IHCTPYKIIA
AJIS1 MEUYHOI'0 32CTOCYBAHHS JIIKAPCHKOIo 3ac00y

APUHA® IIJIFOC
(YARINA® PLUS)

Cknao:

Oftoui pewosuny: ETUHUIECTPATION, APOCIIPEHOH, JJeBoMe(OoIaT KabIIiio;

1 ymakoBka MicTUTHh 28 Ta0IETOK, BKPUTHX 000JOHKOIO (21 Tabnerka OpaHKEBOTO KOJILOpY 1 7
TabJIETOK CBITJIO-OPAHKEBOTO KOJIBOPY);

1 TabnmeTka OpaHKEBOTO KOJBOPY MICTHTH eruHinectpamiony 0,03 wmr, apocmipeHoHy 3 Mr Ta
neBomedoiaty kaibiio 0,451 mr;

OONOMIDICHI pevouHu. JIAKTO3M MOHOTIIpAT, MeNoiio3a MIKPOKPHUCTANlIYHA, HATpPil0 KapOOKCH-
METUJIIEITION03a, TIIPOKCUITPOIIUIIEI0NI03a, MAarHilo cTeapar, TrimpomMernos3a, makporoa 6000, Taibk,
tutany giokeun (E 171), 3aniza okeup sxoBtuit (E 172), 3aniza okeun uepBonuii (E 172);

1 TabneTka CBITIIO-OPaHKEBOTO KOJILOPY MICTUTH JeBoMedoaTy kambiiito 0,451 mr;

OONOMIDICHI pe4ouHu. JIAKTO3M MOHOTIIpAT, MEeNroiio3a MIKpOKpPHCTAYHA, HATPil0 KapOOKCH-
METUJIIENTION03a, TIIPOKCUITPOIIUIIEI0I03a, MarHilo creapar, rinpomesnosa, makporoa 6000, Taibk,
tutany giokcua ( E 171), 3amiza oxcup sxoBtrii (E 172), 3amiza okcua uepBonutii (E 172).

Jlikapcbka ¢opma. TabneTku, BKpUTI 000JIOHKOIO.

OcHo8HI Pi3uK0-XIMIYHI 81ACMUBOCTI:

- TalJNeTKH, BKPUTI OOOJIOHKOIO, SIKI MICTATh TOPMOHHU, KPYTJIi, IBOOMYKJIl, OPaHKEBOTO KOJIbOPY, 3
OJIHOTO OOKY SIKUX BUTUCHEHO «Y +» Y IPaBUJIbHOMY IIECTUKYTHHKY;

- TaOJeTKH, SKI MICTAThH JHIIE JieBOMe]osaT Kajbllifo, BKPUTI OOOJOHKOI, KPYIJIi, IBOOIYKII,
CBITJIO-OPAHKEBOTO KOJBOPY, 3 OJHOTO OOKYy SKHX BHUTHCHEHO «M+» y MpaBUIbHOMY
HIECTUKYTHUKY.

dapmakoTepaneBTHYHAa rpyna. [OpMOHHM CTaTeBHX 3aj03 Ta TMpemnapaTH, sKi 3aCTOCOBYIOTH IPHU

MaToJIorii cTaTeBoi cepu. 'opMOHaTBEHI KOHTPAIENTUBH JJIsi CHCTEMHOTO 3aCTOCYBaHHSI.
Kox ATX GO3A Al2.

Dapmakonoiuni enacmueocmi.
Dapmaroouramixa.

MexaHi3M fii
Kom6inoBani opanbsHi koHTpanentuBu (KOK) 3HIWKYIOTh pU3UK BarirHOCTi TOJIOBHUM YHHOM IILISIXOM

MPUTHIYEHHS OBYIALIL. [HIIII MOKIIMBI MEXaHI3MH BKJIIOYAIOTh 3MIHH XapakTepy UEpBiKaIbHOTO CIU3Y,
3aBJISIKU SIKUM YCKJIATHIOETHCSI IPOHUKHEHHS CIIEPMH, Ta 3MIHU €IOMETPIs, 1110 3HIKYIOTh IMOBIPHICTb
IMILTAHTAL].



dapMakoIMHAMIYHI BIACTUBOCTI

JlpocmipeHOH — aHAJIOT CIIPOHOJAKTOHY, IO Ma€ AaHTUMIHEPATOKOPTHKOIMHI Ta aHTHAHAPOTCHHI
BIacTUBOCTI. EcTporennuit koMmnoneHT npenapary SApuna® I[lnroc — e etuHinecTpamion.
Konmpayenmuena 0is

CriemialbHUX JTOCTIKEHb (apMaKOJUHAMIYHUX BIIACTUBOCTEeW mpemapaty Spuna® Ilmroc He
MIPOBOTUJIH.

Donamna dobaska

VY Xoni 1BOX JOCIHIIKEHb BUBYAIH BIUMB mpenapaty Apuna® Ilmoc Ha piBeHb ¢oaTiB y mia3mi ta
epuTporHTax. Y pPaHAOMI30BaHOMY IOABIMHOMY CIIIIOMY JOCHIIPKEHHI 3 aKTUBHUM KOHTPOJEM Yy
napajeJIbHHUX Tpynax MOPIBHIOBATHCA PiBHI (OJATIB y MIa3Mi Ta €PUTPOLUTAX Y JKIHOK (TAIIIEHTOK) 31
CIIA mig gac 24-THKHEBOTO JIIKYBaHHS 3 MT JpocripeHony/0,02 Mr eTuHuUIecTpaniosy (mpenapar
«dxaz») + 0,451 mr xansiio jgeBoMmedosaty Ta i 4yac JIKYBaHHS TUIBKH TpenapatoM «Jlkaszy.
®dapMakoIMHAMIYHUN BIUIMB Ha pPiBeHb (onaTiB y Iija3Mi KpPoOBl, B €pUTPOLMUTAX Ta Ha MNpoduIb
LUPKYJIIOI0UNX MeTabodITIB (oiaTiB OIIHIOBABCA NPOTATOM 24 TIKHIB JIIKYBAaHHS 3a JIOIIOMOTIOIO
0,451 mr xamnsIito neBomedoiiaty ado 0,4 mr ¢ostieBoi kucinotu (ekBiMossipHa g03a 0,451 Mr KanbIlio
neBoMedoraty) y komOiHaii 3 3 mr apocnipenony/0,03 mr etuniiectpagiony (SApuna®) 3 HaCTYTHUM
HEMAaCKOBaHUM 3aCTOCYBaHHSAM BIPoJIoBK 20 THXKHIB TUIbKHU npenapaty ApuHa® (dasa enimiHariii).
Dapmaxokinemuxa.

[Ipenapatn Spuna® Ilmoc 1 SpuHa € Ol0€KBIBAJIEHTHUMHU 3 OISy Ha JAPOCHIPEHOH Ta
€TUHLIECTPATION.

AGcomoTHa 6100CTYMHICTh JPOCHIPEHOHY MPHU NpUioMi TaOJIETKH 3 BMICTOM TUIBKH JIPOCIIPEHOHY
CTaHOBUTH OnM3bKO 76 %. AOGcCosroTHA OG10IOCTYMHICTh eTHHLIECTpaaiony — npudmusHo 40 %, mo €
pe3yabTaTOM TMPECHCTEMHOT KOH'Ioramii Ta eQeKkTy TMepIioro TMpOXOHKeHHS. AOCOIIOTHA
OlomocTynHicTh mpemapary SpunHa® Ilmroc, 1o MICTUTHP KOMOIHAIIIO JPOCHIPEHOHY Ta
e€TUHUICCTPAIioNy, CTaOuTI30BaHy OeTalekcy KiaaTpatoM  (MOJEKYJISpHUNW  KOMIUIEKC), HE
JOCIIKyBaJIach. ETHHIUIECTpaioN Mae OIHAKOBY OI0OJOCTYMHICTh TPH 3aCTOCYBaHHI y BHUTJISAL
KOMIUIEKCY 3 OeTaZieKCy KJIaTpaToM 1 MpU MPHHOMI K BUTBHOTO cTepoiny. CHpOBaTKOBI KOHIICHTpAIiT
JIPOCIIPEHOHY Ta ETHHLUIECTPAIIONy JOCITaloTh MAaKCHUMAJIBHOTO pIiBHA dYepe3 1-2 TOAMHM MICTs
npuiiomy nipenapary Apuna® I[lroc.

dapmakOKIHETHKA APOCHIPECHOHY IICIA MPUioMY 0THOpa30BHUX 7103 Bix 1 10 10 Mr Mae 10303anexHAM
xapakrep. Ilpu mozeHnHomy 3actocyBaHHI mpemapaTy «SpuHa®» piBHOBa)KHAa KOHLIEHTpALlis
JPOCIIPEHOHY aocsAraiack yepe3 8 nuiB. CriocTepiragocs Maike 2-3 KpaTHE MiIBHUIICHHS MOKa3HUKIB
Cmax Ta AUC (0-24 roaunm) y CHpOBAaTIIi KPOBi JAPOCIIPEHOHY ITiciast 6araropa3oBOro 3aCTOCYBaHHS
npenapary «Jpuna®» (quB. Tadnuio 1).

Jlnst  eTmHUTECTpaioNly PIBHOBaXKHI YMOBH CIIOCTEPIralMCsl MPOTIrOM JAPYroi IMOJIOBHHH KYypCy
nikyBaHHs. [Ipu moneHHOMy 3acTocyBaHHI npemnapary SpuHa®, MOKa3HUKH CHUPOBATKOBOTO PIBHS
Cmax Ta AUC (0-24 roaunu) eTHHIIECTpaIioNy MiABHIUINCS Maibke y 1,5-2 pasu (auB. Tabmuigo 1).
Kanprito neBomedosiaT 3a CBO€IO CTPYKTYpOIO € imeHTHYHuUM L-5-metunterparigpocdonary (L-5-
Metuii-TI' D), metabonity Bitaminy Bo. Cepennsi moyaTkoBa KOHIIEHTpaIllis B 0Ci0, sIKi HE BKUBAIOTh
MPOIYKTH, 30aradeHi (orieBOI0 KUCIOTO, IPOTE MAIOTh HOPMAJILHUI MOKUBHUN PaIliOH, CTAHOBUTD
15 umounn/n. Ilpu nepopanbHOMY mpuiioMi Kaibllito jgeBoMmedonaT abcopOyeThCsl 1 HAKOIUYYETHCS B
opradizmi. MakcuMmanbHa KOHIIEHTpaLlisl y TJ1a3Mi KpoBi, 110 Ha 50 HMOJIb/ BHIIE ITOYATKOTO PIBHS,
nocsraetbest uepe3 0,5-1,5 roaMHm micas OJHOPA30BOTO MEPOPATBHOTO MPUHOMY  KaJbI[iIO
neBoMedoiaty B 1031 0,451 wmr.

PiBHOBa)XHI YMOBH [UIsl 3arajbHOTO piBHA (ojary y miasmi Kposi micis npuiiomy 0,451 mMr kanbLito
neBoMe(oJIaTy J0CATa0ThCs MPUONINU3HO depe3 §-16 THXKHIB, 3aJIe)KHO Bl MOKA3HUKIB MOYATKOBOT'O
piBHs. PiBHOBa)kHa KOHLIEHTpAIlisl Kajblil0 JeBoMedojary B EpUTPOLUTAX JIOCATAEThCSA JAELI0
MI3HIIIE, 110 3yMOBJIEHO AOBUIMM KMTTEBUM LIUKIOM €pUTPOLUTIB - 120 1HIB.




Tabnuus 1
dapmakokiHETHUHI MapaMmerpu Tnpenapaty «SpunHa®» (3 wmr gpocmipenony 1 0,03 wmr
CTHUHUIECTPAIONY)

HpocmipeHoH
Cepenni 3HaueHHs (%)
Kypc/moba Kinbkicth | Cmax (HT/MiT) | Tmax (rom) | AUC(0-24rom) T (Trom)
Mali€uTIiB (ar*ro/min)

1/1 12 36,9 (13) 1,7 (47) 288 (25) He 3actocoByeThCst
1/21 12 87,5 (59) 1,7 (20) 827 (23) 30,9 (44)
6/21 12 84,2 (19) 1,8 (19) 930 (19) 32,5 (38)
9/21 12 81,3 (19) 1,6 (38) 957 (23) 31,4 (39)
13/21 12 78,7 (18) 1,6 (26) 968 (24) 31,1 (36)

Ertuninectpamion
Cepenni 3HaueHHS (%)
Kypc/moba Kinbkicth | Cmax (HT/Mi) | Tmax (rom) | AUC(0-24ron) T (Tom)
MAIIEHTIB (ar*ron/mn)

1/1 11 53,5 (43) 1,9 (45) 280 (87) He 3actocoByeThcst
1/21 11 92,1 (35) 1,5 (40) 461 (94) He 3actocoByeThCst
6/21 11 99,1 (45) 1,5 (47) 346 (74) He 3actocoByeThCst
9/21 11 87 (43) 1,5 (42) 485 (92) He 3actocoByeThCst
13/21 10 90,5 (45) 1,6 (38) 469 (83) He 3actocoByeThCst

Bnaue ixci

[IBuakicTe abcopOIlii IpOCHIpEHOHY Ta ETHHUIECTPAIIONy TICIAS OJHOPA30BOTO 3aCTOCYBAaHHS
npenapari, noaioHuX a0 Apura® I[lmtoc, Oyma HWKYOIO MpU TpHUHOMI Ticis ki (6aratoi Ha BMICT
YKUPIB), IPH IIbOMY cepeaHs cupoBaTKkoBa KOHIEHTPAIlIS (Cmax) 000X peHOBUH 3HU3MIACH Maixke Ha 40
%. OnHak cTymiHb abcopOIlii APOCHIpEHOHY 3aIUIIMBCS He3MIHHUM. HaToMicTh cTymiHb aGcopOirii
eTUHUIECTPaIoNy 3MeHIINUBCs Maiike Ha 20 % mpu 3acToCyBaHH1 MICHS DKI.

Brum ki Ha abcopOrito KanbIlito JeBoMedosiaTy Mmpu 3acTocyBaHHI mpenapary Apura® Ilmroc He
BHMBYABCHL.

Posnooin

Cman cMpOBaTKOBUX KOHIIGHTpAII JPOCHIPEHOHY Ta €THHUIECTPAIiony BIiTOYBA€ThCS B JIBa E€TallH.
VsaBHU 00’€M pO3MOAUTY APOCHIPEHOHY CTAHOBUTH OJIM3BKO 4 JI/KT, a €TUHUIECTPAaiony - OJHM3BKO
4-5 n/kr.

JpocripeHoH He 3B’SI3y€ThCs 3 TII00YiHOM, 1110 3B’s13ye crareBi TopMonu (I'3CI'), abo rio0ysiHoM, 1110
3B’s13ye koptuzon (I'3K), oaHak 3B’s13yBaHHA 3 IHIIMMH OLUTKaMU CHPOBATKU KPOBI CTAHOBUTH OIU3BKO
97 %. Ilicna GaraTopa3oBOTO 3aCTOCYBAaHHS MPOTATOM OuUIbIIe 3 KypCiB HE BIAMIYEHO KOJIHUX 3MiH
BUIbHOI (hpakiii (3a Moka3HUKaMHU MiHIMaIbHOT KOHIIeHTpallii). [ToBimoMIsS€eThCs, MO0 eTHHUIECTPaioN
aKTUBHO, MPOTE HeCcHenu(iyHO 3B’SA3YETbCA 3 CHPOBATKOBHM ajbOymiHOM (OGnm3bko 98,5 %) Ta
CTUMYIIOE TiABHUINEHHSA cupoBaTkoBuX koHueHtpaniid sk ['3CI, tak 1 I'3K. Takwuii Brums Ha ['3CI 1
I'3K, 3ymMOBiIeHHMI [II€T0 ETUHIIECTPA1101y, HE 3MIHIOBABCS IIPU 3MiHI 103 IPOCHIPEHOHY B JAiana3oHi 2-
3 Mmr.

[ToBinomisnock npo Boda3Hy KiHEeTHKY (ojaTiB 31 MIBUJKUM Ta MOBUIBHUM OHOBJIEHHSM iX 3amacis.
[IIBuKE OHOBIICHHS 3aMaciB, SKe, MOXJIHMBO, BiToOpakae HeloAaBHO abcopOoBaHi GoyiaTu, BiAMOBiIa€e
MOKa3HUKY KIHIIEBOTO TMepioay HaMiBBUBEIEHHS, IO CTAHOBUTh MNPUOTU3HO 4-5 TOOUH TMICHS
OJIHOPA30BOTO TEPOPaTbHOTO MpUHOMY Kalbllito JeBomedornary B n03i 0,451 mr. J{ns moBUIBHOTO
OHOBJIEHHS 3araciB, 10 BiJoOpaxkae MeTaboi3M MoJirioTamary (onary, cepenHiii yac yTpUMaHHS
cranoBuTh 100 nHIB abo OinbIe.

Memabonizm

JIBa OCHOBHUX METaOOJITH JPOCHIPEHOHY, BUSBJIEHI Yy IUIa3Mi JIIOAMHU — II€ KHUCJIOTHa Qopma
JIPOCHIPEHOHY, IO YTBOPIOETHCS BHACHIAOK PO3KPUTTS JIAKTOHOBOTO KUIBI, Ta 4,5-TUTimpo-
IpocHipeHoH-3-CynbdaT, MO0 € pe3yapTaTOM PEayKIii Ta HACTYIMHOTO cylb(dyBanHs. BcranoBneHo, 110



i MetabousitT € (apMaKOJIOTIYHO HEAKTUBHUMHU. [IpOCHIpEHOH TaKOX 3a3HA€ OKHUCIIOBAIHHOTO
Mmetabomnizmy g aiero CYP3A4.

[ToBimOMIISIIOCH, 110 €TUHLIECTPAAION MPOXOIUTh 3HAUHUI MPECUCTEMHHUI METa00III3M Y KUIICUYHHUKY 1
nevinmi. MeTtabomi3M  eTHHUIECTPaaioNy Ta WOTO OKHUCIIOBAIBHUX METa0OJITIB  BiIOYBa€eThCS
MEPEeBaKHO IIJISIXOM KOH Forarii 3 TitoKypoHigoM abo cynbdarom. CYP3A4 B neuinni Binnosinae 3a 2-
T1IPOKCIITIOBAHHS, III0 € OCHOBHOO PEaKIII€I0 OKUCICHHS. 2-TiAPOKCH METabO0IT MPOXOIUTh TIOTANIBIITY
TpaHc(hOpMAILiFo ITiJ] YaC METHIIIOBAHHS Ta TIIIOKYPOHIIAIT TIepe/l THM, K OyTH BUBEICHUM 13 Ce4ero Ta
KaJIOM.

L-5-metun-TI'® — mepeBaxkaroua croiyka (oJi€eBOi KHCIOTH B CHUCTEMi KpOBOOOIry, mio
TPAHCHOPTYEThCSA 3a (i3I0JIOTITYHMX YMOB Ta i Yac 3aCTOCYBaHHS (DOJIIEBOI KUCIOTH 1 KaJbI[iIO
neBoMedoary.

Buseoenns

CupoBaTKoBa KOHIIEHTpAlLllsl JPOCHIPEHOHY XapaKTePU3YeThCs KIHIIEBUM MEpPIOIOM HalIBBUBEICHHS Y
¢da3i posnoaury O6mm3pko 30 roauH SK MICTsS OJHOPA30BOTO, TaK 1 0araTopa3oBOrO 3aCTOCYBaHHS.
BuBenenHs1 3 opranismy JpocHipeHOHY Oyno Maike NmoBHMM uepe3 10 AHIB, a BUBEIEH1 KUIBKOCT1
BUSIBWJIMCH JICIIO0 BUILIMMHU Yy Kajl, HDK y ceyl. J[pocmipeHOH MpOXOIUTh aKTUBHUI MeTaloJi3M, 1 3
CEeuer0 Ta KaJoOM BUIUISIOTHCS TUIBKM HE3HA4H1 KUIBKOCTI HE3MIHEHOTO IPOCHIpEHOHY. Y cedi Ta Kajl
BUSIBJIEHO IIoHaiiMeHme 20 pizHux MetaboniTiB. bausbko 38-47 % meTaboniTiB y cedl - KOH IoraTH 3
TIIOKYpOHimaMu Ta cynbdatamu. Maitbke 17-20 % wmeTabosiTiB, BUABJICHUX Yy Kai, BUBOJUIIUCA Yy
(dbopMi TIIFOKYPOHIJIIB Ta CYlIb(aTiB.

Kinuesuii nepion HamiBBUBEAEHHS Yy (a3l po3MOALTY €THHUIECTPAII0Jy CTAHOBUB, 32 MOBIAOMIIEHHSIMH,
onmuszbko 24 ronuH. ETuHUIecTpanion He BHUBOAMTHCS Y HE3MIHEHOMY BUTIIAAL. ETuHinecTpamion
BHUBOJUTHCS 13 ce4ero Ta KajJoM y (opmi KOH’IOraTiB 3 MNIIOKYpOHiaMu Ta cyiabdaTraMu 1 MPOXOAUTH
EHTEPOTeNaTHIHY TUPKYIAIIIFO.

L-5-metrni-TI'® BuBOmuTHCA 3 OpraHisMy 3 ceudeto y ¢opmi He3MmiHEHHX (oJaTiB 1 MPOAYKTIB
KaTtaboIi3My Ta 3 KaJIoM y MpoIieci 1Bo¢a3HOi KIHETHKH.

3acmocysanns 6 ocobnueux epynax nayicHmMox

3acTocyBaHHs AiTsM. besneka ta eQekTUBHICTD 3acTocyBaHHs npenapary SApuna® [lmroc BcTaHOBICHA
JUTSI )KIHOK PENPOYKTHUBHOTO BiKy. OUIKy€eThCs, 110 MpernapaT BUSBIATHME aHAIOTTYHY €()eKTHBHICTD Y
MUTITKIB TIOCTITYOepTaTHOTO BIKY 710 18 pokiB Ta marieHTOK BikoM Bix 18 pokis. Lleit mikapchkuii 3acio
He NMPU3HAYaTH 0 OYaTKy MEHCTpYyaLlii.

3acTocyBaHHs oci0aM JIITHBOTO BIKY. 3acTtocyBaHHs mpemnapary SpuHa® Ilnroc y KiHOK
MOCTKJIIMAKTEPUYHOTO BIKY HE AOCIIPKYBAJIU; IpenapaT He IPU3HAYAI0Th NallleHTKaM L€l TPYIIH.
PacoBi BiamiHHOCTI. He BigMmideHO KIIHIYHO 3HAYYIIMX BiAMIHHOCTEH (apMaKOKIHETUYHUX
BJIACTUBOCTEN JAPOCHIPEHOHY a00 €THHUIECTPAJioly y SAIOHOK Ta MPEICTaBHMIb €BPONEOITHOI pacu
(BikoM 25-35 pokiB) mpH IIOJEHHOMY 3aCTOCYBaHHI IIpemnapary i3 BMictoM 3 mr apocmipeHony/0,02 mr
eTUHUIeCTpaaiony mnpotsarom 21 go6u. CremianbHi AOCTIHKEHHS MIOJ0 OCOOIMBOCTEM B IHIIMX
€THIYHUX IpyNax He MIPOBOANINCE.

Hopymienns ¢ynkuii  Hupok. [Ipenmapar SApuna® Ilmoc npoTtumnokasaHuwii A 3acTOCYBaHHS
MaIEHTKaM 13 TOpYyIIEeHHIM (YHKIIIT HUPOK.

BrnuB nopymieHHst ¢pyHKIIT HUPOK Ha (papMaKOKIHETHYHI BJIACTUBOCTI IPOCHIPEHOHY (B 1031 3 MT Ha
no0y mpotsaroM 14 1HIB) Ta BIUIMB APOCHIPEHOHY Ha KOHIIGHTPAIIO Kallifo B CHUPOBATII BUBYAIU Yy
TPbOX OKpeMHuX rpymax kiHok (n = 28, Bik 30-65). Bci ocobu mnepeOyBaiu Ha [Ji€Ti 3 HU3BKUM
CHOXMBaHHAM Kaiito. [Iporsrom pocnimkeHHs 7 oci0 MpPOJOBXKYBaIM NpUAMaTH Kaiii30Oepirarodi
npenapatd Ui JIIKyBaHHS iX OCHOBHOTO 3axBoptoBaHHA. Ha 14-ii neHb Tepamii ApocmipeHOHOM
(pIBHOBa)KHUM CTaH) CUPOBATKOBI KOHIIEHTpALlli APOCHIPEHOHY B TPYMi 3 KIIpeHCOM KpeaTHHiHy 50-79
MJI/XB OyNlu aHaJIOTIYHMMM KOHIIEHTpalLiiM B Tpymi 3 KIipeHcoM KpeaTuHiHy > 80 miu/xB. B oci6 3
KJIipeHcoM KpeatuHiHy 30 - 49 MiI/XB cHpOBaTKOB1 KOHIIEHTpallii APOCIIPEeHOHY Oyl B CEpPEHbOMY Ha
37 % BUIIMMH, HDK y MAI[IEHTOK 3 KOHTPOJIbHOI Tpynu. [Ipu JikyBaHHI IpOCHIPEHOHOM HE BiIMIY€HO
’KOJTHOTO KJIIHIYHO 3HAYYIOTO BIUIMBY Ha piBEHb Kajlilo B CHpoBatli KpoBi. He3Baxkarouu Ha Te, 110 B
JOCITI/DKEHHI HE cIlocTepirajach rinepkamiemis, y 5 3 7 oci0, sKi NpOJOBXKYBaJU 3acTOCYBaHHS
Kajiii30epiralouux mnpenapaTiB Mif Yac JOCTIKEHHS, CEpelHs CHPOBATKOBA KOHILIEHTpALs Kajiio
nigsummiack a0 0,33 mexs/n (auB. po3nimu «IIpoTunokazanus» Ta «OcoOIUBOCTI 3aCTOCYBAHHS).




Hopymenns ¢ynakmii nedinku. IIpemapar SApuna® Ilmoc npoTHMOKa3aHuil A 3aCTOCYBAaHHS
MaIi€eHTKaM 13 XBOp0OaMu MEYiHKH.

CepenHst €KCIO3UIsl IPOCHIPEHOHY Y JKIHOK 13 MOPYHIICHHAM (DYHKIIT MEYIHKN MOMIPHOTO CTYIIEHS €
Maiie BTPHYI BHIOIO 32 €KCMO3UINIIO Y *KIHOK 3 HOpMaIbHOKW (yHKIier0 nedinku. [Ipemapar SApuna®
[Imroc He AOCHKYBAaBCA Y JKIHOK 13 TSKKAMH TMOPYIICHHSIMHM (YHKLIl NediHKd (AWMB. PO3IUTH
«[Iporunokazanss» Ta «OCOOIMBOCTI 3aCTOCYBAHHS).

Meoukamenmosna 63a€mo0is

Jnst oTpuMaHHsS OUThII AeTanbHOI iH(GOpMaIii Ipo B3aEMOJI0 3 TOPMOHAIBPHUMH KOHTPALENTHBAMHU
a00 mpo MOXUMBI (PePMEHTHI 3MIHH CIIiJI EPETISIHYTH IHCTPYKIIi AT MEIUYHOTO 3aCTOCYBaHHS BCIiX
Ipernaparis, sIKi MPU3HAYAIOTH OJJHOYACHO 3 IIUM JIIKApPCHKUM 3aCO00M.

Bnaue inwux aikapcokux 3acobis na KOK.

Peuosunu, wo 3nusxcyroms ecpexkmusnicmov KOK. Jlikapchki 3acobu abo ¢ironpenapaTi, Mo iHAYKYIOTh
neBHi pepmenTH, B Tomy unciai CYP3A4, moxyts 3umkyBatu epextuBHicTh KOK abo mocumoBatu
MIPOPUBH1 KPOBOTEYI.

Peuosunu, wo niosuwyrome xonyenmpayiro KOK y nnasmi kposi. Ilpu cynmyTHROMY 3aCTOCYBaHHI
atopBacTaTuHy Ta neBHuX KOK, 110 MICTATh €THHLIECTPAIION, BIIMIYAETHCS TIBUIIICHHS MMOKa3HUKIB
AUC eruninecrpaaiony maixe Ha 20 %. AckopOiHOBa KHCJIOTa Ta alleTaMIHOQEH MOXKYTh IPU3BOIUTH
70 30UTbILIEHHS KOHLEHTpalli eTHHUIECTPaaioNly y Iula3Mi KpoBi, WMOBIPHO, 4epe3 IpUrHIYEHHS
KOH 1oraiiii. ¥ X011 KJIIHIYHOTO JOCHIKEHHS 3 BUBUCHHS B3a€MO/II1 MperapaTis, 110 TPOBOIH 3 YIACTIO
20 KIHOK TMepeaKITIMaKTepUIHOTO BIKY, NMPU 3aCTOCYBaHH1 | pa3 Ha 100y TabJETOK 13 BMICTOM 3 MT
npocmipeHony 1 0,02 Mr erwHUTeCTpagioNy OIHOYAaCHO 3 TMOTYyKHMM iHTiIOITOpoMm CYP3A4
KETOKOHAa30JI0M B /1031 200 Mr fBiui Ha 100y npoTsirom 10 nHiB BimMmivanock miaumienHs AUC (0-24)
JPOCIIPEHOHY Ta €TUHUIECTPAi0Ty BiAMOBIIHO B 2,68 paza (90 % [I: 2,44, 2,95) ta 1,4 paza (90 % l:
1,31, 1,49). Iloka3uuk Cmax 3a3HaB 1,97-kpatnoro migsumieHus (90 % JI: 1,79, 2,17) 1 1,39-kpatHoro
migsumennas (90 % JI: 1,28, 1,52) apocnipeHoHy Ta eTUHUIECTpaiony BiAnoBigHo. He3Baxkaroun Ha
Te, MO HEe Oyno BIAMIYEHO >KOJHOTO KIIHIYHO 3HAUYYIIOTO BIUIMBY Ha Oe3meky abo JrabopaTtopHi
MMOKAa3HUKH, B TOMY YHCIl PIBEHb KaJil0 B CHPOBATIIl KpPOBi, CIiI BpaxoBYBaTH, IO B IbOMY
JOCIIKEHH] Cy0’ekTH BUBYAIWCh juire npotsrom 10 muiB. Kniniuai Hacminku npuitomy KOK 13
BMICTOM JIPOCIIPEHOHY OJHOYAcHO 3 Oe3mepepBHUM 3actocyBaHHsAM iHTiOITOpa CYP3A4/5 Heimomi
(muB. po3nin «OcoOIMBOCTI 3aCTOCYBAHHS»).

Ineioimopu npomeasu gipycy imynooegpiyumy arwounu (BLJI1)/sipycy eenamumy C (BI'C) ma
HEeHYKIeo3UOHI iH2ibimopu 360pomHoi mpauckpunmasu. Y JIeSIKUX BHUMAJKaX I[P OJHOYACHOMY
3actocyBanHi KOK 3 inri6itopamu npoteasu BIJI/BI'C abo HeHyKI€03UIHUMH 1HT10iTOpaMH 3BOPOTHOL
TPAHCKPUIITAa3U CIIOCTEPIraucs 3Ha4H1 3MiHHM (30UIbIIEHHs] a00 3MEHIICHHS) MJIa3MOBOI KOHIIEHTpaIlii
€CTPOTEHY Ta IIPOreCTUHY.

Anmubiomuxu. € TIOBITOMJICHHS TIpO BHUIIQJKKA HACTaHHSA BariTHOCTI IIJI Yac 3aCTOCYBaHHS
TOPMOHAJIBHUX KOHTPALICTITUBIB Ta aHTHOIOTHKIB, OJIHAK KIIHIYHI JOCIIKEHHS 3 BHUBYCHHS
(hapMaKOKIHETUYHUX BIACTHUBOCTEH HE BUSBWIM CTIHKOTO BIUIMBY aHTHOIOTHKIB Ha KOHIICHTPAIIIIO
CUHTETUYHUX CTEPOiliB y IIa3Mi KPOBI.

Bnaue KOK na inwi npenapamu

KOK 3 BMicTOM eTHHLIECTPaaioNly MOXKYTh MPUTHIYYBaTH METa0OJI3M IHINUX Tpenapatis.
Bcranosneno, mo KOK 3HauHO 3HIKYIOTH KOHIIEHTPAI[IIO JTAMOTPHIKUHY Yy IJ1a3Mi KPOBi, IMOBIPHO,
yepe3 IHAYKYBaHHSA TJIIOKYPOHYBAaHHS JAMOTPUIKUHY. BHacmiok NbOro MOJJIMBE 3MEHIIEHHS
KOHTPOJIIO HAaJ CyIOMaMH, TOMY MOXe MOTpeOyBaTUCh KOPUTYBaHHS J03M JaMOTPUIKUHY. Jlnis
OTpUMaHHs OuTbLI JieTanbHOI iHpopMalii npo B3aemoio 3 KOK ab6o npo MoximBi hepMeHTHI 3MIHH
NeperyisiHbTe IHCTPYKLIT 715 MEAUYHOTIO 3aCTOCYBAaHHS BCIX MpenapaTiB, K1 MPU3HAYAIOTh OJJHOYACHO
3 UM JIIKapChKUM 3aCO00M.

B ymoBax in vitro eruninectpazion € iHribiropom 3BopoTHOI Aii crocoBHO 3odepmentieB CYP2C19,
CYPIAI i CYPIA2 ta nHe3BopotHuM iHri0iTopom i3odepmentiB CYP3A4/5, CYP2C8 i1 CYP2J2.
Metaboi3M JIpOCHipeHOHY Ta MOTEHLIMHMNA BIUIMB JApocripeHoHy Ha mneuinkoBi CYP-gepmentu
BHUBYAQJIM y JIOCHI/DKEHHSX N VItro ta in vivo. ¥ Xxoxi JBOX JOCIIMKEHB IN VIr0 ApocHipeHOH He
BUSIBIISIB BIUIMBY Ha MeTabonisM mojnenbHux cyocrpariB CYP1A2 1 CYP2D6, oanak mpurHidyBaB
Mmetaboiizm mMonenbHux cyocrparie CYP1AL, CYP2C9, CYP2C19 i CYP2A4, npu upomy HaiOi1b11
gytnuBuM ¢pepmerToM 6yB CYP2C19. IloTeHuiliHuI BIUIMB APOCHIPEHOHY Ha aKTUBHICTH 130(pepMeHTy
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CYP2C19 BuBYanu y XxoAi JOCTIHKEHHS KIIHIYHOT (papMaKOKIHETUKU 13 3aCTOCYBAaHHSIM OMEIPAa30Iry
SK MapKepHOro cyocTpary. Y X0l AOCHIPKEHHS 3a ydacTio 24 5KiHOK MOCTKIIIMAKTEpHUIHOTO BiKy (12
KIHOK 13 TOMO3WUTOTHUM (aukoro tuiy) reHotunoM CYP2CI9 Tta 12 XiHOK 13 TETEpO30THUM
renotuniom CYP2C19) mpu moneHHOMY NepopajbHOMY 3aCTOCYBaHHI JPOCHIPEHOHY B 1031 3 Mr
npotsroM 14 nHIB He BIIMIYEHO BIUIMBY Ha KiipeHC omernpa3zony (40 mr, omHOpa3oBa IepopalibHa
7o03a) Ta S-rigpokcuomernpasoiy, yrsopeHoro mig giero CYP2C19. Kpim Toro, He Oyino BHUSBIECHO
’KOJTHOTO 3HAYHOTO BIUIMBY JIPOCHIPEHOHY Ha CUCTEMHHUH KIIPEHC OMENpasoiry cylb(hoHy, METa0OIITY,
yrBopenoro 3a gomomoroto CYP3A4. Ili pe3ympTatu CBim4aTh, IO IPOCHIPEHOH HE MPUTHIUYE
CYP2C19 i CYP3A4 B ymoBax in Vivo.

Bymno npoBeneHo aBa M0JaTKOBUX KIIHIYHUX JOCTIDKEHHS 3 BUBUCHHS MEIMKAMEHTO3HOT B3aEMOJIIT 3
BUKOPHCTaHHSM CHMBACTaTHHY Ta Mifa3ojaMmy sk MapkepHux cyocrtpatiB s CYP3A4, y koxxHOMY 3
AKUX Opanmu y4yactb 24 310pOBi JKIHKM IOCTKIIMAaKTEpUYHOTO BiKy. Pe3ynbraTé IUX AOCITIIKEHb
MIOKa3ajiy, 1110 APOCHIPEHOH B PIBHOBAXKHIN KOHILEHTpAIIll, JOCATHYTIN MIC/sI HOro 3aCTOCYBaHHS B 71031
3 Mr/no0y, He BUSBJISE BIUIMBY Ha (hapMaKOKIHETHYHI1 BIacTUBOCTI cyOcTpariB CYP3A4.

XKiHky, gK1 OTPUMYIOTH 3aMICHY Teparilo TOPpMOHAaMHU HIMTONOJMIOHOT 3aJl03U, MOXYTh MOTpeOdyBaTH
BUILUX JI03 TUPEOINHOTO TOPMOHY, OCKUIbKM Ha Tii 3actocyBaHHd KOK cupoBaTkoBa KOHIIEHTpallis
I00YIiHY, 110 3B’ SI3y€ TUPEOINHI TOPMOHH, 3POCTAE.

Bszaemoois 3 npenapamamu, wo modxcymv niosuwgyeamu cuposamkosuii pigens Kauilo. Y KIHOK, SIKi
npuiiMaioTh npenapar SApuHa® [lmoc oqHOYAaCHO 3 IHITMMHE MperapaTaMy, 0 MOXKYTh IiJIBHITYBaTH
pIBEHb Kallil0 B CHPOBATIl KpPOBI, ICHY€ IMOBIPHICTh 3pOCTaHHS CHUPOBATKOBOI KOHIEHTpALlli Kajiio
(muB. po3ai1 «OcoO0AMBOCTI 3aCTOCYBAHHS?).

byno mnpoBeneHo AOCHIKEHHS 3 BUBYEHHS MEAMKAMEHTO3HOI B3a€MOJIi, B SIKOMY MOpIBHIOBAJIU
3aCTOCYBaHHSA JpocHipeHony 3 mr/ectpasiony 1 mr i miamnedo y 24 KIHOK MOCTKIIMAKTEPUIHOTO BIKY 3
apTepiaabHOIO TIMEPTEH31€10 TOMIPHOTO CTYIEHS, [0 MPUUMAaIIA SHaJanpity Manear y 1031 10 mMr aBigi
Ha 100y. PiBeHb Kallito MepeBipsiid y BCIX YYacCHHUIIb AOCITIDKCHHs 4epe3 JIeHb MPOTITOM 2 THXKHIB.
Cepennsi cupoBaTKOBa KOHIIEHTpAITisl KaJIif0 B TPYIIi, III0 OTPUMYBaJIa IPOCHIpeHOH/ecTpaio, Oyina Ha
0,22 MEKB/N BHIIOI BITHOCHO BHUXIAHOTO piBHA y Tutane6o-rpymi. Kpim mporo, piBeHb Kajilo B
CUPOBATII KPOBI BUMIPIOBABCS B OKPEMHUX YAaCOBUX TOUYKAX MPOTITOM 24 TOJIWH HA BUXIIHOMY PIBHI Ta
Ha 14-it nenp. CranoM Ha 14-it nenpb cniBBimHOMIEHHS MDK Cmax 1 AUC CHpOBaTKOBOTO PIBHS Kaiio B
Ipymi, 0 OTPpUMYBaja JPOCIIpEHOH/ecTpaaiol, 1 miuanedo-rpymi O6yno BigmosinHo 0,955 (90 % Al:
0,914, 0,999) i 1,010 (90 % AI: 0,944, 1,08). Y xomHOi marieHTKH 3 000X TPyl JIIKYBaHHsS HE
BIIMIYE€HO PO3BUTKY TimepKarieMii (piBeHb Kajilo B CHPOBATIII KPOB1 > 5,5 MEKB/1).

Bnaue ¢onamie na inwi npenapamu. ®onatu, Taki Sk ¢oieBa KUCIOTa 1 JeBoMedoaT KaJblIito,
MOXYTh 3MIHIOBaTH (papMakokiHETHYHI abo ¢dapMaKoIMHAMIYHI BJIACTUBOCTI NMEBHUX aHTH(OJIATIB
(HanmpuKIIaa MPOTHUENUISTITUYH1 3aCO0H, METOTPEKCaT).

Bnaue inmwux npenapamie na ¢onramu. lloBimoMmsioce, 1m0 OKpemi mpemapaTH (METOTpeKcar,
cynbdacaia3ut, X0JeCTUPaMiH, MPOTHENIUICNITUYHI MPenapaT) BUKIUKAIOTh 3HIKEHHS PiBHA (POJaTiB.
JlokutiHiYHi 1aHi 3 6e3neKu

Y Xxonai AOCHIMKEHHS KaHIEPOT€HHOCTI y TBapWH, L0 TpUBAIO 24 MicCAl, NMPU MEPOpaIbHOMY

3acrocyBanHi 10 Mr/kr/nens npocmipenony a6o 1+0,01, 3+0,03 ta 10+0,1 Mr/kr/aeHp IpocmipeHOHY

Ta eTuHuIiecTpaaiony, mo craHosuio 0,1-2 kpatny ekcnosuiiio (AUC npocnipeHOHY) y JKIHOK, SKi

OTPUMYIOTh KOHTpAUENTHBH, BU3HAYMIN 30UIBIIEHHS BUIIAQJKIB PO3BUTKY KapIMHOMHU TrapiaepoBOi

3aJ03M y TpyIi, L0 OTPUMYBajla MOHOTEpAIil0 BUCOKMMHU JI03aMH JPOCHIPEHOHY. Y CXOXXOMY
JOCII/DKEHHI B HIIOTO BUY TBapUH NPH MEpOpalbHOMY 3acTocyBaHHI 10 MI/KI/ieHb IpoCHipeHOHY

a6o 0,3+0,003, 3+0,03 ta 10+0,1 mMr/Kkr/aeHp ApocCHipeHOHY Ta eTHHUIeCTpaaiony, o craHoBuio 0,8-

10 KpaTHY €KCIO3HULIK Y JKIHOK, sIKI OTPUMYIOTh KOHTPAlLENITUBY, BU3HAYaIM 30UTBIICHHS BUIAJKIB

PO3BUTKY JOOPOSKICHUX Ta 3arajibHOi KiNbKOCTiI (JOOPOSKICHUX Ta 3JIOSKICHUX) (eoXpoMaIruTOM

HQJIHUPKOBHUX 3aJl03 Yy TIpymi, 1[0 OTPUMYBaJla MOHOTEpAIil0 BHCOKHUMH J03aMU JPOCIIPEHOHY.

JlocnmipKeHHsT MYTareHHOCTI JPOCHipeHOHyY, 10 Oyiau mpoBeneHi IN VIVO Ta in Vitro, He BHABWIM

CBiJU€Hb MYTareHHO1 aKTUBHOCTI.

JIOBroTpuBajauX JOCIDKEHb Ha TBapuHaX JUIi BU3HAUYEHHS KAHLEPOTEHHOTO MOTEHIIaly
neBomedoiaTy He mpoBOAMIH. JIOCHiIKEHHST MyTareHHOCTi JieBoMedoiary, o Oynu mpoBeneHi in

VIVO Ta In Vitro, He BUSBUJIM CBiYEHb MYTar¢HHOT aKTUBHOCTI.




Kuiniuni xapakrepucTuku.
Ilokazannsa.

[lepopanbHa KOHTpALICTIITis.

[Ipemapar Apuna® I[lnroc npu3zHadeHWid Ui 3aCTOCYBaHHS JKiHKaM 3 METOIO 3amoOiraHHs
BariTHOCTI.

3abe3neueHHs POIATHOTO CTATYCY.

[Ipenapat SApuna® [lnroc nmpu3HAYaTH KIHKAM, SKi 00paIy MmepopaibHy KOHTPAIEIIIIIO K METOA
3armoOiraHHsl BariTHOCTi, JUIA MIABUINEHHS piBHA (oaTiB 3 METOK 3MEHIICHHS pPHU3HKY
BUHUKHEHHSI Ie(EKTY HEPBOBOT TPYOKH.

IIpomunoxaszanns.
[Ipenapar Spuna® Ilmtoc He mnpu3HayaTH >KIHKAM Yy pa3l HasgBHOCTI Xouya O OJHOro 13
HIKY€3a3HAaYEHHUX CTaHIB a00 3aXBOPIOBAHb.

[TopymenHs GyHKIIT HUPOK.

HenocratHicTh KOpH HaIHUPKOBUX 3aJ103.

Bucokuii pu3uk po3BUTKY apTepiajJbHOTO abo BEHO3HOro Tpomo0Oo3y. Jlo 1i€i kareropii, 30kpema,

HaJIEKATh JKIHKH, SKI:

— TaJATh 1 MAKOTh BiK MOHA[ 35 pokiB (uB. po3ain «OCcoOIMBOCTI 3aCTOCYBAHHS);

— MarTh TpoM003 TIIMOOKUX BeH abo TpoMmboemoOoito ereneBoi aprepii (TEJIA), y Tomy gucii
B aHaMHe31 (AuB. po3au1 «OcoOIMBOCTI 3aCTOCYBAHHS);

— MaroTh IIepeOPOBACKYIIAPHE 3aXBOPIOBAHHS (IUB. po3aiT «OCOOTHUBOCTI 3aCTOCYBAHHS);

— XBODI Ha imeMiuyHy XBOpoOy cepiist (IuB. po3aut «OcoOIUBOCTI 3aCTOCYBAHHS);

— MaloTh TPOMOOTeHHI BaJu KjamaHa cepus abo TpOMOOTreHHI MOPYIIEHHSI CEpLEBOr0 PUTMY
(HampuKIaa MIArOCTpUN OaKTepialbHUM €HIOKAPAUT 3 YpaKCHHSIM KjamaHa a®o ¢iOpuuisiis
niepeacepas (AuB. po3aiT «OcoOIMBOCTI 3aCTOCYBaHHSY));

— XBOpi Ha cmagkoBy abo HaOyry rimepkoaryiomatiio (mauB. po3ain  «OcoOaMBOCTI

3aCTOCYBaHHS»);

— XBOpI Ha HEKOHTPOJBLOBaHy apTepianbHy rimeprensito (muB. po3ain  «OcoOaMBOCTI
3aCTOCYBaHHS»);

— XBOpl Ha IYKPOBHMH JiabeT i3 CyOMHHUMHU ycKiaagHeHHsMH (auB. po3ain «OcoOimuBOCTI
3aCTOCYBAaHHS»);

— CTpaXJalTh HA TOJOBHI 00JI1 3 BOTHHMIIEBUMH HEBPOJOTIYHUMHU CHMITOMAaMH ab0 MIrpeHi 3
ayporo abo 6e3 1 MaroTh Bik moHaa 35 pokiB (quB. po3ai1 «OCoOIUBOCTI 3aCTOCYBAHHS» ).
AHOManpHa MaTKOBa KpOBOTeYa He3 sicoBaHOi eTiosorii  (mmuB. po3aiun  «OcoOauBOCTI
3aCTOCYBaHHS.
Pak monouHo1 321031 ab0 1HII BUIU PaKy, YyTJIUBI 10 €CTPOTEHIB a00 MPOreCTUHIB, Y TOMY YUCI1
B aHaMHe31 (auB. po3aut «OcoOIMBOCTI 3aCTOCYBAHHS).
[lyxnuau medinku, T0OposiKicHI abo 370sKiCHI, a00 3axXBOPIOBaHHS TMEUYIHKA (IUB. PO3ALT
«Oco0nuBoCTI 3acTocyBaHH», «CHoci0 3aCTOCYBaHHS Ta J03U»).
BaritHicTs (depe3 BiacyTHICTh MoTpeOu B 3actocyBaHHI KOK mpotsarom BariTHOCTi) (AMB. po3Aaia
«Oco0IMBOCTI 3aCTOCYBaHHA», «3aCTOCYBaHHS Yy MEpIo]] BarirHOCT1 a0 rolyBaHHS TPYAION).
3actocyBaHHA KOMOIHawii JiKapcbkuX 3aco0iB Juig JiKyBaHHA rematuty C, MO MICTATb
omOiracBip/maputanpeip/piroHaBip 3 abo 0e3 nojxaBaHHs jAacaOyBipy BHACIIJOK HNOTEHIIHHOTO
nigsumieHHs piBHsa AJIT (auB. po3ainu «OcobmuBOCTI 3acTocyBaHHS» Ta «B3aemonis 3 iHIIUMU
TiKapchbKUMU 3ac00aMHU Ta 1HIITI BUIAHM B3a€MOIIN).

B3aemooia 3 inwumu nikapcoKumu 3acodamu ma iHuwii 6UOU 63aEMO0Ill.

Jns oTpuMaHHs OUIbII JAeTalbHOI iH(pOpMalii Mpo B3a€MOJIII0 3 TOPMOHAIBHUMHU KOHTpAIETITUBAMHU
a00 mpo MOKJIUBI (pepMEHTATUBHI 3MIHM HEpErsHbTE IHCTPYKIIl Ui MEJUYHOTO 3aCTOCYBaHHS BCIX
Ipernaparis, 10 MPU3HAYAIOTh OJIHOYACHO 3 IIMM JIKapCHKUM 3aCO00M.



Bnaue inwux npenapamie na KOK

Peuosunu, wo cnpuuunaroms smenwenns eghekmusnocmi KOK

JIikapchKi 3acO0M Ta POCIMHHI Mpenaparty, Mo IHAYKYIOTh MEBHI ()EPMEHTH, B TOMY YHCIi IIUTOXPOM
P450 3A4 (CYP3A4), moxytb 3umxkyBatu edexkruBHicTh KOK abo mocuiroBaTn mpopuBHI KPOBOTEU.
[Ipenapaty, siKi MOXYTb 3MEHUIYBaTH €()EKTUBHICTb TOPMOHAIBHUX KOHTPAICTITUBIB, BKIIOYAIOTh:
¢eniroin, OapOirypatn, kapOamasemin, Oo3eHTaH, ¢endamar, Tpu3eodyIbBiH, OKCcKapOaseriH,
pudamiin, Tomipamar Ta JIKapcbKi 3aco0m, MO MICTATH 3BipoOid. Bzaemomis opampHHX
KOHTPAIENITUBIB Ta IHIIUX JIIKAPCHKUX 3acCO0IB MOXKE MPU3BOAWUTH JO MPOPUBHOI KpoBOTEdYi Ta/abo
BTpaTh e(eKTUBHOCTI KOHTpanentuBy. Ilpm Tepamii mpemapatamu, IO IHAYKYIOTH (EpMEHTH,
omHodacHo 13 3actocyBaHHsAM KOK anmbrepHaTHBHHI a00 TOJATKOBUK METOIU KOHTPALEHINT CITiJ
3aCTOCOBYBATH MPOTATOM YChOTO TEPMIHY JIKYBaHHS BIIIOBIAHAM IIPETIAPATOM 1 II€ MPOTATOM 28 JTHIB
IICJISl IPUMTMHEHHS HOTO 3aCTOCYBaHHS /IS 3a0€3MeYeHHs] TOBHOIIIHHOT KOHTPAIETIIIii.

Peuosunu, wo cnpuuunsaiomo 30invuwenns konyenmpayii KOK y naasmi kposi

[Ipn cynyrHboMy 3acTocyBaHH1 artopBacTaTMHy Ta mneBHuX KOK, mo MicTaTh eTuHiIecTpasaiol,
BiMidaeThes migBuieHHs nokasaukie AUC etunitecTpamionry maibke Ha 20 %. AckopOIHOBa KHCIIOTa
Ta aneTamMiHO(PeH MOXYThb IPU3BOJAWUTU 1O 30UIBIIEHHS KOHLEHTpalli eTHHUIECTpaaiosly y Ija3Mi
KpOBI, IMOBIPHO, Yepe3 MPUTHIYEHHS KOH Iorarfii.

CymyTtHe 3actocyBaHHS MOMipHHX a0o cuinbHUX iHTiIOITOpiB CYP3A4, 10 sSKMX HaleXarh a30JbHI
MPOTUTPUOKOBI TpemnapaTd (KETOKOHA30JI, ITPaKOHA30Jl, BOPUKOHA30J, (HIyKOHA30J1), Bepamami,
MakpoJIigu (HampuKial, KIapUTPOMIIUH, €PUTPOMILMH), NWITIa3eM Ta rpedndpyroBuil cik, Moxe
CIOPUYUHATH MIABUILEHHS KOHIEHTpAlil y IUIa3Mi KpOBI €CTpOreHy abo NIpOrecThHy u4u ix 000X
pedoBUH. Y KIIHIYHOMY JOCIIDKEHH1 3 BUBYCHHS B3a€MO/II1 MpernapaTiB, M0 MPOBOIUIIOCS 32 YIaCTIO
KIHOK TMepeAKIIIMaKTepuYHOro BiKy, IpU 3acTocyBaHHI 1 pa3 Ha n00y mpemnapary, 10 MICTUB 3 MT
npocmipeHony/0,02 Mr eTWHUIECTpPamioNy, OJHOYACHO 3 TOTYXHHM iHTriOiTopoMm CYP3A4
KeTOKOHa30JI0M y 1031 200 mr 2 pasu Ha 100y mpoTsroMm 10 AHIB BigMidanocsl MOMIpHE MiIBUIIESHHS
CHUCTEMHOI EeKCIO3UIlil ApocmipeHoHY. EKcmo3uiis eTuHuiecTpamiony 30UTbIIMIACS HE3HAYHO (IUB.
po3nut «OcoOIMBOCTI 3aCTOCYBaHHS» Ta «DapMaKoIOTiuH1 BIACTUBOCTI»).

Ineioimopu npomeasu gipycy imynooeghiyumy arwounu (BLJ1)/sipycy eenamumy C (BI'C) ma
HEHYKIIe03UOHI [H2IOIMOpU 360POMHOI MPAHCKPUNMA3U

VY nesxkux Bumankax npu oxHodacHoMy 3actocyBanHi KOK 3 inri6itopamu mpoteazu BIJI/BI'C a6o
HEHYKJICO3UTHUMH 1HT101TOpaMH 3BOPOTHOI TPAHCKPHUIITA3H CIIOCTEPIraaucs 3Ha4H1 3MIHU (30UThIIICHHS
a00 3MEHIIeHHS) I1a3MOBO1 KOHIIEHTpallii eCTPOTreHy Ta MPOreCTUHY.

Anmubaxmepianvhi 3acoou

€ TNOBIIOMIIGHHS NP0 BHIAJKA HACTaHHA BariTHOCTI IiJ] Yac 3aCTOCYBaHHS TOPMOHAJIBHHUX
KOHTPALICTITUBIB Ta aHTHOIOTHKIB, OJHAK KJIIHIYHI JOCIIDKCHHS 3 BUBYEHHS (hapMaKOKIHETHUYHUX
BJIACTUBOCTEH HE BUSBHIIN CTIMKOTO BIUIMBY aHTHOIOTHKIB Ha KOHIICHTPAIIII0O CHHTETHYHHUX CTEPOINIB Y
TJ1a3Mi KpOBi.

Bnaue KOK na inwi npenapamu

KOK 13 BMicTOM eTHHIIECTpaaioNly MOXYTh TMPUTHIYYBAaTH METa0OJi3M IHIIMX IpernapaTis.
Bcranosneno, mo KOK 3HauHO 3HWKYIOTH KOHIEHTPAIIIO JaMOTPUIKMHY B IJIa3Mi KPOBI, IMOBIPHO,
yepe3 IHIYKYBaHHS TJIIOKYPOHYBaHHS JIaMOTPUDKUHY. BHACHIIOK HBOrO MOXIJIMBE 3MEHIIECHHS
KOHTPOJIIO HaJl CYJJOMHOIO aKTHUBHICTIO, TOMY MOX€ MOTpeOyBaThci KOPEKIis 103U JaMOTPUJLKHHY.
Jns oTpumanHa Outbln AetanbHOi iH(opmanii mpo B3aemoxairo 3 KOK abo mnpo moxuuBi
(bepMeHTaTUBHI 3MIHU CJIJl MEPErVIAHYTU IHCTPYKIIT /Ul MEJUYHOTO 3aCTOCYBaHHs BCIX Npemnapartis,
1110 IPU3HAYAIOTHCS OJJHOYACHO 3 IIUM JIIKapChKHUM 3aCO00M.

KOK, wo niosuwyroms xonyenmpayiio pepmenmis yumoxpomy CYP450 y nnazmi kposi

VY Xoni KIIHIYHUX AOCTIMKEHb Ha TJIi 3aCTOCYBaHHS TOPMOHAIBHUX KOHTPAILICTITUBIB 13 BMICTOM
eTHHLUIECTPaioNy MinBUIEHHS KoHIeHTpalii cyoctpatie CYP3A4 (manmpukian, minazonam) y mia3Mmi
KpoBi OyJ0 BiACYyTHE a00 MajoO HE3HAYHUH CTYIiHb, TOJI SIK TUIa3MOBI KOHIIEHTpalii cyOcTpariB
CYP2C19 (nanpukinan, oMenpason ta BopukoHason) i cyoctpatis CYP1A2 (nampuxiaa, TeoditiH Ta
TU3aHIMH) MOTJIM MiIBUIIYBATHCS Y Jialla30Hi BiJf HE3HAYHOTO J0 IOMIPHOTO CTYIIEHS.

Kniniyai JOCHmiIpkeHHS HE BKa3yIOTh Ha HASBHICTh IHTIOITOPHOTO TMOTEHIANy Yy APOCHIPEHOHY
BiqHOCHO CYP-depMeHTIB JIIOJUHM NMPH 3aCTOCYBAaHHI y KIIHIYHO 3HAUYHIMX KOHLEHTpalisix (JAuB.
po3ain «PapMaKoJIOTI4HI BIIACTUBOCTI).




XKiHku, sIKi OTPUMYIOTH 3aMICHY Tepamil0 TOPMOHAMH IIMTOMOAIOHOT 3aJ103U, MOKYTh MOTpeOyBaTH
BUIINX JI03 THPEOIAHOTO TOPMOHY, OCKUIbKkHM Ha Tii 3actocyBaHHs KOK cupoBaTkoBa KOHIIEHTpaIlis
rII00YITiHY, IO 3B’S3Y€ TUPEOiqHI TOPMOHH, 3POCTAE.

Bzaemoodia 3 npenapamamu, wo modicyms nioguwyyeamu cCuposamko8Ull PigeHb Kauilo

VY KIHOK, Kl mpuiiMatoTs npenapat Apuna® Ilmoc ogHOYACHO 3 HIIMMHU MpenapaTaMu, 0 MOXYTh
NiZIBUII[YBaTH pIBEHb KaJlil0 y CHPOBATLI KpOBi, ICHYe IMOBIPHICTP 3pOCTaHHA CHPOBATKOBOT
KOHIIEHTpaii Kaiito (auB. po3aimn «OcoOImBOCTI 3aCTOCYBaHH, «DapMaKOJIOTT4HI BIACTUBOCTI»).
Bnaus ¢oonamis na inwi nikapcoki 3acodu

donaty MOXKYTh 3MiHIOBaTH (papMakoKiHETHYHI a0o QapMakoJMHAMIYHI BIJIACTUBOCTI JIESAKUX
npenapariB-anTu(osiaTiB,  30KpeMa  MPOTHENMUICNTHYHUX  3aco0iB  (Hampukinax  (QeHiToiH),
MeTOTpeKcary abo MipuMeTaMiHy, M0 MOK€ NMPHU3BECTH JO 3HWKECHHS (PApMaKOJOTIYHOTO €PEeKTy
npernapariB-aHTu(OIIATIB.

Bnaus inwux aikapcokux 3acobie na poramu

[ToBinomMisnocs, 0 OKpeMi NpenapaTty BUKIUKAIOTh 3HM)KEHHSI PIBHS (DOJIATIB MUISAXOM MPUTHIYEHHS
dbepmenty aerimpodornaTpeaykrasu  (Hampukiajg, MeEToTpekcar Ta cyib(dacanasuH), MIUISIXOM
3MeHIIeHHs1T abcopOuii ¢onarie  (HaNpuUKIan, XoJecTUpamiH) abo 3a JOMOMOTOI0 HEBITOMUX
MEXaHI3MIB (HampuKiIaJ MPOTUENUICNITUYHI [penapard, Takli K KapOamaszemniH, (QEHITOH,
(enoOapOiTan, MPUMIIOH Ta BaJIbIIPOEBA KUCIIOTA).

Bnaus na pezynoemamu 1a00pamoprux 00cnioxicetsb

3acTocyBaHHS KOHTpAIENTHBHUX CTEPOINiB MOKE BIUIMBATH HA PE3yIbTAaTH TEBHUX JTA0OPaTOPHHUX
aHaJIi31B, 30KpeMa 1€ CTOCYEThCS (PaKTOPIB KOATyJAllii, piBHS JIMIAIB, TOJIEPAHTHOCTI 10 TIIOKO3U Ta
3B’s13yI0uuX OUIKIB. [[pocmipeHoH 30UTbIye aKTHBHICTh PEHIHY Ta albJOCTEPOHY Y TJIa3Mi KPOBi, 10
IHAYKYETbCSI MOr0 TOMIPHOIO AaHTUMIHEPAJOKOPTUKOINHOIO  aKTUBHICTIO. DojaTH  MOXYTh
puXxoByBaTu JAedinuT Bitaminy Bi2 (auB. po3ain «OcoOnMBOCTI 3aCTOCYBaHHD» Ta MiApo3/au1 « Bruus
KOK na iHmi mpenaparu» po3ainy «B3aemomiss 3 HIIMMH JIKApCBKUMHU 3aco00aMy Ta IHII BUIU
B3aEMOJIN).

Ocoonueocmi 3acmocy8anus.

Ilaninus ma cepiiosHi cepyeso-cyOuHHI YCKAAOHEHHS.

[TaniHHS MigBUIIYE PU3UK PO3BUTKY CEPHO3HUX CEPLIEBO-CYIUHHUX YCKJIAIHEHb Ha TJIi 3aCTOCYBAaHHS
KOK. Ilei#t pusuk 3pocTae 3 BIKOM Ta 3 KUIBKICTIO BUNAJIeHUX 3a JeHb Iurapok. Tomy KOK He ciin
3aCTOCOBYBATH KIHKaM Y Billi cTapiie 35 pokiB, sKi MasaTh (AuB. po3aut «IIpoTumnokazanasy).
Tpomboemboniuni poznaou ma iHwi CyOUHHI 3aX80PIOBAHHSL

3actocyBanHsa mpenapaty SpunHa® I[lmtoc cnig NpUNMHUTH B pasi PO3BUTKY apTepiajibHUX abo
BEHO3HUX TPOMOOEMOOIIYHUX YCKIIATHEHb.

Buxoasun 3 HasBHOI iHpopMmarii crocoBHo KOK, mo MicTsaTe apocmipenon 1 0,03 Mr eTuHLIECTpaaiony
(mpenapar «SIpuHa®»), KOK i3 BMiCTOM IpOCIIPEHOHY aCOIIOIOTHCS 3 OUTBIIMM PU3MKOM PO3BHUTKY
BeHO3HO1 Tpomboembomii (BTE), nibk KOK, mo wmictsate neBoHOprectpen abo iHIII MPOTeCTUHH. 3a
JaHUMH eMiJIEMIOJIOTTYHUX NTOCIIDKeHb MOpiBHSAHHA pusukiB BTE, MoxknuBa sk moBHA BiICYTHICTb
OyIb-SIKOTO MiJBUIICHHS PU3UKY, TaK 1 HOro 30UIbLIEHHS B TpH pasu. llepen moyaTkoM 3acTOCYBaHHS
npenapaty SApuna® Ilnroc y xkiHKH, sika panimie He 3actocoByBainu KOK, Ta y xiHKH, siKa IepexoauTh
3 IHIIOTO KOHTpPAIENTHBA, SKUH HE MICTUTh JPOCHIPEHOH, CIiJI OI[IHUTH BCI PH3UKH Ta IepeBaru
3actocyBanHs KOK 13 BMICTOM JpocHipeHOHY 3 oIy Ha iMOBipHicTh po3BUTKY BTE. JlonatkoBo no
iHIUX ¢akTopis, upe3 skux 3actocyBaHHs KOK e mpoTumnokazanum, 10 BiIOMHUX (aKTOPIB pU3UKY
BTE nanexats naninus, oxupinnsg ta BTE y cimeiinomy anamuesi (uB. po3ain «lIpotunokazanHs»).
VY psni gocnipkeHb nopiBHIOBaIM pu3uk BTE y xkiHOK, gki npuiimanu npenapat SApuHa® (1o MiCTUTh
0,03 Mr eTuHizecTpaaiony i 3 Mr ApOCIIpEHOHY), Ta Y JIHOK, sKi 3actrocoByBanu iHui KOK, y Tomy
YHCIl 3 JIEBOHOPrecTpenoM. PesynbraTu IOCHiIKeHb, 110 MPOBOAWIA Ha BUMOTY a00 3a CHpUSHHS
PEryasTOPHHUX OpraHiB, y3araibHeH1 y Ta0nuui 2.



Tabmurs 2
Po3paxynkoBi AaHi (BITHOCHUI PH3HMK) PO3BUTKY BEHO3HOI TpOMOOEMOOIIii y KIHOK, SKi OTPUMYIOThH
npemapaT SpuHa®, MOPIBHAHO 3 KIHKAMU, SKi IPUUMAIOTh OpajbHI KOHTPAICITUBH 3 BMICTOM IHIIMX

MIPOTECTHHIB

Eninemionoriune nocnimxenns (aBtopu, pik| [Ipemapar nopiBHsHHS (BCi npemnapatu — BimHocHuit
myOikarrii) HU3BKOJI030BaH1 KOK; BMmicT| pusuk (BP)
[Tomyssittist TOCITiHKCHHSI eTuHUIeCTpaiony cranoBuTh < 0,04 mr) | (95% MI)
i3 Ingenix Bci KOK, mo 6ynu nasBui B CLA mig | BP: 0,9
(Seeger 2007) 4ac MPOBEICHHS JOCiKESHHS (0,5-1,6)
XKiHKH, SIKi pO3NOYMHAIOTH 3aCTOCYBAHHS
EURAS Bci KOK, mo 6ynu nasiBHi B €Bpomni mig | BP: 0,9
(Dinger 2007) 9ac MPOBEACHHS JOCIIHKEHHS® (0,6-1,4)
Kinku, iK1 pO3MOYNHAIOTH 3aCTOCYBaHHS" JleBonoprectpen/EE BP: 1,0
(0,6-1,8)
Hocnimxenns 3a pinancysanus FDA (2011)
XKinku, iK1 He KOPUCTYBAIHCS
KOMOIHOBAaHHUMU TOPMOHAIbHUMH Iamn KOK, nasiBHi mig wac npoBenenus | BP: 1,8
KOHTPAIENTHBAMH IMOHAMMEHIIIE MPOTATOM | JOCTiKeHHs" (1,3-2,4)
nornepeanix 6 micsiis?
Jlesonoprectpen/0,03 mr EE BP: 1,6
(1,1-2,2)
VYci kiHKH, AK1 3acTocoBytoTh KomOiHOBaHi| [Hmmi KOK, HasBHi mig wac mpoBenenns | BP: 1,7
TOPMOHAIIbHI KOHTPAllENTHBH" nocimKeH s’ (1,4-2,1)
(B TOMy uMCI Ti, SKI PO3MOYHHAIOTH Ta
MPOIOBXKYIOTh 3acTOCyBaHHSI KoMOiHOBaHOTO| JIeBoHOprecTpen/0,03 mr EE BP: 1,5
TOPMOHAJILHOTO KOHTpaIleNTHBa, 110 (1,2-1,8)
BHBYAETHCS B JOCIIIKCHH])

a) B TOMY YHCII O>XIHKH, SKI HE KOPHUCTYBAJIHCSI KOMOIHOBAHMMH TOPMOHAIHHHUMH KOHTPAIlCHTHBAMHU
IOHAWMEHIIIC TIPOTATOM ITONIEPETHIX 6 MiCAIIIB

b) sBxmouaroun wHM3BKomo30BaHi KOK, 110 MiCcTATH Taki IIPOreCTHHH: HOPTECTHMAT,
JIEBOHOPTECTPE, IE30reCTPet, HOPrecTpen, MEIPOKCHIIPOrecTepOoH ab0 eTHHOIONY AianeraT

¢) BKIo4Yaroun HU3bKkogo30BaHi KOK, mo MicTATh Taki MpOTrecTHHH: JIEBOHOPTECTPEN, Ae30TeCTPel, JIEHOTECT,
XJIOPMAIMHOHY alleTaT, TeCTOJIeH, ITUIPOTEPOHY alleTaT, HOprecTuMar abo HOPETUHAPOH

d) sxmowaroun Hu3bKomo3oBaHi KOK, m0 MICTATH Taki IPOreCTMHH: HOPreCTHMAT, HOPETHHIPOH abo
JIEBOHOpPrecTpen

HOPETHHJIPOH,

OKkpiM BUIIIEHABEICHUX «PETYIATOPHUX JOCITIIKEHb), TAKOXK MPOBOAUIIH 1HII AOCTIKEHHS 3 PISHUMU
UM, 3arajioM Oylio MPOBEAEHO JBa MPOCIEKTHBHUX KOTOPTHUX NOCHIMKEHHS (AUB. TAOMUIIO 2):
MOCTMApPKETHHTOBE JociipkeHHs 3 BuBueHHs Oe3meku (CILIA) Ingenix (Seeger 2007) i €Bporneiicbke
MMOCTMApPKETUHTOBE JOCIiKeHHs 3 BUBYeHHs Oesneku EURAS (€Bpomneiichbke akTHBHE MOHITOPHUHIOBE
nocmimkenns) (Dinger 2007). V mpomosxkenni pociimkenas EURAS, JloBrorpuBajioMy akTHBHOMY
MoHITOpuHTOBOMY nociimkenHi (LASS), He 3amydanu J0JaTKOBHUX OCIO, a MPOBOIMIM MOIAJIbIIY
OIiHKYy pusuky po3BuTKy BTE. Takox Oylno mNpoBeAeHO TpH PETPOCIEKTUBHUX KOTOPTHHX
nocmimkenns: oaae B CIIIA 3a dinancyBanus FDA (muB. tabmuitio 2), i a1Ba — B Jlanii (Lidegaard 20009,
Lidegaard 2011). Oxpim 116010, OyJ10 TPOBEACHO 1B TOCITIHKEHHS «BHUIAI0K-KOHTPOJIbY: OHe B JlaHil
— anamitnyae gocuimkenns MEGA (van Hylckama Vlieg 2009) i oaue B Himeuunni (Dinger 2010). Ha
JOJIaTOK JIO IBOTO MPOBOJMIOCS JIBa KOTOPTHUX AOCITIIKEHHS THUITy «BHUIAJOK-KOHTPOJIb», B SKUX
OLIIHIOBABCSl PU3UK PO3BUTKY HeneTaabHO1 imionmatuunoi BTE: gocmimkenns PharMetrics (Jick 2011) i
nocmimpkennss GPRD (Parkin 2011). Pe3ynbraTut BCiX 1uX JOCTIDKEHb HaBeaeHl Ha Mai. 1.
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Maionok 1. Pusuk po3sutky BTE Ha 11 3actocyBanns mpemnapary «SpuHa®» ta mpu 3acTocyBaHHI
KOK, 110 MiCTATb IeBOHOprecTpel (CKOPUTOBaHui pusuk”)

Ingenix (BigHOCHWIA pU3nKa.L:c.d)* g lMpocnekmueHi
- Ko2opmHI
EURAS (BigHOCHWIA pusuk®fah) docridweHHs
LASS (BigHOCHMI pu3ukeFah)t —
LocnipxeHHs 3a diHaHcyBaHHA FDA (BPeir) ——i
PempocnekmueHi
[LaTcbke focnimkeHHA (BiOHOWEHHA pU3MKiBS &) —y— - Ko20pmHI
docnideHHs
[OaTtcbkuii NoBT.aHani3 (BigHow.. puankis®ik) ——
i i g8l
OocnipxkeHHa MEGA (BigHoweHHA waHcis®') & Locnidwenns
- - - «eunadok-
HimelbKe nocnimKeHHA «BUNaAOK-KOHTPONb» PN
(BigHOWeHHA WwaHcighenkm.n.o.p) | KoHmponb»
; . " : N Tineku
locnimkeHHs PharMetrics (BigHoweHHs waHciBd —— .
Rocnipx (Bia ) | HehamasnbHi
Locnigkenns GPRD (BigHoweHHA waHcisf) - idionamuyHi
J eunadku
I T T T T 1
0.1 0.2 0.5 1 2 5 10

BigHomienHs pu3uKiB BimoOpakeHi Ha jorapudMidHii mIKai; BiTHONIEHHs pU3HKIB <l 03HA4Ya€ HMKYUI PU3UK
poseutky BTE mpu 3acrocyBaHHi JpocripeHOHYy, a >1 o3Havae mijBHIIEHWH pu3uk po3Butky BTE
JPOCITIPEHOHY.

*TIpenapat nopiBastHHS «iHIII KOKY», B TOMY YHCIi BMICTOM JIEBOHOPTECTpENY.

+LASS — nponoskeHHs pociimkenHs EURAS.

#]lesiki OAATKOBI MapaMeTpH IO3HAYCHI HAIpPSAAKOBHMH JIITEpaMH: a) IHTEHCHBHE NaiiHHs, D) aprepianbHa
rineprensis; ¢) oxupinns; d) cimeiinuii anamues; ¢) Bik; ) IMT; g) 1ac 3actocyBanus; h) BTE B aHamHe3i; 1)
nepiog BKJIIOYGHHS; |) Kajenaapuuii pik;, K) ocira; |) TpuBamicTh BHUKOpUCTaHHs; M) 34aTHICTH 0
TITOHAPOIKEHHS;, N) XPOHIYHE 3aXBOPIOBAHHS, O) CYNYTHI JIKapChKi 3aco0HW; p) MaJiHHS, () TPUBAJICTH
€KCITO3HIIiT; I') MicIte

(ITocunanus: Ingenix (Seeger 2007), EURAS (€Bporeiicbke akTHBHE MOHITOPHHTOBE Hocimipkenus) (Dinger
2007), LASS (JloBrorpuBaje akTHBHE MOHIiTOpuHTOBE mocimimkerns) (Dinger, HeomyOmikoBaHWi IOKYMEHT),
Hocmimkenns 3a ¢inancyBanas FDA (Sidney 2011), Jarceke mocmimkenns (Lidegaard 2009), JaTchkmii
moBTopawmii anami3 (Lidegaard 2011), nocmimkenas MEGA (van Hylckama Vlieg 2009), Himerpke 10CiTimKeHHS
«Bumagok-koHTpoiby (Dinger 2010), PharMetrics (Jick 2011), mocmimkerns GPRD (Parkin 2011)10).

HesBaxkaroun Ha miABUIIEHHS aOCOMIOTHHUX ITOKAa3HUKIB pU3MKYy po3BUTKY BTE y JkiHOK, sKi
MPUIMaIOTh TOPMOHAJILHI KOHTPALIETITUBY, MOPIBHIHO 3 0co0aMu, Ki HE 3aCTOCOBYBAIM iX, 4acTOTa
BuHukHeHHs BTE y mepiox BaritHOCTI € mmie OLIBINOI, OCOONHMBO y MICISIIOJNIOTOBHI Tepion (IuB.
Mmai.2). 3a ominkamu, pusuk BTE y xkiHok, ski kopuctyrothess KOK, cranoBuTs Bin 3 10 9 Bunaakis Ha
10000 >xinko-pokiB. HaiBumuii pusuk BTE cnocrepiraerbcsi mpoTSaromM NepImoro pokKy 3aCTOCYBaHHS
KOK. [lani BenmMKOro mMpOCHEKTUBHOTO KOTOPTHOTO AOCITIMKEHHs 3 BUBUYEHHA Oe3neku pizHux KOK
JI03BOJIAIOTH 3pOOUTH MPUITYIIEHHS, 10 TaKe MiABUINECHHS PU3HKY, SKILO MOPIBHIOBATH 3 0CO0aMH, K1
He npuitmaiote KOK, € HaiiBummmm mpotsroM nepmux 6 wmicsmiB 3actocyBanHs KOK. Pesynbratu
BOTO JOCTIKEHHS BKa3ylOTh, 10 HalOubmui pusuk po3Butky BTE Bimmivaerbcs Ha moyarky
Bukopuctanass KOK abo micist BigHOBIIEHHS MpuiioMy (Iicis HepepBU TpuUBATICTIO 4 TKHI abo
o6inpiie) KOK (Toro camoro a6o iHIIOro).

[Ticns npununenHs 3actocyBanHs KOK pusuk po3BUTKY TpoMOOEMOONIUHUX  YCKIIaTHEHb,
CIPUYUHEHHUI PUHOMOM OpallbHUX KOHTPAIIETITUBIB, MOCTYIOBO 3HHUKAE.

Ha man.2 BinoOpaxeHo pusuk po3BuTKy BTE y XiHOK, fIKi HE € BariTHUMHU 1 HE BUKOPHUCTOBYIOTbH
OpaJIbHI KOHTPALENITUBY; IS KIHOK, SIKi IPUHMAalOTh OpajibHi KOHTPALENTHBY; JJIs BariTHUX >KIHOK Ta
KIHOK y micisnonoroBuid nepioa. Pusuk BunukHeHHss BTE y mepcrnekTuBi BUTIAIa€ TaKUM YHHOM:
SKILO MPOCIIAKYBAaTH 3a cTaHoM 3710poB’st 10000 kiHOK, SIKi HE € BariTHUMU 1 He MPUHMAaIOTh OpalbHI
KOHTpAIIEITUBH, IPOTITOM 1 poKy, 3’sicyeThest, o BTE BunukHe y 1-5 3 TakuX KiHOK.
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Puc. 2. ImoBipaicts po3Butky BTE

HeBariTHi, He Eia1mo5
npumaTs KOK
MpuiAmaTb | | sin3 g0 9

KOK

BariTHi* eig 5 oo 20

Micnanonorosui
nepiof (TiNbKKN
12 TUXHIB)

ein 40 oo 65

0 10 20 30 40 S0 60 70
KinbKicTb xiHOK 3 Tpombamu Ha 10 000 xiHKO-poOKiB

*JlaHi 1IO/IO BariTHUX PO3PaxoBaHi 3riIHO 3 (AKTHYHOIO TPUBAIICTIO BATITHOCTI BINIMOBITHO JIO PE3YNLTATIB
KOHTPOJIBHUX JIOCHI/PKEeHb. BUXOJSIUM 3 JTaHWX, IO BariTHICTh TPUBAE JIEB’ATh KaJCHAAPHHUX MICAIIB, 4acTOTa
craHoBHTh 7 - 27 BunajkiB Ha 10000 KiHKO-POKIB.

VY pa3i MOXKIJIMBOCTI HEOOXITHO MPUIMHHUTU 3acToCyBaHHS mpemnapary Apuna® Ilmtoc npunHaiimHi 3a 4
TIWKHI JI0 BEIMKUX OIepaniii ado IHIMX XIPypriYHUX BTPYy4YaHb, MPH SKUX IIIABUIIYETHCS PHUZHK
TpomMO0eMO0.Tii, Ta HE BUKOPUCTOBYBATH IpernapaT MPOTATOM 2 THXKHIB TICIS TAKUX OTICPAITii.

JKiHKH, K1 HE TOAYIOTh TPYUII0, MOXKYTh PO3MOYMHATH TIpUioM npenapary Spuna® [lmtoc He paHime
HDK 4epe3 4 THXKHI MIC/sl MOJIOTIB. PU3KMK MICHAonoroBoi TpoM00eMO0IIii 3HMIKYEThCS Yepe3 3 THKHI
ITICTISl TIOJIOTB, TOJII SIK came B 1IeH 9ac pU3UK OBYJIAIIT ITiABUIITYETHCS.

3actocyBanHss KOK Takoxx crpuduHsi€ MIBUINCHHS PU3UKY apTepiaibHUX TpoMO03iB, 30Kpema
IHCYJIBTY Ta 1H(APKTY MioKap/a, 0COOJMBO Y KIHOK 3 IHIIMMHU (PaKTOpaMH PU3UKY PO3BUTKY 3TraJlaHUX
pO3JaIiB.

Bceranoneno, mo KOK mniaBumyroTh $SK BIZHOCHUW, TakK 1 MONYJIAMIMHUNA PHU3UK PO3BUTKY
1epeOpOBACKYIAPHUX sIBUL (IIIEMIYHUA Ta TEeMOpariyHui 1HCYNBT), X04a 3arajioM PU3HK € BUIIUM Y
KIHOK CTapmioro Biky (>35 poOKiB), XBOpUX Ha apTepiajbHy TINEPTEH31I0, SIKI MasTh. 3aCTOCYBaHHS
KOK Takox migBUIYye pU3HK IHCYJBTY Y KIHOK 3 IHIITUMH OCHOBHUMH (DaKTOpaMU PH3HUKY.
3acTOCyBaHHS ~ OpaJlbHUX  KOHTPALENTHUBIB  JKIHKaM 3 (akropamMu  pU3UKY  PO3BUTKY
1epeOpOBACKYIISIPHUX 3aXBOPIOBAHb MOTPEOYE 00EPEKHOCTI.

3actocyBanHs npenapary SpuHa® [laroc ciiji NpUOMHUTU NPU BTPATI 30py HE3’sICOBAHOI €T10JIOTII,
MPOITO31, TUIUIOINIi, HAOPAKY AMCKA 30pOBOTO HEpBa Ta CYAMHHUX YpaXKeHHSX CITKiBKH. HeoOximHo
HETaifHO 3pOOUTH OOCTEKEHHS 111010 BUABJICHHS MOXKJIMBOTO TPOMOO3y peTUHAIBHUX BeH (IUB. PO3Iin
«[ToGiuHi peakirii»).

Linepkaniemis

[Ipemapar  Spuna® Ilmoc  MicTUT 3 MI'  M[POTECTHHY  JAPOCHIPEHOHY, SAKUH  Mae
AHTUMIHEPAIIOKOPTUKOIIHI BIACTUBOCTI, B TOMY YHUCIII MOKE CIIPUUUHSTHU TiEpKANIEMII0 Y MAIIEHTOK,
SK1 HajexaThb 10 TPYNM MiJBUIIEHOr0 pu3MKy. BkasaHa BIAcTHUBICTh APOCHIPEHOHY aHajoriyHa il
cripoHONakToHy B 1031 25 wr. Ilpenapar Spuna® Ilnroc mpoTumnokasaHuii JUisl 3aCTOCYBaHHS
NaIi€EHTKaM 13 3aXBOPIOBAHHSAMM, 110 MPOBOKYIOTh PO3BHTOK TinepKanieMii (HampuKiaa, MOpyLICHHS
¢byHKLIT HUPOK, MOPYIIeHHs (YHKIII NEUiHKA Ta HEJOCTATHICTh KOPU HAJTHUPKOBUX 3a1103). Y JKIHOK,
AKi OTPUMYIOTh IOJECHHY TpPUBAILY TEpaIlil0 XPOHIYHMX CTaHIB a00 3aXBOPIOBaHb MpenapaTami,
3MaTHUMHU MIIBUIYBAaTH PIBEHb KaJl0 Y CHUPOBATIl KPOBI, HEOOXIAHO BIPOJOBXK KypCy JIKyBaHHS
KOHTPOJIIOBATH CHPOBATKOBY KOHIEHTpaIlito Kajito. Jlo nmikapchkux 3aco0iB, 110 MOXKYTh HiBUIITYBATH
piBeHb Kallil0 y CUPOBATIIi KpOBi, Hanexarh iHri0itopu AIID, aHTaroHiCTH peLEnTopiB aHTIOTEH3UHY
I1, xamiii36epiratoui AiypeTHKH, KalieBi J00aBKH, renapuH, aHtaroHictu anpaocrepony Ta HII3IL. Crig
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PO3TISIHYTH MOXJIMBICTD 3[IMICHEHHSI MOHITOPUHTY CHPOBAaTKOBHX KOHIEHTpPALIN Kajlil0 y MaIiEHTOK 3
IpyNU MiJBUINEHOTO PHU3UKY, SKi HMPOXOAATH CYNMYTHIO JOBIOTPUBATY Tepamilo i3 3aCTOCYBaHHSIM
notyxHoro iHrioiropa mutoxpomy CYP3A4. Ilotyxni iuribitopy CYP3A4 BrmoyaroTh a30IbHI
NpOTUrpuOKOBI TpenapaTH (HANPHKIAA, KETOKOHA30J, ITPaKOHA30JI, BOPUKOHA30J1), IHTiOiTOpH
nporeasu BUI/BI'C (mampuxman, inguHaBip, OouenpeBip) Ta KIAPUTPOMIUMH (IMB. PO3ILT
«DapMaKoJIOTI4H1 BIaCTUBOCTI»).

Pax monounoi 3an03u ma penpooykmugnux opanis

XKinkam, siki XBOPitOTH a00 XBOPUIM paHilIe Ha paK MOJIOYHOI 3aJI03U, HE CIiJ MpHIMaTH Tpenapar
SApuna® [lmroc, OCKUTBKY paK MOJIOYHOT 3aJI03H — 116 TOPMOHO3aJISKHA ITyXJIMHA.

IcayroTp mepexkonymBi foka3u Toro, mo KOK He migBUIIYIOTh 9acTOTy PO3BHUTKY pPaKy MOJIOYHHX
3a03. He3Bakaroun Ha Te, 0 B OKPEMHX JOCHIIKEHHIX BUCYBasiocs npunymeHHs, mo KOK mMoxyTs
30UTBIIYBATH YacTOTY BHHHKHEHHS pPaKy MOJIOYHMX 3aJl03, JaHI OCTaHHIX JOCHIDKEHb He
MIATBEP/UKYIOTH LeH (akT.

Pe3ynbraTtu neskux nociiikeHb cBiq4ath, 1o 3actocyBaHHs KOK acomitoeTbes 31 3pOCTaHHSIM PUBHKY
PO3BUTKY paKy IIMKWKK MaTKu abo 1HTpaemirenianbHOi Heomnasii. [IpoTe He OCATHYTO €IUHOI TyMKH
1010 TOTO, HACKUTBKH 111 pe3yJabTaTH MOXKYTh OyTH 3yMOBJIEHI BIIMIHHOCTSIMU y CTaTeB1il MOBEAIHIII Ta
IHIIUMH (PaKTOpamHu.

HaiiBaxxnusimuM (akTopoM pU3HKY paKy IIMHKKA MaTKH € ManiioMaBipycHa 1H(EKIIis JII0JuHY.
3axseoprosanns nevinku

[Ipyn mosiBi KOBTSHHMII 3acTOCyBaHHA mpenapary Spuna® Ilmoc npunuHAOTE. Y MNali€HTOK 13
MOpPYIIEHHSAM (QYHKIIT MEYIHKM MOXJIMBE MOPYIIEHHS METaboJ3My CTepoigHuX TopMmoHiB. [Ipu
rocTpux abo XpOHIYHUX MOPYHIEHHSIX (YHKI[IT MEYiHKU MO’KE€ BUHUKHYTH HEOOXIAHICTb MPUIHHHUTU
npuifom KOK, moku mnoxazHuky (yHKIIl NMEYIHKU HE TOBEPHYThCA A0 HOpMHU 1 Oyae BUKIIOYEHO
MPUYMHHUH 3B 530K 13 ipuiiomom KOK.

BunukHeHHS aleHOMH TIEYiHKH acomiroeThes 13 3actocyBaHHsM KOK. 3a pospaxyHkamu, 1l pu3uK
ctanoBuTh 3,3 Bunaaku Ha 100000 xiHok, siki mpuitmatoTe KOK. Po3puB agenoMu nediHKM MOXKE MaTu
JIeTanbHI HACTIIKK Yepe3 BHYTPITHLOUEPEBHY KPOBOTEUY.

JlocmiKeHHsT TOKa3ald TMIABUIICHHS PHU3UKY PO3BHUTKY IEYIHKOBO-KIITHHHOTO paky B 0CIO, sKi
3actocoBytoTh KOK mpoTsirom TpuBanoro vacy (>8 pokis). OgHak pu3uK BUHUKHEHHS paKy MEYiHKH Y
XKIHOK, 5K1 3acTocoBYt0OTh KOK cTaHoBuTH MeHIIe 1 BUnaaKa Ha MUTBHOH 0CI0.

VY NOOIMHOKWX BUMAAKaX y *KIHOK, siki 3acTocoByr0Th KOK, crioctepiranucs 1oOposKicHi, a 1me piame
— 3JI0AKICHI IYXJIMHU MEYIHKH, II0 B OKPEeMMX BUIAJKaX MPU3BOJWIN 10 HEOE3Ne4HOl A KUTTA
BHYTPIIIHOYEPEBHOI KPOBOTEYi. Y pa3i BHHUKHEHHS CKapr Ha CWIbHHUN OUTb B emiracTpasbHii
TUISHIT, 30UThIIEHHS TEYiHKM a00 O3HAKW BHYTPIIIHHOYEPEBHOI KPOBOTEUl MpU AU(epeHIiHHINA
JIArHOCTHIII CJTiJ] BpaXOBYBAaTH MOYKJIMBICTh HASBHOCTI IMMyXJIMHU TMe4YiHKH mpu 3acTtocyBanHi KOK.

VY XKIHOK, SIKI MAIOTh B @aHAMHE31 BUIAJIKU XOJIECTa3y, OB’ A3aHOr0 3 BariTHICTIO, MOXJIUBUH PO3BUTOK
X0JIecTa3y, 10 aCOLIIOETHCS 13 3aCTOCYBAHHSM OpaJbHUX KOHTPALENTUBIB. Y JKIHOK 3 XOJIECTAa30M,
3ymoBieHnM KOK, B aHaMHe31 MOXYTbh pO3BUBATUCS PELUANBYU IpU NMOBTOpHOMY 3acTocyBaHH1 KOK.
Pu3uk minBUIeHHS PiBHS NEYiHKOBUX (DEPMEHTIB IpHU OJHOYACHOMY 3aCTOCYBAHHI IpemapaTiB JUlsd
JiKyBaHHS BipycHOro renatutry C

Y Xoni KIHIYHUX JOCHKEHb 3a YYacTIO MAIi€HTIB, K1 OTPUMYBAU Tepamilo Ijs JIKyBaHHS
BipycHoro renaruty C JikapcbKUMU 3aco0ami, 110 MICTATh oMOiTacBip/mapuTanpeBip/pitoHaBip 3 abo
0e3 moxaBaHHs nacaOyBipy, miaBuieHHs piBHA AJIT y moHan 5 pasiB BHIe BEpXHbOI MEX1 HOPMHU
(BMH), Bkmrowyaroun aeski BuUMangku migBuiieHHs y monan 20 pasiB Bumie BMH, cnoctepiranocs
3HA4YHO YacTillle Y KIHOK, SIKi 3aCTOCOBYBAJIM JIIKAPChKi 3aCO0M, 1110 MICTATh €THHUIECTPAIION, TaKl K
KOK. Cnin npunuHUTH 3acToCyBaHHS mnpenapary Spuna® Ilmroc mnepen modaTkoM Tepamii
KoMOiHaliero ombOiTacBip/mapuTanpeBip/piToHaBip 3/ 0e3 ponaBaHHS JacalyBipy (IUB. poO3ALT
«IIpotunokaszanns»). BinHoBuTH 3acTocyBaHHs nmpemnapaty SApuHa® [lmoc MokHa npuOIM3HO Yyepes 2
THDKHI MICTIS 3aBEPIISHHS KypCY 3aCTOCYBaHHS JIIKAPChKUX 3ac00iB s Teparii BipycHoro renatuty C.
Llidsuwenna apmepianoHo2o MucKy

VY KIHOK 3 J100pe KOHTPOJBbOBAHOIO apTEPIaIbHOIO TIMEPTEH3I€I0 CIiJ BiACTEXKYBAaTH IOKAa3HUKU
apTepiaIbHOTO THCKY Ta NPUIIMHUTU 3aCTOCYyBaHHA mpenapary Spuna® Ilmoc npu iX 3HauHOMY
nizBumieHHi. JKiHKaM 3 HEKOHTPOJIbOBAHOIO apTepiajibHOIO TilnepTeH3ielo abo rimepTeHsieo 3
CYNYTHIMH IHIIMMH CyJUHHUMH 3aXBOPIOBaHHAMU He oBHUHHI npuitmatu KOK.
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VY xiHok, axi npuitmanun KOK, crocrepiranoch nmpo miBUILEHHS apTepialbHOTO THUCKY, II0 BUHUKAE
YacTile y ’KIHOK CTapuIoro BiKy Ta MpH TPUBAJIOMY 3aCTOCYBaHHI mpemapary. YacToTa BUHMKHEHHS
apTepiabHOI rinepTensii 3pocTae 31 30UTIICHHSAM KOHIIEHTPAIlii POTECTHHY.

3axeoprosants Hcos8uUH020 MiXypa

Pesynmpratn fmoCHiKeHb BKa3ylOTh HA HE3HA4YHE IIBUINEHHS BIiJHOCHOTO PpHU3UKY PO3BHUTKY
3aXBOPIOBaHb JKOBYHOTO MiXypa Y JKiHOK, siKi 3acTocoByroTh KOK.

Bnaue na eyeneeoonuii ma ainionuii 0omin

XKiHKHM 31 CXMIIBHICTIO O PO3BUTKY IIYKPOBOTO Aia0eTy Ta MAIiEHTKH, SKi CTpakIaloTh Ha jaiaber,
MaroTh TiepeOyBaTH MiJ PETEILHUM HArjIsI0M I 9ac 3acTocyBaHHs mnpernapary SApuHa® I[Tmoc. KOK
MOJKYTh CIIPUYMHSATH J10303aJICKHE 3HIDKEHHS TOJICPAHTHOCTI JI0 TIIFOKO3H.

Jnst KIHOK 3 HEKOHTPOJILOBAHOIO JUCIIMIEMIEI0 CIiJl PO3IMISIHYTH MOJKIUBICTE BUKOPHUCTAHHS
IIbTEpPHATHBHUX 3acO0IB KOHTpamemnmii. Y He3HauyHol YacTWHHU KIHOK Ha Tii 3actocyBanHs KOK
B110YBaIOTHCSI HECTIPUATIIMBI 3MIHU JIIIAHOTO OOMIHY.

VY KIHOK 13 TiNepTpUrilepuieMiclo abo HasBHICTIO y CIMEHHOMY aHamMHe31 LbOTO po3iaxy INpu
3acrocyBanH1 KOK ninBuIlyeTbCS pU3KUK PO3BUTKY AHKPEATUTY.

Lonosnuii 6iny

Sxmo y XiHKM, sika npuiiMae npenapar SpuHa® Ilnroc, BUHMKarOTh ToJIOBHI O0uii, SKI MaroTh
PELUAMBHUM XapakTep, € CTIMKUMU a00 IHTEHCUBHUMH, CIiJI PETE€IbHO BUBUMTH BUIAJOK Ta, Yy pasi
moTpedu, BIMMIHUTH 3aCTOCYBaHHS npenapary Spuna® Iliroc.

30UIbIIEHHS 4YacTOoTH abo TsDKKOcTi MirpeHeil Ha T1ii 3actocyBaHHs KOK (mo Moxe Oytu
MOTIEPEAHUKOM IIepeOPOBACKYIISIPHOTO pO3J1a/ay) MOKe OyTH ImiIcTaBoOro 1iist HeraiHoi BiaMian KOK.
Hepezcynapui kposomeui

Ha T 3actocyBamns KOK y mamieHTOK 1HOMI BHUHHMKAIOTh HEperysipHi (mpopuBHI abo
BHYTPIITHBOIIMKIIOBI) KPOBOTEYl Ta KpPOBOMAa3aHHS, OCOOJMBO MPOTATOM IMEPIIMX TPHOX MICSLIB
npuiiomy. Y pasi CTIHKHX KPOBOTEY a00 MOSBH KPOBOTEUI ITICHIS MOMEPEIHBOTO PETYISIPHOTO ITUKITY
CITiT OOCTEXXUTH KIHKY Ha HAsIBHICTh BariTHOCTI Ta IIOJ0 3JI0SKICHUX HOBOYTBOPEHB. SIKIO MaTOJIOTiI0
Ta BariTHICTh BUKJIFOYEHO, HEPETYIAPHI KPOBOTEYl MOXKYTh 3HHKHYTH 3 4acoM a0o ITicis mepexoay Ha
i KOK.

JlaHi gecsaTH KIHIYHUX TOCTIKEHbh KOHTpalenTHBHOI eheKTUBHOCTI penapary Apuna® (N = 2467)
MOKa3aJu, M0 KUIBKICTh JKIHOK, SIKi 3aCTOCOBYBaJiM mpenapar SpuHa® Ta y sskux Oy He3arlaHOBaH1
KpoBoTeui, 3MeHImmiIacsa 3 12 % y muki 2 1o 6 % (muk 13). 25 namierTok 3 3009 y X011 1OCTiKEHb
3actocyBaHHs mpenapaTy fpunHa® Ta npenapary Spuna® Ilmoc (<1 %) npunuHUIM ydacTb y
JOCTIKEHHSAX Yepe3 ckapru Ha kpoBoredi. Ckapru omucani Ik METpoparisi, BariHajJbHa KpOBOTEYa,
MEHOparis, aHOMaJIbHI KpOBOTEY1 BIIMIHM Ta MEHOMETPOPAris.

Cepennsi KUIbKICTh JHIB KpoBOTeui Yy OuIblIocTi maiieHTok (86-88 %) cranoBuna 4-7 nHiB. Y
MAIiEHTOK, K1 3acTOCOBYBaNM npemnapat Apuna® [lmtoc, Moxke crocTepiraTucs BiICYTHICTh KPOBOTEU1
BIIMIHM, HAaBITh SKIIO BOHM HE BariTHi. 3riJHO 3 3aldCcaMU NAIllEHTOK Y IIOJCHHHKAX,
MPOAHATI30BaHUMHM Y XOJA1 JOCHIIKEHb KOHTpAalenTUBHOI e(eKTHUBHOCTI mpemnapary SpuHa®,
npoTsaroM 2-13 mukimis, Bix 6 1o 10 % mamu mukiau 6e3 KpoBOTeY BiAMIHHM. Y JCSKHUX JKIHOK MOXKE
3ycTpiyaTHCsl aMeHopess a0o OJIIrOMEHOpEes, CHpPUYMHEHA MPUIHOMOM MPOTU3AILIAHUX TaOIeToK,
0COOJIMBO SKIIO TaKi PO3JIaJId BiIMIYAIKCS paHiIIe.

[Ipu BiOCYTHOCTI KpOBOTEUl BIAMIHM CIi PO3IISIHYTH MOKJIMBICTH HASBHOCTI BariTHOCTi. SIKIio
MaIieHTKa He JOTpUMYBajacs MPU3HAYEHOTO PEKUMY 3aCTOCYBAaHHS IMpernapaty (MpomycTuia mpruiioM
onHiel abo Oumpie TabIETOK, M0 MICTUIM TOPMOHH, ab0 Mouana mpuiiMaTH iX Ha JeHb Mi3HIIIe, HIXK
Mayna 0 rmoyaTH), IpU MepIlid BIACYTHOCTI KpOBOTEUl BiIMIHM HEOOXiJTHO BpaxoBYBaTH IMOBIPHICTb
BariTHOCTI 1 BXKWUTH HEOOXIIHUX [IarHOCTMYHUX 3aXOMdiB. SIKIIO0 Tali€eHTKa JOTpUMYyBajacs
MIPU3HAYCHOTO PEXHMMY 3aCTOCYBAaHHS NpenapaTy 1 y Hei BiCYTHi /B KpOBOT€Yl BiIMIHM IOCIHLJIb,
HEOOX1THO BUKITIOYUTH BariTHICTh.

3acmocysanna KOK neped sacimuicmio abo Ha paHHix cmMpoKax 8aimHocmi

Po3mmpeni enigemMionoriyHi JOCHUDKEHHS HE TOKa3ajdd OJHOTO MiBUIEHHS pPU3HKY IOSBU
BpPO/KEHUX BaJ PO3BUTKY IUIOJAA Yy JKIHOK, SIKI MPUHAMaNH OpaibHI KOHTPALENTUBU JI0 BariTHOCTL Y
JOCTI/DKEHHSAX TaKOXk HE BHUSBIEHO O3HAK TEPAaTOTEHHOro e(eKkTy, B TOMY YHCII HE BU3HAYCHO
aHoMalliii pO3BUTKY cepisl Ta Ae(eKTIB 3MEHINEHHS KIHI[IBOK, MPU HEHaBMHCHOMY 3aCTOCYBaHHI
KIHKaMM TIpernapaTy Ha pPaHHIX CTpokax BaritHocTi. [Ipu minTBep/UKEHHI BariTHOCTI MOTPIOHO
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NPUIIMHUTH TIpHiioM mpenapaty SpuHa® I[Imoc Ta movaTd 3aCTOCYBaHHS BITaMIHHUX J100AaBOK ISt
BariTHHUX 13 BMICTOM (OJIATIB.

OpanbHi KOHTpaLENTHBH HE CIIiI 3aCTOCOBYBATH JJISl IHAYKYBaHHS KPOBOTEYl BIIMIHM SIK TECT Ha
BaritHicTh (quB. po3ait «Croci0 3acTOCYBaHHS Ta 03U»).

[lenpecia

XKinku 3 gempeciero B aHamMHe3l MOBMHHI NepeOyBaTH MiJ PETEIbHUM HArJsIOM; MPU PELUAMBAX
nenpecii TsSHKKoro crynens npenapat SApuHa® [Tnroc cinix BimMiHUTH.

Bnaue na pezynomamu nabopamoprux 0ocnioicensb

3acTocyBaHHS KOHTpPALENTHBHUX CTEPOINiB MOKE BIUIMBATH HA PE3yIbTaTH IMEBHUX JIA00OPATOPHUX
aHaJi3iB, 30KpeMa 1€ CTOCYEThCS (aKTOPIB KOATyJIsALlii, piBHS JIITiIB, TOJIEPAHTHOCTI IO TJIFOKO3H Ta
3B’s3ytounx OuikiB. JKiHKH, SIKi OTPUMYIOTH 3aMiCHY Tepamil0 TOpPMOHAMHU IMUTONOIIOHOT 3a703H,
MOXYTh TOTpeOyBaTH BHIIUX J03 THUPEOITHOTO TOPMOHY, OCKUIBKM Ha Tii 3actocyBaHHS KOK
CHUPOBATKOBA KOHIICHTpallisl TJIOOYIiHY, IO 3B’S3y€ THUPEOiTHI TOPMOHH, 3pocTae. [[pocmipeHOH
30UIbIIIYE AKTUBHICTh PEHIHY Ta albJOCTEPOHY y IUIa3Mi KpOBI, L0 IHAYKYETbCS HOro MOMIPHOIO
AHTUMIHEPAIIOKOPTUKOITHOIO aKTUBHICTIO. DoaT MOXKYTh IPUXOBYBATH Ae(dinuT BitaMiHy Bio.
Monimopune

XKinku, axi npuitmatote KOK, moBuMHHI IIOPIYHO BiABIAYyBaTH CBOIO JIKapsi 3 METOIO KOHTPOJIIO
apTepiabHOTO THCKY Ta MPOBEACHHS IHIINX HEOOX1THUX 0OCTEKEHb.

Inwi cmanu

VY XKIHOK 31 CTaJIKOBUM aHTIOHEBPOTUYHUM HAOPSKOM €K30T€HHI €CTPOTCHH MOXYTh 1HAYKyBaTu abo
MOCHIIIOBaTH CUMIITOMU aHT1I0HEBPOTUYHOTO HAOPSKY.

VY MoOJMHOKUX BUMAIKaX MOKE PO3BMBATHUCA XJ10a3Ma, 0COOIMBO Y KIHOK, SIK1 paHIIle MaJId XJI0a3My
BaritHUX. JKIHKK 31 CXWJIBHICTIO JO TOSBU XJIOA3MH TIOBHHHI YHHKAaTH BIUIMBY COHSYHOTO a0
yIbTpadioNeTOBOro BUMPOMiHIOBaHHS i yac nmpuiiomy KOK.

Bunaaku xsopo6u Kpona Ta BUpa3koBOTO KOJITY TaKOX CIIoCTepiranucs i yac 3actocyBanas KOK.
Kosxna TabneTka opaHXeBOTO KOJIBOPY IMpernapaTy MICTHTh 45 MTr JaKTO3H, KOJKHA TaOJleTKa CBITIIO-
OPAaH)KEBOTO KOJBbOPY MICTUTh 48 Mr makrto3u. [lpu HasBHOCTI PIIKICHUX CIAJAKOBUX CTaHIB
HETIEPEHOCUMOCTI TallaKTo3H, AedinuTy gakTazu Jlanma abo manpabcopOIii TIOKO3U-TaTaKTO3H, Y
pasi mepeOyBaHHs Ha OE3JIaKTO3HINA MI€TI CIiJl BPaXOBYBATH 3a3HAYEHY KUIBKICTh JJTAKTO3H.

3acmocyearnns y nepioo eacimuocmi abo 200y8anHs 2pyoo.

Baecimuicmo. 'Y xiHOK, siki HeHaBMHCHO npuiiMarin KOK Ha paHHIX cTpokax BariTHOCTI, PHU3HK
BUHUKHEHHS JIe()EKTIB PO3BUTKY Y HEMOBJIAT MIABUIITYETHCS HE3HAYHO a00 B3araji HE MiABUITYETHCS.
Enigemionoriyai JOCHiDKEHHS Ta pe3yJbTaTH MeETa-aHali3iB HE BUSBWIM 30UIBIICHHS PH3UKY
BUHUKHEHHS BPO/KEHUX BaJ PO3BUTKY CTATEBUX Ta IHIIUX OpraHiB (y TOMY YHCIi IMOPOKIB cepus Ta
nedeKTiB 3MEHIIEHHS KIHIIBOK) Iicis npuiioMy HU3bKo030BuX KOK mepen 3auartsam abo Ha paHHIX
CTpOKaXxX BariTHOCTI.

3acrocyBanns KOK 3 MeTo10 CTUMYITIOBAaHHSI KpOBOTEU1 BiIMIHH HE CIIiJi BUKOPUCTOBYBATHU K TECT Ha
BaritHicTb. He cmin mpuiimatn KOK mim wac BaritHOCTI [Uisl JIIKyBaHHsI 3arpo3d BUKHIHSA a0o
MMOBTOPHUX BUKUIHIB.

XiHky, sIKi He TOQYIOTh TPYAJII0, MOXKYTh po3nounHatu 3actocyBaHHs KOK He panime HDK yepes 4
THKHI ITiCTIS TIOJIOT1B.

Kinku, sxi 2o0yromu epyoorw. JKiHKaM, K1 TOAYIOTh TPYAIIO, CIiJ TOPEeKOMEHAYBaTH Y pasi
MO>KJIMBOCTI 3aCTOCOBYBATH 1HIII 3aCO0M KOHTpALEMIii 10 MpUNHHEHHs TpyaHoro roayBanHsa. KOK 3
BMICTOM €CTPOTEHIB MOXKYTh 3HHKYBATH MPOAYKYBaHHs MOJIOKA Y KIHOK, SIKi TOYIOTh rpyaato. [licns
HaJIaroKeHHsS TPYIHOTO BUTOJIOBYBAHHS TaKe MPUTHIYEHHS MPOIYKYBaHHS € MaJOMMOBIPHUM, OJTHAK
B OKPEMUX KIHOK BOHO MOX€ BUHUKATH y Oyab-skuid 9ac. CTepoinHi TOPMOHH, IO BXOSATH JI0 CKIIATy
OpaJbHUX KOHTpPAIIENTUBIB, a00 iX MeTa0ONITH y HE3HAYHUX KUIBKOCTSIX MPOHHUKAIOTH y TPYyIHE
MOJIOKO.

[Ticns mepopanbHOTO 3acTocyBaHHS TabneTok 3 BMicToM 3 Mr JapocmipeHoHy Ta 0,03 wr
eTuHUIeCTpagiony (mpemapatr SApuna®), O6muspko 0,02 % 103U ApoCHipeHOHY Oylo BHUSBICHO
BIIPOJIOBXK 24 TOAWH y TPYIHOMY MOJIOII *KIHOK MICHsl MOJoriB. TakuM 4YMHOM, MakcHMallbHa 1000Ba
71032, SIKY OTPUMY€E HEMOBIIS, CTaHOBUTH O113bK0 0,003 Mr pocmipeHoHy.

15



HasBHi pe3ynbTaTH AOCHIPKEHb BKa3ylOTh Ha BIJCYTHICTh HECHPUATIMBOTO BIUIMBY (oJaTiB Ha
HEMOBIJIST, sIKi IepeOyBaOTh Ha TPYJHOMY I'OJTyBaHHI.

30amuicmo énaugamu Ha WEUOKICMb peakyii npu Kepy8anHi aemompancnopmom abo 3 Mexanizmamu.
He mnpoBoamnu AOCHIIKEHb MIONO BIUIMBY HA 3/JaTHICTh KEPyBaTH aBTOTPAHCIOPTOM abo
MexaHi3Mamu. He moBimomisutocss mpo BIUIMB HA 3/aTHICTH KEPyBaTH aBTOTPAHCIIOPTOM abo
MPALIOBATH 3 MEXaHI3MaMH Yy JKIHOK, SIKi MPUIMAat0Th KOMOIHOBaH1 OpaJibHI KOHTPALIENTHBH.

Cnoci6 3acmocysannsa ma 0o3u.

Ak nputimamu npenapam Apuna® [Lntoc

[TpuitmaroTe Mo 1 TaGyeTIi MEepOpaNbHO B OJHMH 1 TOW caMuil 4ac KOxHOro aHs. Ilpu mpomycky
npuiioMy TabJIEeTOK a00 HEMPaBMIIBHOMY 3aCTOCYBaHHI Mpernapary e(heKTUBHICTh MOKE 3HIDKYBATHUCS.
JUis JOCATHEHHST MaKCHUMAaJbHOTO KOHTpPALENTUBHOTO edekrty mnpenapar SApuna® I[lmoc cria
3aCTOCOBYBATH 3TIIHO 3 NMPHU3HAYEHHSIM Ta 3 JOTPUMAaHHSIM BKa3IBOK, 3a3HAYEHMX Ha OJicTepHIi
ynaxkoBUi. Y pa3i npomycKy npuiioMy 1 TaOneTk ii ciaia NpUHHATH sIKOMOTa IIBU/IILIE.

Ak nouamu 3acmocyeanus npenapamy Apuna® Inoc

[Tounnaru npuitom npenapaty SApuHa® Ilnroc HEOOXiTHO y MEpIIMK JI€Hb MEHCTPYaJbHOTO ILUKIY
(mouatok y 1-i neHp nukiny) abo y mnepiry HEQUTIO MICHS MOYaTKy MEHCTPYalbHOTO LUKIY (I10YaToOK y
HEJIUTIO).

o [loyamox y -1l Oenb Yukay

[Ipotarom mepmoro MUKy 3acTocyBaHHS npemnapary SpunHa® [liroc jkiHKa MOBHMHHA MpUMMAaTH MO
1 opanxeBiif TabneTI1 MpenapaTy OJEHHO, MOYNHAIOYH 3 1-T0 AHS MEHCTPYaJlbHOTO LUKITY (TEepIIHii
neHb MeHcTpyarii — 1me 1-ii menp mukiy). [lamieHTka mae mpuitmMaté 1o 1 opamkeBil TaOmeTI
npenapary SApunHa® [lnroc Ha AeHB TPOTATOM 21 IHS MOCUIB, IMICIS YOTO YIPOJIOBXK 22-28 MHIB IIUKITY
npuiiMatu mo 1 cBiTIIO-opamkeBii TabneTii Ha 700y. [Ipemapar SApuna® Ilmtoc cmig mpuiiMatH 3rigHO
3 BKa31BKaMH, 110 MICTSATHCS Ha YITAKOBII, B OJWH 1 TOM cCaMUid Yyac KOXKHOTO JIHS, 0a)KaHO TICIIsI Beuepi
abo Tepea CHOM, 3alMBAalOYM HEBEIMKOK KUIBKICTIO pimuHH, y pa3i moTtpedu. [lpmitom mpemapary
Apuna® Ilmroc He 3aeKUTh BiJ BXXUBAHHA DK1. Y pasi neprioro npuiiomy tadserok SApuna® I[lmoc He
y 1-i1 1eHb MEHCTpPYyalbHOTO MUKy, a Mi3HIIIe, KOHTpAIeNTUBHA €(EKTHBHICTh MperapaTy Hacrae
TUTBKH TIICIISI TIEPIIUX 7 THIB HOro Oe3MepepBHOTO 3aCTOCYBAaHHA. Y TaKOMY pa3i HEOOXiIHE T0JaTKOBE
BUKOPHUCTAHHSI HETOPMOHAIBHUX 3aC001B KOHTpaLEHI[ii IPOTArOM MepuInX 7 JHIB NpUioMy Mpenapary
Spuna® Ilmroc. Crain BpaxoByBaTH MOXUJIMBICTH HACTaHHS OBYJIALI Ta 3aIUliJHEHHS 1O MOYaTKy
3aCTOCYBaHHS Ipernapary.

e [louamox y Hedinto

[Ipotarom mepmoro MUKy 3acTocyBaHHs npemnapary Spuna® [liroc jkiHka MOBHUHHA MPUMMATH MO
1 opamxesiit Tabnetii ApuHa® Ilmroc moaeHHO TTpoTsIroM 21 IHS MOCILIb, TICIS YOTO BIPOJIOBXK 22-
28 nmHiB nMKIy mpuiiMatd mo 1 cBiTino-opamxkeBiil Tabnetui Ha 100y. [Ipemapat Spuna® Ilmoc ciig
MpUMaTH 3TiIHO 3 BKa3iBKaMH, 3a3HAUEHUMH Ha YIAKOBI(L, B OJUH 1 TOM camMuil 4ac KOXXHOTO JHS,
OaxkaHo micis Beuepi abo mepen CHOM, 3alMBAIOYM HEBEIMKOIO KUIBKICTIO PIAMHHU, y pa3i MOTpeou.
[Tpuitom npenapaty SApuna® [lnroc He 3anexuTh Bin BKuMBaHHA Dki. KoHTpauentuBHa e(eKTUBHICTH
npenapaty SApuna® Ilntoc HacTae He paHimie HDX 4epe3 7 AHIB Horo Ge3nepepBHOrO 3aCTOCYBaHHS.
HeoOxinHe nomaTkoBe 3aCTOCYBaHHS HETOPMOHAJIBHUX 3aC00IB KOHTpAIeMNiii MpOTAroM mnepumx 7
IHIB mpuiiomy mpemnapaty Spuna® Ilmoc. Cnig BpaxoByBaTH MOXIJIMBICTE HACTaHHS OBYIALIl Ta
3aIUTiTHEHHA JI0 TOYaTKy 3aCTOCYBaHHS Ipenapary.

[TamieHTKa MOBHMHHA PO3MOYMHATH APYrHil 1 BCl HacTymHi 28-7€HHI KypcH MpHioMy mpenapary
SApnHa® Ilnroc y TON caMuii I€Hb THXKHS, IO M NEpIINMH Kypc Ta AOTPUMYBATHCh OJHAKOBOI CXEMH
3actocyBaHHs. [lpuiloM opaHXkeBUX TaONeTOK pPO3MOYMHATH HACTYIIHOTO JHS IICIsA NpuioMy
OCTaHHBOI1 CBITJIO-OPAaHXEBOI TAOIETKH, 10 MICTUTH (hoJIaT, HE3aJIeKHO Bijl TOTO, HACTajIa MEHCTpYyallis
a0o e ouikyeThbcsi. KoxkHOTO pazy, KoM HaCTYMHHM Kype npenapary SpuHa® Ilntoc po3nodynHaeTbes
HE HACTYIHOTO IHS Micis MPUHOMY OCTaHHBOI CBITJIO-OpaHXeBOi TaOJeTKH, a Mi3Hille, Malli€eHTKa
MOBMHHA KOPUCTYBATUCS IHIIMM METOJOM KOHTpAIIETLii, TOKU Mepioji MPUHOMY OpaH)KEeBUX TaOJIETOK
npenapary Apuna® [lnroc He cTaHOBUTHME 7 JAHIB MOCHLIB.
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Ilepexio 3 iHwux npomuzaniionux maobiemox

[Ipn mepexoni 3 IHIIUX NPOTH3AIUNIHUX TaOJIETOK 3acTOCyBaHHs mpenapary SpunHa® Ilmroc
PO3MOYMHATH Y JIeHb, KOJH HEOOXigHO Oyno O posmoyaTH MpUOM TabJIETOK 3 HOBOI YHAKOBKH
MONEPETHBOIO OPAJIBLHOIO KOHTPALIEIITUBA.

Ilepexio 3 iHuoeo memoody KoHmpayenyii, OKpiM RPOMu3aniioHux mabiemox

[Ipu mepexoni 3 TpaHCAEPMAIbHOTO IUIACTUPY a00 BariHaIbHOTO Kumblig mpenapat Spuna® [lmoc
MOYMHATH TPUIAMATH y JCHb HACTaHHS CTPOKY HACTYITHOTO 3aCTOCYBAaHHS 3a3HA4Ye€HUX 3aco0iB
koHTpanenmii. [Tpu nepexoni 3 iH’€KUIHHNX KOHTpanenTruBiB npenapat SApuHa® Ilmoc po3nmoynHaoTh
3aCTOCOBYBAaTH y JEHb, Koy Mama O Oyru mpoBeneHa HactymHa iHekmis. [lpm mepexomi 3
BHYTPIITHBOMATKOBOTO 3ac00y abo iMIuiantaTa npenapat SApuaa® [lnroc moynHaTH npuiiMaTH y JIeHb
1X BUJIAJICHHS.

KpoBoTeua BigMiHM 3a3BUYall HAcTa€ yYINPOJIOBX 3 JHIB TICIAs NPUHOMY OCTaHHBOI OpPAH)KEBOT
TabsieTku. Y pas3l HOsIBU KpOBOMa3aHHS ab0 INMPOPUBHOI KPOBOTEUl MiJ yac MpHUiloMy mpenapary
SApuna® [lmtoc HEoOXigHE MPOMOBKEHHSI WOT0 3aCTOCYBAHHS 3TIAHO 3 PEKMMOM, HAaBEACHUM BHIIIE.
Taxi kpoBOTeUl 3a3BMYail € TUMYAaCOBUMH 1 HE MalOTh KIIIHIYHOTO 3HAUYEHHS, OJJHAK Y BUIAJKY CTIIKO1
abo TpUBaJIOi KPOBOTEUI J)KIHKY Ma€ OTJISIHYTH JIKap.

HesBaxkaroun Ha Te, 110 YacTOTa BariTHOCTI MpU 3acTOCyBaHHI mpernapaty SpuHa® Ilmroc 3rigHo 3
IHCTPYKIIEID € HHU3bKOIO, Yy pa3l BIJCYTHOCTI KpPOBOTEUl BIIMIHM CIiJI BPaxXOBYBATH MOKIIUBICTh
BariTHOCTI. Y BUIAJIKy HEAOTPUMAHHS MAIIEHTKOIO MPU3HAYCHOTO PEXHUMY 3aCTOCYBaHHS (IIPOIYCK
npuifoMy 1 abo OuIblIe aKTUBHMX TaOJETOK UM MOYATOK iX 3aCTOCYBAaHHS HE Yy MOTPIOHUN JeHb, a
MI3HILIE) IPU MepuIiid BiACYTHOCTI KPOBOTEU1 BIIMIHM HEOOX1THO BPaxOBYBaTH MOJKJIMBICTh BariTHOCTI
Ta BXHTHU BIIMOBIIHUX IarHOCTUYHUX 3aXOAiB. SIKIIO Talli€eHTKa JOTPUMYBAIACh MPU3HAYEHOTO
pexuMy 1 y Hei BiICYTHI JBI KPOBOTEYl IMOCHIJIb, CIiJ BUKIIOYUTH HasBHICTH BaritHocTi. [lpum
MIATBEP/PKEHH1 BariTHOCTI 3aCTOCYBaHHs npenapaty ApuHa® I[lnroc moTpiOHO NPUMTUHUTH.

Pu3uk HacTaHHS BariTHOCTI 3pOCTa€ 3 KOXKHOIO IPOITYIICHOK aKTHBHOKO TaOJIETKOK OPaH)KEBOTO
KOJIBOPY.

Lo pobumu y pa3si nponycky npuiiomy mabiemxu

[Iponymieno npuiiom 1 opaHkeBoi TaOIETKH B YIAKOBII.

[Ipuiinaru TabneTKy, sIK TUIBKH MAaIliEHTKa 3rajae mpo mpomnyck. I[IpuitMaTth HAcCTymHy TaOJIETKy Y
3BuYaitHui yac. Lle o3Hauae, 1m0 y TaKOMY BUITAAKY MOKJIUBHIA MPUHOM 2 TaOJIETOK B OJIUH JICHb.

VY pa3si craTeBOro akTy HeMae MoTpedu y A0JATKOBUX METOIaX KOHTpAIlCMIIii.

[Iponymieno mpuifom 2 opanxeBux Tadnerok y psaay «Twknenb 1» a6o «Twxaenb 2» OaicTepHOL
YIaKOBKH.

[Ipuiinaru 2 TabMeTKH Yy I€Hb, B KKK 3raJlaHO IIPO MPOIYCK, Ta 2 TaOJETKH HACTYITHOTO JTHSI.

Jami nputiMatu o 1 TabGneTi Ha 1eHb 10 3aKIHUYEHHS YIIaKOBKH.

SAxmo y HacTynmHi 7 IHIB INCAS BITHOBJICHHS MPUMOMY TaOJIETOK BimOyIeThCsl CTAaTEBHM aKT, CIIiJ
BpaxOBYBaTH MOKJIUBICT HacTaHHS BaritHOCTL. Crig BUKOPUCTOBYBaTH JOJATKOBHM METOJ
KOHTpaueIii (Hampukiaji, mpe3epBaTUB Ta CIEPMIIIUIN ) TPOTATOM IHMX 7 JIHIB.

[IponyuieHno npuiiom 2 opaHkeBHUX TaONIETOK y psaay «TuxaeHb 3» OIIiCTEpHOi yaKOBKHU.

Sxmo 3actocyBaHHsa mnpenapaty Spuna® Ilmtoc Oyno posmouato B 1-i JeHb IUKITY, MPUIIUHUATH
MpHUIIOM IpenapaTy 3 JaHOi YIIaKOBKHU Ta pO3NOYaTH MPUHOM TabIETOK 3 HOBO1 YITAKOBKH TOTO K JIHS.
Sxmo 3actocyBanHs npenapary ApuHa® I[lnroc 6yno po3noyaTo B HEALTIO, TPOJOBKYBATH MPUHOM TIO
1 tabmerui Ha AE€Hb N0 HENUT. Y HEAUTI0O MPUNUHUTH MPUHOM MpemapaTy 3 JaHOI YMaKkOBKH Ta
pOo3MoYaTH MPUHOM TaOJIETOK 3 HOBOI YITAKOBKHU TOTO K JHSI.

Skmo y HacTynHi 7 JIHIB MicNs BIAHOBIEHHS MPHlOMYy TaOJETOK BimOYAEThCS CTaTEBHM akT, CIil
BpaxOBYBaTH MOKJIUBICTh HacTaHHS BaritHOCTL. Crig BUKOPUCTOBYBaTH JOJATKOBUH MeETOJ
KOHTpalenuii (Hanpukiaja, Ipe3epBaTuB Ta CIEPMILUAN) IPOTArOM IUX 7 JHIB.

OuikyeTbes, 10 B JaHOMY LIUKI1 OyzAe BiCYTHbOIO KpoBOoTeya BiqMiHM. OHAK 32 YMOBH BiICYTHOCTI
JIBOX KPOBOTEY BiIMIHU MOCIIUIh Y ABOX ITUKJIaX HEOOX1MHO BUKIIOYUTH HASBHICTh BariTHOCTI.
[Iponymieno npuiiom 3 a6o Oinblile OpaHKEBUX TAOJIETOK Y PSAY IPOTATOM OYAb-SIKOTO THXKHS

Sxmo 3acrocyBanHs npenapaty ApunHa® [lmtoc Oyno posmoyaro B 1-il JeHb MUK, CHif MPUITHUHATH
MIPUIOM TIpernaparty 3 AaHOi YIIaKOBKHU Ta PO3MOYaTH MPUHOM TabIETOK 3 HOBO1 YITAKOBKH TOTO K JIHS.
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Sxmo 3actocyBanns npenapary SApuHa® [lmoc Oyno posmnodaro B HEAUTIO, IPOJIOBKYBATH IPUIOM IO
1 tabnerui Ha JNeHb 10 HEAUI. Y HEIUTI0 NMPUIHMHUTH NPHHOM Ipernapary 3 JaHOi yIMaKOBKU Ta
pO3MOYaTH MPUHOM TaOJIETOK 3 HOBOI YITAKOBKH TOTO K JHSI.

SIKmo y HacTymHi 7 JIHIB MICHs BIAHOBJICHHS NMPHUHOMY TaONETOK BiAOYIEeTbCS CTATEBHH aKT, CIin
BpaxoByBaTH MOXIIMBICTh HacTaHHs BaritHOCTi. CiiJy BUKOPUCTOBYBATH JIOJATKOBHHA METOJ
KOHTpAIenii (HanpuKiaa, Ipe3epBaTuB Ta CIIEPMIIIUAN) TPOTATOM X 7 JHIB.

OdikyeTbes, MO B JaHOMY UK Oyze BiICYTHBOIO KpoBOTeua BigMmiau. OJHAK 32 yMOBH BiICYTHOCTI
JIBOX KPOBOTEY BiZIMIHU MOCIILUIb y ABOX IUKJIAX HEOOXiAHO BUKIIOUMTH HAsBHICTh BariTHOCTI.
[Iponymieno npuitom Oyab-sK01 3 7 CBITIO0-OpaHKeBUX TaONeTOK Y psany « TWKIeHb 4»

Bunyuntu nponymeny Tabnerky 3 O1icTepHOT yTaKOBKH.

[TponoBxyBaTu npuiiom o 1 TabneTii Ha AeHB 10 3aKiHUEHHS TaOJIETOK y OJIiCTepHI YyIaKOBIIi.
[ToTpedu y 101aTKOBUX METOAaX KOHTpAIETIIii HEMae.

Skmo, He3BaKAIOUM Ha HaBEJIEHI BUIIE PEKOMEHMAIlll, MallleHTKa HE BIEBHEHA y TOMY, SIKHM YMHOM
IUSTH Y pa3i NPONycKy NpuiomMy TabaeTok

BuxopucToByBaTH J0JAaTKOBUN METOJ KOHTpauenuii (HampHuKiIaJ, Mpe3epBaTUB Ta CHEPMILUIN) ITiJ
9ac CTaTeBOTO aKTY.

3BEepHYTHCS 3a KOHCY/IbTAII€I0 10 JIIKaps Ta MPOJOBXKYBAaTHU INMPUHOM mpernapary mo | akTUBHIN
opaHxeBiil TabseTwi 1 pa3 Ha IeHb, SKII0 HE OTPUMAHO HIIUX PEKOMEHIAIIIN.

SIKmo mpopuBHA KpOBOTE€Ya 3’SBISETHCS MICIAS MPOIMYCKY NpUiioMy TaOJeTOK, 3a3BH4Yail Iie €
TUMYAaCOBHM SIBUIIIEM 1 HE Ma€ HACIIAKIB. Y pa3i MPOMyCKy MaIlieHTKOIO MpuiiomMy ojHiel abo Oumbie
CBITJIO-OpaHKEeBUX TA0JIETOK KOHTPALENTUBHUMN 3aXUCT 30€piraeThCs 32 YMOBH, 110 Y MOTPIOHUMN J€Hb
BOHA MIOYHE HOBUH KypC NMpUiioMy TabJIETOK OPaHKEBOTO KOJIbODPY.

Uepe3 miABUIEHUN PHU3UK PO3BUTKY TPOMOOEMOOJIi KIHKaM Yy TICISAMOJIOTOBUN TMEpioj, sKI He
rOJyl0Th TPYIJI0, Ta XKIHKaM Micist abopTy y APyromy TpPHUMECTpl BariTHOCTI HEOOXITHO MOYMHATH
npuiiom npenapary SApuna® [liroc He paHime HiX yepe3 4 THXKHI MICTs MOJIOoTiB. Ko JKiHKa OYWHAE
3acTocyBaHHA npenapary SpuHa® [lmroc micis moJoris 1 me He Majia MEHCTPYalbHOI KPOBOTEUI, CITIJT
MepeBipuTH ii Ha HASIBHICTh BariTHOCTI Ta MOIH(GOPMYBATH MPO HEOOXITHICTH BUKOPUCTAHHS
J0JTATKOBOTO METOY KOHTpAIICIIii, TOKU TiepioJ1 Oe3mepepBHOTO npuiiomy Tabinerok ApuHa® Ilnroc
HE CTAaHOBUTHME 7 IHIB.

Pexomenoayii' y eunaoky po3naoie 3 60Ky uliyHKO80-KUUWKOBO2O MPAKMY.

V pasi TspKkkoro OnroBaHHsA a0o jaiapei MOXKJIMBE HEMOBHE BCMOKTYBaHHs IpenapaTy. Y TakoMmy pasi
CJIJT 3aCTOCOBYBATH JIOJAATKOBI 3aCO0M KOHTpPAIICTIIII.

k1o GiroBaHHS MOYAIOCH YITPOJIOBXK 3-4 ToaMH Ticis npuiiomy tadnetkn SApuHa® [hiroc, st cutyarris
CXO’Ka Ha MpPOIYCK HpuUiioMy Ipenapary, TOMY CIiJi JOTPUMYBATUCh PEKOMEHJALIM Ha BHUIAI0K
HPOIYCKY NpuiloMy TabJIETOK.

Donamu.

Po6oua rpyna CIIA 3 npodinakTHYHUX 3aX0/1iB PEKOMEHAYE KiHKaM PENpOIyKTUBHOIO BIKY IIOJEHHO
JOTIOBHIOBAaTH CBil parion npuHaiiMHi 0,4 mr (400 mxr) domieBoi kuciotu. Ilepen mpusHaYeHHIM
npenapaty Spuna® Ilmtoc HeoOXiAHO Mi3HATUCS, YU MpUKMae kiHka GosiaTu, 1 BpaxoByBaTH Iie. SIKIIo
3acTocyBaHHs npenapary Spuna® [lnroc npunuHA€ETHCS Yepe3 HACTAHHS BAariTHOCTI, CiiJ 3a0e31eUnTH
MIPOJIOBKEHHS OTpUMaHHs (HOJIaTiB JKIHKOIO.

3acmocysannsa ocobam nimHb020 GiKY.

3acrocyBaHHs npemnapaty SpuHa® Ilmoc y KIHOK MOCTKJIIMAKTEPUUHOTO BIKY HE JIOCIHIIKYBAJIOCh;
npernapar He MpU3HaYaTy NalieHTKaM Li€l BIKOBOI TPYIIH.

Tayienmku 3 nopyuwieHHAM QyHKYIT HUPOK.

[Ipenapar Apuna® Ilmoc npoTunoka3aHuil A 3aCTOCYBAHHS MAlllEHTKAM 13 MOPYIIEHHAM (QyHKIiT
HUPOK.

Brue nopymenHs ¢yHKii HUpOK Ha (hapMaKOKIHETHYHI BIACTMBOCTI JPOCHIPEHOHY (B /1031 3 MI Ha
100y npoTsroM 14 nHIB) Ta BIUIMB APOCHIPEHOHY HA KOHIIGHTPALIIO Kalil0 B CHPOBATIII BUBYABCS HA
TPbOX OKpeMHuX Tpynax xiHOK (n = 28, Bik 30-65). Yci ocobu mnepeOyBaiin Ha JII€TI 3 HU3BKUM
crokuBaHHAM Kaiito. [IpoTsrom pocnimkeHHs 7 oci0 NpoAOBXKyBaJu NpUKAMaTH Kaliiizoepirarodi
npernapatd Ui JIIKyBaHHA iX OCHOBHOTO 3axBoproBaHHs. Ha 14-ii neHmp Tepamii apocnipeHOHOM
(pIBHOB@XHUI CTaH) CHUPOBATKOBI KOHLEHTpAIii APOCHIPEHOHY y Tpymli 3 KIIPEHCOM KpeaTHHIHY
50-79 min/xB Oy aHAJOTIYHUMU KOHIIEHTPALISIM y TPy 3 KIIpeHCOM KpeaTHHiHy > 80 mu/xB. Y ocib
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3 KITipeHcoM KpeatuHiny 30-49 Mi1/XB CHpOBAaTKOBI KOHIIEHTpALT IpOCHIpEHOHY Oy B CEpeIHHOMY Ha
37 % BUIIMMHU, HDK y MAI[IEHTOK 3 KOHTPOJIbHOI Tpynu. [Ipu JiKyBaHHI IpOCIIPEHOHOM HE BiIMI4€HO
’KOJTHOTO KJIIHIYHO 3HAYYIIOTO BIUIMBY Ha pIBEHb KaJilo B CHpOBaTLi KpoBi. He3Baxkarouu Ha Te, 110 B
JOCII/DKEHHI HE CIIOCTepiraysiach rimepkamiemis, y 5 3 7 oci0, sKi IpoJOBXKYBaJd 3acTOCYBAaHHS
Kaiii30epiralounx mpenapaTiB IMiJ 4ac JOCTIKEHHS, CEpPeHs CHpPOBATKOBA KOHIICHTpALS Kalito
nigBuniack 10 0,33 mexs/n (quB. po3ainu «IIpoTumnokazanus» Ta «OcOOIMBOCTI 3aCTOCYBAHHS).
Tayicumku 3 nopyuweHuam QYHKYIi neyinKu.

[Mpemapat Apura® [lnr0c IPOTHIIOKA3aHMH [T 3aCTOCYBAHHS MAIlIEHTKAM 13 XBOPOOaMU TICHiHKH.
CepenHst €KCIO3UIsl IPOCHIPEHOHY Y JKIHOK 13 MOPYIIEHHSIM (DYHKIIT MEYIHKN MTOMIPHOTO CTYIIEHS €
MaiiKe BTPHYI BHIIOIO 32 €KCIO3UILIIO Y *KIHOK 3 HOPMAJIbHOIO (yHKIIi€eto meuinku. [Ipenapar SpuHa®
[Imfoc He AOCHKYBaBCA Y JKIHOK 13 TSHKKAMH TOPYIIEHHSIMH (YHKIIl TediHKd (AWB. PO3IUTH
«[Iporunokazanss» Ta «OCOOIMBOCTI 3aCTOCYBAHHS ).

Pacoei ¢iominnocmi.

He BigMiueHO KIIIHIYHO 3HAUyLIUMX BiAMIHHOCTEH (hapMaKOKIHETUYHUX BJIACTUBOCTEW JPOCHIPEHOHY
abo eTMHUIECTPa/ioNy y SMOHOK Ta NPEICTaBHMIL €BpONEOigHOi pacu (BikoM 25-35 pokiB) mnpu
II0JICHHOMY 3aCTOCYBaHH1 Ipemapary i3 BMicToM 3 Mr apocripeHoHy/0,02 Mr eTuHuiecTpaaiony
npotaroMm 21 noOu. CremiaabHUX JOCIIIPKEHHb HI0JI0 OCOOIMBOCTEH B IHIIMX E€THIYHUX Ipyrnax He
TIPOBOTUITH.

imu.

besnexka Ta eQexkTHBHICTH 3acTocyBaHHs mpemnapary SpuHa® Ilmioc BcTaHOBIEH! I SKIHOK
PENpOaYKTUBHOTO BiKy. O4YiKyeTbcs, IO Mpenapar BHSBISE aHAIOTTYHY €(PEeKTHBHICTh y MiJUTITKIB
MOCTIYOEepPTaTHOIO BIKY, 0 18 pokiB Ta y maiieHTOK BikoM Bin 18 pokis. Lleit mikapcekuii 3acid He
MPU3HAYATH JI0 IOYATKy MEHCTpYaIliil.

Ilepeoo3ysanns.

[ToBimOMIICHHS PO CEepHO3HI HECHPHUATINBI HACIIIKH IEPEI03yBaHHS, B TOMY YHCII MPH HPHHAOMI
npenapary AiThMH, BiACyTHI. Ilepeno3yBaHHS MOXXE MPU3BOJWTH 1O TOSBH y KIHOK KPOBOTEYi
BIZIMIHU Ta HYJIOTH.

JlpocripeHOH — I aHajor CIIPOHOJIAKTOHY, III0 Ma€ aHTUMIHEPAJIOKOPTHUKOIMHI BiacTHBOCTI. [lpu
nepeao3yBaHH1 CIiJl 31MCHIOBAaTH MOHITOPUHI KOHIIGHTpAIlli KaJil0 Ta HATPi0 y CHPOBATIII KPOBI 1
B1JICTE€XKYBaTH O3HAKH METAOOJIIYHOTO aIka03y.

JlesomedomnaT kanplito B 1031 17 Mr Ha 100y (1o B 37 pasiB BHIIE, HDK /1032 JIeBOME(OJIaTy KaJbIlil0
y npenapari Sipuna® [Tnroc) 1o6pe nepeHoCHBCs IPU TPUBATIOMY JIIKYBaHHi 10 12 THXKHIB.

Ilo6iuni peakuii.

Cepito3ni noOiuni peakuii, BigmidueHi mpu 3actocyBanHi KOK, omucaHo B IHIIMX po3auiax i€l
THCTPYKIIi 711 MEAMYHOTO 3aCTOCYBAHHS:

*  cepilo3Hi cepleBO-CYAUHHI PO3JIau Ta IHCYIBT (AUB. po3au1 «OcOOIMBOCTI 3aCTOCYBAHHSI);

*  cyaunHi noAii (auB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHSY);

*  3aXBOPIOBaHHSA MEYIHKH (IUB. po3/i1 «OcoOIMBOCTI 3aCTOCYBAHHS»).

IToO1uH1 peakiii, sIKi 4aCTO CHOCTEPIraloThesl y XKIHOK, 5Kl 3acTocoBytoTh KOK:

*  HeperyispHi MaTKOBI KPOBOTEY;

*  HYHAOTa;

*  OOJICHICTh MOJIOUHHX 3aJ103;

*  TOJIOBHUI Oilb.

Hawni, ompumani y x00i K1iHIYHUX 00CTIOHCEHD

OCKUTbKM YMOBU MPOBEACHHS KIIHIYHUX JAOCTIKEHB MIUPOKO PIZHATHCA, YaCTOTa MOOIUHUX PEaKIlii,
BiIMIYeHa B OJHHUX JOCHIIDKEHHSAX, HE MOXe Oe3locepeHb0 TMOPIBHIOBATHCH 3 YacTOTOIO,
3apeECTPOBAHOI0 B IHIIMX KIIHIYHUX JOCIIDKEHHSX, 1 MOXe He BiIOoOpaxkaTH peajbHy 4acTOTYy, IO
3yCTpIiYa€ThCs HA MPAKTHIII.
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Kniniuni docnioscenns 3 ueuenHs KOoumpayenmueroi 0ii ma 3abe3neyenHs Qoiamuoco cmamycy
Jlani BimoOpaxaloTh JOCBiJ 3acTOCyBaHHsS mpemnapary «SpuHa®» (3 mr apocmiperon/0,03 mr
ETHHLIECTPAJIioN) y aJIeKBATHOMY KOHTPOJLOBAHOMY JIOCIIKeHH] KoHTpanentuBHoi Aii (N = 2837) Ta
3abe3neueHHs ¢onatHoro cratycy (N = 172).

Hlono konTpanentuBHoi Aii (N = 326) y CILIA npoBeneHO MyJIbTHIIEHTPOBE BIAKPUTE MOCTIHKEHHS
YUYaCTIO 3/I0POBHX KIHOK BikOM Bif 18 10 35 pokiB, siki 3acTocoByBaln npenapat «Spuna®» go 13
mukiiB. [pyre peecrpamiiine kiiHiune gocmimpkenHs (N = 442) — MylIbTUIICHTPOBE, PaHIOMI30BaHE,
BIJIKpUTE MOPIBHSIbHE €BPOICHCHKE AOCIIIKCHHS 3aCTOCYBaHHs mpenapary «SpuHa®» MOpiBHIHHO
3 0,150 mr ne3orectpeny/0,03 Mr eTHHLIECTPAMIONY Y 30POBHX KIHOK BikoM Bif 17 mo 40 pokis, siKi
OTPUMYBAJIH TIpemapaT 10 26 MuKiIiB. I TOCHiKeHHS TIEPBUHHOT €PEKTUBHOCTI 13 3aCTOCYBaHHIM
npemapary ApuHa® Ilmroc s 3abe3nedeHHst (OTATHOTO CTaTycy Oyino IPOBEICHO PaHIOMI30BaHE
OJIHOLICHTpOBe €BpoIeiichbke MOCTIHKCHHS 3a ydacTi 172 310poBuX KiHOK BikoM Bif 18 mo 40 pokis
JUId TIOpPIBHSAHHA (hapMakoJAWHaMIYHMX e(ekTiB mpemnapary «Spuna®» + 0,451 mr sneBomedoiaty
KaJIbIII0 Ta CYMICHOTO 3aCTOCYBaHHS mpenapaTry «SpuHa®» 3 (OIIi€EBOI0 KHUCIOTOI MPOTAToM 24
TIKHIB JIIKYBaHHS 3 HacTYmHUM 20-THXKHEBUM BIIKPUTUM JIOCHIJDKEHHSM 3aCTOCYBaHHS Ipenapary
«SApuna®y.

[To61yH1 peakiii, BiAMIY€H1 M1 Yac 3aCTOCYBaHHS 3a JIBOMA MOKa3aHHSAMHU, 301ratoThCs 1 HABOAATHCS 13
3a3HAYCHHSM YaCTOTH BIAMOBITHO /10 00’€IHAHMX MAacWBIB JaHWX. HalmommpeHIMHUMU MOOIYHUMH
peakmismu (> 2 %) Oymu: npeaMeHcTpyanbHUE cuuapoM (12,4 %), ronoBrmiA Ois/Mirpens (10,3 %),
OOJTICHICTB/JYTIMBICTh MOJIOUHHX 3aJI03/BITIYTTS AHCKOMMOPTY y MojouyHux 3amoszax (8,1 %),
Hynota/0ntoBanHs (4,4 %), 3MIHH HacTporo (Jempecis, ACPECUBHUN CTaH, PO3APaTOBAHICTh, 3MIHU
HACTpPOIO, 3MIHM HACTpOl0 Ta adexkTuBHA JaOUIbHICTH (2,3 %)), abnomiHanbHUI OUIB/AHCKOMOOPT/
6outicHICTh (2,2 %).

Tobiuni peaxyii (>1%), wo sumazanu NpUNUHEHHS Y4ACMI 8 OOCTLONCEHHSX

KniHiyHi TOCHI/DKEHHS 3 BUBYEHHsI KOHTpalenTuBHOi Aii. 3 2837 xiHoK 6,7 % NPUNHUHUIN y4acTh y
JOCIIKEHHSX Yepe3 MOOIYH1 peakilii, HAOIIMPEHIITUMH 3 IKUX Oyiu rojoBHi 6oti/mirpens (1,5 %).
KiiHiuH1 AOCTiKEHHS 3 BUBYCHHS €QEKTUBHOCTI JojsaBaHHs doisartiB. He crmocrepiramucs peaxitii,
10 MTPU3BOAUIIH 10 MPUITUHEHHS Y4acTi B AOCTIKEHHSIX.

Ceptiosni nooiuni peakyii

KiiniuH1 qocimipkeHHs 3 BUBUYCHHSI KOHTPAICTITUBHOI Ali: Jempecis, JiereHeBa eMO0Iis, TOKCUIHHUHA
IIKIpHUW BUCHII, JIeHOMIOMa MaTKH.

Kiiniune mocnipkeHHs 3 BHBYECHHS €()EKTUBHOCTI JojaBaHHS (oyaTiB: HE BIAMIYCHO KOJHUX
CEePHO3HUX MOOIYHUX PEaKIIiH.

Jlocesio nicaspeecmpayitino2o 3acmocy8anHsi

Hageneni nani mo6iuHi peakirii Oyiu BUSBIICHI ITiT Yac MICISIPEECTPAIifHOTO 3aCTOCYBAaHHS Ipernapary
«SpuHa®y». OCKLILKH ITOBIIOMIICHHS IIPO III pPeakilii HaJIcHuiaad AOOPOBUILHO 1 BOHH CTOCYBAJIHCS
MOMYJISIII HEBU3HAYEHOTO PO3MIPY, HE 3aBXKIUM MOXKIMBO JOCTOBIPHO OIIHHUTH iX 4YacToTy abo
BCTAHOBUTH MPUYMHHUHN 3B 30K 13 3aCTOCYBaHHIM Mpernapary.

3 6oxy cyoun: BEHO3HI Ta apTepianbHi TpoMOoeMOOIiyH1 siBUIIA (B TOMY YHCIi JieTeHeBa eMOOis,
TpoM003 TIMOOKUX BEH, IHTpaKapAialbHUNA TPOMOO3, TpOMOO03 IHTpPaKpaHiaIbHOTO BEHO3HOTO CHHYCA,
TpOMOO03 caritaabHOI MMa3yXu TBEPAO0i MO3KOBOi 00O0JIOHKH, TPOMOO3 BEH CITKIBKH, 1H(APKT MioKapaa
Ta IHCYJIBT), apTepiajbHa TilIepTeH3is.

I'enamobiniapni po3naou: 3aXBOPIOBAHHS KOBYHOTO MiXypa.

3 6oky imyHHOI cucmemu: TIBUILEHA YYTIUBICTb.

3 6oky xapuysanns ma nopyuienus oOMiHy peuoun. TiepKaIieMis.

3 60Ky wikipu ma niowKipHoi 0CHO8U. XJl0a3Ma.

Tepmin npuoamnocmi.
36 micsIiB.

YmoBu 30epiranns.
30epiratu B HEOCTYITHOMY JJIsl JIITeH MicIli mpHu Temnepatypi He Buie 25° C.
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YnakoBka.
Bricrep 3 28 TabneTkamMu, BKPUTUMHU 000JIOHKOIO, 1 KaJICHIAPHOIO IIKAJI0I0 B KAPTOHHIN MavIli.

Kareropis Bigmycky.
3a pelenTom.

Bupoonuxk.
baiiep AI" / Bayer AG.

Micue3HaxoakeHHsI BHPOOHUKA Ta HOro ajpeca Micls NPOBaKeHHs AislJIbHOCTI.
Mromnepinrpacce 178, 13353, bepiin, Himeuuunna / Mullerstrasse 178, 13353, Berlin, Germany.
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