (Hanpuknag
HengiHasip), 6ouenpesip, Tenanpesip, He(a3oAoH,
KoGiuucTaT, LMKNOCNOPWH, AaHason, remibposun

IHLWI (hibpaTm (3a BUHATKOM (peHoibparty) He nepesuiyyBsaTtyt 10 Mr cMMBacTaTuMHY Ha L1006y
®y3nanHOBa KMCNOTa He pekomMeHAy€eTbCA 3 CMMBACTATUHOM
HiayuH (HikoTMHOBa KucnoTa) (= 1 r/goby) He pekomMeHAYETbCA NpU3HaYaTn pasom i3

CUMBACTaTMHOM NallieHTam-a3iaTam




AMiofapoH, amnoamniH, Bepanamin, AUnTiasem, He nepesuiyyBsaTtyt 20 MI CMMBACTaTMHY Ha L1006y
enbacsip, rpasonpesip
NowmiTanig MauieHTaM 3 FOMO3UIOTHOKO CIMEHOH
rinepxonectepuHemieto (MoCIN) cumacTaTuH
npu3HayaroTb Y A03i He BuLe 40 Mr Ha 06y
JanTomiumH He pekoMeHAYy€eTbCA 3 CMMBACTATUHOM

Twukarpenop He pekomeHOyeTbCA  OfHOYaCHe  3aCTOCYBaHHS
TUKarpenopy 3  Jos3amy  CUMBAcTaTuHYy,  fKi
nepesuLLytoTb 40 Mr Ha f00y.

I"peiingpyTOBWIA CiK Mpu NpritoMi CMMBACTaTUHY YHUKATV CMOXUBAHHSA
rpeinngpyTOBOro COKY

BnamB iHLWKX NiKapCbKMX 3aC06iB Ha CUMBACTaTUH

B3aemogisa 3 iHriiTopamu CYP3A4. CumBacTaTH — Le cybctpat umutoxpomy PA50 3A4. T10TyXHi iHri6iTopn umtoxpomy P450 3A4 36ibLyOTh pU3MK MionaTii Ta
pabaomionisy BHaCNifOK MiABULLEHHSA iHTiBYHOUOT akTUBHOCTI Wono MMI-KoA-pegykTasv B nna3mi KpoBi Nif yac Tepanii cumBacTaTUHOM. [0 Takux iHri6itopis
HanexaTb iTpaKoHa30/, KETOKOHAa30/1, M0CAKOHa30/1, BOPMKOHA30/, epUTPOMILMH, KNapUTPOMILUH, TeNITPOMIUWH, iHFiGiTopn BIJ/1-npoTeasn (Hanpuknag HendgiHasip),
6ouenpesip, Tenanpesip, Hea3040H Ta NiKapCbKi 3ac06K, WO MICTATL KobiumcTaT. CynyTHIn NpuiioM iTpakoHa3ony Npu3BOAMB A0 NiABULLEHHS Ginblue HiXX y 10 pasiB
eKCno3nLii  CMMBACTaTMHOBOT KMCMOTU (aKTMBHOIO MeTaboniTy 6eTa-rigpoKcMKmcnoTn). TeniTpoMiynMH npu3BiB A0  11-KpaTHOro MiABULLEHHA  eKCno3nuii
CUMBACTaTMHOBOI KUCNOTH.

Komb6iHau,isi 3 iTpakoHa30/10M, KETOKOHA30/10M, MOCaKOHa30/10M, BOPUKOHA30/10M, iHri6iTopamu Bl/1-npoTeasn (Hanpuknag HendiHagipom), 6oLenpeBipoM, Tenanpesipom,
epUTPOMILMHOM, KNapuUTPOMILUHOM, TENITPOMILMHOM Ta Heda3of40oHOM, TakoX 3 NiKapCbKUMK 3acobamu, WO MICTATb KOGIUMCTaT, MPOTUNOKasaHa, K i KoM6iHauis 3
remciopo3nnom, LMKIOCNOPMHOM Ta faHa30/10M (AMB. po3ain «poTMnoKasaHHS»).

AKWo Tepanito NOTy>XXHUMUK iHri6iTopamu CYP3A4 (nikapcbki 3acobu, wo 36inswytots AUC npubausHo B 5 pasiB abo 6inblue) HEMOXIMBO BigMIHUTW, chif

NPU3YNUHUTK Tepanito CUMBACTAaTUHOM (Ta PO3I/ISHYTY BapiaHT 3aCTOCYBaHHSA albTEPHATUBHOIO CTaTUHY). CYMBACTATVH 3 IHLINMM,
MeHLW NOTYyXHWUMKM iHri6iTopamn CYP3A4: (oKOHa30/10M, Bepanamisiom abo auntiasemMom (4uB. po3ginm «Cnocib 3acTocyBaHHA Ta [J03u», «OcobnanBOCTI
3aCTOCYBaHHS»).

dtoKoHa30n. 3pifka noBifoMAAN0CA NPO BUNALKM pabaomionisy, Lo acoLitoBasmcs i3 CynyTHIM NPUMnOMOM CUMBACTaTUHY Ta (h1IK0OKOHa30/y (4MB. po3gin «OcobnmBoCTi
3aCTOCYBaHHA).

LinknocnopuH. Pu3mnk po3BuTKy Mionartii/pabLomioniy 3poctae npy NoegHaHOMY MpU3HaUYeHHi LIMKIOCMNOPUHY 3 CUMBACTaTUHOM; TOMY 3aCTOCYBaHHS 3 LIMK/I0CMOPUHOM
NpoTuNoOKa3aHe (AuB. po3ainn «lpoTunokasaHHs» Ta «OCO6/MBOCTI 3aCTOCYBaHHS»). Xoua MexaHi3m [Aiil HemoBHICTIO 3p03yMinuii, 6yno NpPoAeMOHCTPOBAHO, LLO
umKnocnopuH 36inbwye AUC . 36inbleHHs AUC cumBacTaTuHY BifbyBaETbCA Hacammnepes, npurHiveHHs CY P3A4 Ta/abo
6inka OATP1B1.

[JaHazon. Pusnk po3BuTKYy Mionatii Ta pabomionisy 3pocTae npu MNOegHAHOMY MNPU3HAYEHHI AaHa30/y 3 CUMBACTATMHOM; TOMY 3aCTOCYBaHHS 3 [aHa30/10M
npoTunokasaHe (4UB. po3ainy «IpoTunokasaHHsa» Ta «OCOBNMBOCTI 3aCTOCYBAHHSA»).

emcibpo3un. Memdibposun 36insbwye AUC cMmBacTaTMHOBOI KMCNOTK B 1,9 pa3a, MOX/IMBO, BHACMILOK MPUIHIYEHHA LWNsAXY OKYpPOHi3auil Ta/abo 6inka OATP1B1
(ams. po3ainu «MpoTunokasaHHs» Ta «OCO6MBOCTI 3aCTOCYBaHHS»). CynyTHE 3aCTOCYBaHHS 3 remgiopo3nnomM NpoT1MnoKasaHe.

®y3uanHoBa K1ucnoTa. Pusnk mionatii, BKIOYaoum pabaomMionis, Moxe NigsuLLyBaTUCs Nif vac CynyTHbOro NpUiomMy cUCTEMHOT (hy3VMAMHOBOT KUCNOTW Ta CTaTUHIB.
MexaHi3m Takoi B3aeMogii ((hapmakoamMHaMika abo hapmakoKiHETUKa, a60 06MABa MeXaHi3MIN) HEBIAOMUIA. Bynn NOBIAOMNEHHS NPo pabaomioni3 (BKIHOUYarumM aekinbka
NeTasibHUX BUMALKIB) Yy NauieHTIB, AKi NpuiAMann Ul KOMOIHaLit0. AKWO HeobXigHe cucTeMaTuUyHe NiKyBaHHSA (DY3MAWMHOBOK KWC/IOTOK, Ha LeW 4yac Tepanito
CUMBACTaTUHOM CiJ NPUNUHUTY (AUB. Po3ain «OcobAMBOCTI 3aCTOCYBaHHSA»). CynyTHIN NPUIOM L€l KOMGIHaLIT MOXe CIPUYUHUTIA NiABULLEHHS KOHLEHTpaLii 060X



y nnasmi Kposi.
AmiogapoH. Pusnk mionaTii Ta pabaomionisy nigBULLYETLCA Mif Yac CynyTHLOro NPUInOMYy CMMBACTaTMHY 3 aMiogapoHOM (AMB. po3gain «OcobAMBOCTI 3aCTOCYBaHHA»). Y
XOfi KMiHIYHOrO AOCNIMKEHHA Npo MionaTiio nosigomMunn 6 % nauieHTiB, SKi npuiimManyu cumBacTatMH 80 Mr Ta amiogapoH. ToMy A03a CMMBAcTaTUHY He MOBMHHA
nepesuLLyBaT 20 Mr Ha f06Y 419 NalieHTIB, AKi NPUAMatOTh LIei NiKapCbKKiA 3aCib CynyTHLO 3 amiofapoHOM.
BnokaTopu KanbLieBnx KaHaliB
. Bepanamin. Pu3uk mionaTii Ta pabgomionisy NigBULLYETbCS Mif 4Yac CymnyTHLOrO NpUiiOMYy Bepanaminy 3 cumsactaTuHoM 40 mr a6o 80 mr (guB. po3gin
«OC06MMBOCTI 3aCTOCYBaHHSA»). Y Xofi (hapMakKOKIHETUYHOrO AOCAIAKEHHA CYNyTHI NpuiioM 3 Beparnamifiom npu3BiB A0 2,3-KPaTHOro 36ibLUEHHS eKcrno3nuii

CUMBACTATUHOBOT KUCNOTW, HacaMnepes, npurHiveHHs CY P3A4. Tomy fjo3a CMMBacTaTUHY He NMOBUHHA nepesumLLyBaT 20 M Ha J06Y A1 NaLiEHTIB, AKi
npuiiMatoThb Liei CYNyTHbLO 3 BEpanamisiom.
. AvnTiazem. auntiazemy 3 cumBacTatuHoM 80 mr (amB. po3gin «OcobamBoCTi

3aCTOCYBaHHS»). Y xoAi hapMaKOKiHETUYHOIO AOCAIAKEHHS CYMYTHIN NpUiAOM 3 AMNTIA3EMOM NPU3BIB A0 2,7-KPaTHOro MiABMLLEHHA eKCno3uLii CMMBacTaTUHOBOT
KNCNOTW, Hacamnepes BHacNifoK npurHidyeHHa CY P3A4. Tomy f03a CMMBACTaTUHY He NOBMHHA nepesuLtyBaTy 20 Mr Ha 00y A/19 NaLieHTiB, AKi NpuiAMatoTh Lel
NiKapCbKWin 3aCi6 CynyTHLO 3 AUNTIA3EMOM.

e AmnoguniH. MauieHTn, AKi NpUiAMatoTb aMaI0AMNIH CYMYTHBO 3 CMMBACTATUMHOM, MatOTb NIABULLEHWIA PUSNK PO3BUTKY Mionatii. Y Xofi (hapMaKoKiHETUYHOrO
AOCAIMKEHHS CYNYTHIN NpyUiAoM 3 aMN104MNIHOM NpK3BIB A0 1,6-KpaTHOrO 36iMbLUEHHSA eKCNO3ULLIT CMMBACTaTMHOBOI KUCNOTKU. TOMY f03a CUMBACTaTUHY He NOBMHHA
nepesuLLyBsaTy 20 M Ha f06Y /19 NaLieHTIB, AKi NPUAMatoTh LLei NiKapCbKKi 3aCib CynyTHLO 3 aMI0AUMIHOM.

NomiTanig. Pusnk mionartii Ta pabgomionisy NigBULLYETLCA NPWU 04HOYACHOMY 3aCTOCYBaHHI fioMiTanigy Ta cuMBacTaTuvHy (AMB. po3finm «Crocib 3acTocyBaHHA Ta
[03n», «[1poTrnokasaHHs» Ta «OCo6MBOCTI 3aCTOCYBaHHA»). OTXe, And nauieHTis 3 FoCI™ npM ofHOYaCHOMY MpPU3HAYeHHI 3 NOMITaniAoM 4033 CUMBaCTaTUHY MaE He
nepesuLLysat 40 Mr Ha f00y.

MomipHi iHri6iTopn CYP3A4. MauieHTn, SKi NPUAMAKOTb IHLUI liKapcbKi 3ac00K, L0 MatoTb MOMIpHMIA iHribytoumnin Bnive Ha CY P3A4, cynyTHLO 3 oM,
0C06/IMBO 3 BULLMMW J03aMU CUMBACTATUHY, MatOTb NiABULLEHWIA PU3MK NOsSBU MionarTii (auB. po3ain «Ocob6MBOCTI 3aCTOCYBaHHS»).

IHri6iTopu Ginka-nepeHocHuka OATP1B1. CumMBacTaTMHOBa KuC/oTa € cybcTpatom Ginka-nepeHocHnka OATPLB1. CynyTHe NpuU3HAYeHHs NliKapCbKUX 3acobiB, fAKi
BifoMi K iHri6iTopy Ginka-nepeHocHnka OATPIB1, MoXe Npu3BOAMTU [0 30i/IbLUEHHA KOHLEHTpaL il CMMBACTATUHOBOT KUCNOTU Y Mna3mi KpoBi I JO NigBULLEHHSA
PU3NKY PO3BUTKY MionaTil :

IHri6iTOpM 6inKa pesncTeHTHOCTI paky MonoyHol 3ano3n (BCRP). OfgHoyacHe 3acTtocyBaHHA 3 iHribiTopamm BCRP (BKtoYarouy NikapcbKi 3acobu, sKi MIiCTATb
enbacsip abo rpasonpesip) MOXe MpW3BECTW [0 MiABULLEHHSA KOHLEHTpaLil cMMBAcTaTUHY B Na3Mi KPOBi i NiABULLEHHSA PU3UKY PO3BUTKY Mionatii (4vB. po3ginu
«Cnoci6 3acTocyBaHHS Ta 03u», «OCO6NBOCTI 3aCTOCYBaHHS).

HiaunH (HikoTwHOBa KucnoTa). PigkicHi y acouitoBasmca i3 cynyTHIM npuinomom ninigomoandikytoumnx o3 (= 1 r/goby) HiaynHy
(HIKOTMHOBOI KMCNOTW). Y X0oAai hapMakOKIHETUYHOIO AOCAIKEHHS CYMNyTHIA NPMIAOM OAHOKPATHO 2 I HIKOTMHOBOI KACMOTK NPONOHIOBaHOI Aii 3 20 Mr cMMBacTaTUHY
npv3BiB L0 NOMipHOro nigsuiLeHHs AUC cuMBacTaTUHY Ta CUMBaCTaTMHOBOT KUCNOTY Ta MOKasHUKaA Ciy,gx CMBACTaTUHOBOI KUC/IOTU B M/1a3Mi KPOBI.

JdanToMiuuH. 3 gantomiumHom. Cnig
[OTPUMYBATUCA 06EPEXHOCTI NP NpU3HaYeHHi iHridiTopis MMIM-KoA-pefyKTasu 3 JanTOMILUMHOM, OCKiflbKM Byab-AKWIA 3 HUX MOXe BUKIUKaTK mionaTito Ta/abo
paBIoMioNi3 NPy 3acToCyBaHHI OKPemo. IMaLieHTam, SiKi 3aCTOCOBYHOTb AANTOMILWH, C/if TMYacoBO NPU3YNUHNUTY 3aCTOCOBYBaHHS NikapcbKoro 3acoby 3okop® dopTe.

Tukarpenop. OHoYacHe 3aCTOCYBaHHS TUKarpesnopy i3 cMMBacTaTUHOM MifBuilye Cpgx | AUC cumBacTaTuHy BiAnosigHO Ao 81 % i 56 % Ta nigsuilye Cmpgx | AUC

CUMBACTaTMHOBOT KUCNOTK BIAMOBIAHO 40 64 % i 52 % 3 AesKMMU iHAMBIAYaNbHUMK BUMaAKaMmK 36i/bLUEHHS BKA3aHUX MOKa3HWKIB y 2—3 pasun. OfHoYacHe 3aCcTOCYBaHHS
TUKarpesnopy 3 fo3aMy CUMBACTATVHY, L0 NepeBuLyoTs 40 Mr Ha f06Yy, MOXe CMPUYMHUATK NOGIYHI peakui’ Ha CMMBACTaTWUH, TOMY PiLLEHHA NPO OfHOYacHe 3aCTOCYBaHHSA
npenapariB y 3a3HayeHUX fo03ax Mae 6yTu 3BaXKeHe. BraMB cumBacTaTuHy Ha piBeHb TUKarpenopy B nsasmi KpoBi He cnoctepirascs. OfHOYaCHe 3aCTOCYBaHHA TUKarpesnopy 3
[l03amMK CMMBAaCTaTUHY noHaz 40 Mr He peKOMeHYETLCA.

Cik rpeindpyTa. Cik rpeindpyTta NpUrHidye akTMBHICTb LMTOXpoMy P450 3A4. OgHouvacHe BXMBaHHS BENMKOT KiNbKOCTI COKy rpeindgpyTa (noHag 1 n Ha go6y) i
CUMBACTaTUHY BUK/IMKaIO



CeMUKpaTHe 36i/bLUEeHHS aKTUBHOCTI . BXvBaHHs 240 MN1 rpeingpyToBOro COKy 3paHKy i CUMBacTaTUHY BBeYepi TaKoX NPU3BOAMO0 A0 30i/bLUEHHS
4ii B 1,9 pasa. Tomy nifg vac likyBaHHS CMBACTaTUHOM C/lifi YHUKATW BXXMBAHHA COKY rpeingpyTa.

KonxiynH. Bynu noBigoMIeHHs Npo MionaTito Ta pabaomionis KONXIUMHY Ta CUMBaCTaTMHY Yy Maui€HTIB 3 HUPKOBOK HEAOCTATHICTHO.
PeKoMeHAY€ETbCA PeTeNIbHUI KMTHIYHUIA MOHITOPUHT NALiEHTIB, AKI NPUAMAIOTb L0 KOMGIHaL 0.

PupamniumH. OcKinbkn pugamniumH € noTyxHum ctumynatopom CYP3A4, y nauieHTiB, AKi NPOX0AATb LOBroTpuBasly Tepanito pugamniuMHoOM (Hanpuknag npu
NiKyBaHHI Ty6epKynb0o3y), MOXX/IMBa BTpaTa e(PEKTUBHOCTI CUMBACTaTUHY. Y XOAi (hapMakOKIHETUYHOIO LOCNIMKEHHS 3a Y4acTHo 340pOBUX L0OPOBO/bLLIB nowa nifg
KPMBOK «KOHLeHTpaLis-yac» (AUC) cuMmBacTaTMHOBOT KMCNOTK 3MeHLLMMack Ha 93 % npwv cynyTHbOMY BBEAEHHI pudammiyuHy.

Bname cumBacTaTWHY Ha (hapMakOKIHETUKY IHLLMX NiKapcbKux 3aco6iB. CMBaCTaTMH He Mae IHribytouoro BnaMBy Ha LMToxXpoM P450 3A4, ToMy He O4iKylTb, LLO
CYMBACTATVH BM/IMBATMe Ha KOHLEHTpaLiT B M1a3Mi KPOBi PEHOBUH, L0 MeTaboNi3yroTbCA 3a yHacTio LuToxpomy P450 3A4.

MepopanbHi aHTUKoArynaHTU. Y ABOX KNiHIYHUX JOCNIIKEHHAX, B O4HOMY 3 KMX Opasin y4acTb 340P0Bi 40O6POBO/bLI, & B IHLOMY — XBOpI 3 FinepXxosieCTepuHEMIE,
cumBacTaTvH y po3ax 20 — 40 mr/goby nomipHo 36inbliyBaB e(EKT KyMapvHOBMX aHTUKOarynsHTiB: NPOTPOMOGIHOBUIA 4ac, SKWIA BM3HaYaM SIK MiXKHapOAHe
HopManisoBaHe cnisgigHoLweHHs (MHC), 3pocTas 3 N04aTKOBOro 3HayeHHs 1,7 0o 1,813 2,6 4o 3,4 y 340p0BUX J0OPOBO/LLIB Ta XBOPUX BIAMOBIAHO. Y Ay>Ke PifKICHUX
BMMajKax cnocrepiranncsa nigsuweHi nokasHuku MHC. Y xBopux, fKi NiKyHOTbCA KYMapUHOBUMMW aHTUKOArynisHTamu, Cif NepesipsaTu NpoTPOMOGIHOBUIA Yac nepes,
noyYaTKoM Tepanii CMMBaCTaTUHOM i AOCUTb 4acTO — Ha Mo4yaTKy Tepanii, o6 YNeBHUTUCL Y BIACYTHOCTI 3HAYYyLLOi 3MiHM LbOro MokasHuka. icns [ocArHeHHs
cTabinisayii NpoTPOMOIHOBOrO 4acy MOro MOXHa MEepeBIpATU Yepe3 iHTEpBanM, AKi 3a3BUYali PEKOMEHAYHOTLCS ANS XBOPUX, WO JiKYHOTbCA KyMapvHOBUMU
aHTukoarynaHTamu. MNpw 3MiHi fo3nm abo npu BIAMIHI CMMBacTaTUHY L0 npouesypy HeobxigHo nosToputu. Tig yac Tepanii CMMBAacTaTMHOM Y MALEHTIB, AKi He
NpUIAMatoTb aHTUKOArynsHTK, He CrocTepiranocs KpoBoTey abo 3MiHM NPOTPOMOGIHOBOIO Hacy.

MionaTis/pabgomionis. CumeacTatuH, AK i iHWI iHri6iTopu TMI-KoA-peayKkrasn, MOXe CNPUYMHUTL MIONATito, L0 MPOSBASETLCA Y BUINAAI M’A30BOro 600,
XBOPO06/IMBOCTI ab0 cMabKoCTi Ta CYNpPOBOMAKYETLCA 3POCTAHHSAM aKTUBHOCTI KpeaTUHKIHa3W Biflbll HIXK Y AecATb pasiB BULLEe BepXHbOI MeXi Hopmu (BMH). MionaTis
iHoZi HabyBae (hopmu pabgomionisy, 3 abo 6e3 rocTpoi HUPKOBOT HEAOCTATHOCTI, 00YMOB/IEHOT MIOrIOBIHYPIED; AyXKe PiAKO BU3HAYaIMCA NeTanbHI BUNagKW. Pu3mk
mionartii 36i/bLIYETLCA BHACNIAOK BMUCOKOT IHTiBYOUOT akTUBHOCTI Wwoao MMIM-KoA-pefykTasu B niasmi KpoBi (NiABULLEHHS PIBHS CMMBACTaTUMHY Ta CMMBACTaTMHOBOT
KUCNOTW B MiasMi KPOBi), L0 YaCTKOBO MOXe OyTW MOB’s3aHe i3 B3aEMOAIEI0 3 NiKapCbKMMKU 3aco6amMu, fiKi MepeLuKomXatoTb 06MiHY pevoBMH Ta/abo TpaHCrnopTy
CUMBACTaTUHY (AMB. po3Lin «B3aemogisi 3 IHLMMM NiKapCbKUMK 3acobamut Ta iHLLI BUAW B3AEMOLIN»).

AK 1y pasi 3acTocyBaHHA IHWKX iHri6iTOpiB TMI-KOA-peayKTasun, pu3nmK po3BMTKY MionaTii/pabaomMionisy 3aiexuTb Bif [03M . B 6asi pgaHux
KNIHIYHUX JoCnifpKeHb, B AKUX 41413 nauieHTiB npuiiManm , 24747 (npnbnmsHo 60 %) 3 Akux Oynn 3anyyeHi [0 LOCNIMKEHb i3 CepefHIM Mepiofom
CMOCTEPEXXEHHSA NPUHaiMHI 4 poKuK, YacToTa NosBK Mionartii ctaHoBmna npubnmnsHo 0,03 %, 0,08 % Ta 0,61 % BianosigHo Npu fo3ax 20, 40 Ta 80 mr/aoby. Mig vac umx
JOCNiKeHb 3a nalieHTaMun peTesibHO CrocTepirany Ta 6ynv BUKKOYEHI AesiKi 04HOYaCHO BUKOPUCTOBYBaHI /TiKapChbKi 3aC06M, L0 BCTYNaIM Y NOTEHLiAHY B3aEMOJIt0.

B xogi KniHiYHOro AocnimpkeHHs, B IKOMY MaLlieHTV 3 iHhapKTOM Miokapaa B aHamHe3i npuiimany 3okop® 80 Mr/goby (cepefHiil nepiof cnocTepexeHHs — 6,7 poky),
yactoTa MmionaTii ctaHoBuia npu6amsHo 1,0 % nopisHAHO 3 0,02 % y nauieHTiB, aki npuimanu 20 mr/goby. MpubansHO NonoBuHA 3 LMX BUMALKIB Mionartii
crocTepiranmcs NpPoTAroM MepLUoro pPoky flikyBaHHA. YacToTa nosByM Mionatii NpoTAroM KOXHOr0 HacTYMHOro POKY fliKyBaHHA cTaHoBuia npu6ausHo 0,1 % (aus.
po3ginun «MobiuHi peakuii» Ta «PapmMakoiorivyHi BNacCTUBOCTI»). PU3MK NOsSBKU MionaTii GifbLUMIA y NauieHTiB, AKi npuiiMatoTb 80 M CMMBACTaTMHY, NOPIBHSHO 3 TaKUM Y
nawyieHTiB, SKi OTPUMYIOTb Tepanito, 3aCHOBaHY Ha IHLUMX CTaTMHaX 3 NOAIGHOK eeKTUBHICTIO OO0 3HMKEHHS XonecTepuHy JITTHLLL. Tomy go3y 3okop® dopTe
80 Mr noTpibHO 3aCTOCOBYBATM TifIbKM NaLieHTaM 3 TSXXKOHO FinepxosecTepyHeMieto Ta 3 NiABULLEHUM PU3MKOM CepPLEBO-CYAUHHUX YCKNaLHEHb, AKI He AOCArIN ehekTy
NiKyBaHHS HMXUYMMUN J03aMW, Ta KON OYIKYETHCS, LLIO KOPUCTb NepeBaXkaTMme NOTEHUiHI pu3nKn. [N nayieHTis, SKi npuiiMatoTb cumBacTaTH 80 Mr i AKMM He0OXigHO
OZiHOYaCHO 3aCTOCOBYBATU NiKapCbKUiA 3aCi6, L0 MOXE NOTEHLIAHO B3aEMOAIATH, CNif, 3aCTOCOBYBATM HVXKYY [03Y CUMBACTATUHY ab0 albTepHATUBHUI CTATWUH 3 MEHLUMM
MOTEHLia/IOM B3aEMOfIT 3 IHLWIMMW NIKAPCbKUMM 3ac06aMM (AMB. HMKYE «3ax04u L1 3HUDKEHHS PUMKY Mionartii, CNPUYMHEHOI B3aEMOAIEID 3 THLUUMM
NiKapCbKMMKN 3ac06aMmn», a TakoX po3finn «lpoTunokasaHHsa», «Cnocib 3acTocyBaHHS Ta [03u» Ta «B3aemogia 3 iHWUMK NiKapCbKMMK 3acobamu Ta iHWi BUAW
B3aEMOZii»).



Y KNiHIYHOMY [OCNIIKEHHI, B SKOMY MaLi€eHTV 3 BUCOKUM PU3MKOM CepLEBO-CYAMHHNX 3aXBOPHOBaHb OTPUMYBaIM cUMBacTaTuH y fo3i 40 mr/goby (megiaHa nepiofy
CMOCTepPeXEeHHS CTaHOBMMa 3,9 pOKy), YacToTa PO3BUTKY Mionatii ctaHoBuna npubnmsHo 0,05 % y nauieHTiB-HekmTanuis (n = 7367) y nopiBHAHHI i3 0,24 % y
naujieHTiB-kuTalyiB (N=5468). He3saxxaroum Ha Te, L0 Y LibOMY KiHIYHOMY AOCAiAKEeHHI asiiicbka nonynauis 6yna npefcTaB/ieHa nLe KUTanuamu, cifg 3 06epexxHicTio
3aCTOCOBYBATV CUMBACTaTUH MaLjieHTaM a3iinCbKOro NOXOLXKEHHS | NPU3HaYaT iM HalMeHLLY [03Y.
3HV>KeHa (PyHKUis 6inKiB-NepeHOCHUKIB. Mpy 3HKEHIN PYHKLIT NediHKoBMX BifKiB-nepeHocHUKIB OATP Moxe 36i/1bLUYBaTUCH CUCTEMHA eKCMO3WLis CUMBACTATUHOBOI
KUCMOTK i NiABMLLYBATUCA PU3MK MionaTii Ta pabaomionisy. SHMKeHHS (YHKLIT MOX/IMBE AK pe3y/bTaT iHribiLiT B3aEMOAIH0UMX 3aC06iB (Hanpuknag LMKIoCcnopuHy) abo
y nauieHTiB, AKi € Hocismn SLCO1B1 (¢.521T>C) reHoTuny.
Y HociiB anens reHa SLCO1B1 (¢.521T>C), wo Koaye MeHW akTuBHUIA 6inoK OATPIB1, Bif3Ha4aeTbCA 30i/bLUEHA CUCTEMHA eKCNO3MLis CUMBACcTaTUHOBOT KACNOTH i
NigBULLEHNIA pU3MK MionaTii. bes NpMB’a3K1 [0 reHeTUYHOro TeCTyBaHHS PU3MK PO3BUTKY MionaTii, NOB’A3aHOl 3 BUCOKMMY fo3aMu (80 Mr) cumBacTaTUHy, CTaHOBUTb
nprn6amnsHo 1 %. PesynbTatn gocnimpkeHHss SEARCH nokasytoTb, WO roMo3uroTHI Hocii anens C (Skmx nosHavaroTb ik CC), AKi NpuiimMatoTb cumBacTaTtuH y 4o3i 80 Mr,
MatoTb 15 %-i1 pusnK po3BMTKY MionaTil MPOTArOM POKY, TOAI SIK PU3MK Yy reTepo3nrotHux HociiB anens C (CT) ctaHoBuTb 1,5 %. BignoBigHWMIA NOKa3HNK PUKKY Y
nauieHTIB 3 HabINbLL PO3MNOBCIOMKEHUM reHoTUnom (TT) cTaHoBUTL 0,3 %. 3a MOX/IMBOCTI, NEPLL HiX NpU3HaYaT CUMBACTaTVH B 403i 80 MI OKpeMUM nawlieHTam, cnij
BBaXKATW JOLi/IbBHUM MPOBEAEHHS Y HUX reHOTUMYBaHHA Ha HasBHICTb anens C B paMKax OLiHKM CMiBBIAHOLIEHHA KOPUCTb-PU3MK | YHUKATW NPU3HAYEHHSA BUCOKMX [03
HocisgMm reHoTuny CC. OfHaK, BiACYTHICTb LIbOr0 reHa 3a pesy/ibTatamui FeHOTUMYBaHHA He BUK/THOYaE MOXIMBOCTI PO3BUTKY MIiONATITy LMX NaLieHTIB.
BumiptoBaHHA KpeaTUHKiHA3W. PiBeHb KpeaTUHKIHA3W He CAif BUMIpHOBaTW MICAs eHepriiHnX (isnyHMX BNpaB abo 3a HasBHOCTI Gy/Ab-KOi IMOBIPHOI albTEPHATUBHOI
NPUYNHU NiSBULLEHHA KPeaTUHKIHA3M, OCKINIbKUN Le YCKNALHIOE TNYMaYyeHHs HassBHMUX 3HaueHb. Mpy 3HaYHOMY MiABULLEHHI PIBHIB KpeaTuHKIHa3m (
) Cnif NPOBECTM NOBTOPHE BUMIPIOBaHHSA Yepe3 5—7 AHIB A/19 NiATBEPA>KEHHSA pe3y/bTaTiB.
[Mepep NnikyBaHHAM. Y CiX MaLieHTIB, L0 NMOYMHAIOTb Tepanito CUMBaCTaTMHOM, & TAKOX MauieHTiB, AKUM Oy/10 36iNbLUIEHO J03Y CMMBACTATUHY, MOTPIGHO NonepeanuTn NpPo
MOX/IMBICTb BWHWUKHEHHSI MionaTii Ta HeO0OXigHICTb HeraHOro 3BEPHEHHA A0 Nikapsi y pasi BMHWKHEHHS Oy[Ab-KOro
. Cnig potpymMyBaTUcA 06epeXHOCTI OO MaLieHTIB 3i CNpUATIMBUMMK (DaKTOpaMu PO3BUTKY pabLoMionisy. 3 MeTOH

BCTAHOB/IEHHS BIAMOBIAHOIO NOYaTKOBOIO 3HAYEHHSA PiBEHb KPeaTUHKIHA3M C/if BUMIPATY [0 MOYaTKY NiKyBaHHSA B TaKUX CUTYyauifx:

* JiTHIV BiK (BiK = 65 pokKiB);

* iHOuYa CTaTh;

*  MOPYLUEHHS PYHKLIT HMPOK;

*  HEKOHTPO/IbOBaHWUIA FiNOTMUPEO3;

* HasABHICTb B 0CO6GMCTOMY ab0 CiMeiHOMY aHaMHe3i CnafKoBMX NOPYLUEHb 3 60KY M’S3iB;

* HasBHICTb B aHaMHe3i M’A30BOT TOKCUYHOCTI, CNPUYMHEHOT CTaTUHOM abo (ibpatom;

*  3/10BXXMBAHHS a/IKOr0/1EM.
Y Takux cuTyauisix pusuK NikyBaHHS CAif po3rfisgaTyt BIAHOCHO MOX/IMBOT KOPUCTI, @ TaKOX PeKOMEHAYETLCA KMIHIYHUIA MOHITOPUHT. AKLO paHile Yy nauieHTa 6yno
NOpyLUEHHA 3 60Ky M’A3iB Npu nNpuiiomi hibpaty abo cTaTtuHy, NiKyBaHHS IHLUXM 3aC060M LibOro Knacy noTpibHO MNoYMHATV 3 06epeXHICTHO. [pn 3Ha4YHOMY BUXigHOMY
NiABULLEHHI PiBHIB KpeaTUHKiHa3u ( ) NiKyBaHHSA He /i po3noYmHaTy.
Mig yac nikyBaHHA. pu BUHWKHEHHI 60/1t0, CNabKoCTi abo cnasmis nif Yac NPUMOMY MaLieHTOM CTaTUHY CMiJ BUMIPATY PiBHI KpeaTUHKIHa3W. FKLLO0 BUABMEHO, L0 L
PiBHI 3a BIACYTHOCTI CEPMO3HMX (Pi3NYHMX HABAHTaXEHb 3HAUYHO MiABuLLEHI (BiNblue HiXX 5-kpaTHe nopiBHAHO 3 BMH), nikyBaHHS cig NPUIUHATA. AKLWO CUMMATOMMU 3
60Ky M’AA3iB € TSHKKAMWN Ta BUK/IMKAKOTb LLOAEHHWIA AUCKOMAOPT, HaBiTh AKLLO PiBHI KpeaTMHKIHa3M , TO MOXHa PO3rNsAHYTH
MOX/IMBICTb MPUMUHEHHA NiKYBaHHA. AKLLO NiA03PHOETLCA MioNaTis 3 6yAb-AKOT IHLIOT MPUYUHK, NiIKYBaHHS CAig NPUNUHATK. [ly>Ke pigKo nig vac abo nicns nikyBaHHS
cTaTvHamy CrocTepiraimca BUNaLKWM  iIMyHOOMOCepeLKOBaHOI HekpoTuaytoyoi Mionatii (IOHM), nos’sasaHol i3 3acTocyBaHHAM cTatuHiB. IOHM  KniHiYHO
XapaKTepu3yeTbCs CTINKOK CNabKIiCTIO MPOKCUMaSbHUX M’S3iB i MiABWLLEHHAM PIiBHA KpeaTUHKIHA3M B CUPOBATLi, SIKi HE 3HMKatOTb MIiCNA MPUMUHEHHS MpUIAOMY
cTaTuHiB (4MB. po3ain «IMob6ivHi peakuii»). AKWO CUMATOMU 3HUKM Ta PiBHI KpeaTUHKIHA3M MOBEPHY/NIUCL A0 HOPMM, CAif PO3rNSAHYTW MOBTOPHWIA NPUAOM TOFO XX
CTaTVHy abo aflbTepPHATMBHOIO CTAaTMHY Y HW3bKI A03i Ta Mif peTelbHUM KOHTPONEM. Buuymia BigCOTOK MionaTii cnocTepiraBcs y NauieHTIB, SKUM 30ibLUIyBann ao3y Ao
80 mr (auB. po3gin «dPapmMakonoriyHi BNacTUBOCTI»). PeKOMeHL0BaHO NMPOBOAUTM MepPiofUYHe BU3HAYEHHS PIBHSA KPeaTWMHKIHa3W, OCKiflbKW Le JONOMOXE BUSBUTK




CyOKNiHiYHI BUNagKy mionartii. OfHaK HemMae JOCTOBIPHUX JaHWX NPO Te, WO TaKUil MOHITOPWHI 34aTHWIA 3an06irT po3BUTKY Mionarii.
Tepanito cMMBacTaTMHOM MOTPIGHO TUMYACOBO MPUMUHUTK 3a KiflbKa AHIB 40 BENUKMX OMEepaTUBHUX BTPYYaHb, & TaKOX NiCNsa MeAnyHNX abo XipypriyHmx BTpyYaHsb.
3axofn ANg 3HUXKEHHSA PU3NKY PO3BUTKY MioNaTil, CNPUYNHEHOT B3AEMOZIEID 3 iHLUIMMU NiKAPCbKUMM 3ac06amu (Tako>K AMB. PO3Ain «B3aemogis 3 iHWVMU NiKapCbKUMU

3acobaMu Ta iHWi BMAN B3aEMOAIN»). PU3MK pO3BUTKY MionaTil Ta pabLomMioni3y 3Ha4YHO 36iNbLUYETHCA NPU CYNYyTHLOMY 3aCTOCYBaHHI CMMBACTATUHY 3 MOTY>XHUMMU
iHriitopamn CYP3A4, Takumy K iTpakoHa30/, KETOKOHa30/1, NOCaKOHa30/1, BOPUKOHA30/, EPUTPOMILMH, KNapuTPOMILUMH, TENITPOMIUWH, iHri6iTopn BlJ1-npoTeasu
(Hanpuknag HendiHasip), 6ouenpesip, Tenanpesip, Heaso4oH, /iKAPCbKMMM 3acobamu, WO MICTATb KOGIiUMCTaT, a TakoX 3 reMibpo3nsioMm, LMKIOCNOPUHOM Ta
[laHa30/10M. 3aCTOCYBaHHSA LMX NiKAPCbKMX 3aC06iB MPOTUMNOKA3aHO (AMB. po3ain «poTunokasaHHs»). PU3MK po3BUTKY Mionartii Ta pabgoMionidy TakoX 36i/bLyeTbCA
npy CynyTHLOMY 3aCTOCYBaHHI amioflapoHy, am/io4uniHy, Bepanaminy abo auntiaseMy 3 NeEBHUMW J03aMy CUMBACTaTUHY (AMB. po3ainn «Cnocib 3acTocyBaHHA Ta 403U
Ta «B3aemofisi 3 iHWWMK NiKapcbKUMK 3acobamy Ta iHWI BUAW B3aEMOfili»). PU3MK po3BUTKY MionaTii, BK/IKOYaoun pabaomionis, 36inbYETbCA NPU CynyTHbOMY
3acTOCyBaHHI (hy3MAMHOBOI KUCMOTK 3i cTaTHamu (AMB. po3ain «B3aemogis 3 iHWUMK NiKapcbKMMKM 3aco6amuy Ta iHWI BUAW B3aEMOAIV»). Y nauieHTiB 3 MoCI npw
0AHOYaCHOMY 3aCTOCYBaHHI IOMiTanigy i CUMBacTaTVHY LI PU3MK 3POCTaE.

TakvM 4YMHOM, 3aCTOCYBaHHS CUMBACTaTUHY 3 iHri6iTopamu CY P3A4 iTpakoHa30/10M, KETOKOHA30/10M, NOCaKOHa30/10M, BOPMKOHA30/10M, iHribiTopamy BlJ1-npoTeasu
(Hanpvknag, HendiHasipom), 6oLenpesipomM, TenanpesipoM, EpUTPOMILUHOM, KNapUTPOMILMHOM, TENITPOMILMHOM, He(ha3040HOM Ta NiKapCbK1MMKM 3acobamu, L0 MICTATb
KobiLmcTaT, MPoTUNoKasaHo (auB. po3ainv «MpoTunokasaHHA» Ta «B3aeMogia 3 iHLWMMK NiKapCbKMMK 3ac06aMm Ta iHLLI BUAM B3aEMOAIV»). AKLO Tepanito NOTY>XXHUMM
iHriitopamn CYP3A4 (3acobu, wo 36inswyots AUC npnbamsHo B 5 pasiB abo 6ifbLue) HEMOXINBO BIAMIHWUTK, CNif NPUNMHUTK Tepanito CMMBAcTaTUHOM Ha yac
3aCTOCYBaHHSI JaHUX npenapaTiB (Ta pO3rfsHYTU BapiaHT 3aCTOCYBaHHA aNbTEPHATUMBHOIO CTaTWHY). bBinblle TOro, cnif 3 06epeXXHICTI0 0AHOYaCHO 3aCTOCOBYBATU
CUMBACTaTMH 3 MEBHMMM MeHLL MOTY>XHUMM iHri6iTopammn CY P3A4: hnitokoHa30/10M, BepanamMiniom, AuntiaseMoM (AuB. po3finn «Cnoci6 3acTocyBaHHS Ta A03u» Ta
«B3aemogist 3 iHLWMMY NiKapCbKMMM 3acobamu Ta iHLWI BUAWY B3aeMOfii»). Chif YHUKaTV CynyTHLOr0 NpUinoMy rpeiingpyToBOro COKy Ta CMBAacTaTUHY.

3acTocyBaHHSI CMMBacCTaTUHY 3 reMdibpo3naIoM NPOTUNOKa3aHo (AMB. po3ain «poTunoKasaHHs»). Yepes nigBULLEHMIA PU3MK PO3BUTKY MionaTii Ta pabaomionisy gosa
CYMBACTATVHY He NOBMHHA NepeBuLLyBaT 10 Mr Ha 400y 415 NauieHTIB, AKi NPMAMAaOTb CUMBACTaTUH 3 IHLWINMK (ibpaTamu, Kpim deHodibpaty (4uB. po3ginn «Cnocib
3aCTOCyBaHHS Ta [03U» Ta «B3aeMogia 3 iHWMMK NiKapCbKUMK 3ac06aMm Ta iHLLI BUAW B3aEMOAIN»). Cnif 3 06epeXHICTio NpusHayat heHogibpaT 3 CMMBACTaTUHOM,
OCKI/IbKM KOXXeH 3 X 3ac06iB MOXe CpUUYUHUTM MionaTito.

CumBacTaTUH He cnig npuiAMaT OAHOYACHO 3 CUCTEMHMMU NIKAPCbKUMMK 3aco6amu, WO MICTATb (hy3MAMHOBY KUCNOTY, ab0 MPOTAroM 7 AHIB MICAS NPUMMHEHHS
3acToCyBaHHA (hy3VMAMHOBOT KACNOTU. FAKLLO 3aCTOCYBaHHA (PY3NAMHOBOI KACNOTU € HEOOXIAHUM, NiKYBaHHA CTaTMHaMW NOTPIGHO NPUMUHUTK Ha BeCb Nepiog npuiiomy
(hy31anHOBOT KUCNOTW. Bynu nosifomMneHHs nNpo pabaomionis (BKIKOYAKOUM AeKinbka feTaslbHUX BUNaAKIB) Yy NauieHTiB, AKi npuiiMasm KombiHauito ¢hy3uanHoBOT
KUCNOTW i CTaTUHIB (AUB. po3ain «B3aemogis 3 iHWMMY NiKapCbKUMK 3acobamu Ta iHLWI BUAW B3aEMOAiN»). MalieHTy cnif NOpeKoMeHAYBaTn HeramHo 3BepPHYTUCH A0
nikaps y pasi NosiBn y HbOro . Tepanito CTaTUHOM MOXXHa BiAHOBMUTM Yepe3 CiM AHIB Micns npuinomy
OCTaHHbOT [03M (DY3UANHOBOT KUCNOTU. Y BUHATKOBUX BUMALKax, KON HeobOXifHe AOBroTpuBase CUCTEMHe JliKyBaHHA (DY3MOVHOBOK KUCNOTOH, Hanpuknag Ans
NiKyBaHHSA TSHKKUX IHPEKLi, HEOOXIAHICTb CYyNyTHLOIO NPUIAOMY CUMBACTaTUHY Ta (PY3UAUHOBOT KUCNOTY NOTPIGHO PO3rNfaaTh TiIbKU Y KOXKHOMY OKPEMOMY BUMaLKy
Ta MPOBOAWTU Nif, PETENIbHUM MEeLUYHUM CMOCTEPEIKEHHSAM.

KoM6iHOBaHOro 3acToCyBaHHA CMMBAcTaTUHY B f03ax MoHag 20 mMr Ha o6y pasom 3 amiofapOHOM, amM/oAuMniHOM, Bepanamifiom abo AMnTia3eMOM Chif YHUKaTK.
MauieHTam 3 FoCIT NPOTMNOKAa3aHO OAHOYACHE 3aCTOCYBaHHA IoMiTanigy i CMMBacTaTUHy B 03ax BifbLie HixX 40 Mr Ha o6y (avB. po3ginn «Cnocib 3acTocyBaHHA Ta
[031», «[1poTUNoKa3aHHN» Ta «B3aeMOList 3 IHLLIMMU NiKapCbKUMUM 3acobamu Ta iHLLI BUAW B3AEMOLIN»).

MauieHTn, SKi NPUAMatoTh iHWI NiKapcbKi 3aco6u, Lo MatoTb NOMIpHWIA iHriGyroumnin Bname Ha CYP3A4, cynyTHLO 3 CMMBAcTaTMHOM, OCOG/MBO Y BUCOKMX [03aX,
MOXYTb MaTh NiABULLEHWIA PU3MK PO3BUTKY MionaTii. Mpy cynyTHbOMY NPWInOMI cMBacTaTMHY 3 NOMipHUM iHri6iTopom CYP3A4 ( , AKi 36i/bLUYIOTb
AUC npn6nusHo B 2-5 pasiB) Moxe 6yTh NOTPiGHe KOpUryBaHHA [O3U CUMBACTATWMHY. Y pasi CynyTHbOro 3aCTOCYBaHHS MEBHWUX MOMIpHUX iHri6iTopis CYP3A4,
Hanpuknag guntiasemy, peKOMeHAYETbCA MakcMabHa o3a 20 Mr cMBAcTaTUHY (AMB. po3fin «Cnocib 3acTocyBaHHS Ta [O3U»).

CumBacTaTuH € cybcTpaTom eIHOKCHOrO NepeHOCHMKa Oifika pe3nCTeHTHOCTI paky MosiovHoi 3ai03n (BCRP). OfgHovacHe 3actocyBaHHA 3 iHribitopamy BCRP
(Hanpuknag enbacsip i rpasonpesip) MoXe NPU3BECTU A0 NiABULLEHHS KOHLEHTpaLii cuMBacTaTMHy B nsia3Mi KPoBi i NIABWLLEHHS PU3NKY PO3BUTKY MionaTii. Tomy
3a/1eXHO Bif, NpM3HaYeHoT 403K iHri6iTopis BCRP HeobXigHO KopuryBsaTum o3y cumBacTaTuHy. OflHOUYaCHe 3aCTOCYBaHHA e16acBipy i rpasonpe.ipy i3 CMMBAacTaTUHOM He




BMBYaNOCb, OfHaK J060Ba f03a CMMBacTaTMHY He MOBUHHA nepeBuLLyBaTy 20 Mr A1 NaLieHTiB, SKi OTPUMYIOTb CYMyTHIO Teparnito , Lo
MICTATb enbacsip abo rpasonpesip (AVB. po3ain «B3aemogis 3 iIHWNMK NiKapCbKUMM 3ac06amMm Ta iHLUI BUAW B3aEMOSIN).
PigkicHi BMnagku mionaTii/pabaomionisy acouitoBannch i3 cynyTHIM npuiioMoM iHri6iTopis TMK-KOA-peaykTasu Ta ninigomoandgikytoumx aos (= 1 r/goby) HiaynHy
(HIKOTUMHOBOT KUCNOTN); KOXEH 3 LINX MOXXe BUK/IMKATK MionaTito.
Y KNiHIYHOMY focnifKeHHi (MefiaHa nepiogy crocTepeXkeHHs cTaHoBWMA 3,9 POKY), B AKOMY 6pann y4acTb NaLieHTU 3 BUCOKMM PU3MKOM PO3BUTKY CepLEBO-CYANHHNX
3aXBOPHOBaHb i 3 106pe KOHTPOMbOBaHUM piBHEM XxonecTepuHy JITTHLL, Ha ¢oHi npuitomy cumBacTaTuHy B 403i 40 Mr/noby pasom 3 e3eTumibom B fo3i 10 mr abo 6e3
HbOr0, A0AAaTKOBA KOPUCTb 418 CEePLEBO-CYAMHHOT CUCTEMM NPW AoAaBaHHI NninigomMoandikyroumx fo3 (= 1 r/goby) HiaunHy (HiIKOTMHOBOI KUC/OTK) He Bif3Hadvanacs.
Nikapi, aKi po3rnagatoTs BapiaHT KOMBIHOBAHOT Tepani’ CMMBacTaTUHOM 3 MliNiLOMOANDIKYHOUMMUY fo3amu (= 1 r/goby) HiaumHy (HIKOTUHOBOI KUC0TK) abo

, L0 MICTATb HiaLWH, NOBUHHI fO6pe 3BXKMUTU NOTEHLiHY KOPUCTb Ta pU3nKK. MoTPi6HO peTesibHO CrnocTepiraTy 3a nalieHTaMu WoAo nossm M’430B0ro 605110,
XBOPOO6/MBOCTI Yy M’3aX a60 M’A30BOI C1a6KOCTI, 30KpeMa MPOTArom nepLumnx Micauis Tepanii Ta npu 36inbLUeHHI J03U 6y Ab-AKOro3 LMX NikapcbKux 3acobis.
Y [OCniMKeHHI YacToTa PO3BWUTKY Mionatii cTaHoBuna npubnmsHo 0,24 % ceped NauieHTIB-KUTaNUiIB, AKi NpuiimManyM cumBacTaTMH B [o03i 40 mMr abo e3eTumi6b
/cumBacTatuH B f03i 10/40 Mr, y nopiBHAHHI 3 1,24 % nauieHTiB-KMTalLiB, SKUM NpuU3Havann cuMBacTaTvH B A03i 40 Mr abo esetumib/cumBactatuH B f03i 10/40 mr
pasoM i3 KOM6IHOBaHUM MOAMMIKOBAHOIO BMBI/IbHEHHA HIKOTUMHOBOT Kucnotu/naponinpaHty 2000 mr/40 mr. HesBaxaroum Ha Te, WO Y LbOMY
KNiHIYHOMY JOCnifKeHHI asificbka nonynauis 6yna npefcrasneHa fnile KUTaLAMMW, OCKiIbKU YacToTa PO3BUTKY MionaTii cepes NauieHTIB-KUTaMLiB BULLA, HDXX Cepef
nauieHTIB-HeKMTalLiB, Npu3Ha4aTy MauieHTaM asiinCbKoro NOXOKeHHS OfHOYACHO CMMBACTaTWH Ta finigomoangikytodi fosv (= 1 r/goby) HiaumHy (HIKOTUHOBOI
KNCNOTW) HE PeKOMEHAYETHCA.
AUMMIMOKC 3a CTPYKTYPOK CXOXMI Ha HiauuH. HesBaxaroum Ha Te, L0 auuniMOKC He [LOCNiKYBaBCs, PU3MK PO3BUTKY M’S30BUX TOKCUYHWUX eEKTIB

Pun3nk mionartii Ta/abo pabgomionizy Moxe MigBuLLyBaTMUCh NPY CyNyTHLOMY 3aCTOCYBaHHI iHri6iTopiB TMI-KoA-peayKTasm 3 ganTomiymHoM (AMB. po3ain «B3aemogis 3
IHLIMMW NiKapCbKMMK 3ac06aMU Ta iHLLI BUAM B3aEMOLIN»).

BnavB Ha neyiHky. ¥ Xofi KNiHIYHUX JOCNifKeHb Y AeKibKOX LOPOCMX NaLieHTIB, SiKi 04epXKyBasv CUMBACTaTWH, Bi3HA4an0cs CTiliKe NigBULLEHHSA PiBHA TpaHcaMiHa3
cuposatkm ( ). Mpwv nepepai B Npuiiomi cMBacTaTHy abo BigMmiHi Y UMX NauieHTiB aKTMBHICTb TpaHCamiHa3
3BMYaANHO MOCTYMOBO BepTanacs A0 BUXiAHOro piBHA. MNepef nMovyaTKOM iKyBaHHSA, a MOTIM BigNOBIAHO A0 KNiHIYHMX MOKas3aHb YCiM NauieHTaMm pPeKOMEHAYETbCS
MPOBOANTM (PYHKLIOHA/IbHI MeYiHKOBI Npo6w. lMauieHTam, AKMM NnaHyeTbeA MiABULLMTIA f03Y cumBacTaTuHy 0 80 Mr Ha o6y, [0AATKOBI (PYHKLIOHA/bHI NeYiHKOBI
npo6u cnif NPoOBOAUTM 40 NOYATKY TUTPYBaHHA, NOTIM Yepe3 3 Micsaui nicns fJocsrHeHHs fo3un 80 Mr Ha Jo6y, nicns 4oro nepiofnM4Ho NoBToptoBaTK (Hanpuknag 1 pas Ha
NiBPOKY) MPOTArOM NepLloro poky NikyBaHHA. OcobnmBy yBary ciif NpuAINATA nayieHTam, y SKux NigBULLMBCA PiBEHb CUMPOBATKOBUX TpaHcamiHas. LiMm nauieHTam
KOHTPO/b (OYHKLiT MeYiHKM CMif MOBTOPUTM HeraiHO Ta YacTille NpoBOAUTM Hadani. Y pasi KO/u piBeHb TpaHCamiHa3 HapocTae, 0CO6/MBO NPU CTIKOMY NepeBULLEHHI
GinbLUe HiXX 3-KpaTHe NopiBHAHO 3 BMH, HeobXiHO BIAMIHUTL. Cnif 3ayBaXMUTW, LLLO afaHiHaMIHOTpaHC(epasa MoXe BUAINATUCA 3 M’A30BOT TKAHUHM,
TOMY MiABULLEHHSA afaHiHaMiHOTpaHCcdepasy 3 KpeaTUMHKIHA30K MOXXe BKadyBaTu Ha MionaTito (4uB. BuLe «MionaTis/pabLomMionis»).

Y NOCTMapKeTUHIOBMIA Nepiog PigKo NOBILOMAANOCA NP0 NeTanbHY Ta HeneTasbHy MEeYiHKOBY HEAOCTATHICTb Y MaUieHTIB, fKi NpuiAMann CTaTUHKU, Y TOMY 4uchi
CMMBAcTaTWH. [Mpu NOsIBi CEPNO3HOIO YPAKEHHS NEYiHKM 3 KNiHIYHUMU cMnTOMaMi Ta/abo rinepGinipy6iHemil a6o XOBTAHWL Nif Yac NikyBaHHs npenapatoM 30kop®
dopTe cnif HeralnHo nepepsaTy Tepanito. AKLWO He 3HaWAEHO HLOT NPUYUHU TakMX CUMNTOMIB, HE C/lif 3HOBY PO3NOYMHATU MPUIAOM 3okop®
dopre.

Cij, 3aCTOCOBYBATU 3 06EPEXHICTIO MaLieHTaMm, AKi 3/10BXXMBaOTb a/IKOr0/1eMm.
Mpy NikyBaHHI CUMBACTaTUHOM, AK i IHLIMMW NiNiJO3HWKYBaSIbHUMK 3acobamu, NOBIZOMAANOCA NPO NomipHe ( ) 30i/IbLUEHHSA
aKTVBHOCTI CMPOBATKOBUX TpaHcaMiHa3s. Lii 3mMiHuM 3’aBnsnncs He3abapom Nicns noyartky fliKkyBaHHS, 4acTo Ma MUHYLLUIA XapaKTep, He CYnpoBOAKYBancs by ab-aKumu
CUMMTOMaMU Ta He NoTpebyBanv BigMIHN Tepanii.
LlykpoBuin fiabeT. € AOKasmn TOro, L0 CTaTMHM SK Knac NigBULLYHOTb PiBEHb F/IFOKO3M B KPOBI Ta Y AeAKUX NaLieHTIB 3 BUCOKMM PU3NMKOM PO3BUTKY LYKPOBOrO fiabeTy B
MainbyTHbOMY MOXYTb CMPUYMHUTL PiBEHb TINEPr/ikemil, Npu SKOMY PeKOMeHAYETbCA PO3NOYMHATM NiKyBaHHS LYKPOBOro Aiabety. OfHAK HaL TakMM PU3UKOM
NepeBaXkae KOPUCTb 3HVKEHHA CTaTUHAMW CYAWHHOIO PU3UKY, i TOMY BiH He MOBWMHEH OYTU MPUYUHOIO A1 MPUNUHEHHS NliKyBaHHA cTaTHamu. CTaH nauieHTiB 3




PU3KOM PO3BUTKY LIYKPOBOrO fiabeTy (rnoKo3a HaTule 5,6—-6,9 MMonb/n, iHaeke Macu Tina >30 Kr/M2, nifBuLLeHi TpUrnilepuay, apTepianbHa rinepTeHsis) NoTpi6Ho
KOHTPO/IHOBATU AK K/iHIYHO, TaK i 610XiMIYHO BIAMOBIAHO 40 HALiOHA/IbHNUX HACTaHOB.
IHTepcTuuianbHa xBopoba nerexb. Mpo BUNagKu iHTEPCTULiaNbHOT XBOPO6YM NereHb NOBIAOMASAN NpY NPUAOMI LeSKMX CTaTUHIB, BKIOYAOUM CUMBACTaTUH, 0COBMBO
nij yac foBroTpmsanoi Tepanii (4uB. po3gin «o6iyHi ). BignosigHi NposiBM MOXYTb BK/KOHYATU AUCMHOE, HENPOAYKTUBHUIA Kalle/lb Ta NOripLIeHHs 3araibHoOro
CTaHy 340poB’A (BTOMa, BTpaTta mMacu Tina Ta rapsadka). AKWo € nigospa, Wo Yy nauieHTa po3BMHyNach iHTEpPCTULiaibHa XBOpPO6a NereHb, Tepanito CTaTUHOM Chij
NPUMUHATHA.
OdTansmonoriyHe 06cTeXKeHHs. 3a BIACYTHOCTI OY[b-AKOro MeMKamMeHTO3HOro NiKyBaHHS 36i/bLUEHHSA MO MOMYTHIHHA KpULLTaIMKa BBaXKAETbCA HAC/ILKOM
npouecy CTapiHHs. Bigomi Ha CbOroAHi faHi JOBrOTPUBAINX KIHIYHUX BUNPOOYBaHb He BKa3yHTb Ha iCHYBaHHS LUKI/IMBOrO BM/IMBY CUMBACTATUHY HAa KPULLTAIMK OKa
NOLNHN.
3acTocyBaHHA NauieHTaM NiTHLOro BiKy. E(DEKTUBHICTb 3aCTOCYBaHHSA CMMBACTaTUHY AN NiKyBaHHS XBOPMX BIKOM MOHag 65 pokiB, AKi OTpUMyBann /oro nig vac
KOHTPO/bOBaHUX KNIHIYHUX LOCNIIKEHb, OLiHIOBa/IaCh BiJHOCHO 3HUKEHHS PIBHIB 3ara/lbHOro X0/ecTepuHy Ta xonectepuHy JIMHLL i BusBnsnach 1akor X, fK i Ans
nonynauii 3arasioM. 36i/bLUEHHA YaCTOTV NOBIYHUX peakLii, aKi 6 BUABNANNUCH KNIHIYHO abo 3a 1abopaTopHUMU MOKa3HUKaMU, He BiMiYeHO.

Nikapcbknii 3aci6 MicTUTL NakTo3y. lMauieHT 3 pigKiCHAMKM CMafKOBUMYK PO3NafaMun, TakUMK fK HernepeHOCUMICTb rasiakTo3u, NnakTasHa
HeAoCTaTHICTb Jlanna abo CMHAPOM TNIHOKO30-ranakTo3HOT Masibabcop6Lii, He MOBUHHI NPUIAMATK Lield NiKapCbKuii 3aci6.

3acTocyBaHHs y nepiof BariTHOCTi abo rofyBaHHs rpyaato.

BariTHicTb.

3okop® dopTe NPOTMMNOKA3aHWiA BariTHUM (AMB. Po34in «POTUMNOKa3aHHS»).

Besneka 3acTocyBaHHs BariTHUM He BCTaHoB/IeHa. He 6yn0 NpoBefeHO XXOAHUX KOHTPOIbOBaHUX KIHIYHUX JOCMIIKEHb CUMBACTATMHY 3a y4acTio
BariTHUX. bynu oTpumMaHi pigKiCHI NOBILOMMEHHA MPO BPOKEHI aHOManii Mmicns BHYTPILWHLOYTPOOHOro BnAmMBY iHri6iTopis MTMK-KOA-pegykTasn. OpHak, aHanis
npuénnsHo 200 BariTHMX, 3a AKUMK CMOCTePIranv NPOCMEKTUBHO i B AKMX NPOTArOM MEPLLOro TPUMECTpY Oyna eKcrnosuuis 3okop® dopTe abo
iHWoro nogi6Horo iHri6iTopy MTMK-KoA-peayKTasu, 4yacToTa BPOMKEHWUX aHOManiii 6yna MOPIBHAHHOK 3 TakoK B 3arasibHili nonynauii. Takol KinbKocTi BUNajKiB
BariTHOCTi OYN0 CTAaTUCTUYHO AOCTaTHLO [1A BUKMHOYEHHS 30i/IbLUEHHA KifbKOCTI BPOMKEHWUX aHoManii B 2,5 pasa Ta BULLe MOPIBHAHO 3 4acTOTOK B 3arasibHii
nonynsuii. Xo4ya HemMae »OHOro [joKa3y TOro, L0 4YacToTa NOsIBU BPOMKEHUX aHOManiii y HaWagKiB nauieHTiB, sKki npuiimanu 3okop® dopTe a6o iHWWIA NoAiGHNIA
iHri6iTop TMK-KOA-peaykTasn, Bigpi3HAETLCA Bif TaKOi B 3araibHii Monynawii, NikyBaHHA maTepi 30kop® dopTe MOXe 3HW3NUTM Y MN0AA PiBEHb
MeBasIOHaTY, AIKUIA € NPEKYPCOPOM BIOCUHTE3Y XO0/IeCTEPUHY. ATEPOCKIEPO3 € XPOHIYHMM MPOLLECOM, i 3a3BMYall NPUMUHEHHSA NPUIAOMY NiNiS03HUKYBa/IbHUX 3ac006iB Mij,
yac BariTHOCTi Ma€ He3HayHO BM/IMBATW Ha BigAaNeHWiA pusKK, NOB’A3aHWIA 3 NEPBUHHOLO rinepxonecTepuHeMieto. 3 Lyx npuumH 3okop® dopTe He MOXHa NpPU3HaYaTL
BariTHMM, a TaKOX XiHKaM, siKi HaMaratoTbCsl 3aBariTHiTK, abo € Nigo3pa, Lo BOHM BariTHI. 30kop® dopTe cAifg NPU3YNUHUTI Ha BECb TEPMiH BariTHOCTi a60 0TK, JOKM
He Byfe NiATBepIKEHHS, L0 XiHKa He BariTHa (4MB. po3ain «poTUNOKa3aHHS»).

[CooyBaHHA rpyaal. Hesifgomo, uv BUAINAETLCS CUMBACTATUH abo MOro MeTaboniti B rpyfgHe MOJIOKO XXIHOK. OCKiflbKM 3Ha4YHa KiflbKiCTb NiKiB BUAINSETLCA B FPyAHe
MOJIOKO, a TaKOX Yepe3 BE/MKUIA PU3NK Cepiio3HMX MOGIYHMX peakLiii, XiHkam, sKi npuiimaioTb 3okop® dopTe, cnif yTpuMaTuch Bif rogyBaHHs rpyaalo (AuB.
«[1pOTUNOKA3aHHS»).

PepTUbLHICTL
Hemae gaHux Npo KAiHIYHI AOCNIIKEHHA BNINBY CUMBACTATUHY Ha (hepTUIbHICTb N0AMHU. CUMBACTaTWH He BMN/IMBAB Ha )epTUIbHICTb CaMLiB Ta CAMOK LLYpIB.

30aTHICTb BNMBATY Ha LWBMAKICTb peakuil npy KepyBaHHi aBTOTPaAHCNOPTOM abo iHLWMMU MexaHiZMaMu.

30kop® dopTe He Mae >KOAHOrO a0 Mae He3HauHUit BNAMB Ha 3[aTHICTb KepyBaTX aBTOMOGINEM Ta iHLWMMW MeXaHiuHMMKU 3acobamu. OfHaK, Mpy KepyBaHHi
aBTOMOGINAMM abo pobOTi 3 IHWWMKM MexaHIYHMMK 3acobaMun Cnif BpaxyBaTW, LLO MPOTAroM Mepiogy MOCTMAPKETMHIOBOr0 3acTOCYBaHHA 3pifKa Haaxoaunm
MOBIZOM/IEHHSA NPO 3aMaMOPOYEHHS.



Cnocib 3acTocyBaHHA Ta [03W.

[iana3oH [03yBaHHS — Bifl 5 10 80 Mr nepopanbHO 0AVH pa3 Ha o6y BBeYepi. Y pasi noTpe6u Ao3y 3okop® dopTe cnif 36inbLIyBaTH 3 iHTEPBAIAMU He

MEHLLE HIDX 4 TMXKHI [0 MakCUMa/lbHOI 06080 031 80 Mr, Ky NpuiAMatoTb OAMH pa3 Ha f06y BBeuepi. [loza 80 Mr peKOMeHAYETLCA TifIbKW AN NalieHTIB 3 TAKKOK

rinepxonieCTepyHeEMIel0 Ta BUCOKUM PU3NKOM CepLEeBO-CYAVHHUX YCKNaAHEHb, AKI He JOCArNN Lineid NikyBaHHA HXXUYAMW [03aMK1, Ta KOMM OYiKYETbCH, WO KOPUCTb

nepeBaxaTMe NOTEHLiAHI pu3nKn (AMB. po3ainn «OcobAnBOCTI 3aCTOCYBaHHS» Ta «PapMaKonoriyHi BacTUBOCTI»).

[inepxonectepuHeMis. MawieHTy cnif NPU3HauUnTL CTAHLAPTHY XONIECTEPUHO3HKYBASIbHY AIETY, AKOI BiH NOBUHEH AOTPUMYBATUCA NPOTArOM YCbOro KypCy NiKyBaHHS
3okop® dopre.

3BMYaliHO NoYaTKoBa 403a cTaHoBUTL 10 — 20 Mr Ha o6y, Ky NpuiiMatoTb 0AHOPAa30BO BBeYepi. [1s nauieHTiB, SKUM HeobxigHe 3HauHe (6inbLue K Ha 45 %) 3HMKEHHS

piBHa XC-J/IMHLL, noyatkoBa fo3a Moxe cTtaHoBUTM 20 — 40 Mr OAMH pa3 Ha [o6y BBeyepi. Y pasi HeobxigHOCTI nigdip [03 MOTPI6HO 3AilicHIOBATK CMOCO6OM,

BUKNALEHVM BULLE.

[OMO3UroTHa CimeliHa rinepxonecTepuHeMis. 3 orisay Ha pesynbTaTi KOHTPO/IbOBAHOIO KIHIYHOMO AOCNI[KEHHS, PeKOMeHA0BaHa NoYaTKoBa [03a

3okop® dopTe — 40 Mr Ha 06y 0AHOPa30BO BBeuepi. 30kop® dopTe Cif 3aCTOCOBYBATM K [JOMOBHEHHS [0 iHLLOIO NiMif03HWKYBaNbHOIO NMiKyBaHHS (Hanpuknamg,

atpepesy JIMHLLL) a60 AKLL0 Take NiKyBaHHS HE € MPUAHATHUM.

NS nauieHTiB, fKi 0fIHOYACHO 3 NiKapCcbKuM 3aco6om 30kop® dopTe npuiimatoTb NoMiTania, Ao3a Nikapcbkoro 3acoby 30kop® dopTe He Mae nepesulLlyBaTh 40 Mr/ao6y

CeplieBO-CyIrHHA MPOGiNAKTMKA. 3BM1YaiiHa 03a NiKapcbKoro 3acoby 30kop® dopTe 415 NaLieHTiB 3 BUCOKMM PU3MKOM po3BUTKY IXC (y NoeaHaHHi 3 rinepninigemieto
ab6o 6e3 Her) ctaHoBUTb 20 — 40 Mr Ha 406y 0AHOPa30BO BBEYEPi. MeanKamMeHTO3HY Tepanito MOXHa NoYvaTy OAHOYACHO i3 AIETOH Ta (i3KyNbTYpOoro. Y pasi Heo6XiAHOCTI
nigoip 403 NOTPiBHO 34iMiCHIOBATI CNOCO60M, BUKMaAEHUM BULLE.
CynyTHa Tepanis
3okop® dopTe edheKTUBHMIA SK MOHOTEpAarisi, a TAKOX Y KOM6iHaLlil i3 CEKBECTPaHTaM YXOBUYHUX KWUCNOT. [o3y cnif npuiiMatit abo 3a > 2 roAvHK 10, abo uepes > 4
rOAVHN NiCNs NPUIiOMY CEKBECTPAHTY YKOBUHMX KUCMOT. [ns nauieHTis, sKi npuitmaioTe 30kop® dopTe ofHoYacHO 3 (ibpaTamu, Kpim remdgioposnny (ave. po3ain
«[poTnNoKasaHHs»), abo 3 (eHogibpaToM, f03a He NOBMHHa nepesuwlysaty 10 mr/goby. Ana nauieHTiB, AKi 04HOYACHO 3 OM NpuiiMaroThb
amiofiapoH, amno4uniH, Bepanamin abo AunTiasem, NiKapcbKi 3acobwu, Lo MICTATb enbacsip abo rpasonpesip f060Ba [03a CMMBACTaTUHY He MOBUHHA MepeBMLLYBaTU
20 mr (amB. po3ainn «OcobAnBOCTI 3aCTOCYBaHHS» Ta «B3aeMOAIA 3 IHLWMMU NIKAPCbKMMM 3aC06aMK Ta iHLLI BUAW B3aEMOAIT).
HvpKoBa HeoCTaTHICTb. MauieHTam 3 NOMipHOK HUPKOBOK HELOCTATHICTIO HEMae HeOOXIAHOCTI 3MiHW A03yBaHHA. [18 NalieHTIB 3 TAXKKOH HUPKOBOK HeOCTATHICTIO
(KnipeHc KpeaTuHiHY <30 M/I/XB) Cif peTenbHO 3BaXXUTU AOUINbHICTb Npu3HaveHHa fo3n 10 Mr Ha fo6y. AKLWO Take [403yBaHHSA BBaXKAETLCSA HEOOXIAHNM,

cnig npu3HayaTy 3 06epeXXHICTHO.
3acTocyBaHHS NITHIM NaLieHTaM. Hemae noTpeby B KOperyBaHHi 403U.
3acTocyBaHHs fiTam Ta nignitkam (10-17 pokie). [Ans gitei Ta nignitkis (xnonui Bikosoi cTagii I 3a TaHHepoMm i cTapwli Ta fiByaTa, y SKUX NPUHaMHI OAWH piK
MPUCYTHIN MEHCTPYaibHUI LK) 3 reTepo3nUroTHOK CIMEHOIO rinepxosecTepUHEMIEID peKOMeH/L0BaHa 3BMYaiiHa NoyaTkosa o3a CTaHoBUTL 10 MI 0A4uH pa3 Ha [o6y
BBeyepi. [1o noyatky NikKyBaHHA CUMBaCTaTUHOM AiTAM Ta NiANITKaM CNif NpU3HaAYMTU CTaHZAPTHY XONeCTEPUHO3HMKYBa/IbHY LIETY, AKOT CNif AOTPUMYBATUCA Mif Yac
NiKyBaHHSA CMMBacCTaTMHOM. PekomeHfoBaHi o3 — 10— 40 Mr Ha [o6y; MakCMMmasibHa PeKOMeH[oBaHa [o03a CTaHoBUTb 40 mr Ha [oby. [o3y cnig nigéupatu
IHAMBIAYaNbHO, 3rifHO 3 METOK NliIKyBaHHSA, 3a peKoMeHAauisMun NiKyBaHHA B nepiatpil (Ave. po3ginn «OcobnmnBOCTI 3aCTOCYBaHHA» Ta «PapmMakoimHamikax). Migbip
[031 cnif NPoBOANUTK 3 IHTEpBasiaMU B 4 TUXHI abo 6inbLue. [L0CBif 3aCTOCYBaHHSA 3okop® dopTe AiTAM Npeny6epTaTHOro BiKy 06MEXEHUIA.
Besneka Ta egeKTMBHICTb 3aCTOCYBaHHA [03 MoHag 40 Mr Ha [00y AiTAM 3 reTepo3vroTHOH CIMENHOH rinepxonecTepuHeMiet0 He BuBYanmMcs. [OBrocTpokoBsa
e(heKTUBHICTb Tepanii CUMBaCcTaTUHOM Y AUTUHCTBI AN15 3HVXKEHHS 3aXBOPKOBAHOCTI Ta CMEPTHOCTI Y JOPOC/IOMY BiLli He BCTAHOB/IEHA.

airn.



Besneky Ta eeKTMBHICTb CUMBACTaTUHYy AnA nNauieHTiB BikoM 10-17 poKiB 3 reTepo3UroTHOK CIMEMHOK rinepninifemieto OUiHIOBaIN B XOAi KOHTPO/IbOBAHOIO
KNIHIYHOro AOCAIMKEHHA 3a Y4acTHO X/10MuiB BiKoBOI cTagil 1l 3a TaHHepOM Ta cTapwimx i giByar, y AKUX NpUHaiMHI OfMH PiK NPUCYTHIA MEHCTPYaslbHUiA LK. Mpodinb
NoGIYHMX peakLii y nauyieHTiB, AKi NpuiiManM CMMBacTaTWH, 3araioM OyB MOAIGHWMIA A0 Takoro y nauieHTiB, AKi npuiimanyu nnaue6o. [o3m noHag 40 Mr He
JOCNiMKyBa/IMCA Y JaHiil rpyni NayieHTiB. Y LbOMY [LOCNIMKEHHI He 6yn0 3a(hikCOBaHO BM/MBY CUMBACTATMHY Ha PICT Ta CTATEBMIA PO3BUTOK AiTeld, a TaKOX Ha
TPVBAIICTb MEHCTPYa/ilbHOro UMKy B fiByYaToK (AMB. po3finv «Cnocib 3acTocyBaHHA Ta [03U», Ta «®PapmakognHamika»). [isyaTok chnij
MPOKOHCY/bTYBATU LWOAO HAafABHUX METOZIB KOHTpALUEnLii Npn 3acTocyBaHHI CUMBACTATUHY (AMB. po3ainn «[1poTUNOKa3aHH:A», «3acTOCYBaHHA Yy Nepiof BariTHOCTI i
roflyBaHHs rpyaaro»). OAnd nauieHTiB BikoM A0 18 pokiB e(heKTUBHICTb Ta 6e3rneky He AOCMIAKYBaIn MPOTAroM NepiofiB NikKyBaHHS TPMBANICTHO [oBLUe 48 TUXHIB;
BiffaneHniA BNAMB Ha (Pi3UYHWUIA, PO3YMOBMI Ta CTATEBMI PO3BUTOK HeBifOMWA. CuMBAcTaTMH He [OCNigKyBaBCSA Yy NauieHTiB Bikom o 10 pokis, y Aitei
npeny6epTaTHOro BiKy, a TaKOX Y [iBYaTOK, Y IKUX LLe He NoYanncs MeHcTpyauii.

Mepeno3ysaHHsA.
Ha cborogHi BifoMi Kinbka BUNaaKiB nepefosyBaHHA. MakcuManbHa nNpuiiHaTa fo3a ctaHoswna 3,6 r. Bei nauieHTy ofyxkanu 6e3 Hacnigkis. He icHye cneyudgivuHoro
NiKyBaHHS Nnepefo3yBaHHs. Y pasi nepefo3yBaHHs Cif NPOBOAUTY CUMITOMATUYHI Ta NIATPUMYHOYI 3aX04M.

Mo6iyHi peakuil.

YacToTa HmKYe3a3HauyeHX No6iYHMX peauiil, Npo fKi NOBILOMUAN Mif Yac KNIHIYHUX AOCNifXeHb Ta/abo B nepioj NOCTMapKeTUHIOBOro 3aCTOCYBaHHSA, KnacugikoBaHa
32 OLIHKOIO TXHIX PIBHIB Yy XOAi BENMKMX AOBroTpyBasMX nnauebo-KOHTPObOBAHMX KIHIYHUX JOchimpKeHb, BKoYatoum HPS Ta 4S 3a yyacTto BignosigHo 20 536 Ta
4 444 naujienTiB. Y HPS Bigmivanunch TinbKu cepinosHi nobiyHI peakLii, a TakoX Miasris, NigBULLEHHA TpaHCaMiHa3 CMPOBaTKM Ta KpeaTUHKIHa3W. Y 4S 3anuncyBainch YCi
3a3HayeHi HKYe No6iYHI peakuii. AKLLO B X0AI LnX AOCAIMKEHb PiBHI NPU NPUIAOMI CMMBaCTaTUHY 6yM HVXKYI a0 NoAibHI A0 TKX, WO i Npy Npuiiomi Nnaue6o, Ta 6ynm
MOLIOGHI COHTaHHI NOBIZOMMIEHHA NPO ABMLLA, AKI Masn 06I'PYHTOBaHUIA NPUUUHHWIA 3B°A30K, Ui MOBIYHI peakuii KnacugikyBanmch fK pigKiCHI. B Xo4i focnifKeHHs
HPS 3a yuacTio 20 536 nauieHTis, ki npuiimany 40 Mr/geHb nikapcbkoro 3acoby 3okop® dopte (n = 10 269) a6o nnaue6o (n = 10 267), npodini 6e3nekn Gynu
MOPIBHAHHVMMM Yy NaLlieHTiB, sKi npuiimany 3okop® dopTe, Ta NauieHTiB, AKi NpuiiMann nnaue6o B cepefHbLOMY MPOTArOM 5 PoKiB AOCAIMKEHHS. PiBHi NPUMMHEHHS
yyacTi yepe3 MoGiuHi peakLii 6yan nopiBHAHHUMY (4,8 % Yy nallieHTis, ski npuiimann 3okop® dopTe 40 mr, Ta 5,1 % Yy nauieHTiB, sSKi npuiimany nnaue6o). YactoTta
mionarii cTaHoBuna < 0,1 % Yy nauieHTis, sKi npuiimann 3okop® dopTe 40 Mr. MigBuLLIEHHS TpaHcaMmiHa3 ( , NiATBEPLKEHE
MOBTOPHUM aHani3om) Bigbynock y 0,21 % (n = 21) nauieHTis, ski npuitMann 3okop® dopTe, nopisHsAHO 3 0,09 % (n = 9) nauieHTiB, AKi NpuiiMany nnaueco.

YacToTa nobiuHMX peakuiin: gyxe yacto (>1/10), yacTo (= /100, <1/10), HeuvacTo (= 1/1000, <1/100), pigko (= 1/10000, <1/1000), ayxe piako (<1/10000), HeBigomo (He
MO>XHa NifpaxyBaTi 3a HassBHUMW JaHUMK).

[MopyLUeHHA 3 60KY KPOBi Ta NiMdaTnyHOI cucTeMu. PifKko: aHemis.

MopyLileHHs 3 6OKY iIMYHHOI cucTeMu. [ly>Ke pifKo: aHadinakcis.

McuxivHi nopyLleHHs. [y>ke pigko: 6e3coHHs. Hesifomo: aenpecis.

MopyLueHHs 3 6OKY HEPBOBOT cucTemu. PigKo: ronoBHuiA 6inb, napecTesisi, 3anamopoyeHHs, nepurdepryHa HeBponaTia. [y>Ke pigKo: NopyLleHHs nam’sTi.

MopyLieHHs 3 60Ky 30py. PifgKo: 3aTymaHeHWiA 3ip, NOpYLLEHHS 30pY.

PecnipaTopHi, TopakasibHi Ta MefliaCTUHA/IbHI MOPYLLIEHHS.

HeBigomo: iHTepcTuLiaibHa XBopo6a NnereHis (4MB. po3gain «OcobMBOCTI 3aCTOCYBAHHS»).

MopyLueHHs 3 6OKY LLIJTYHKOBO-KMLLIKOBOr0 TpakTy. Pifko: 3anop, abfoMiHanbHWi 6inb, MeTeopu3M, AUcnencis, Aiapes, HyfoTa, 6/110BaHHS, NaHKPeaTuT.

enatobiniapHi NopyLieHHs. Pigko: renatuTHKoBTAHMLA. [ly>Ke pifKo: neTaibHa Ta HeneTasibHa NeviHKoBa HeJOCTaTHICTb.

[MopyLleHHs 3 60KY LIKipW Ta NiALWKIPHWX TKaHUH. Pigko: Bucun, ceepbix, anonewis. [y>ke pigko: NixeHOigHWIA NiKapCbKniA BACKN.

MopyllieHHs 3 GOKY CKeNneTHO-M’A30BOr0 anapaTy Ta CMoslyyHoi TKaHuHW. Pigko: mionatis® (BKAouawoum Mio3uT), pabaomionia 3 a6o 6e3 rocTpoi HUPKOBOI
HeAoCTaTHOCTI (aMB. po3ain «OcobAnBOCTI 3aCTOCYBaHHSA»), Mia/ris, M’S30Bi Cnasmu.




* Mig yac KAiHIYHMX JOCAIMKeHb MionaTis yacTille BUHUKaNa y maujieHTiB, ki npuiimany 3okop® B 103i 80 Mr Ha A06Y, Y NOPIBHAHHI 3 NalieHTamu, sKi npuiimany
20 Mr Ha po6y (1,0 % npoTn 0,02 % BigNOBIAHO).

Ly>Ke pifiKo: po3puB M'si3iB.

HeBigomMo: TeHAMHONATISA, iHOA| YCKNaaHeHa PO3PMBOM, iMyHOOMNOCEPEAKOBaHa HEKPOTUYHA MionaTis™™.

** [y>xe pifKo cnocTepirannca Bunagky iMyHoonocepeaKosaHoi HeKpoTUYHoi MionaTii (IOHM), ayToiMyHHOT mionartii nig vac abo nicna nikyBaHHA ctatuHamu. IOHM
KNiHIYHO XapaKTepu3yeTbCsA CTIMKOK CMabKIiCTHO MPOKCMManbHMX M’A3iB i NiABULLEHHSM PiBHS KpeaTWHKIHAa3M B CUPOBATLi, SKi He 3HMKaKTb MICAS MPUMMHEHHS
NpUIAOMY CTATMHIB, 03HaKaMM HEKPOTUYHOT Mionatii Ha 6ioncii M’A3iB 6e3 3HaYHOro 3anasieHHs, MONIMLEHHAM MpY 3aCTOCYBaHHI iIMyHOLENPeCcUBHUX 3acobiB (4uB.
po3gin «OcobnmBOCTI 3acTocyBaHHA. Mionartis/pabomionis»).

MopyLleHHd 3 6OKY PenpoAyKTMBHOI CUCTEMU Ta MOMOYHUX 3aM103. [ly>Ke pigKo: riHeKOMacTis.

HeBiloMO: epeKTuibHa AUCHYHKLIS.

3ara/ibHi_NopyLleHHA Ta MOPYLIEHHA YMOB Npuitomy. Pigko: acTeHis. 3pigka NoBiAOMAAAM NPO CUHAPOM rinepyyT/IMBOCTI, AKUIA BK/IOYAB AesKi 3 TakuxX MNposBiB:
aHriOHeBPOTUYHWIA HabPSIK, BOBYAKOMOLIOHMI CUHAPOM, peBMaTUYHa NoNiMianris, AepMaToMiosnT, BACKY/IT, TPOMOOLMTONEHIS, eo3nHodinis, nigsuweHa LLIOE, apTput
Ta apTparis, KPONue’aHKa, CBIT/IOYYTNIMBICTb, rapayka, MpuUnaMBen, AUCMHOE Ta CNabKiCTb.

3a f0CniHKEHHAMM

Pigko: nigBuWLLEHHS PIBHIB CUPOBATKOBMX TpaHCaMiHa3 (anaHiHamiHOTpaHC(epasn, acrnapTaTaMmiHOTpaHC(epasn | raMma-ralTaminTpaHcnenTngasv) (aue. po3gin
«OCOo6NMBOCTI 3aCTOCYBaHHS», «BMNMB Ha MeYiHKy»); MiABULLEHHSA PIBHA NYXHOI ocdaTtasn; NiABULLEHHSA PIBHIB CUMPOBATKOBOI KpeaTWHKIHa3W (AuB. po3gin
«OCo6/MBOCTI 3aCTOCYBaHHS»). MNpu Npuitomi cTaTuHIB, BKoYatoun 3okop® dopTe, NoBigomMnsnn Npo niasuuieHHs HbALcC Ta piBHIB I/1HOKO3M CUPOBATKM B CTaHi
HaTLLe.

Y Xxofi NOCTMapKeTUHIOBOro nepiogy 3pigka 6ynv noBifZOMAEHHA NPO MOPYLUEHHS KOTHITUBHOI (PYHKUIT (Hanpuknag BTpaTta nam’aTi, 3abyAbKyBaTiCTb, NOPYLUEHHS
nam’aTi, CnayTaHICTb CBILOMOCTI), MOB’A3aHi i3 3aCTOCYBaHHAM CTATWHIB, BK/IHOYAKOUM CMMBACTATUH. Y UINOMY, BUNAaLKM OYNIX HETSXKKMMM Ta 060pOTHUMU Micns
MPUMUHEHHSA NPMIAOMY CTaTMHY; Yac [0 NoYaTKy NosiBM CMMNTOMIB (Big 1 AHS 4O POKIB) Ta 3HUKHEHHS CUMMTOMIB (Y cepeaHboMY 3 TVXKHI) BYB pisHUM.

Mpn Npuitomi feskuX CTaTUHIB NOBIAOMAAAM NMPO Taki AOAATKOBI MOGIYHI peakuii: po3naan CHy, BKIKOYAKUM HiYHI KOLIMapK; cTaTeBa AUCHYHKLIS; LyKPOBUIA AiabeT:
yacToTa MOsBM 3a/ieXaTMe BifJ HasBHOCTI ab0 BifICYTHOCTI (aKTOPiB PU3NKY (PiBEHb INMIOKO3M KPOBI HaTLLE = 5,6 MMONL/A, iHAeKC MacK Tina >30 Kr/M2, nigsuiLeHuii
piBEHb TPUTNILEPUAIB, apTepiasibHa rinepTeH3isa B aHamMHesi).

[itv Ta nigniTky (Bikom 10-17 pokKiB)

Y xopi 48-TM>XXHEBOr0o JOC/IIKEHHS 3a y4acTio AiTein Ta NigniTkiB (X10n4mky BikoBoT cTagil |1 3a TaHHepoM i CTapLui Ta AiByata, B AKUX NPUHAAMHI O4UH PiK NPUCYTHIN
MEHCTpYa/ibHUI UMKN) BikoM 10-17 poKiB 3 reTepo3vnroTHOK CiMeiHo rinepninigemieto (n = 175) npodinb 6e3nekn 1a NepeHoCMMOCTI Y NauieHTiB, AKi npuiiManu
3okop® dopTe, 6y 3arasiom NoAibHMIA A0 Takoro y nalieHTiB, sKi npuiiManu nnaue6o. [JoBroTpuBanuii BNAMB Ha (i3NUHMIA, PO3yMOBUIA Ta CTaTeBUI PO3BUTOK
HeBifoMUIA. Hemae fOCTaTHLOI KiIbKOCTI faHUX Micnis 04HOM0 POKY NiKyBaHHA (4vB. po3ain «Cnocib 3acTocyBaHHS Ta f03n» Ta «OC06/IMBOCTI 3aCTOCYBaHHS»).

TepMiH NPUAATHOCTI. 2 POKMN.
He MOXXHa 3acTOCOBYBaTM nicns 3aKiHYeHHs TepMiHy NPUAATHOCTI, 3a3HA4YeHOr0 Ha YNaKoBLi.

YMoBM 36epiraHHs.
36epiraTv y HeJOCTYNHOMY ANs AiTel micui. 36epirati B opuriHanibHil ynakosui npu Temnepatypi Hux4ye 30 °C.

YnakoBKa.
Mo 14 TabneTtok y 6nicTepi; No 2 6nicTepyn B KAPTOHHIN KOPOOLL.



Karteropis Bignycky. 3a peLenTom.

BupobHUK.

Mepk LWapn i Aoym B.B., HigepnaHaw/
Merck Sharp & Dohme B.V., the Netherlands.
LLIepiHr-Mnay J1la6o H.B., benbris/
Schering-Plough Labo NV, Belgium.

MicLe3HaxopKeHHS BUPOOHMKA Ta 0ro agpeca MicUst NPoBapKeHHS LiANIbHOCTI.
Baapgaepser 39, 2031 BH Xaapnem, HigepnaHaw/

Waarderweg 39, 2031 BN Haarlem, the Netherlands.

IHgycTpienapk 30, XelcT-on-aeH-bepr, 2220, benbris/

Industriepark 30, Heist-op-den-Berg, 2220, Belgium.



