IHCTPYKUIA
AN MEIMYHOT0 3aCTOCYBaHHS NiKapCbKOro 3acoby

IDKA3 MJTHOC
(YAZ® PLUS)

Cknag:

Ait0Yi PeYOBUHU: ETUHINECTPaLioN, APOCMiPeHOH, IEBOME(ONAT KasbLito;

1 ynakoBKa MiCTUTb 28 TabneTokK (24 TabneTkn poXxeBoro 1a 4 TabnieTKun CBiTN0-0paHXeBoro Kobopy);

1 TabneTka poXeBOro Konbopy MiCTUTb eTUHINecTpagiony 0,02 mr (y BUrnagi knatpary 3 6etagekcom) Ta gpocrnipeHoHy 3 Mr, ieBoMedonaty Kanbuito 0,451 wr;
[OMOMI>KHI PEYOBMHW: NaKTO3M MOHOriApaT, Lenono3a MIKPOKpUCTalivyHa, HaTpito KapboKCU-MeTWILUesntonosa, rigpoKCUnponinuentonosa, MarHiklo creapart,
rinpomenosa, makporosn 6000, Tanbk, TUTaHy giokeng (E 171), 3aniza okeung vyepBoHuii (E 172);

1 TabneTKa CBIT/10-0paHXeBOro Kobopy MiCTUTL fieBoMeonaTy KanbLito 0,451 wmr;

[ONOMI>KHI PEYOBMHW: NaKTO3M MOHOriApaT, Lenon03a MIKPOKpUCTaniyHa, HaTpito KapboKCU-MeTWNuUesnonosa, rigpoKCUnponinuentonosa, MarHiko creapart,
rinpomeno3sa, makporon 6000, Tanbk, TUTaHy giokeung (E 171), 3aniza okeug xoetuii (E 172), 3aniza okeung yepoHuia (E 172).

JlikapcbKa thopma. Tabnetku, BKpUTI 060/10HKOHO.

OcCHOBHI (pi3MKO-XIMiYHI BNaCTUBOCTI:

- TabneTKn, BKPUTI 0OOMOHKOK, fKi MICTATb FOPMOHW, KPYrAi, ABOOMYK/I, POXEBOro KOMbOPY, 3 OAHOr0 60KY SKMX BUTUCHEHO «Z+» Yy MNpPaBuUIbHOMY
LLIECTUKYTHUKY;

- TabneTkun, BKpUTI 000/IOHKOHD, AKI MICTATL /iMLle 1ieBOMeOonaT, Kpyr/i, 4BOONYKI, CBIT/I0-OPaHXKeBOro KO/bOPY, 3 OAHOr0 B0KY AKUX BUTUCHEHO «M+» Yy
NpaBWIbHOMY LUECTUKYTHUKY.

dapmMakoTepaneBTMYHa rpyna. FopMOoHa/bHi KOHTPALENTUBM ANS CUCTEMHOMO 3aCTOCYBaHHSI.
Kog ATX GO3A Al2.

dapmMakosoriyHi BNacTmBoCTI.

PapmakognHamika.

MexaHi3m aii

Komb6iHoBaHi opasibHi KoHTpauenTmeu (KOK) 3HMWKYOTb pU3nK BariTHOCTI FO/IOBHUM YMHOM LLUISXOM MPUTHIYEHHS OBYNALLIT. IHLI MOX/IMBI MeXaHi3MU BK/IKOYaKOThb
3MIHW XapaKTepy LiepBiKaSIbHOro Cn3y, 3aBAAKN AKUM YCKIaAHIOETLCA MPOHUKHEHHS CEPMW, Ta 3MiHW eHAOMETPIA, L0 3HMXKYIOTb IMOBIPHICTb IMMIaHTaLT.
PapmakoanHaMiyHi BNaCTUBOCTI

[pocnipeHoH — aHanor CnipoHOMaKTOHY, WO Ma€e aHTUMIHEPaSIOKOPTUKOIAHI Ta aHTUaHAPOreHHI BNacTUBOCTI. ECTpOreHHMn KOMMOHEHT npenapaty Oxa3 Mnroc — ue
eTuHinecTpagion.

KoHTpauenTwusHa i
CneujianbHUX focnifpKeHb GapMakoAvHaMiYHUX BNacTUBOCTel npenapaty ka3 IMoc He NpoBoAnIIN.
Y Xoai ABOX foCNifKeHb OLiHIOBaIN BNAMB KOMGIHaLii 3 Mr gpocnipeHoHy/0,02 Mr eTUHINecTpagionly Ha NPUrHideHHs oBapiasibHOI aKTUBHOCTI, L0 BU3HaYaacs



po3mipamu honikysna 3a LONOMOroK TpaHcBariHasibHoOro Y3/, ta aHasi3y Ha BMICT TOPMOHIB Y CMpoBaTLi KpPoBi (NPOrecTepoHy Ta ecTpagiony) nig yac ABOX LUKIIB
NiKkyBaHHA (21-AeHHWIA nepiof NPUIOMY aKTUBHUX TabMETOK NJIKOC 7-AeHHWUIA iHTepBan y Npuiiomi Tabnetok). MNpurHiveHHa oBynAaLil cnocTepirann y noHag 90 %
oci6, Aki Gpan y4yacTb y AOCnifkeHHi. B ofHOMYy [OCNi[KEHHI MNOPIBHIOBa/IM MPUrHIYEHHA OBapia/ibHOI aKTUMBHOCTI MpPW 3acTOCyBaHHI KOMOGiHauil 3 Mr
apocnipeHoHy/0,02 Mr eTuHINecTpagiony y ABOX Pi3HUX pexxumax (24-aeHHWiA nepiog NpUAOMy akTUBHMX TabNeToK NAC 4-AeHHWIA iHTepBan y npuitomi Ta 21-
[EHHWIA nepiog NPUnOMY akTUBHWUX TabneToK MAKC 7-AeHHWUIA iHTepBan Y NPUIOMI) YNPOLOBX ABOX LMKMIB NiKyBaHHA. [pOTAroM NepLioro Lukay nikyBaHHS
OBY/IALiA He Byna BiAMiYeHa Y XOAHOT 3 XiHOK (0/49, 0 %), fKi oTpuMyBanv npenapar y 24-4eHHOMY PeXxumi, Ta criocTepiranacs B ofHiei XiHku (1/50,2 %), aka
npuiimana npenapat y 21-geHHOMY peXxuMi. [icns HaBMUCHOMO HeJOTPUMaHHS [03YBaHHA (TPY NPONYLLeHi aKTUBHI TabNeTKN NPOTAroM NepLUNX TPbOX AHIB LMKIY)
nif yac Apyroro UMKy nikyBaHHs 0BYnsLisi cnocTepiranaca B 1 nauieHTku (1/49, 2 %) 3 rpynu, Ae 3aCTOCOBYBaBCS 24-AeHHWI pexXnM, iy 4 nauieHTok (4/50, 8 %) 3
rpynu 3aCTOCyBaHHA npenapaty B 21-AeHHOMY PeXUMI.

AKHe

Byrposuin Bucun — Lie 3aXBOPIOBaHHA LUKIPK, WO BUHMKAE 3 6araTtbOX MPUYKMH, Y TOMY YUCI Yepe3 aHAPOreHHY CTUMYNALIK0 NPOAYKYBaHHS LUKIPHOIO »Xupy.
He3Baxkatoun Ha Te, WO KOMOIHaLis ApOCMipeHOHY Ta eTuHINecTpagiony nigsullye piBeHb rnobyniHy, Wwo 38’a3ye ctateBi ropmoHu (F3CI), i 3HMKYE piBeHb
Bi/IbHOr0 TECTOCTEPOHY, He BCTAHOB/IEHO B3aEMO3B’S3KY MK LMW 3MiHAMW Ta 3MEHLLEHHAM CTYMEeHs TSXXKOCTI BYrpOBOro BUCMMNY Ha 061MYYi y NPakTUYHO
3[,0POBMX XIHOK, fKi MarOTb Lie 3aXBOPHOBAHHSA LIKipW. BrvB aHTUaHApOreHHOT aKTUBHOCTI APOCMiPEHOHY Ha akHEe HEBILOMUIA.

donaTu. Y xoai ABOX AOCNiAKeHb BMBYanM BNAMB npenapaTy ka3 Mnatoc Ha piBeHb honaTiB y niasmi KpoBi Ta epuTpoumMTax. Y Xofdi paHA0Mi30BaHOr0 NOABIHOMO
CNinoro AoCNiIpKeHHS 3 aKTUBHNUM KOHTPO/IEM Y NapanefibHUX rpynax nopiBHIOBaIN PiBHI PonaTis y naasmi KPoBi Ta eputpoumtax y XiHok (nauieHTok) CLUA nig
yac 24-T>KHeBOro NiKyBaHHA npenapatom Mxa3 Mntoc 0,451 Mr KanbLito 1eBoMedonaty Ta Mif vac NikyBaHHS Ti/IbKy npenapaTom «xas». dapMakogmnHaMivyHNI
BMN/IMB Ha piBeHb (PONATIB Y Nna3Mi KPoBi, B epuUTPOLMTaxX Ta Ha Npogiib LMPKYIHOKUNX MeTabonNITiB (hoNaTiB OLiHIOBAIM MPOTArOM 24 TUXKHIB NiKyBaHHSA 0,451 mr
KanbLito nesomehonaty abo 0,4 Mmr conieBoi Kucnotu (ekBiMonspHa posa 0,451 Mr Kabuito nesomMedonary) y kom6iHauii 3 3 mr gpocnipeHoHy/0,03 mr
eTuHinecTpagiony (npenapat «ApuHa®») 3 NOAIbLUNM BiLKPUTUM 3aCTOCYBaHHAM YNPOLOBX 20 TUXKHIB Ti/IbKM npenapary «ApnHa®» (asa enimiHanii).
JOKNiHIYHI AaHi 3 6e3nekn

Y xofi fOCNiKeHHS KaHLEepOreHHOCTI Y TBapuH, WO TpuBaio 24 micaui, npu nepopanbHoMy 3actocysaHHi 10 mr/kr/po6y apocnipeHoHy abo 1+0,01; 3+0,03 Ta
10+0,1 mr/kr/po6y apocnipeHoHY Ta eTUHinecTpagiony, wo craHosuio 0,1-2 KpaTHy ekcnosuuito (AUC apocnipeHoHY) Y XIHOK, Ki OTPUMYHOTb KOHTpaLenTuBMK,
BM3HAUMNW 30i/bLUEHHS BUNAAKIB PO3BUTKY KapUMHOMU rapfepoBoi 3a/1031 Y rpyni, Wo oTpuMyBasia MOHOTEpPanito BUCOKUMU [03amMu APOCMIPEHOHY. Y CXOXOMY
[OCNIIKeHHI B iHLIOro BMAY TBapyH Npwv nepopasibHoMy 3actocyBaHHi 10 Mr/kr/go6y gpocnipeHoHy ab6o 0,3+0,003; 3+0,03 ta 10+0,1 mr/kr/go6y apocrnipeHoHy Ta
eTUHiNnecTpadiony, WO CTaHOBWU/IO 0,8-10 KpaTHy eKCno3uuito y XXIHOK, AKi OTPUMYHOTb KOHTpaUenTuBKW, BMU3HaYa/IM 36i/bLUEHHS BUMAAKIB PO3BUTKY
[O6POAKICHNX Ta 3arajibHOl KifIbKOCTI (BOOPOAKICHMX Ta 3M05KICHMX) (DeOXPOMOLMTOM HaLHUPKOBUX 3a/103 Y Tpyni, WO OTpMMyBasia MOHOTEpario BUCOKUMM
[03aMK ApocnipeHoHy. [ocnifKeHHA MyTareHHOCTi ApOCnipeHoHy, Lo 6y NPoBeAEeHI in Vivo Ta in vitro, He BUSBW/IM CBifUYeHb MyTareHHOT aKTUBHOCTI.
[osroTpueani [OCNiMKEHHA Ha TBapvHax A1 BU3HAYEHHS KaHLEepPOreHHOro mMoTeHuiasy JfieBoMedonaty He npoBoavnucs. [OCnifkeHHs MyTareHHOCTI
nesomedosniaty, Lo Oy NPoBeLeHi in Vivo Ta in Vitro, He BUSBU/IN CBISYEHb MyTareHHOT aKTUBHOCTI.

dPapmakoKiHe TuKa.

Abcopbuis

Mpenapatu ka3 INntoc i «[ka3» € 6i0eKBiBaIEHTHUMM LLLOAO0 APOCMiPeHOHY Ta eTUHINecTpagiony.

A6COoN0THA 6I0AOCTYMHICTL APOCMiPeHOHY MPY Pa3oBOMY NPUIAOMI TabeTKMN CTaHOBUTL 6/IM3bKO

76 %. AGconoTHa B6ioJOCTYMHICTL eTUHINecTpagdiony — npuénnsHo 40 %, Wo € pe3y/nbTaToOM NPeCcUCTeMHOT KOH’torauii Ta eqekTy MepLioro npoXo4KeHHS.
ABCONTHY 6ioAoCTyNHICTL Npenapaty ka3 Mtoc, Wo MICTUTbL KOMOIHAL K0 APOCNipeHOHY Ta eTUHINecTpaaiony, ctabinizoBaHoro 6eTagekcom y BUrnsAi Knatpaty
(MOneKynsapHWA KOMMNJIEKC), He focnimKyBann. ETUHINecTpasion Mae ofHaKoBy 6i0fOCTYMHICTb NPWU 3aCTOCYBaHHI Y BUMNAAI KnaTpaty 3 6eTafeKcoMm i npu npuitomi



SIK BifIbHOro cTepoigy. CMpoBaTKOBI KOHLEHTpaLiT ApoCnipeHOHY Ta eTUHINecTpagiony Aocarann MakCMMaibHOro piBHA Yepe3 1-2 roguHu nicns npuinomy npenapary
ka3 Mnoc.

dapMaKoKiHETVKa ApOCMipeHOHY Micns NPMoMy 04HOPa3oBKX 403 Y Mexax Big 1 4o 10 Mr mae 40303an1exXHNiA XxapakTep. Mpu WoaeHHOMY 3aCTOCYBaHHI npenapaTy
[>ka3 piBHOBaXXHa KOHLIEHTPaLlif ApocnipeHoHyY focaranaca vepe3 8 aHiB. CrnocTepirany maixke 2-3 KpaTHe NifBULLEHHS NOKa3HUKIB Ca T2 AUC (0-24 roguHn) y
CMpOBATL,i KPOBI ApocripeHoHY nicnis 6aratopa3oBoro npuinomy npenapaty Axas (aue. Tabnmuo 1).

[ns eTuHinecTpasiony piBHOBaXXHI YMOBMW CMOCTepiraimca MNpoTAroM Apyroi MOIOBMHU Kypcy NiKyBaHHA. pu LLOAEHHOMY 3acTOCyBaHHI npenapaty «/kas»
MOKa3HUKN CUPOBATKOBOTO PiBHA Cax T2 AUC (0-24 roguHn) ans eTuHinecTpagiony nigsuwimnmca maixe B 1,5-2 pasm (ams. Tabnuuio 1).

Kanbuito nesomeonar 3a CBOEK CTPYKTYPOIO € ileHTUYHUM L-5-meTunteTparigpoonaty

(L-5-metnn-TIr @), meTabonity BiTamiHy Bg. CepefiHi No4aTKOBa KOHLIEHTpaLis y 0Cib, fKi He BXMBatOTb NPOAYKTK, 36aradveHi ()oMieBOH0 KUCNOTOK, NPOTe MaroTb
HOPMa/IbHWUIA XapyoBUIA pauioH, CTaHOBMTb 15 HMoNb/N. Mpu nepopasibHOMY 3aCTOCYBaHHI KasbLiito sieBoMehonat abcopbyeTbCs | HAKOMUYYETLCA B OpraHiMi.
MikoBa KOHLIEHTpaLif y nna3mi KpoBi CTaHOBUTL 6/11M3bK0 50 HMONbL/N i gocaraetbes npoTtarom 0,5-1,5 rogmHm nicns ogHopa3oBoro nNpuiioMy neBomethonaty KabLito
B f03i 0,451 mr.

PiBHOBaXKHI YMOBM 1151 3arafibHOro piBHA ¢onaty y nnasmi KpoBi nicns npuitomy 0,451 Mr KanbLito neBoMedonaTy AoCAratoTbCs NpU6aM3HO Yepes 8-16 TUXKHIB
3a/1€)KHO Bifl MOKa3HUKIB BUXIAHOMO PiBHA. PIBHOBaXKHA KOHLEHTpAL,is KasibLito neBoMedonaty B eputpoLmTax LOCAraeTbCs AELL0 Mi3Hille, Lo 3yMOB/IEHO LOBLUUM
YXUTTEBUM LIUK/IOM epUTPOLUTIB - npnbamsHo 120 gHiB.

Tabnumusa 1. ®apmakoKiHETUYHI NapameTpu npenapaty «/kas» (3 Mr gpocnipeHoHy i 0,02 Mr eTuHiNecTpagiony)

[JpocnipeHoH
Kypc/aeHb | KinbKicTb Cmax@(HI/MN) | TP (rog) | AUC(0-24rop)2 Ty22(rog)
nawieHTiB (Hr*rog/mn)
1/1 23 37,4 (25) 15(1-2) 268 (19) He 3acTocoByeTbCH
121 23 70,3 (15) 15(1-2) 763 (17) 30,8 (22)
ETuHinectpagion
Kypc/aeHb | KinbKicTb Crad(HI/MN) | TaxP (fog) | AUC(0-24ropa)2 Tq/52 (rop)
nawieHTiB (Hr*rog/mn)
11 23 32,8 (45) 15(1-2) 108 (52) He 3acTocoByeTbCH
1/21 23 45,1 (35) 15(1-2) 220 (57) He 3acTocoByeTbCH

a) cepefiHe reoOMeTpUYHE 3HAUYEHHS (reOMeTPUYHMIA KoeiLlieHT Bapiauii)
b) mesiaHa (gianasoH).

Brame Ki

LLIBnakicTb abcopbuii apocnipeHOHY Ta eTUHiNecTpadiony nicns 0gHOPa30BOro 3acTOCyBaHHS npenapaTis, NofioHux Ao ka3 Matoc, 6yna HMXYOK npy NpUiioMmi
nicna ki (6aratol Ha BMICT »WpiB), MPW LibOMY CepefiHs CMPOBATKOBA KOHLEHTPaLif (Cay) 3HWXKYBanacs Maibke Ha 40 % y 060X Aitounx pevoBrH. OfHaK CTyniHb
abcopObuii ApocnipeHOHY 3annWNBCA He3MIHHUM. HaToMiCTb CTynNiHb abCcopoLiT eTUHINeCTpazaioNy 3meHLyBaBcs Maixke Ha 20 % npu 3acTocyBaHHI Nicnsa ki.

Bnnme ki Ha abcopbuito KasbLito neBoMedonaty npm 3actocyBaHHi npenapaty [Ixxas Moc He BUBYaW.

Posnogin

3HMKEHHS CMPOBaTKOBMX KOHLEHTPaLii ApocnipeHoHY Ta eTUHINeCTpaziony BifbyBaeTbCA Y ABa eTanu. YABHWIA 06’eM po3noginy ApOCnipeHOHY CTaHOBUTb 6/IM3bKO



4 n/Kr, a eTuHiNecTpagiony - npnbnnsHo 4-5 n/kr.

[pocnipeHoH He 3B’A3yeTbcA 3 T3CIT abo rnobyniHom, Wwo 3B’°A3ye KopTukocTepoin (M3K), ofHakK 3B’s3yBaHHA 3 iHLWMMK GiflKaMy CUPOBaTKM KPOBI CTAHOBUTb
61m3bKo 97 %. lMicna 6araTopa3oBOro 3acTOCYBaHHA MPOTAroM 6Gifblie 3 LMKIIB He Bif3HAYEHO XXOLHWX 3MiH BifIbHOI (hpakyii (3a MokKasHWKaMu MiHiManbHOT
KOHLeHTpauir).

ETuHinecTpagion miuHo, npoTe HecneunivyHO 3B’A3YETLCA 3 aflbbyMiHaMK CMPOBaTKU KpoBi (Npn6am3HO 98,5 %) Ta iHAYKYE 306inblUeHHA KoHUeHTpauil M3CC Ta
M3K'y cuposaTui KpoBi. Takuin Bnime Ha M3CIT Ta M'3K 3yMOB/eHWI Ai€t0 eTUHINECTPAAIoNY i He 3MIHIOETLCA MPY 3MiHI O3 APOCMiPeHOHY Y Aiana3oHi 2-3 Mr.
KiHeTnka tonaTis 34iMCHIOETbCA GihasHO 3i LUBMAKOK i MOBiNbHOK hasoto. LLIBMaka (hasa, BiporigHo, mMae Micue y ¢onarti, KM LWONHO BCMOKTaBCA Micns
0AHOPa30BOro nepopasbHOro Npuiiomy nesomMedonaty Kanbuito B fo3i 0,451 Mr, Ta xapaKTepu3yeTbCsl TeEPMiHa/IbHUM MepPiofoM HarniBBMBEAEHHS, L0 CTaHOBUTb
npuéAn3HO 4-5 rognH. Y noBinbHiN asi, Lo Bigobpaxae MeTaboni3m nonirnyTaMaTHOT (hopMu hoNaTHOT KUCNOTK, CepefHil Yac yTpuMaHHs ctaHoBuTb 100 AHIiB abo
GinbLue.

MeTabonism

[lBa OCHOBHMX MeTaboniT! ApPOCMipeHOHY, BUABMEHI Yy Mna3Mi KPOBI NHOAMHWM — LEe KUC/IOTHA (opMa APOCMIPEHOHY, L0 YTBOPHETLCA BHACMIAOK PO3KPUTTH
NaKTOHOBOrO Kifnbud, Ta 4,5-Aurigpo-apocnipeHoH-3-CynbMar, Wo € pe3ynbTaToM peayKuii Ta HacTymnHOro cy/nb(yBaHHA. BcTaHOBNeHO, WO Ui MeTabonitm €
(papMakosioriYHO HeakTUBHMMU. [IpoCnipeHOH TaKoX 3a3Hae OKUC/OBa/IbHOro MeTabonismy nig gieto CY P3A4.

MoBigoMnanocs, WO €eTUHINEeCTPadion MNPOXOAWTb 3HAYHWIA MPECUCTEMHWUIA MeTaboniaM Yy KULEYHWKY | nediHui. MeTaboniam eTuHinectpagiony Ta #oro
OKWCNHOBa/IbHMX METAb0MITIB Big0yBaeTbCS MEPEBAXKHO LU/ISXOM KOH’toraLlil 3 FOKypoHigom abo cynbatom. CY P3A4 y nediHui BiANoBigae 3a 2-riipoKCHI0BaHHS,
L0 € OCHOBHOK PeakLiet0 OKWUC/EHHS. 2-TIAPOKCU MeTaboniT NPOXOAWTL NOAA/bLLY TpaHC(OpMaLito Mif Yac METWIOBAHHSA Ta IIFOKYPOHIZaLil nepes Tum, sk 0yTu
BMBEAEHMUM i3 CeYeto Ta KaloM.

L-5-metuntetparigpogonar (L-5-metun-TIr ®) — nepesaxkaroya cnosyka ponieBoi KMCNOTU B CUCTEMI KPOBOOOITY, L0 TPAHCMOPTYETLCA 3a (Pi3ioNOriyHMX yMOB Ta
nig Yac npuinomy onieBoi KUCNOTK | KanbLiito neBomedhonary.

BuBefieHHA 3 opraHiamy

CupoBaTKOBa KOHLIEHTpaL,if 4POCMiPEHOHY XapaKTepu3yeTbCs KiHLEBUM NepiofoM HaniBBUBeLEeHHS Y (hasi po3noginy 61m3bko 30 roamH Sk nicns 04HOPa3oBoro, Tak i
6araTopa3oBOro 3acTocyBaHHs. BuBefieHHs 3 opraHiaMmy ApocnipeHoHy 6y/10 Malie MOBHUM 4epe3 [ecATb AHIB, a BUBEAEHI KilbKOCTi BUSBUIUCL [el0 BULLMMU Y
Kani, HXX y cedi. [JpocnipeHoH nignarae akTMBHOMY MeTab0/i3my, 3 CEeYErD Ta KasloM BUAINAKOTLCA TifIbKN HE3HAUHI KilbKOCTi HE3MIHEHOr 0 APOCNIPEHOHY. Y cevi Ta
Kasli BUSBNEHO LoHaliMeHLe 20 pi3H1X MeTaboniTie. bansbko 38-47 % MeTaboniTiB y Cedi CTaHOBWUM KOH’HOraTu 3 rOKYpOoHigamm Ta cynbgatamu. Maiixe 17-20 %
MeTaboniTiB, BUSBNEHMX Y Kasi, BUBOAUNNCA Y (hOPMI [IIOKYPOHIAIB Ta CynbgaTiB.

KiHueBuiA nepiog HaniBBMBEAEHHA Y (hasi pPO3MNOAiNy eTUHINeCTPagioNny CTaHOBUB NPU6M3HO 24 roauH. ETUHINeCTpagdion He BUBOAMTLCA Y HE3MIHEHOMY BUTMSI.
ETWHINecTpazion BMBOANTLCA 3 CEYEtD Ta KasioM Y (DOpMi KOH’HOraTiB 3 [IIOKYPOHifaMu Ta cy/batamu i MPOXOAUTb eHTeporenaTnUyHy LMPKYIsaLio.

L-5-MeTun-TI ® BMBOANTLCS 3 OpraHiaMy ABOMa3HO LLUISAXOM eKCKpeLii 3 ceyeto honaTiB y He3MIHEHOMY BUINALI Ta Y BUTNAAI KaTaboniuyHUX NPOAYKTIB, a TakoX 3
(hekaniamu.

OkpeMi rpynu nawyieHToK

3acTocyBaHHA AiTaM. be3neka Ta e)eKTMBHICTb 3aCTOCyBaHHS npenapaty [pkas Maoc BCTaHOBNEHA A1 XXIHOK penpojyKTUBHOMO BiKy. OUiKyeTbCH, WO npenapar
BUSABNATUME aHa/I0T IUHY eDeKTUBHICTb Y MiANITKIB NOCTNYy6epTaTHOro Biky 40 18 pokiB Ta XiHOK. Liei nikapcbkuii 3aci6 He Npr3HaYatoThb A0 NoYaTKy MeHCTpyaLii.
3acTocyBaHHA 0cobaM NIiTHbOro BiKy. 3acToCyBaHHA npenapaty ka3 MMtoc y XKIHOK MOCTKNIMaKTEPUYHOIO BiKy He AOCMifKyBa/v; Npenapar He Nnpu3HayvaroTb
nawieHTKam L€l BIKOBOT Fpymnu.

PacoBi BigMIHHOCTI. He BM3HaYeHO KNiHIYHO 3HaYyLMX BifMIHHOCTEN (hapMaKOKIHETUUYHMX BACTUBOCTEN ApOCnipeHOHY abo eTUHINecTpagiony y AMOHOK Ta
npeAcTaBHNLb €BPOMNEOigHOT pack (Bikom 25-35 pokiB) npu LWOAEeHHOMY 3aCTOCYBaHHI npenaparty 3 BMiCTOM 3 Mr gpocnipeHoHy/0,02 Mr eTUHINeCTpagiony npoTArom
21 po6bu. CnevyianbHi 4OCNIIKEHHS LLOAO 0CO6MBOCTEN Y IHLLIMX eTHIYHMX rpynax He MPOBOAUIIN.




MopyLueHHs GyHKLIT HAPOK. MpenapaT ka3 Maoc NpoTUNoKasaHWii s 3aCTOCYBaHHS MaLieHTKam 3 NOPYLLUEHHAM (DYHKLiT HAPOK.

Bnave nopyLueHHs (yHKUIT HAPOK Ha (hapMakOKiHETWYHI BMacTMBOCTI ApocnipeHoHy (y f4o3i 3 Mr Ha AeHb NpoTaroM 14 AHiB) Ta BNAMB APOCMIPEHOHY Ha
KOHLLeHTpaL,it0 Kanito B CMpoBaTLi KPOBI BUBYaIN Y TPbOX OKPeMMX rpynax »XiHok (n = 28, Bik 30-65). Bci ocobu nepebysBasin Ha AIETI 3 HU3bKMM CMOXMBaHHAM
Kanito. MpoTaroM AocnimpkeHHs 7 0ci6 NpoAoBXyBann NpuMinMaTti Kanirisbepiratodi npenapatn Ans NikyBaHHS X OCHOBHOrO 3axBOpHOBaHHS. Ha 14-i1 feHb Tepanii
ApocnipeHOHOM (PiBHOBaXKHWUIA CTaH) CMPOBATKOBI KOHLIEHTPALIT APOCNiPEHOHY Y rpyni 3 KNipeHCOM KpeaTUHIHY

50-79 mn/xB Oynn aHanOriYHMUMK KOHLEHTpaLisM y rpyni 3 KipeHcoOM KpeaTuHiHy = 80 m/xB. B oci6 3 KnipeHcOM KpeaTuHiHy 30-49 M/I/XB CMPOBATKOBI
KOHLeHTpaLiT gpocnipeHoHy 6ynun B cepefHbOMY Ha 37 % BULLMMU, HIXK Y NALIEHTOK 3 KOHTPO/ILHOT rpynu. Mpu nikyBaHHI A4pOCMNipEHOHOM He BigMIYeHO YXOAHOTro
KNIHIYHO 3Ha4yLLOro BMN/AMBY Ha PiBEHb Kasito y CupoBaTLi KpoBi. Hessaxarounm Ha Te, WO B AOCNIMAKEHHI He criocTepiranacs rinepkaniemis, y 53 7 XiHOK, fAKi
NPOAOBXYBa/IN 3aCTOCYBaHHA Kanilizbepiraroumx npenapaTis nif vac AOCMIMKEHHS, CepefHs CUMPOBATKOBAa KOHLEHTpaUis Kanito nigsmwmnacs go 0,33 meks/n (aue.
po3ain «MpoTrnokasaHHA» Ta «OCO6NMBOCTI 3aCTOCYBaHHS).

MopyuweHHa yHKUIT nedviHkW. Mpenapat [pka3 [OC NpOTUNOKAa3aHWI A9 3aCTOCYBaHHS MaujieHTKaMm i3 3aXBOPHOBaHHAM MedviHku. CepefHs eKcrnosuuis
APOCNIPEHOHY Y XIHOK 3 MOPYLUEHHSAM (PYHKLIT NeYiHKX NOMIPHOro CTyneHs € MaiiXke BTPUYi BULLOKO 33 €KCMO3NLIK0 Y XXIHOK 3 HOPMa/lbHOK (DYHKLIEHD MEYiHKMN.
MpenapaT [xka3 MN0c He JOCAIMKYBaIN Y XIHOK 3 TSHKKAMU MOPYLLUEHHAMMW PYHKLIT NeYiHKu (a1B. po3gin «poTunokasaHHs» Ta «OCO6/IMBOCTI 3aCTOCYBAHHS»).
MefyKaMeHTO3Ha B3aEMOAISA

[na oTpuMaHHS GinbLy AeTasibHOT IH(opMaLLii NPO B3aEMOAI0 3 Opa/lbHUMM KOHTpaLenTMBammn abo Npo MOXMBI (hepMeHTaTUBHI 3MiHW CNif NePernsHy T iIHCTPYKLIT
A1 MeMUYHOro 3aCTOCYBaHHS BCiX NiKapCbKMx 3aco6iB, L0 Npr3HayatoTb 04HOYACHO 3 LM NpenapaTom.

Bnawvs iHWKX nikapcbkux 3acobis Ha KOK

PeuyoBuHY, WO 3HMKYIOTb epekTUBHICTH KOK. JlikapcbKi 3acobu abo itonpenapaty, WO iHAYKYOTb NeBHI eH3nmMK, B ToMy uncni CY P3A4, MOXYTb 3HUXKYBaTK
epekTnBHICTL KOK ab0 nocuntoBaT NpopriBHI KPOBOTEYI.

PeyoBuHM, WO NigBULLYOTL KOoHUeHTpauito KOK y nnasmi Kposi. Mpu cynyTHLOMY 3aCTOCYyBaHHI atopsacTaTvHy Ta neBHUX KOK, WO MICTATb eTuHinecTpagion,
BiAMIYaeTbCA MifgBuULeHHs nokasHMkisB AUC eTuHinectpagiony maixe Ha 20 %. AcKop6iHOBa Kuc/noTa Ta auetamiHOpeH MOXYTb NPU3BOAUTM O 36i/bLUEHHS
KOHLeHTpaLiT eTuHinecTpagiony y nnaasmi KpoBi, IMOBIPHO, Yepe3 MPUrHIiYeHHA KOH’torauil. Y KNiHIYHOMY [OCNifKeHHI 3 BMBYEHHS B3aEMOAIT npenaparis, L0
NpPoBOAWM 3 yyacTro 20 XIHOK nepeakiMakTepuyHOro BiKy, Npu 3acTocyBaHHi 1 pa3 Ha fo6y 3 Mr gpocnipeHoHy/0,02 Mr eTUHINeCTpasiony 04HOYACHO 3 NOTY)XXHUM
iHrieitopom CY P3A4 keTOKOHa30/10M B 1031 200 Mr 2 pasu Ha goby npotsarom 10 aHiB BigMivanocs nigsuileHHs AUC (0-24) gpocnipeHOoHy Ta eTuHinecTpagiony
BignosigHo y 2,68 pasa (90 % Al: 2,44; 2,95) 1a 1,4 pasa (90 % [Al: 1,31; 1,49). Moka3HUK Cyax APOCMIPEHOHY Ta eTUHiNecTpagiony 3asHas 1,97-kpaTHoro
nigsuweHHs (90 % Al: 1,79, 2,17) i 1,39-kpatHoro nigsuwieHHs (90 % Al: 1,28; 1,52) signosigHo. He3Baxatoum Ha Te, WO He OYy/0 BiAMIYEHO XXOAHOIO KNiHIYHO
3HaJyLLOro BNAMBY Ha 6e3Mneky 3acTOCyBaHHA abo nabopaTopHi MOKa3HWKW, B TOMY YMC/I PiBEHb Kanito y cCUpoBaTui KPOBi, CNif BpaxoByBaTH, WO B LbOMY
AocCNiIXeHHI XXIHOK cnocTepirany nuuwe npotsarom 10 aHie. KniHiyHi Hacnigku npuiiomy KOK 3 BMICTOM ApocnipeHOHY 0AHOYacHO 3 6e3nepepBHUM 3aCTOCYBaHHAM
iHriditopa CY P3A4/5 Hesifomi (amB. po3ain «OCo6/IMBOCTI 3aCTOCYBaHHSA»).

IHri6iTOpN nNpoTeasn Bipycy iMmyHogediunTy ntoguHn (BIT)/Bipycy renaTuTy C (BIC) Ta HeHykneo3uaHi iHri6iTopyn 3BOPOTHOI TpaHCKpUnTasn. Y AedaKnx
BUMNaaKax npu ogHovacHoMy 3actocyBaHHi KOK 3 iHri6iTopamu npoTeasn BIJ1/BI'C abo HEHYKNEO3MAHUMMW iHFi6iTOpaMuM 3BOPOTHOT TPAHCKPUMNTA3W CoCTepiranmcs
3HAYHI 3MiHU (36iNbLUEHHS ab0 3MEHLLEHHS) N1a3MOBOT KOHLEHTPALLIT ECTPOreHy Ta NMPOrecTuHY.

AHTMOIOTUKN. € NOBIAOMNEHHA MPO BMNAAKM HAcTaHHS BariTHOCTI Mif 4Yac 3acTOCYBaHHS FOPMOHa/IbHUX KOHTPAUEenTMBIiB Ta aHTUBIOTMKIB, OfHaK K/iHIYHI
[OCNIPKEHHS 3 BUBYEHHS (PapMaKOKiHETUYHNX BNACTUBOCTEN HEe BUSBWW CTIAKOMO BNIMBY aHTUBIOTUKIB HA KOHLEHTPAL,it0 CUHTETUYHMX CTEPOIAIB Y Nia3Mi KpPOBi.
Bnave KOK Ha iHLWi npenapaTy

KOK i3 BMICTOM eTUHINeCTpadiony MOoXyTb MPUrHiYyBaTX MeTaboni3M iHLLIMX npenapartiB. BcTaHoBNEHO, WO KOK 3HaYHO 3HMXXYHOTb KOHLEHTPAL,iF0 NaMOTPUIKMNHY
y nnasmi Kposi, IMOBIpHO, Yepe3 iHAYKYBaHHS THOKYPOHYBaHHSA NaMOTPUIKMHY. BHACNILOK LbOr0 MOX/IMBE 3MEHLLEHHS KOHTPO/IO Haf, CYAOMHOK aKTUBHICTHO,
TOMY MOXe MoTpedyBaTUCA KOPEKL it 403M NaMOTPUIKMHY. ON4 OTpMMaHHA 6inbly AeTasbHOT iHgopMaLil Npo B3aemogito 3 KOK abo npo MOX/IMBI (hepMeHTaTUBHI




3MiHM CNif NeperngHyTH IHCTPYKUIT 4NA MeAMYHOr0 3aCTOCYBaHHSA BCIX Npenaparis, WO Npr3HayatoTbCA O4HOYACHO 3 LM JTIKAPCbKMM 3aC000M.

B ymoBax in vitro eTuHinecTpagion € iHribiTopoM 3BOPOTHOT Aii cTOCOBHO i30thepmeHTiB CYP2C19, CYP1A1 i CYPL1A2 Ta HEe3BOPOTHMUM IHTi6ITOPOM i30pepMeHTIB
CYP3A4/5, CYP2C8i CYP2J2. MeTaboni3m gpocnipeHOHY Ta MNOTEHUiHWIA BNIMB APOCMipeHOHY Ha nedviHkoBi CY P-(hepMeHTU BUBYaM B JOCNIIKEHHSAX in vitro Ta
in vivo. Y [JocnifkKeHHsX in vitro gpocnipeHoH He BUSBNAB BNIMBY Ha MeTabosnisM MogenbHux cybctpatie CYP1A2 i CYP2D6, ofHaK NpuUrHivyyBas mMetabo/iam
mogensbHunx cybctpatis CYP1A1, CYP2C9, CYP2C19 i CYP3A4, npu UpboMy Harbinbw YyTamemum epmeHToM 6yB CY P2C19. MNoTeHUinHUIA BNAUB APOCMipeHOHY
Ha aKTMBHICTb i30epmeHTy CYP2C19 BMBYaBCA Yy [OCNIMAKEHHI KAIHIYHOT (DapMakOKIHETMKWM i3 3aCTOCYBaHHAM OMENpasofly AK MapKepHoro cyécrpaty. Y
AOCNIMKEHHI 3 y4yacTio 24 XXIHOK MOCTKNIMaKTEPUUYHOro BiKy (BK/IOYarouM 12 XXIHOK 3 rOMO3UroTHUM (AMkKoro Tuny) reHotunom CYP2C19 Tta 12 XIiHOK 3
reTepo3nroTHmMM reHotunom CY P2C19) npu woaeHHOMY nepopasibHOMY 3aCTOCYBaHHI APOCnipeHOoHY B A03i 3 Mr npoTArom 14 AHiB He BigMiYeHO BNAMBY Ha KNipeHC
omenpasony (40 mr, ogHopa3oBa nepopasibHa A03a) Ta 5-rigpokcruomenpasony, yTeopeHoro nig gieto CYP2C19. Kpim TOro, He 6yn0 BUAB/IEHO XXOAHOI0 3HA4YHOr0
BMN/IMBY APOCMNIPEHOHY Ha CUCTEMHMIA KNipeHC oMenpasosny Cynb(oHy, MeTaboniTy, yTBOpeHoro 3a gonomoroto CY P3A4. Lli pe3ynbtaTtu cBigyaTb, WO APOCNipeHOH
He npurHivyye CYP2C19i CYP3A4 B ymoBax in vivo.

Byno npoBefeHO ABa AOAATKOBUX KMIHIYHMX LOCNILXEHHS 3 BUBYEHHA MeAVKAMEHTO3HOT B3aEMOZIT 3 BUKOPUCTAHHAM CHMBACTaTUHY Ta Mifa3o/iamy K MapKepHUX
cy6ctpaTis gns CY P3A4, B KOXHOMY 3 AKMUX 6pasin yyacTb 24 340p0Bi XXIHKM NOCTKNIMAKTEPUYHOrO BiKy. Pe3ynbTaTi uux AOCNi4KeHb NOKasaau, Lo APOCMipeHoH Y
PIBHOBaXHI KOHLEHTpaLii, AOCATHYTIN Micns Moro 3acTocyBaHHA y A03i 3 Mr/fo0by, He BUABNSE BNNBY Ha (PapMakOKiHETUYHI BacTMBOCTI cybcTpatis CY P3A4.
XKiHKM, SiKi OTPUMYIOTb 3aMiCHY Tepanito ropMOHaMU LLMTONOAIGHOT 331031, MOXYTb MOTPebyBaTV BULLIMX 03 TUPEOILHOr0 rOPMOHY, OCKI/IbKM Ha T/1i 3aCTOCYBaHHS
KOK cvpoBaTKoBa KOHLEHTpaLis rnobyniny, Lo 38°A3y€e TUPEOI4HI FOPMOHM, 3pOCTaE.

B3aemogis 3 npenapaTamu, WO MOXKYTb NigBULLYBATY CUPOBATKOBUIA PiBEHb Kanilo. Y XKIHOK, AKi npuiiMatoTb npenapat ka3 lMac 0gHOYACHO 3 iHLWMMK
npenapatamu, fKi MOXYTb MigBMLLYBaTV PIBEHb Kanito y CMpOBaTLi KPOBi, iCHYE IMOBIPHICTb 3pPOCTaHHA CMPOBATKOBOI KOHLUEHTpauil Kanito (AvB. po3gin
«OCc0061M1BOCTI 3aCTOCYBAHHS).

Byno npoBefeHe JOCNIIKEHHSA 3 BUBYEHHSA MeAMKaMEHTO3HOT B3aEMOZIT, B AKOMY MOPIBHIOBa/IN 3aCTOCYBaHHS ApocrnipeHoHy 3 Mr/ectpagiony 1 mr Ta nnauebo y 24
XKIHOK MOCTKNIMaKTepMUHOro BiKy 3 apTepia/ibHOK TiNepTeH3IEr MOMIPHOro CTyrneHs AKi oTpuMyBasv eHananpuiny Maneat y fosi 10 mr 2 pasv Ha feHb. PiBeHb
KaJlit0 KOHTPONKOBA/IN Y BCIX Cy6’€KTIB JOCNIMKEHHSA Yepe3 AeHb NPOTAroM

2 TMXHIB. CepefiHA CpPOBaTKOBa KOHLEHTpaL i Kaito B rpyri, ika oTpuMyBasa apocnipeHoH/ectpagion, 6yna Ha 0,22 MeKB/N BULLOKO BiJHOCHO NOYaTKOBOIO PiBHS,
HiXK Y nnaue6o-rpyni. Kpim uboro, piBeHb Kasito y cupoBaTLi KPOBI BUMIpPHOBa/IM Y PI3HUX YaCOBMX TOYKaX NPOTAroM 24 roAuH Ha No4aTKOBOMY PiBHi Ta Ha 14-i
AeHb focnifmkeHHs. CTaHOM Ha 14-i feHb cniBBifHOWEHHA MK Cpa | AUC crpoBaTKOBOro piBHA Kanito y rpyni, ska oTpumMyBana ApocnipeHoH/ectpagion, i
nnaue6o-rpyni 6yno BignosigHo 0,955 (90 % Al: 0,914; 0,999) i 1,010 (90 % Al: 0,944; 1,08). ¥ »0AHOI NalieHTKN 3 060X rpyn fikyBaHHA He BiMiY4eHO PO3BUTKY
rinepkaniemii (piBeHb Kasito B cMpoBartLi KpoBi > 5,5 meks/n).

Bnave honaTis Ha iHLWWI NiKApCbKi 3aCO0W.

donatu, Taki AK osieBa KMCM0Ta Ta eBOMeoNar KabLito, MOXYTb BINIMBATV Ha (hapMakoKiHETMKY abo (hapmMakoAMHaMIKy OKpeMuxX aHTudgonaris (Hanpvknag,
NPOTMENINENTUYHI 3aC06M, MeTOTpeKcar).

Bnaue iHWNX nikapcbKux 3ac06iB Ha honaTu.

Paf nikapcbKunx 3acobis (Hanpuknag, MeToTpekcar, CynbgacanasuH, XoecTupamiH, NpoTMEeNiNENTUYHI 3aC00M) 3HMKYHOTb KOHLIEHTpaL,ito (ponaTis.

KniHiYHI XapaKTepUCTUKN.

Noka3aHHA.

MepopasibHa KOHTpavenyis

ka3 Mntoc nokasaHWii Ans 3aCTOCYBaHHSA XXiHKaM 3 METO 3anobiraHHs BariTHOCTI.
MepeaMeHCTpyanbHuiA ancdopuynnia posnad (MMAP)



ka3 T1oc Npu3HavaoTb 418 NiKyBaHHSA CUMNTOMIB MepeaMeHCTPYaibHOro AMCHOPUYHOrO pPo3/agy Y XKIHOK, fKi 06pann nepopasibHy KOHTpALUEnuito AK MeToj,
3anobiraHHs BariTHOCTI. EdpekTvBHICTb Npenapaty [yxxas MNaoc npu NMMAP y pasi 3aCTOCYBaHHA NPOTArOM MOHaZ TPbOX MEHCTPYa/IbHUX LUK/IIB He BUBYAIN.

AkHe

ka3 Mac npuM3HavatoTb AN iKyBaHHA MOMIPHOT JOpPMM BYTPOBOT XBOPOOM Y XKIHOK BIKOM Bif, 14 poKiB (3a YMOBW HacTaHHS CTaIMX MEHCTpPYaLliii), Ki He MatoTb
NPOTUMOKa3aHb 4O Tepanii opa/lbHUMKN KOHTpauenTmueamu. ka3 Mntoc cnif 3acTocoBYBaTH A0S NiKYBaHHA akHe, TiIbKN AKLO NauieHTKa 6akae BUKOPUCTOBYBATK
OpasibHY KOHTpaLenwito AK NpoTu3anigHuia 3aci6.

3abesneyeHHs honaTHOro cTaTycy

ka3 IMnc npyusHavatoTb XIiHKam, SKi 06pann opanbHy KOHTpaLEenLito K MeToA 3anobiraHHa BariTHOCTI, ANS NiABULLEHHS PiBHS (hoNaTiB 3 METOK 3MEHLLUEHHS
PU3NKY BUHVKHEHHSA [e(heKTy HEPBOBOI TPYOKM.

IMpoTnnoKasaHHA.
Mpenapat O>xa3 [toc He cnif 3aCTOCOBYBATY XXIHKaM Y pasi HasBHOCTI O4HOIO 3 HMKYe3a3HayeHUX 3aXBOPHOBaHb.

MopyLUEHHA DYHKLIT HUPOK.

HepocTaTHICTb KOpY HafHUPKOBUX 3a/103.

B1COKMIA pn3MK PO3BUTKY apTepiasibHOro abo BEHO3HOro TPOM603y. [10 L€l KaTeropii, 30KpeMa, Hanexarb XIiHKN, SiKi:

e NaNIATL | MatoTb BiK NoHaz 35 pokiB (AMB. po3gain «OcobnMBOCTI 3aCTOCYBaHHA»);

e MatOTb TPOMOO3 rNMO6OKMX BEH ab0 TPOMBoeM6b0nito nereHeBoi apTepii (TESIA), y ToMy unchi B aHamHesi (4MB. po3ain «OcobMBOCTI 3aCTOCYBaHHA»);

e MalOTb LiepebpoBacKyNsapHe 3aXBOPtoBaHHSA (4MB. po34in «OCO6/MBOCTI 3aCTOCYBaHHA»);

 XBOpI Ha iLueMivyHy XBOpobY cepus (amB. po3ain «Oco6MBOCTI 3aCTOCYBaHHA);

e MatOTb TPOMOOreHHI Bagu KnanaHa cepus abo TPOMOOreHHi NOPYLUEHHS CepLEBOro putMy (Hanpuknag NigrocTpuii 6akTepiaibHUn eHA0KapPAUT 3 YPaXKEHHAM
KnanaHa abo qibpunauis nepeaceplb (4MB. po3ain «OcobanBOCTI 3aCTOCYBAHHSA®));

e XBOpI Ha cnafKoBy abo HabyTy rinepkoarynonarito (AnB. po3ain «OCo6/IMBOCTI 3aCTOCYBaHHS»);

e XBOPI HA HEKOHTPO/IbOBaHY apTepiasibHy rinepTeHsito (aunB. po3gin «OcobamBOCTI 3aCTOCYBaHHSA);

e XBOPI Ha LyKpoBWIA AiiabeT i3 CyAMHHUMMW YCKNaAHEHHAMN (AMB. po3ain «Oco6MBOCTI 3aCTOCYBaHHS»);

e CTP@XAAKOTb Ha rofIoBHI 60N 3 BOrHULLEBUMM HEBPOIOTIYHMMKU CUMMTOMamMK abo MirpeHi 3 aypoto abo 6e3 i mMaloTb Bik rnoHag 35 pokis (AvB. po3gdin
«OC06/MBOCTI 3aCTOCYBAHHSA»).

AHOMa/IbHa MaTKOBa KpoBOTEeYa He3’AcoBaHOT eTionorii (auBe. po3gin «OcobamnBOCTI 3aCTOCYBaHHS.

Pak MO/1I04HOT 331031 ab0 iHLWI BUAW paky, YyT/IMBI O eCTPOreHiB abo NPOrecTUHIB, y TOMY YMC/i B aHaMHesi (AMB. po3ain «Oco6MBOCTI 3aCTOCYBaHHSA»).

MMyXNnHM neYviHkK, 4O6POsKICHI ab0 3NM05KICHI, a60 3aXBOPHOBaHHSA NeYviHKK (AnB. po3ain «OcobAnBOCTI 3aCTOCYBaHHSA», «Cnoci6 3aCcTOCyBaHHS Ta A03n»).
BariTHiCTb (4epe3 BiACYTHICTb noTpebu B 3actocyBaHHi KOK npotarom BaritHOCTI) (avB. po3gin «OcobMBOCTI 3aCTOCYBaHHA», «3aCTOCYBaHHA Y Nepioj

BariTHOCTI ab0 rofyBaHHsA rpyaao»).
3acTocyBaHHA KOMOIHaLiT NiKapCbKMX 3aC06iB 414 NiKyBaHHA renatuty C, Wwo MIicTATL OMbiTacBip/naputanpesip/puToHaBip 3 abo 6e3 foaasaHHA facabysipy, y

3B’513KY 3 MOTEHLiNHMM NiABULLEHHAM piBHA AJTT (amB. po3ainm «OcobanBOCTI 3aCTOCYBaHHA» Ta «B3aemogis 3 iHWMMM NiKapCbK1MM 3ac06aMm Ta iHLWI BUAM
B3aEMOfiI»).

B3aemogisi 3 iHLLIMMW NiKapCbKUMM 3ac06aMun Ta iHLI BUAW B3aEMOAINA.
[na oTpyMaHHA 6inbll AeTanbHOT iHOpPMaLii Npo B3aEMOAIK0 3 FOPMOHA/IbHUMM KOHTpPaUenT1BaMu abo Npo MOXX/MBI (hepMEHTATUBHI 3MiHW CNif NepernsHyT



IHCTPYKLIT AN MeANUYHOI0 3aCTOCYBaHHSA BCiX Mpenaparis, L0 NPU3HaYaroTbCAa 04HOYACHO 3 LM NiKapCbKMM 3aC060M.

Bnave iHwWnx npenapaTis Ha KOK

PeuyoBuHY, LLO CNPUYNHAIO T 3MeHLLeHHS edpekTuBHOCTI KOK

JlikapcbKi 3aC06M Ta POC/MHHI NpenapaTu, Wo iHAYKYOTb NeBHI (hepMeHTH, B TOMY Yncii uuToxpom P450 3A4 (CY P3A4), MOXYTb 3HMXKYBaTUN epeKTUBHICT KOK
abo nocuntoBaTy NPOPMBHI KPoBOTeYi. MNpenapatu, AKi MOXYTb 3MeHLUYBaTN e(DEKTUBHICTb FOPMOHa/IbHUX KOHTPaLENTMBIB, BK/OUYalOTb: (PEHITOIH, 6apbiTypaTn,
Kap6amaseniH, 603eHTaH, (henbamar, rpu3eodynbBiH, OKcKapbaseniH, pudamnid, Tonipamar Ta NiKapcbki 3acobu, WO MICTATb 3Bipo6i. B3aemopis opanbHMX
KOHTpaLenTMBIB Ta iHWMX NiKapCbKMX 3ac06iB MOXe NPU3BOAUTM [0 NPOPUBHOI KPpOBOTeYi Ta/abo BTpaTV eqieKTUBHOCTI KOHTpaLenTusy. Mpun Tepanii npenaparamu,
WO IHAYKYOTb (DepPMEHTM, 04HOYACHO i3 3acTocyBaHHAM KOK anibTepHaTMBHUIA 260 A0O4ATKOBMIA METOAM KOHTpaLENLii Cnif 3aCTOCOBYBaTU NPOTArOM YCbOro TEPMiHY
NiKyBaHHS BiANOBIAHMM NpenapaToM i Le NpoTAroM 28 AHiB Nicis NPUNMHEHHS A0ro 3aCTOCYBaHHS 414 3abe3neveHHs NOBHOLIHHOT KOHTpauenyii.

PeyoBWHM, L0 CNPUUMHAIOTb 36iNbLUeHHA KOHUeHTpauii KOK 'y nnasmi KpoBi

Mpn cynyTHLOMY 3aCTOCYBaHHI atopsBacTtaTuHy Ta neBHMX KOK, W0 MICTATb eTWHINecTpagion, BiA3HaYaeTbCsA MiABULLEHHA MOKasHUKIB AUC eTuHinecTpagiony
maike Ha 20 %. AcKop6iHOBa KMCNOTa Ta aueTamiHO(eH MOXYTb MPU3BOANUTM A0 36i/MbLUEHHA KOHLUEHTpaLil eTUHINeCTpadiony y nnasmi KpoBi, iMOBIpHO, yepes
MPUrHIYEHHSA KOH’torauil.

CynyTHe 3acTOCyBaHHA MOMIpPHUX abo cunbHUX iHri6iTopiB CYP3A4, 00 AKMX HanexaTb as30/bHi MPOTUrprbKoBi (KETOKOHA30/, iTpakoHa30/, BOPUMKOHA30/,
(hnyKoHa3on), Bepanamin, Makponigy (Hanpuknag, KnapuTpoMiLnH, epUTPOMILMH), AUNTIa3emM Ta rperingpyToBuiA CiK, MOXE CIIPUUYNHATA NiABULLEHHS KOHLEHTpaLii
y Nna3mi KpoBi eCTporeHy abo NporecTUHy Yum ix 060X pevoBUH. Y XOfi KNiHIYHOro JOCNIIKEHHS 3 BUBYEHHS B3aEMOAIT NpenapaTis, L0 NMPOBOAUIN 3 YYACTHO XKIHOK
nepeiKNiMaKTepPUYHOro BiKY, NPV 3acTocyBaHHI 1 pa3 Ha fo6y npenapaTty, WO micTuB 3 Mr gpocnipeHoHy/0,02 Mr eTuHinecTpasiony, O4HOYACHO 3 MOTYXXHUM
iHriditopom CYP3A4 KeTokoHa3zonom y fo3i 200 mr 2 pasu Ha foby npotarom 10 gHiB Bigmivanocs noMipHe MigBULLEHHA CUCTEMHOT eKCNO3uLT ApoCripeHOoHY.
Ekcnosuuis eTuHinecTpagiony 36inbLunnacs He3HavyHo (AMB. po3gin «Oco6/IMBOCTI 3aCTOCYBaHHSA» Ta «PapMaKonorivyHi BNacCTUBOCTI»).

IHri6iTOpKU NpoTeasm Bipycy imyHogeiunTy noguHn (BIT)/Bipycy renatuty C (BI'C) Ta HeHyKneo3uaHi iHri6iTopy 3B0pOTHOI TPaHCKpUNTasy

Y [eskux Bunagkax npu ogHovacHomMy 3actocyBaHHi KOK 3 iHri6itopamu npoteasn BIJI/BIC ab0 HeHYyKNeo3uAHWMMK iHri6iTopaMyu 3BOPOTHOT TPaHCKPUNTa3n
criocTepiranncs 3HauHi 3MiHu (36iNbLUeHHs ab0 3MeHLLEHHS) NIa3MOBOT KOHLEHTPAL,IT ECTPOreHy Ta NMPOrecTuHy.

AHTMbaKTepianbHi 3acobu

€ NOBIAOM/IEHHSI NPO BMMAAKW HAcTaHHS BariTHOCTI Mif 4ac 3acTOCyBaHHS FOPMOHa/IbHUX KOHTPauenTMBIB Ta aHTMOIOTUKIB, OAHAK K/iHIYHI AOCMIMKEHHSA 3
BMBYEHHS (PapMaKOKIHETUYHMX BN1IaCTUBOCTEN HE BUSBUN CTIAKOrO BM/IMBY aHTUOIOTMKIB HA KOHLLEHTPALLiK0 CUHTETUYHUX CTepOIAiB Y niasMi KPoBi.

Bnavs KOK Ha iHLi npenapaTy

KOK i3 BMICTOM eTUHifIeCTpagiony MOXyTb MPUrHIYYyBaT MeTab0ni3M iHLWKMX npenapatis. BctaHoseHo, Wwo KOK 3HaYHO 3HVXKYHOTb KOHLEHTPALit0 TaMOTPULXKUHY
y nnasmi Kposi, iMOBIpHO, Yepe3 iHAYKYBaHHS TIOKYPOHYBaHHS NaMOTPUIKMHY. BHACNILOK LUbOro MOX/IMBE 3MEHLLEHHA KOHTPOIO Haf, CYAOMHOK aKTUBHICTHO,
TOMY MOXe MoTpedyBaTUCA KOPEKL i 403M NaMOTPUIKMHY. 11 OTpMMaHHA 6i/blU AeTaslbHOT iH(opMaLil Npo B3aemogito 3 KOK abo npo MOX/IUBI (hepMeHTaTUBHI
3MIHW CMig NepernsaHy TV IHCTPYKLIT 418 MeLMYHOr0 3aCTOCYBaHHSA BCIX Mpenaparis, L0 NPM3HAYarTbCA OLHOYACHO 3 LM NiIKapCbK1M 3aC060M.

KOK, Lo niaBuLLyOTb KOHUEHTpauito hepmeHTIiB uToxpomy CYP450 y nnasmi Kposi

Y Xoai KNiHIYHUX JOCNiIIKEeHb Ha T/1i 3aCTOCYBaHHA FOPMOHa/IbHUX KOHTPALENTMBIB i3 BMICTOM eTUHINEeCTPagiony MigBULLEHHA KOHUeHTpauii cyoctpatis CY P3A4
(Hanpwvknag, migasonam) y nniasmMi Kposi 6yno BifCyTHE ab0 Manio He3HaYHWIA CTYMiHb, TOAI K N1a3MOoBI KOHUEHTpauiT cybcTpaTie CY P2C19 (Hanpuknag, oMenpasor
Ta BOpMKOHa3on) i cybcTpatis CY PLA2 (Hanpuknag, TeoiniH Ta T3aHiguH) MOV NiABULLYBATUCA Y Aiana3oHi Bif HE3HAYHOIO 0 MOMIPHOIO CTYTMEHS.

KniHiYHi gocnifXeHHs He BKa3ylOTb Ha HasfBHICTb iHMGITOPHOro noTeHuiany y ApocripeHoHY BigHOCHO CY P-(bepMeHTIB /IFOAVMHN MPY 3aCTOCYBaHHI Yy K/TIHIYHO
3HaYYLLMX KOHLEHTpaLisX (AMB. po3ain « ®apMakonoriyHi BNacTUBOCTI»).

XKiHKK, AKi OTPUMYIOTH 3aMiCHY Tepanito ropMoHamuy LUTOBUAHOT 321031, MOXYTb NOTPebyBaTh BULLMX [03 TUPEOiAHOro rOPMOHY, OCKI/IbKM Ha T/i 3aCTOCYBaHHS




KOK cumpoBaTKoBa KOHLeHTpaL i rnodyniHy, Wo 38’ A3yE TUPEOTAHI FOPMOHW, 3pOCTaE.

B3aemogis 3 npenapaTamu, Lo MOXKYTb MiABMLLYBa TV CUPOBATKOBWIA PiBEHb Kaslito

Y XIHOK, fKi npuiiMatoTb npenapat ka3 Mac 04HOYaCHO 3 iHWMMK NpenapaTaMu, WO MOXYTb NiABWLLYBATK piBEHb Kasito Yy CMpoBaTL,i KPOBi, iCHYE iMOBIPHICTb
3POCTaHHA CMPOBATKOBOI KOHLIEHTpaL T Kasito (4MB. po3ainm «OcobamnBOCTI 3aCTOCYBaHHA», «@apMaKoIorivyHi BNaCTUBOCTI»).

Bnnve honaTiB Ha iHLWI NiKapCbKi 3aC00U

donatm MOXyTb 3MiHIOBaTV (hapMaKOKIHETMYHI abo (hapmMakoAuMHaMmivHI BNacTMBOCTI [eAKMX npenapaTiB-aHTU(ONATIB, 30KpeMa MNpoTMEeNiNenTUYHUX 3acobiB
(Hanpwvknag, PeHiTOTH), MeTOTPeKcaTy abo nipuMeTamiHy, WO MOXKe NPU3BECTM [0 3HMKEHHSA (HapMaKo1oriyHoro eekTy npenapartiB-aHTU(ONATIB.

Bnave iHWKNX niKapcbKux 3ac06iB Ha honaTu

MoBifoMnsn0Cs, L0 OKPeMI MpenapaTyi CIPUYNHAIOTL 3HMXKEHHSA PiBHA (POIATIB LLIAXOM NMPUTHIYEHHS (hepMeHTY erigpodonaTpesykrasu (Hanpyknag, MeToTpekcar

Ta CcynbdacanasvH), LWASXOM 3MeHLLEHHS abcopbuii thonaTis (Hanpuknag, xonecTmpamMiH) abo 3a 40NOMOrow HEBIAOMUX MeXaHi3MIB (Hanpuknag, NpoTUeninenTnYHi

npenaparu, Taki K Kap6amaseniH, eHITOTH, (peHo6ap6iTasn, MPUMILOH Ta Ba/lbNPOEBA KUCNOTA).

Bnave Ha pe3ynbTaTw 1abopaTopHUX A0CHIAXKEHD

3acTocyBaHHSA KOHTpaLEenTMBHUX CTEPOIAiB MOXe BMMBATU HA pe3y/bTaTh NeBHUX /labopaToOpHMX aHasi3iB, 30KpeMa Lie CTOCYETbCA (PaKTOpiB Koarynsuii, piBHS

ninigis, TONEPaHTHOCTI 40 FNOKO3M Ta 3B’A3Yy0unX GifkiB. JpocnipeHOH 36inbluye aKTUBHICTb PEHIHY Ta a/b40CTEPOHY Y Na3mi KpoBi, WO iHAYKYETbCA AOro

MOMIPHOK aHTUMIHEPaSIOKOPTUKOTAHOK aKTUBHICTIO. POonaT MOXYTb NPUXOBYBaTU AedilmT BiTamMiHy B1o (avB. po3gin «Oco611BOCTI 3aCTOCYBAHHA» Ta NigPO34iN

«Bnnne KOK Ha iHLWi npenapatu» po3ainy «B3aemogis 3 iHWMMK NikapCbK1MKU 3acobamu Ta iHLWI BUAN B3aEMOLIN»).

Oco6MBOCTI 3aCTOCYBaHHS.

Baxnueumy o3Hakamu MMIP, BignoBigHO [0 YeTBepTOl pepakuil KepiBHULUTBA 3 AiarHOCTUKM Ta CTaTUCTUYHOrO 067iky (DSM-IV), € BUpaXxXeHWin fenpecnBHWIA
HaCTpil, 36YMKEHICTb ab0 HaMnpPy>KeHiCTb, aheKTMBHA NabiNbHICTbL Ta CTIKWUIA THIB abo po3fpaToBaHiCTb. [10 IHLWKMX NPOSBIB HaNeXaTb 3HWKEHHS iHTepecy [0
3BMYAHOI AifNbHOCTI, pO3Najn KOHLEHTpaLil, HecTaya eHeprii, 3MiHW aneTuTy abo CHy Ta BiuyTTA BTPATV KOHTPOSIIO Hag, cuTyauieto. Pi3nyHi CUMNTOMMW, NMOB’A3aHi
3 MM/AP, BKNOYalOTb YYTAMBICTb MOMOYHUX 3a/103, FONOBHWUIA Biflb, 60N y cyrnobax Ta mM’si3ax, MeTeOpM3M i 36i/IbLUEHHS MacK Tina. Y pasi HasBHOCTI BKa3aHOro
po3nafy 3a3HayeHi CMMMNTOMY BUHUKaKOTb PErynsapHoO nif vac NOTETHOBOI (Dasu i 3HMKatoTb NPOTArOM [eKifIbKOX AHIB MiCnsA novaTky MeHCTpyauii. Po3nag noMiTHO
BM/IMBA€E Ha AKICTb POBOTH, HABYAHHS B LUKO/Ii 00 Ha 3BMYaiiHy CYCNifibHY AiNbHICTb Ta CTOCYHKM 3 IHLWIMMW N0AbMU. [liarHo3 BU3Havae fikap 3rigHo 3 Kputepisamm
DSM-1V 3a NpocneKTUBHOK OLiHKOK CUMMTOMIB, BiAMiYeHX YNPOLOBX NMPUHANMHI ABOX MeHCTpyasbHMX UMKAiB. Iig yac nocTaHOBKM fiarHo3y MatoTb 6yTu
BUK/TKOYEHI THLUI LWKNIYHI pO3/1aan HACTPOLO.

OUiHKY epeKTMBHOCTI 3acTOCyBaHHA npenaparty ka3 Matoc 4ns nikyBaHHA nepeaMeHcTpyanbHOro cuHapomy (MMC) He npoBoanw.

ManiHHg Ta cepiio3Hi CepUEeBO-CYANHHI YCKNAAHEHHS

ManiHHA NigBULLYE PU3MK PO3BUTKY CEPRO3HUX CepLEeBO-CYANHHMX YCKNaAHeHb Ha Ti 3actocyBaHHs KOK. Lleii pu3nk 3pocTae 3 BiKOM, 30KpeMa Yy >XiHOK BiKOM
noHag 35 poKiB, Ta 3 Ki/bKICTIO BuNaseHnX umrapok. 3 uiei npuumHn KOK He cnig 3acTocoByBaTW XXiHKaM BIKOM Bif 35 pokiB, fKi nandtb (4MB. po3fgin
«[MpoTNoKasaHH:»).

Tpom60em60oniYHI po3naamn Ta iHLWI CYNHHI 3aXBOPHOBAHHS

3acTocyBaHHA npenapaty [xxa3 Mnroc cnig npunuHUTYA B pasi PO3BUTKY apTepiaibHUX abo BeHO3HMX TpOoMBoeM60NivYHMX YCKnaaHeHs (BTE).

Buxogaun 3 HaaBHOI iHgopmauii ctocoBHO KOK, wo micTtath gpocnipeHoH i 0,03 mr eTuHinectpagiony (npenapat «ApuHa®»), KOK i3 BMICTOM ApocnipeHoHy
acouitoTbes 3 Binblinm pusnkom po3sutky BTE, HixX KOK, Wwo MicTATb neBoHOprecTpes abo iHWIi nporecTUHW. 3a AaHMMKU enifemMionoriyHmx LOCNiIKeHb
MOPIBHAHHA pu3nKiB BTE, MoxnMBa SiK NOBHA BIACYTHICTb OY/Ab-KOro MiABULLEHHA PU3WKY, TakK i MOro 36iNblieHHs B Tpy pasu. MNepef NMoYaTKOM 3aCTOCYBaHHSA
npenapaty [xa3s IMnoc y XiHKK, fika paHille He 3acTtocoByBain KOK, ab0 Yy XiHKW, SKa NepexoauTb 3 iHLIOMO KOHTPALENTUBY, AKWA HE MICTUTb APOCMIPEHOH, cif,
OLiHMTW BCI pU3MKK Ta nepesarun 3actocyBaHHA KOK i3 BMICTOM ApocripeHOHY 3 ornsgy Ha iMOBIpHICTb po3BUTKY BTE. [,o4aTKOBO A0 iHLWMX (haKTopis, Yyepe3 fAKi




3actocyBaHHA KOK € npoTunokasaHum, [0 Bigomux akTopiB pusnky BTE Hanexatb naniHHSA, OXMpPiHHA Ta BTE y cimeiiHOMy aHamHesi (guB. po3gin
«[POTUNOKA3aHHS»).

Y pagi gocnigpkeHb nopisHoBann pusnk BTE y XiHOK, aKi npuidtmany npenapat ApvHa® (Lo mictutb 0,03 Mr eTuHinecTpagiony i 3 Mr ApocnipeHoHy), Ta Yy XKIHOK,
AKi kopuctysanmcs iHwWnmy KOK, y Tomy unchi 3 1eBOHOPrecTpesioM. Pe3ybTati OCiAKEHb, L0 NPOBOAWINCS HA BUMOTY abo 3a CMPUAHHA PerynaTopHUX OpraHis,
y3aranbHeHi y Tabnuui 2.

Tabnuusa 2. Po3paxyHKOBI AaHi (BIAHOCHWUI PU3NK) PO3BMTKY BEHO3HOI TPOMO0EeMOONIT y XKIHOK, SiKi OTPMMYHOThL npenapaT «ApnMHa®>, MOPIBHAHO 3 XiHKamu, AKi
NPUAMatoTb OpasibHI KOHTPALENTVBM 3 BMICTOM IHLLIMX MPOrecTUHIB
EnigemionoriuHe  gocnimpkeHHs  (aBTopw, pik| Mpenapat nopiBHAHHS (BCi NpenapaTtu | BigHOCHWIA

nyo6nikayii) - HWN3bKOA030BI KOK; BMICT | pu3mnk (BP)
Monynauia LOCNiIKEHHS eTuHinecTpagiony craHoButb < 0,04 | (95% Al)
M)

i3 Ingenix Yci KOK, wo 6ynu HassHi B CLLA nig | BP: 0,9

(Seeger 2007) Yac NPOBEfEHHA [OCIMKEHHSAP (0,5-1,6)

JKiHKWM, AKi pO3MOYMHAIOTH 3aCTOCYBaHHAR

EURAS Yci KOK, wo 6ynu HassHi B €sponi nig| BP: 0,9

(Dinger 2007) Yac NPOBeAeHHS A0CiKeHHSC (0,6-1,4)

YKiHKWM, AKi pO3M0YMHAKOTH 3aCTOCYBaHHAR INeBoHoprecTpen/EE BP: 1,0
(0,6-1,8)

[ocnipkeHHs 3a piHaHcyBaHHA FDA (2011)
XiHKK, AKi He KopucTyBasiMcb KoM6iHOBaHUMY IHWI KOK, HasBHI nig vac nposedeHHst | BP: 1,8

rOPMOHa/IbHUMMU KOHTpavuenTueamu| gocnimkeHHsd (1,3-2,4)
LLLOHaMEHLLIE NPOTAroM NnornepeaHix 6 micauisd

NesoHoprecTpen/0,03 mr EE BP: 1,6
(1,1-2,2)
YCi XKiHKM, $Ki 3aCTOCOBYKOTb KOMOIHOBaHi
rOPMOH&a/IbHI KOHTpaLEeNTVBY IHWi KOK, HasBHi nig vac nposeseHHs | BP: 1,7
(8 ToMy umcni Ti, fKi PO3MOYMHAOTL  Ta| AochigKeHHsd (1,4-2,1)
NMPOAOBXYIOTb  3aCTOCYBaHHA  KOMOGIHOBaHOIQ
FOPMOHa/IbHOIO KOHTpaLEenTyBY, L0 B1BYAETLCS| JlesoHoprecTpen/0,03 mr EE BP: 15
B JOCNIIKEHHI) (1,2-1,8)

a) Y TOMY UnCAi XKiHKK, SIKi He KOPMCTYBa/IMCS KOMGIHOBaHMMM FOPMOHa/IbHUMM KOHTpaLIENT1BaMM LLIOHaiMEHLLIE NPOTAroM NonepeaHix 6 Micsis.

b) Bkntoyatoum HM3bko030Bi KOK, L0 MiCTATbL Taki NporeCTUHW: HOPrectumar, HOPeTUHAPOH, NEBOHOPrecTpes, Ae30recTpesi, HOprecTpes, MeApOKCUNPOrecTepoH abo eTuHogiony
Jiauerart.

¢) Bknroyaroum H13bkoL0308i KOK, Lo MICTATL Taki NPOrecTUHW: IEBOHOPTecTpen, Ae30recTpes, AiEHOreCT, XI0PMafMHOHY aueTaT, reCTofeH, UMNpoTePOHY auertar, HoprectumMar
ab0 HOpPeTUHAPOH.

d) Bkntoyaroun HM3bKoA030Bi KOK, WO MICTATb Taki MPOreCTMHW: HOprecTMart, HOPETUHAPOH abo NeBOHOPrecTpen.

OKpiM BWLLEHABEIEHNX «PEryNSTOPHUX AOCNIAKEHb», TaKOX MPOBOAUAM iHLLI AOCMiMKEHHS 3 Pi3HOK MeTok. 3aranom, 6yno NpPoBeeHO ABa MPOCMEKTUBHMX



KOropTHUX JOCNiIKEHHSA (avB. Tabnmuto 2): NOCTMapPKETUHIOBE JOCIAXKEHHS 3 BUBUEHHS 6e3neku (CLLUA) Ingenix (Seeger 2007) i €Bponelicbke NOCTMapKeTUHI0Be
JocniikeHHs 3 BMBYeHHSA 6esnekn EURAS (€Bponeiicbke akTUBHe MOHITOpUHroee gocnimpkeHHs) (Dinger 2007). Y npofoBXeHHi pocnipkeHHs EURAS,
[oBroTpnBanomMy akTMBHOMY MOHITOPUHIOBOMY AocnifpKeHHI (LASS), He 3a/1yqann [oAaTKOBUX OCi6, a MPOBOANAN NOAA/bLUY OLIHKY pU3nKy po3BuTKY BTE. Takox
Oyno NpoBefeHO TPY PETPOCNEKTUBHUX KOropTHUX gocnimgkeHHs: ogHe B CLUA 3a tiHaHcyBaHHsi FDA (amB. Tabnuuto 2), i gBa — B HaHii (Lidegaard 2009,
Lidegaard 2011). Okpim uboro, 6yn10 NpoBeieHO ABa LOCNILKEHHA «BUMNaJO0K-KOHTPOMb»: OfHe Y [aHii — aHaniTuyHe gocnigpkeHHs MEGA (van Hylckama Vlieg
2009) i ogHe B HimeyunHi (Dinger 2010). Ha gogatok A0 LbOro NpPOBOAWAM [ABa KOrOPTHUX AOCNILXKEHHSA TUNY «BUMNaLOK-KOHTPO/b», Y AKUX OLIHKOBABCA PU3NK
PO3BUTKY HeneTasbHOI igionatuyHol BTE: gocnimkeHHs PharMetrics (Jick 2011) i gocnimkeHHa GPRD (Parkin 2011). Pe3ynbTaTvi BCIX UUX AOCNIIKEHb HaBeEeHI Ha
Man. 1.

MantoHoK 1. Pusmk po3suTKy BTE Ha T/1i 3aCTOCyBaHHA npenapary «ApuHa®» Ta npu 3actocyBaHHi KOK, L0 MiCTATb eBOHOPrecTpen (CKOpUroBaHuii pusnk#)

Ingenix (BlanocHui pusnks &o) — Mpocnermuani
kozoprmnl

EURAS (Blamocumi prank® 2} ———— docridmenna

LASS (BlanocHuh prawe® o)t —

DocnimxenHA 3a diHaHcyBasHa FDA (BP9 ——
Pempocmexmuani

Hatewke aochlgmenna (BiaHoiwenna puaaxia® ) — KogopmHl
docridwenna

Hatchiui NOBT.aManis (BigHou. praMxia®-+) M

Ooenigxensa MEGA [BlanowenHa wakela®)) & } Locnidwennn

aunadok-
Hiseubke AocniseHHA «BMNAA0K-KOHTPONES & =
{BigHoweHHA wancia!osknno) KON b
) Tinbxy
+
Aocnigxernn PharMetrics (BigHowernsn wancin® } Heamansy]
" idionamuymi
cnipxensn GRRD (BigHoweHHRA waHcis’ —
G t J - aumaduy
r T T T T 1
0.1 0.2 0.5 1 2 5 10

BigHOLLEHHS pU3KKIB BigoOpaXkeHi Ha NorapuMivHIi LWKani; BiAHOLLIEHHS PU3MKIB <1 03Ha4Yae HWXUMIA pU3NK po3BMTKY BTE npu 3acTocyBaHHI ApOCMipeHOHy, a >1 03Havae
NiABULLEHNIA pU3KNK PO3BUTKY BTE npwu 3acTOCyBaHHi APOCMipeHOHY .

*[Mpenapat NopiBHAHHA «iHWi KOK>, B TOMY Y1CAi i3 BMiCTOM JIeBOHOPrecTpeny

TLASS — npogoBxeHHs gocnimkeHHss EURAS.

#leaki noLaTKOBI NapamMeTpy No3HauveHi HaAPAAKOBMMY fliTepamu: a) IHTEHCUBHe NaniHHA; b) apTepiasibHa rinepTeHsis; ¢) 0XkupiHHS; d) ciMeliHWin aHaMHes; e) BiK; f) IMT; g) yac
3actocyBaHHs; h) BTE B aHamHesi; i) nmepiog BKIOYEHHS; j) KaneHgapHuin pik; K) ocBiTa; |) TpuBanicTb BMKOPUCTaHHS; M) 3[4aTHICTb A0 AITOHAPOMKEHHS; N) XPOHiYHE
3aXBOPIOBaHHS; 0) CYNyTHI NikapcbKi 3ac06U; p) NaniHHA; g) TPUBaNICTb eKCNo3unLiT; r) MicLe.

(MocunaHHs: Ingenix (Seeger 2007), EURAS (€Bponeiicbke akTMBHE MOHITOpUHroBe gocnimkeHHs) (Dinger 2007), LASS ([osroTpusane akTUBHE MOHITOPUHIOBE A0CNIAXEHHS)
(Dinger, Heony6nikoBaHWiA JOKyMeHT), JocnimkeHHs 3a diHaHcyBaHHS FDA (Sidney 2011), Oatcbke gocnimkeHHs (Lidegaard 2009), datcbkuii noBTOpHWiIA aHani3 (Lidegaard
2011), pocnipxeHHs MEGA (van Hylckama Vlieg 2009), Himeubke pocnifkeHHs «BUNafoK-KOHTponb» (Dinger 2010), PharMetrics (Jick 2011), pocnigpkeHHs GPRD (Parkin
2011)).

HesBaxatouy Ha NigBULLEHHA abCONOTHNX MOKa3HUKIB pr3nKy po3suTKY BTE y XIHOK, fKi NpuiiMatoTb FOPMOHa/bHI KOHTPaLLenTuBY, MOPIBHAHO 3 0cobamu, fKi He
3aCTOCOBYBa/M X, YaCTOTa BUHUKHEHHA BTE y nepiog BariTHOCTI € we 6ifblwoto, 0co61MBo y nicnanonorosuia nepiog (ave. Man. 2). 3a ouiHkamu, pusnk BTE y
XIHOK, fKi KopuctytoTbes KOK, crtaHoButh Big 3 f0 9 Bunagkis Ha 10000 >XiHKO-pokiB. Haisuwmin pusuk BTE cnocTepiraetbCqd MpPOTArOM MepLUOro pokKy



3actocyBaHHA KOK. [aHi BENMKOro NpOCMeKTUBHOINO KOrOPTHOIrO AOCNIIKEHHA 3 BUBYEHHA 6e3nekn pisHMX KOK [03BONAKOTH 3p06UTU NPUNYLLEHHSA, WO Take
NiABWLLEHHS PU3NKY, AKLLO MOPiBHIOBaTK 3 0cobamu, siki He npuimatoTb KOK, € HaliBMLLMM NPOTArom neplumx 6 micauis 3actocyBaHHsi KOK. Pe3ynbTaTu LbOro
[OCNIPKEHHS BKa3ylOTb, WO HalbinbLWniA pusnk po3sutky BTE BigmivaeTbca Ha noyatky BukopuctaHHs KOK abo nicns BifgHOBNEHHS npuiiomy (Micns nepepsu
TpuBanicTio 4 TMxHi abo binblue) KOK (Toro camoro abo iHWworo).

Micng npunuHeHHs 3actocyBaHHA KOK pr3nK po3BUTKY TPOM60eMOONIYHUX YCKNaAHEHb, CIPUYUHEHWNIA NPUAOMOM Opa/ibHUX KOHTPALENTKBIB, MOCTYNOBO 3HMKAE.
Ha Man. 2 Bigo6paxkeHO pu3nK po3BUTKY BTE Yy XIHOK, iKi He € BariTHUMW i He BUKOPUCTOBYHOTb OpasibHi KOHTpaLEenTuBY; AN XIHOK, AKi NpuiiMatoTb OpasibHi
KOHTpaLenTuBK; AN BariTHUX XIHOK Ta XIHOK Y NiCNsnN0n0roBuii nepiog. PU3nK BUHMKHeHHS BTE y nepcnekTuBi BUMSAAE TaKUM YMHOM: SKLLO NPOCifKyBaTH 3a
cTaHoM 370poB’s 10 000 XiHOK, SKi He € BariTHUMK i He NPUIAMatOTb OpasibHI KOHTpaUenTMBM NPOTArom 1 poky, 3’ icyeTbes, o BTE BUHMKaAE y 1-5 3 TaKUX XIHOK.

Man. 2. BiporigHicTb po3sutky BTE

HesariTHi, He &lg 1 a3
npuiimaioTs KOK

NpuimaoTs | Bin 3o 9
KOK
BaritHi* eia 5 no 20

Nicnanonorosui _
nepiod (Tinkkn #in 40 go 65
12 THXHIB)

0 10 20 30 40 50 60 70
KinbkicTb #iHoK 3 Tpombamu Ha 10 000 #iHko-pokie

* [laHi L1040 BariTHUX po3paxoBaHi 3rigHO 3 (PaKTUYHOI TPUBA/ICTIO BariTHOCTI BifMOBIAHO 4O pe3y/bTaTiB KOHTPO/IbHMX AOCNILAXKEHb. Buxoaaum 3 faHux, WO BariTHICTb TpUBae
[IeB’ATb KasleHAapHMX MicALiB, YacToTa CTaHOBUTL 7- 27 BUNagKiB Ha 10000 »iHKO-POKiB.

Mo MOXXNIMBOCTI HEOOXiIAHO NPUNNHUTK 3aCTOCYBaHHA Npenapaty ka3 Moc NpuHaiMHi 3a 4 TXKHI A0 Be/IMKMX orepauiii abo iHWMX XipypriyHnux BTpyYaHb, npu
AKMX NiABULLYETLCA PU3NK TPOMOOEMOONIT, Ta He BUKOPUCTOBYBATV Mpenapar NpoTAroM 2 TUXHIB MiCs TakuX onepawii.

XKiHKKM, SKi He roaylTb rpyAAto, MOXYTb PO3MNOYMHATV Npuitom npenapaty ka3 Maoc He paHille HiX Yepe3 4 TWKHI Micns nonoris. PM3MK nicnsanonorosoi
TPOMB0eMOONIT 3HMKYETLCA Yepe3 3 TUXKHI Micnsa Noorie, ToAi AK caMe B LI Yac pu3nK OBYNALLIT MigBULLYETHLCS.

3acTtocyBaHHA KOK TakoX CNpuuMHAE MiABULLEHHA PU3UKY apTepiaiibHUX TPOMOO3iB, 30KpeMa IHCYNbTY Ta IH(PapKTy Miokapaa, 0CO6/AMBO Y XKIHOK 3 iHLWIMMK
(haKTOpamu pu3nKy PO3BUTKY 3rafiaHuX po3/agis.

BctaHoBneHo, wo KOK niasuuyoTh SK BIiAHOCHWIA, TaK i NONYNAUiAHUIA PU3NMK PO3BUTKY LIEPe6POBACKYNSAPHMX SBUILL (iLUEMIYHWIA Ta reMoparivyHuiA iHCYNbT), Xo4a
3arajiom pusnK € BULMM Y XIHOK cTapLioro Biky (>35 pokKiB), XBOPUX Ha apTepiaibHy rinepTeHsito, AKi nanaTs. 3actocyBaHHA KOK Takox NifBULLYE PU3MK IHCYNbTY
Y XKIHOK 3 iHLUIMMW OCHOBHMMM (haKTOpamm pU3NKY.



3acTocyBaHHSA Opa/lbHUX KOHTPALENTUBIB XIHKaM 3 (pakTopaMu pUsnKy po3BUTKY LiepebpoBacKyIgpHUX 3aXBOPIOBaHb MNOTPedye 06epeXKHOCTI.

3acTocyBaHHA npenapaTy ka3 [aoc cnig npunuHUTIA NpY BTPaTi 30py He3’scoBaHOI eTionorii, NponTo3i, AUnnonii, HabpsKy AMCKa 30p0OBOro Hepea Ta CYANHHUX
YPaXeHHAX CITKIBKM. He06XiAHO HeraiHo 3p06uTY 06CTEXEHHS LLIOAO0 BUABMIEHHS MOX/MBOI0 TPOMOO3Y peTUHaNIbHUX BEH (AMB. po34in «IMo6ivHi peakLii»).
Cinepkaniemis

Mpenapat [Qxka3 Mac MiCTUTb 3 MI NPOrecTUHY APOCMiPEHOHY, KM Mae aHTMMIHEePasIoKOPTUKOIAHI BNACTUBOCTI, B TOMY YUCAI MOXE CIIPUYNHATY FinepKanieMito y
NawieHTOK, AKI HaleXkaTb 40 rpynu NigBULLEHOTO pU3NKY. BKaszaHa BNacTMBICTb A4POCMiPeHOHY aHaorivyHa Aii CnipoHOIaKTOHY Y A03i

25 wmr. Mpenapat ka3 Mnioc NpoTUNOKasaHWA N8 3aCTOCYBaHHS MalieHTKaM i3 3axXBOPHOBaHHSAMM, LLO MPOBOKYKOTb PO3BUTOK TFinepkaniemii (Hanpuknag,
NOpYLUEHHA (YHKLUIT HUPOK, NMOPYLUEHHS (OYHKUIT NeviHK1 Ta HeAOCTATHICTb KOPW HAAHMPKOBUX 3a/103). Y XKIHOK, AKi OTPMMYHOTb LWOAEHHY TpuBany Tepanito
XPOHIYHUX CTaHIB ab0 3aXBOPIOBaHb Mpenaparamu, 34aTHUMW NiABMLLYBATW PiBEHb Kanito y CUPOBATLL KPOBI, HEOOXILHO BNPOAOBX KYPCY /liKyBaHHS KOHTPOOBATH
CUPOBATKOBY KOHLIEHTpaLito Kanito. [o nikapcbKux 3aco06iB, WO MOXYTb MiABWLLYBATN PiBeHb Kaslito Yy CMPOBaTLi KPOBi, Hanexarb iHri6iTopn AMN®, aHTaroHictu
peuenTopiB aHrioteHsuHy |1, kaninisbepirarodi AiypeTuku, KanieBi Jo6aBKW, renapuH, aHTaroHicTu anbgoctepoHy Ta HIM3M. Cnig po3rnsHyTM MOXMBICTb
3AiACHEHHS MOHITOPUHIY CMPOBATKOBUX KOHLEHTpaUid Kanito y nauieHTOK 3 rpynu MigBULLEHOrO PU3MKY, SKi MPOXOAATb CYNyTHIO AOBroTpvBany Tepanito i3
3aCTOCYBaHHAM MOTY)XXKHOro iHri6iTopa uutoxpomy CYP3A4. TMoTyxHi iHrieitopu CYP3A4 BKIOYaloTb a30/bHi NPOTUrPMOKOBI Mpenapatv (Hanpvknag,
KeTOKOHa30/1, iTpakoHa30/1, BOPMKOHa30:), iHri6iTopyu npoteasn BIJI/BI'C (Hanpvknagd, iHAVMHABIP, 60Lenpesip) Ta KNapuTpoMiLmH (AUB. po3ain «dapMaKosoriyHi
B/IACTUBOCTI»).

Pak MONOYHOT 3a/1031 Ta penpoayKTVBHUX OpraHis

XKiHKK, fKi XBOpiOTb ab0 XBOPINWM paHille Ha pak MOMOYHOI 3a/703K, He MOBWMHHI NpuiimMatn npenapat ka3 MC, OCKiSIbKM paK MOMOYHOI 3a/1031 — LUe
rOPMOHO3a/1eXXHa NMyX/IMHa.

ICHYtOTb MepekoHnuBi Aokasn Toro, wo KOK He nigBuLlytOTb 4acTOTY PO3BUTKY paKy MOJSIOYHMX 3a103. He3Baxarouu Ha Te, LU0 B OKPeMUX LOCTIIKEHHAX
BMCYBA/IOCS MpUNYLLEeHHS, 1o KOK MOXyTb 36i/bLUYyBaTV YaCTOTY BUHUKHEHHS paKy MOJIOYHUX 3a/103, aHi OCTaHHIX JOCNipKeHb He NiATBEPAKYHOTb Liei (hakT.
Pe3ynbTatv feskux LOCNifKeHb cBigyath, W0 3acTocyBaHHA KOK acouitoeTbCa 3i 3pOCTaHHAM PU3MKY PO3BUTKY paky LUMAKM MaTku abo iHTpaenitenianbHoi
Heonnasii. MpoTe He LOCATHYTO €AMHOT AYMKM LLOAO TOro, HaCKifibKW Lji pe3ynbTatu MOXYTb OYTW 3yMOB/IEHI BiAMIHHOCTAMMW Yy CTaTeBIi MOBEAIHLI Ta iHLWMMK
(hakTopamu.

HaliBaXXnMBiLLMM (haKTOPOM PU3NKY paKy LUK MaTKK € NanifioMaBipycHa iH(eKLisi MOANHN.

3axBOpHOBAHHA MEYiHKM

Mpn nosiBi >KOBTAHMLi 3acTOCyBaHHA npenapaTy ka3 Mnoc NOTPIGHO MNPUNUHUTKU. Y NaUieHTOK i3 NOpyLweHHAM (QYHKUIT NeYiHKM MOXX/IMBE MOpPYLUEHHS
mMeTaboniamy CTepOoifHUX rOPMOHIB. Mpu rocTpux abo XPOHIYHMX MOPYLUEHHAX PYHKLIT NeYiHKN MOXe BUHWUKHYTU Heo6XigHICTb npunuHuTy npuiniom KOK, foku
MOKa3HUKN (YHKLT NeYiHKN He NOBEPHYTLCA A0 HOPMU | By BUK/THOUEHO NPUUYNHHUIA B3aEMO3B’A30K i3 npuiiomom KOK.

BUHVMKHEHHS afieHOMU NeYviHKK acouitoeTbea i3 3acTocyBaHHAM KOK. 3a po3paxyHkamu Lei pusnk ctaHoBuTb 3,3 Bunadky Ha 100000 XiHOK, SKi 3aCTOCOBYHOTb
KOK. Po3puB afeHOMY NeYiHK/ MOXe MaTh NeTalbHUiA HAaCcNiJ0K Yepe3 BHYTPILLUHbOYEPEBHY KPOBOTEYY.

JocnifpkeHHs nokasaan NiABULLEHHS PU3NKY PO3BUTKY MEYiHKOBO-K/TITUHHOIO paky B 0Ci6, fKi 3acTocoBytoTb KOK npoTtarom Tpusanoro yvacy (>8 pokis). OfHak
PU3NK BUHUKHEHHS paKy NeYiHKW Y XIiHOK, AKi 3acTocoBytOTb KOK, CTaHOBMTb MeHLUe 1 BUNafKy Ha MifibiAOH OCio.

Y NOOAMHOKMX BUNafLKax Y XXIHOK, AKi 3acTocoBytoTb KOK, cnocTepirannca fOOPOSKICHI, a Lie piglwe — 3M10AKICHI MyX/INMHW MeYiHKK, WO B OKPEMUX BuNaLKax
NPU3BOAMAN 0 HeGE3NEeYHOT A15 XXMUTTA BHYTPILLIHLOYEPEBHOT KPOBOTEYI. Y pasi BUHUKHEHHS CKapr Ha CU/IbHUIA 6ib B eniracTpanbHii AingHui, 30i1bLIEHHS NeYiHKN
ab0 03HaKM BHYTPILLHLOYEePEBHOT KPOBOTEYI NPK ANDEPEHLIAHIN fiarHOCTULI CMif, BPaxX0OBYBaTU MOXK/IMBICTb HABHOCTI MyX/IMHK NeYviHKW Npu 3acTtocyBaHHi KOK.

Y XKIHOK, AIKi MalOTb B aHamMHe3i BUMMNaZKW X0fectasy, NnoB’A3aHOro 3 BariTHICTIO, MOX/IMBUIA PO3BUTOK XO/ECTasy, L0 acoLitOETbCS i3 3aCTOCYBaHHAM OpasibHUX
KOHTpaLEenTMBIB. Y XIHOK 3 X0/iecTazomM, 3ymosieHnm KOK, B aHamMHe3i MOXYTb pO3BUBATUCA PeLanBY Npu NOBTOPHOMY 3acTocyBaHHI KOK.

P13unK NigBULLEHHS PIBHA NEYiHKOBUX (DEPMEHTIB MNPy 04HOYaCHOMY 3aCTOCYBaHHI Mpenaparis A1 NiKyBaHHS BipycHOro renatuty C




Y XopAi KNiHIYHUX JOCNILXKeHb 33 Y4acCTHO MauieHTiB, AKi OTPpUMYBan Tepanito BipycHoro renatuty C flikapCbKMMy 3acob6amu, Lo MIiCTATL OM6iTacBip/mapuTanpesip
/piTOHaBIp 3 ab0 6e3 fofaBaHHA gacabysipy, nigsuLeHHs piBHsS AJ1T y noHan 5 pasiB BuLe BepXHbOT MeXi Hopmu (BMH), BK/Itouatoum aeski BUnagku nifBuLLEeHHS
y noHag 20 pasis Bue BMH, cnoctepiranocs 3Ha4HO YacTille Y XIiHOK, SiKi 3aCTOCOBYBa/IM NiKapCbKi 3ac06K, WO MICTATL eTUHiNnecTpagion, Taki sk KOK. Cnig
NMPUNUHUTKL 3aCTOCYBaHHA npenapaTy [ka3 aoc nepeg noyaTtkom Tepanii KombiHauieto ombiTacsip/napuTanpesip/puToHaBip 3/6e3 gofaBaHHA facadysipy (amB.
po3ain «poTmunokasaHHs»). BigHOBUTK 3acToCyBaHHA npenapaty ka3 Marc MoXHa Npub/InM3HO Yepes 2 TUXKHI MIC/s 3aBepLUeHHs Kypcy Ana Tepanii BipyCHOro
renatuty C.

MigBULLIEHHST apTEPIAILHOIO TUCKY

Y XIHOK 3 106pe KOHTPO/IbOBaHO apTepiasibHOK TiMepTeH3Ier0 CNif, BiACTEXYBaTU MOKa3HWKM apTepialbHOro TUCKY Ta NPUNUHUTK 3aCTOCYBaHHA npenapaty [as
Mnoc npy iX 3Ha4yHOMY nNifgBuMLLEHHI. >KIHKaM 3 HEKOHTPO/IbOBAHOK apTepia/lbHOK TiMepTeHsiel0 abo rinepTeH3ield 3 CYNyTHIMW IHWMMW CYAUHHUMM
3axBOpHOBaHHAMY He cnif npuinmat KOK.

Y XiHOK, fKi npuiimann KOK, cnocTtepiranocs npo nifBULLEHHSA apTepialbHOro TUCKY, L0 BUHUKAE YacTille Y XiHOK CTapLUoro BiKy Ta Npu TpUBa/ioMy 3aCTOCYBaHHi
npenaparty. YacToTa BUHMKHEHHS apTepiasibHOI rinepTeHsii 3pocTae 3i 30i/1bLLUEHHAM KOHLEHTpaLiT NporecTuHy.

3axBOpHOBaHHSA >XKOBYHOIr0 Mixypa

Pe3ynbTaTv JOCNIAKEHb BKa3yHOTb Ha He3HaYHE MiABULLEHHSA BIJHOCHOIO PU3MKY PO3BUTKY 3aXBOPHOBAHb XXOBYHOI0O MiXypa Y XIHOK, AKi KopucTyroTbes KOK.

Bnnve Ha BYrneBoAHUIA Ta NiniAHWA 06MiH

YKiHKM 3i CXWMBHICTIO 0 PO3BUTKY LLYKPOBOIO AiabeTy Ta NauieHTKN, SKi CTpaKAatoTb Ha AiabeT, MatoTb nepebyBaTu Mij peTeslbHUM Harnsa40M nif Yac 3acTocyBaHHS
npenapaty ka3 MNnoc. KOK MOXyTb CNPUUNHATY L0303a/1EXKHE 3HMXKEHHS TOMIEPAHTHOCTI 0 M/THOKO3W.

[N XXIHOK 3 HEKOHTPO/IbOBAHOK AMCAiNigemieto cnif Po3rnsaHyTU MOX/IMBICTb BUKOPUCTaHHSA anlbTePHATUBHUX 3aC06iB KOHTpaLEnLil. Y He3HauYHOT YaCTUHM XIHOK
Ha Tni 3actocyBaHHs KOK Bifj6yBatOTLCA HECMIPUATANBI 3MiIHW NiMIAHOr0 0OMIHY.

Y XIHOK i3 rinepTpurailepnaeMieto abo HasBHICTIO Y CiMeHOMY aHaMHe3i Liboro po3nagy npu 3actocyBaHHi KOK nigBuLLyeTbCA pU3NK PO3BUTKY NMaHKpeaTuTy.
"onoBHUM BiNb

AKLLO Y XiHKK, fKka npuiiMae npenapaT ka3 Mntoc, BUHUKAE FONI0BHUIA 6iNb, L0 MaEe peLmanBHUN XapakTep, € CTINKUM ab0 iHTEHCUBHUM, C/if, peTe/lbHO BUBUMUTU
BUMAZOK Ta, y pasi noTpebu, BigMiHUTY 3aCTOCyBaHHSA npenapaty a3 Matoc.

36i/IbLLIEHHSA YacTOTK ab0 TAKKOCTI MirpeHelt Ha Tni BukopuctaHHs KOK (Lo moxke 6yTun nonepefHUKOM LiepebpoBacKyNspHOro posnagy) Moxe 6yTu MigcTaBoro A/is
HeraliHoi BigMiHN KOK.

HeperynsapHi KpoBoTeui

Ha Tni 3actocyBaHHA KOK y nauieHTOK iHOAI BMHUKAOTL HEperynspHi (NpopvBHI ab0 BHYTPILLHLOLMKIOBI) KPOBOTEYI Ta KPOBOMa3aHHS, 0CO6/IMBO MPOTArOM
nepLuMxX TPbOX MicAuiB NpUAOMY. Y pasi CTINKUX KPOBOTEY abo MosBK KPOBOTeYi Nicns NonepeaHbOro PerynspHoro UMKy chif 06CTEXUTU XKIHKY Ha HasBHICTb
BariTHOCTI Ta LLOAO 3/108KICHUX HOBOYTBOPEHb. AKLLO NaTosorito Ta BariTHICTb BUK/IKOYEHO, HeperynsapHi KpoBOTeYi MOXYTb 3HUKHYTM 3 4acoM abo nicns nepexomy
Ha iHWKiA KOK.

3a gaHumMuK gocnimxeHb npenapaty ka3 Mnroc, cepefHs KinbKicTb eni3ofiB KPoBOTeY 3a AocnimKyBaHuin nepiog (90 AHiB) cTaHoBMNa 3,2 BMNafgKy NpoTarom 4-6
umknis. CepefHs KinbKiCTb [HIB KPOBOTeYi Ta/abo KpOBOMasaHHA Ha T/i 3acToCyBaHHA npenapaty ka3 lMntoc ctaHoBuna 15,1 AHSA. IHTEHCUMBHICTb KPOBOTEY,
BiAMiueHa nifg Yac npuinomy npenapaty ka3 Maoc, cTaHoBUIA, BUXOAAUN 3i CMIBBIAHOLLEHHS MK AHAMU Ti/IbKM KPOBOMa3aHHS NMOPIBHSHO i3 3ara/lbHO KiNbKICTHO
[HIB KpOBOMa3aHHs Ta/abo KpoBoTeui, 5,2/15,1 aHs.

AHani3 3anuncie NauieHToK y LWOoAeHHMKaX, NPOBeeHNI Y XO4i ABOX KNiHIYHWUX JOCMIMKEHb 3 BUBYEHHS npenapaTy «/[pkas», Mokasas, L0 HeperynspHi KpoBoTeui
NpoTAroM 28-AeHHOro UKy crocrepiranmca y 8-25 % iHok. 3araniom 12 cy6’ekTtiB 3 1056 (1,1 %) npunuvHUAM 3acTOCyBaHHA npenapaty «/bkas» yepes
MeHCTpyasibHi po3naaun, B TOMY YMCi MDKMEHCTPYasibHI KPOBOTEYI, MEHOpArito Ta MeTpoparito.

Y XIHOK, AKi npuiiMatoTb npenapat ka3 Mac, MoXyTb OyTK BiACYTHIMW KPOBOTeYI BigMiHM, HaBITb AKLWO BOHW He BariTHi. 3rigHO 3 3anucamu 3i WOAeHHUKIB




nawuieHTOK, NpoaHai3oBaHNUMM Y XOAi LOCNiMKeHb npenapaty «/Ixas», Wwo Bkaovanm 4o 13 uuknis, Big 6 4o 10 % manm uuknm 6e3 KpoBOTeY BiAMIHU. Y [esKuX
YKIHOK MOXKe 3yCTpiyaTuncst aMmeHopes abo 0NniroMeHopest, CpuymMHeHa NpuiomMom npoTnsansigHux TabneTok, 0Co6/IMBO AKLWO Taki po3naaun BigMivanncsa paHilue.

Mpw BIACYTHOCTI KPOBOTEYI BiAMIHW CNif PO3rNAHYTU IMOBIPHICTb HAasBHOCTI BariTHOCTI. AKLLO NauieHTKa He AOTpMMYyBaiaca NMpPU3HaA4YeHOoro pexxmnmy 3actocyBaHHS
npenapaty (MponycTunna Npuinom oaHIeT abo Gifblie TabneTok, Wo MIiCTUAN rOPMOHK, a60 NoYana NpuiiMaTKh iX Ha AeHb NisHiwe, HiXXK Mana 6 noyaTu), Npy NepLlii
BIZICYTHOCTI KpOBOTeYi BigMiHN HEO6XiAHO BpaxoByBaTW MOX/MBICTb BariTHOCTI | BXXUTWU HEOOXiAHMX AiarHOCTUYHUX 3axXO0AiB. AKLLO MauieHTKa AoTpuMyBanacs
MPU3HAYEHOT 0 PEXMNMY 3aCTOCYBaHHSA npenapary i B Hel BiACYTHI iBI KPOBOTeui BiAMiHW MOCMifib, HEOOXIAHO BUKNHOYNTY BariTHICTb.

3acTocyBaHHa KOK nepep BariTHICTH abo Ha paHHiX TepMmiHax BariTHOCTI

Po3LIKnpeHi enigeMioNnoriyHi AoCNiMKEHHS He NOKas3ain XXOAHOro NiABULLEHHS PU3MNKY MOSIBU BPOMKEHMX Baf PO3BUTKY MN1ofa Y XIHOK, SiKi NpUiMann opanbHi
KOHTpaLenTvBM [0 BariTHOCTI. Y [OCMIIKEHHAX TaKOX He BUABMIEHO O3HAK TepaToOreHHOro egekty, B TOMY YWC/i He BW3HAYEHO aHOMasliil pO3BUTKY cepus Ta
AedeKTiB 3MeHLUEHHS KiHLiIBOK, NpyY HeHaBMUCHOMY 3aCTOCYBaHHI XXiHKaMu rpenaparty Ha paHHiX CTpokax BariTHOCTI. [pu niaTBepmKeHHI BariTHOCTI NOTPi6GHO
NpUNUHUTK Npuitom NpenapaTy [xxas Mntoc Ta novaTh 3aCTOCYBaHHSA BiTaMiHHUX J06aBOK AN BariTHUX i3 BMICTOM (honaTiB.

OpasibHi KOHTpaLenTMBKM He CAif 3aCTOCOBYBaTK A1 IHAYKYBaHHS KPOBOTEYi BiAMIHM K TECT Ha BariTHICTb (gUB. po34in «Cnoci6 3acTOCyBaHHA Ta [03M1»).

Jenpecis

JKiHKVM 3 fenpecieto B aHaMHesi MOBWHHI nepebysaTy Nif peTeNnbHUM HarnsaLoM; Npy peunamneax Aenpecii TAXKKOro CTyneHs npenapat [xkas Matoc chif BigMIHUTH.
Bnave Ha pe3ynbTaTy 1abopaTOopHUX AOCHIIXKEHD

3acTocyBaHHSA KOHTpaLenTMBHUX CTEPOIAiB MOXe BMAMBATU Ha pe3y/bTaTh NeBHUX /labopaToOpHMX aHasi3iB, 30KpeMa Lie CTOCYETbCA (PaKTopiB Koarynsuii, piBHs
ninigis, ToNepPaHTHOCTI [0 rNHOKO3M Ta 3B°A3yH0UmX 6i/1KiB. XKiHKM, AKi OTPMMYIOTb 3aMiCHY Tepanito ropMoHaMu LWMTOBUAHOT 31031, MOXYTb NOTPebyBaTh BULLNX
[03 TUPEOILHOro ropMOHY, OCKiNIbKM Ha Tni 3actocyBaHHA KOK cmpoBaTKoBa KOHLEHTpauis rnodyniHy, Wwo 38’A3ye TUPEOI4HI rOPMOHM, 3pocTae. [pocnipeHoH
36i/IblUY€E aKTUBHICTb PEHiHY Ta albA0CTEPOHY Y Mnnas3mi KpoBi, WO iHAYKYETbCA MO0 MOMIPHOK aHTUMiHEpPasIOKOPTUKOIAHOK aKTUBHICTIO. Ponatu MOXYTb
MPUX0oBYBATKN AeilmnT BiTamiHy Bqo.

MOHITOpUHT

XKiHKu, aki npuiimatoTb KOK, NOBUHHI LLOPIYHO BiABIiAYBaTV CBOroO NiKaps 3 METOK KOHTPO/IHO apTepialbHOro TUCKY Ta MPOBEAEHHS IHLLIMX HEOOXiAHNX 06CTEXEHb.
IHWi cTaHun

Y XIHOK 3i CNafKOBNM aHTiOHEBPOTUYHMM HAOPAKOM EK30TeHHI eCTPOreHn MOXYTb IHLYKYBaTV ab0 MOCW/IKOBATU CUMMTOMU aHTIOHEBPOTUYHOIO HAOPAKY.

Y NoOAMHOKMX BMNafKax MOXEe pPO3BMBATUCA X/10a3Ma, 0COBMBO Y XKIHOK, AKI paHile Mann xnoa3my BariTHUX. XKiHKWU 3i CXUMbHICTIO 40 MOSIBM X/10a3MW MOBUHHI
YHUKATW BNNBY COHAYHOIO abo yNbTPaioNieToBoro BUNpoMiHiBaHHSA Mig yac npuiiomy KOK.

Bunazaky xBopobun KpoHa Ta BUpa3KoBOro KOJITY TaKOX CcrocTepiranmca nig vac 3actocysaHHA KOK.

KoxxHa TabneTka poXXeBOro KoAbopy npenapaTty mMicTutb 45 Mr nakTtosm, KOXHa TabnieTka CBiT/10-OpaHXeBOro Kosbopy MicTuTb 48 Mr naktosu. Mpu HasBHOCTI
PIAKICHMX CNafKOBWMX CTaHiB HEMEpPeHOCUMOCTI ranakTosu, AediunTty naktasu Slanna abo manbabcopbUii MIHOKO3M-ranakTosn, y pasi nepedyBaHHs Ha 6e31aKTO3HIi
AIETI CNnif BpaxoByBaTy 3a3Ha4eHY KiNlbKiCTb NaKTO3W.

3acTocyBaHHA y nepiog BariTHOCTI abo rogysaHHs rpyaato

BariTHICTb. Y XiHOK, fiKi HeHaBMUCHO npuiimai KOK Ha paHHIX TepMiHax BariTHOCTI, pU3MK BUHWKHEHHS [eeKTiB PO3BUTKY Yy HEMOBAAT MiABULLYETHCS
He3Ha4yHO abo B3arani He MigBMLLYETLCA. ENigemionoriynHi 4ocnimpKeHHa Ta pesynibTaTh MeTa-aHasli3iB He BUSBWUAWN 30i/bLUEHHS PUSNKY BUHUKHEHHS BPOKEHMX Baf
PO3BUTKY CTaTEBMX Ta iHLLIMX OpraHis (B TOMY YMC/i MOPOKIB cepus Ta AedeKTiB 3MeHLLeHHS KiHLiIBOK) nicnis npuitomy HM3bkogo30BMX KOK nepep 3a4atTsim abo Ha
PaHHIX TepMiHax BariTHOCTI.

3actocyBaHHA KOK 3 MeTOK CTUMYNOBaHHSA KPOBOTEeYI BiIMiHM He Cij BUKOPMUCTOBYBATU SiK TECT Ha BariTHICTb. He cnig npuiimatn KOK 'y nepiog BariTHOCTI Ans
NiKYBaHHA 3arpo3v BUKMAHA ab0 NOBTOPHUX BUKNAHIB.

XKiHKW, AKi He rofytoTb rpyALLo, MOXYTb MovmHaTh 3acTocyBaHHA KOK He paHiLue HiXK yepes 4 TVKHI nicns nosoris.




XKiHKY, SKi roayTb rpyaaro. XXiHkam, SKi rogytoTb TPYALHO, CNif NOPeKOMeHAYBaT! MO MOX/IMBOCTI 3aCTOCOBYBATM iHLUI 3aC06M KOHTpauenui’ 4O NMPUNUHEHHS
rpygHoro surogoByBaHHA. KOK 3 BMICTOM eCTPOreHiB MOXYTb 3HMXKYBaTW NPOLYKYBaHHS MOJIOKa Y XKIHOK, AKI roAyrTb rpyaato. Iicns HanaromkeHHs rpyaHoro
BUIOA0BYBaHHA Take NMPUrHiYeHHS NPOAYKYBaHHS € MasloMOBIPHMM, OfHaK B OKPeMMX XKIHOK BOHO MOXEe BMHMKATU y 6yAb-AKuid yac. CTepoifgHi ropMoHH, LLO
BXOLATb 0 CKNaZly Opa/ibHUX KOHTpALEenTuBiB, 260 TX MeTaboniTV Yy He3HaYHMX KifIbKOCTAX MPOHUKAKOTh Y TPYLAHE MOJIOKO.

Micna nepopanbHOro 3acTocyBaHHSI TabneTok i3 BMmicTom 3 Mr gpocnipeHoHy Ta 0,03 mr eTuHinectpagiony (npenapaT «HApuHa®») 61m3bko 0,02 % [o3m
[pocnipeHoHy 6y/i0 BUAB/IEHO BNPOAOBX 24 FOAMH Y TPYAHOMY MOMOLI XXIHOK nicns nonoris. Takum YMHOM, MakcumasibHa f060Ba [03a, AKY OTPUMYE HEMOBA,
CTaHOBUTb 6/1M3bKO0 0,003 MI ApOCMipeHOHY.

HasBHi pe3ynbTaTv LOCNIKEHb BKa3YOTb Ha BiACYTHICTb HECMPUSATIMBOrO BM/IMBY (hONaTiB HA HEMOB/AT, AKi NepebyBat0Tb Ha rPyAHOMY BUTOA0BYBaHHI.

34aTHICTb BNAMBATY Ha WWBMAKICTb peakLii Nnpy KepyBaHHIi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.
He Big3Havanocs BnavBy npenapary Ha 34aTHICTb KepyBaTi aBTOMObineM abo npawtoBaTh 3 MexaHiamamu.

Cnoci6 3acTocyBaHHs Ta [03W.
Ak npuiimaTy npenapaT [>kas MNnoc
MpuiimatoTb No 1 TabneTui nepopasbHO B OAMH i TOW CaMUiA Yac KOXXHOro AHsA. Mpu nponycky npuitomy TabneTtok abo HenpasBWIbHOMY 3aCTOCYBaHHI npenapaty
e(heKTUBHICTb MOXKe 3HMXXYBaTUCS.
[N [OCATHEHHS MaKCMMaslbHOro KOHTpauenTvBHOMO edekTy i Bnamey Ha NMMAP npenapat ka3 lMntoc cnif 3acTocoByBaTW 3riffHO 3 MPU3HAYEHHAM Ta 3
[OTPUMaHHAM BKa3iBOK, 3a3Ha4eHUX Ha 61icTepHild ynakoBLi. Y pasi nponycky npuiiomy 1 Tabnetku i cnif NPURHATA AKOMOra LWBKUALLe.
AK noyaTu 3acTOCyBaHHA npenapaTy A>kas lntoc
MoumHaTV nNpuinom npenapaTy ka3 Maoc HeOOXiAHO B MEPLUNIA JeHb MEHCTPYasibHOro UMKy (noyvaToK y 1-i feHb UMKy) abo y nepLly Heginto nicns noyarky
MEHCTPYa/ibHOr0 UMKy (N0YaToK Yy Hefinto).

MoyaToKy 1 feHb LyKny
MpoTAroM NepLUOro UMKy 3acTocyBaHHs npenapaty [ka3s Matoc XiHuyi cnig npuiiMaTii no
1 poxeBili TabneTyi npenapaTty WOAEHHO, MOYMHAKYUM 3 1-TO AHA MEHCTPYaslbHOro UMKy (Nepluinii aeHb MeHCTpyauil — ue 1-i geHb umkny). MauieHTKa Mae
npuinmatn no 1 poxkesil Tabnetui npenapaTy ka3 MMnoc Ha fAeHb NPOTAroM 24 [AHIB NOCMifb, MICNA 4YOro BNPOAOBX 25-28 AHIB UMKAY npuiiMatn no 1
CBITNO-0paHXeBii Tabnetui Ha aeHb. Mpenapat [xkas Matoc cnig npuiimati 3rigHo 3 BKasiBKaMu, L0 MICTATbCA Ha yNakoBL,i, B O4MH i TOW CaMUil YaC KOXHOIO AHS,
6axxaHo nicns Beyepi abo nepef CHOM, 3amnyBakOuM HEBEIMKOHO KiNbKICTHO piAnHN y pasi noTpebu. Mpuiiom npenapaty ka3 Maoc He 3aneXnTb Bif BXXUBaHHS iXi. Y
pasi nepLuoro npuiiomy Tabnetok [xkas lMntoc He y 1-i AeHb MEHCTPYasIbHOro UMKy, a Ni3Hille, KOHTpauenTMBHa ePeKTUBHICTb Npenaparty HacTae TiflbKu nicns
nepLumx 7 AHIB Moro 6e3nepepBHOro 3aCTOCYyBaHHA. Y TakoMy pasi HeobXifHe A04aTKOBe BUKOPUCTAHHSA HErOPMOHa/IbHIX 3aC06iB KOHTpaLenyii NnpoTAroM nepLumnx 7
[HiB npuitomy npenapaty Mxa3 Mntoc. Cnif BpaxoByBaTV MOX/MBICTb HACTAHHSA OBY/IALIT Ta 3anNif4HEHHS O NoYaTKy 3aCTOCYBaHHA npenapary.

MoyaToK Yy Hepainto
MpoTAroM NepLUoro LMKy 3acTocyBaHHA npenapaty [xka3 MNoc XiHka NoBUHHA NpuiimaTti no
1 poxeBiii TabneTui I>ka3 Mntoc WwoaeHHo NpoTArom 24 fHiB Nocnib, MiCNs YOro BAPOAOBX 25-28 AHIB LMKNY NpMAMaT no 1 CBiTN0-0paHXKeBiil TabneTLi Ha AeHb.
MpenapaT O>xa3 Mnroc cnif npuinMaTy 3rigHo 3 BKasiBKaMK, 3a3Ha4eHMM Ha YNakoBLi, B OAMH | TO CamMuil Yac KOXKHOrO AHs, 6axkaHo nicns Bevepi abo nepes CHOM,
3anmBatoym HeBENMKOK KINbKICTIO pigvHKN Yy pasi noTpebu. Mpuiiom npenapaty ka3 MOC He 3a1eXuTb Bif BXUBaHHA DKi. KOHTpauenTvBHA e(eKTUBHICTb
npenapaty ka3 MAC HacTae He paHille HiX 4vepe3 7 [HIB MOro 6e3nepepBHOro 3acToCyBaHHA. HeobXigHe A04aTKOBE 3aCTOCYBaHHA HEropMOHa/IbHUX 3ac06iB
KOHTpauenuii NpoTaroMm nepwux 7 AHIB npuiioMy npenapaty ka3 Mnwoc. Cnif BpaxoByBaTW MOX/MBICTb HACTaHHA OBYNAUil Ta 3anfigHeHHs 4O no4vaTKy
3aCTOCyBaHHS npenapary.



MauieHTKa NOBUHHA PO3MOYMHATM APYTUIA i BCi HACTYMHI 28-feHHi Kypcu npuiioMy npenapaTy ka3 MMaoc B TOW caMWil AeHb TVXKHSA, L0 W nepLumin Kypc, Ta
[JOTPUMYBATUCL OHAKOBOI CXEMW 3aCTOCYBaHHSA. [pMinOM POXEBMX Tab/IeTOK MOYMHAKOTL HACTYNMHOro AHSA NiCNs NPUIAOMY OCTaHHLOI CBIT/I0-OPaHXXeBOT TableTKu,
WO MICTUTb (honaT, He3aneXHOo Bif TOro, HacTana MeHCTpyaLis abo LWwe o4ikyeTbes. KOXHOro pasy, Ko/n HacTynHWIA Kypce npenapaty ka3 Matc po3noynHaeTbes He
HaCTYMNHOro AHA Micns NPMInOMY OCTaHHLOI CBITN0-0paHXXEBOI TabNeTKK, a Ni3Hille, NaLieHTKa NOBMHHA KOPUCTYBATUCS IHLUMM METOAOM KOHTpauenyii, 4OKM nepiog,
npuiioMy poXkeBmx TabneTok npenapaty Axxas MNaoc He CTaHOBMTUME 7 AHIB NOCHi/b.

Mepexig, 3 IHWKUX NpOTM3anNigHNX TabneTok

Mpn nepexogi 3 iHWMX NpoTM3anaigHnX TabneToK 3acTocyBaHHA npenapaTy ka3 Maoc po3noumHaloTb Yy fAeHb, Konu HeobXigHO 6yno 6 po3noyatn npuiiom
Tab/1IeTOK 3 HOBOT YNaKOBKM NornepeAHLOro opasibHOro KOHTpauenTmBea.

Mepexif 3 IHWOro MeTOoAy KOHTpaLenyil, OKpiM npoTusanigHmx TabneTok

Mpy nepexofi 3 TpaHCAEPMa/IbHOro niacTupy abo BariHa/IbHOro Kinbusd npenapaTt ka3 ioc noynHaloTb NpuiAMaTh Yy AeHb HACTaHHS CTPOKY HacTyMHOro
3aCTOCyBaHHS 3a3HayeHMX 3ac06iB KOHTpauenuii. Mpy nepexogi 3 iH’eKLiNHMX KOHTpauenTuBiB npenapat ka3 Matoc po3anoynHaoTb 3aCTOCOBYBATU Y fieHb, KON
Mana 6 6yTv npoBeAeHa HacTyrnHa iH’ekuis. Mpy nepexofi 3 BHYTPIiLLHLOMATKOBOI0 3ac06y abo iMnnaHTaTa, npenapat ka3 Mac NoYnHatoTh NPUIAMaTK Yy AeHb iX
BULASIEHHS.

KpoBoTeya BifIMiHW 3a3BM1Yaii HacTae BNPOAOBX 3 AHIB Mic/s NPUIAOMY OCTaHHLOT POXEBOT TabneTKKN. Y pasi NosBM KPOBOMa3aHHsS ab0 NPOPUBHOT KPOBOTeYI Nif Yac
npuitomy npenapaty ka3 MNaoc HeobXigHO NPOLOBXMUTI MOro 3aCTOCYBaHHS 3rifHO 3 PEXUMOM, HaBeeHUM BULLe. Taki KpoBOTeYi 3a3BMYali € TUMYaCOBUMM i He
MatoTb KNiHIYHOr0 3Ha4YeHHS, OfiHaK Y BUNafKy CTiiKOT abo TpMBasIol KPOBOTEYI XKiHKa Mae Oy TW OrnsHyTa NiKapew.

He3Baxkarouu Ha Te, L0 YacTOTa BariTHOCTI MpK 3acTocyBaHHI npenapaty ka3 Mnac 3rigHo 3 iIHCTPYKLIEHD € HU3bKOHD, Y pa3i BiACYTHOCTI KPOBOTeYi BIAMIHM CNif
BPaxoBYyBaTW MOX/MBICTb BariTHOCTI. Y BMNaAKy HeAOTPMMAaHHSA MalieHTKOK MpuU3HaYeHOro pexxmnmMy 3actocyBaHHSA (Nponyck npuiiomy 1 abo Ginblue akTUBHMX
TabMIETOK UM MOYATOK X 3aCTOCYBaHHA He Y MNOTPIOHMIA AeHb, a MNi3Hille), Npv nepuin BiACYTHOCTI KPOBOTeYi BigMiHW He0bXigHO BpaxoByBaTVW MOX/IMBICTb
BariTHOCTI Ta BXMWTW BigNOBIgHNX AiarHOCTUYHUX 3ax0fiB. AKLWO nauieHTKa A0TpMMyBanach MPU3HAYeHOro peXxumy iy Hei BIACYTHI ABI KPOBOTeYi nocnifb, CNif
BUK/IKOUMTW HasBHICTb BariTHOCTI. Mpu NigTBepAKeHHI BariTHOCTI 3aCToCyBaHHSA npenapaTy ka3 Matoc NoTpi6HO NPUNUHUTH.

PW3MK HacTaHHA BaritTHOCTI 3pOCTaE 3 KOXKHOK NPOMYLLEHOK aKTUBHOK Tab1ETKOK POXEBOI0 KO/bOPY .

LLLo pobuTw y pasi nponycKy Npuiiomy TabneTKu

MponyLieHo Npuiiom 1 poXkeBOi TabNETKM B YNAKOBLI.

MpuiAHATK TabneTKy, SK TiNIbKM NauieHTKa 3ragae npo nponyck. Mpuiimati HacTynHy TabneTky y 3BMYaiiHWin Yac. Lle 03Havae, Lo y TakoMy BMNagKy MOX/IMBUIA
NPUOM 2 TabNeTOK B OJWH A€eHb.

Y pasi CcTaTeBoro akty Hemae NoTpebu y J0AAaTKOBUX METOLAX KOHTpaLenLit.

[MponyLweHo NpuiioM 2 POXKEBUX TABNETOK Y paay «TKaeHb 1» a00 «TyKAEHb 2» 61iCTEPHOT YMaKOBKM.

MpUIAHATK 2 TaBNETKN Y AieHb, B SIKWIA 3rafaHo Npo NPonyckK, Ta 2 TabneTKn HaCcTYMHOro AHs.

Oani npuiimati no 1 TabneTui Ha AeHb [0 3aKiHYEHHS YNaKOBKM.

AKWO Yy HaCTynHi 7 [OHIB Micns BiJHOBNEHHA NpUIAOMY TabneTok BiAOYAeTbCA CTaTeBWUIA akT, CNif BPaxoBYyBaTW MOX/MBICTb HaCTaHHA BariTHoOCTi. Cnig
BUKOPMCTOBYBATW LO4ATKOBMIA METO/ KOHTpaLenuii (Hanpuknag, npesepsaTme Ta crepMiumnan) NpoTarom Lux 7 AHIB.

[MponyLweHo NpuiioM 2 POXKEBUX TAaBNETOK Y paay «TKAEHb 3» a00 «TWyKAeHb 4» 61iCTEPHOT YNaKOBKM.

AKLLO 3acTOCyBaHHS npenapaty [yxxas Maoc 6yno po3noyvaTo B 1-i AeHb LUMKY, NPUIMHATI NPUIAOM npenapaty 3 4aHoT yNakoBKM Ta po3noyartu Npuinom TabneTok 3
HOBOI YNaKOBKM TOI0 X [JHA.

FAKLLO 3aCTOCYBaHHA npenapaty a3 Maoc 6yno po3noyaro B Hefifto, MPOAOBXYBaTU MPUIAOM MO

1 TabneTui Ha AeHb A0 HeAiNi. Y Hefinto NPUNUHUTY NPUIAOM Npenapaty 3 AaHoi YNakoBKM Ta po3rnoyaTi NpuitoM TabneTok 3 HOBOT YMaKOBKM TOMO X [HS.




FAKWO Yy HacTynmHi 7 AHIB Micns BigHOBMEHHA NpuiloMy TabneTok BifOyfeTbCA CTATeBMIA akT, CNif BpaxoByBaTU MOX/IMBICTb HacTaHHs BaritHocTti. Cnig
BMKOPWCTOBYBATW LOLATKOBMIA METOZ KOHTpaLenuii (Hanpukniag, npesepsatms Ta crepMiumnamn) NpoTarom Lux 7 AHIB.

OuikyeTbCA, WO B AaHOMY UMKNI 6y/e BIACYTHLOK KpoBOTeYa BigMiHW. OfHaK 3a YMOBWM BIfACYTHOCTI ABOX KPOBOTEY BigMiHM MOCMib Y ABOX LMKIaX HeobXigHO
BUK/TOUMNTU HAABHICTb BariTHOCTI.

MponyweHo npuiioM 3 abo BiflbLLIEe POXKEBUX TAONETOK Y paay NPOTArOM OYAb-SKOr0 TUXKHS

AKLLO 3acTOCyBaHHS npenapaty ka3 Matoc 6yno po3noyvato B 1-i AeHb LUMKY, NPUIMHATI NPUIAOM npenapaty 3 4aHoT yNakoBKM Ta po3noyaTtu Npuinom TabneTok 3
HOBOI YNaKOBKM TOI0 X [ HA.

AKLLO 3acTOCyBaHHA npenapaty ka3 Matoc 6yno po3noyaro B HeAINtO, CMif NPOLOBXYBATU NPUIAOM Mo 1 TabneTui Ha AeHb A0 HeAini. Y HeAiNto NPUNUHATA NPUIAOM
npenapaty 3 A4aHOi YNakoBKM Ta po3noyaTi Npuinom TabneToK 3 HOBOT YNaKOBKM TOT0 X AHS.

AKWO Yy HACTynHi 7 [AHIB Micna BiJHOBNEHHA NpUiAOMY TabneToK BiAOYAeTbCA CTaTeBWUA akT, CNif BPaxoByBaTW MOX/MBICTb HaCTaHHA BariTHocTi. Cnig
BMKOPMCTOBYBATW JOLATKOBMIA METO/ KOHTpaUenuii (Hanpuknag, npesepsaTms Ta crepMiumnan) NpoTarom Lux 7 AHIB.

OuiKyeTbC, WO B fJaHOMY UMK 6yae BiACYTHLOK KpoBOTeya BigMiHW. OAHak, 3a YMOBM BIICYTHOCTI ABOX KPOBOTeY BifAMiHM MOCNifb Y ABOX LMKIaX HeobXigHO
BUK/TIKOUNTU HAsABHICTb BariTHOCTI.

MponyLLEeHO NPUnoMm 6yab-9K0iT3 4 CBITN0-0PaHXXEBUX TAONETOK Y psaay «TKAeHb 4»

BunyunTti nponyueHy Tabnetky 3 6/1iCTepPHOT YNakoBKU.

MpoaoBXXyBaTh NpuinomM no 1 TabneTui Ha AeHb [0 3aKiHYEHHSA TabNeToK Y 6/1ICTEPHIN ynakoBL,i.

MoTpebu y AOAATKOBMX METOAAX KOHTpaLenLii HeMae.

AKLLO, HE3BAXKAKYM HA HABEJEHI BULLE peKOMEH/ALLIT, NaLUieHTKa He BNEBHEHA Y TOMY, AKUM YMHOM AiATW Y pasi NponycKy Npuiomy 1abneTok

BrkopucToByBaTV JO4ATKOBUIA METOZ, KOHTpaLenuii (Hanpuknag, npesepsaTus Ta cnepmilman) nig vac crateBoro akTy.

3BEPHYTUCS 3a KOHCY/bTALli€t0 [0 Nikaps Ta MPOAOBXYBATM MPUAOM npenapaTy Mo 1 akTWBHIN poXeBili TabneTui 1 pa3 Ha AeHb, SKLWO0 He OTPMMAHO iHLUINX
peKoMeHAaLlil.

FAKLL0 NpOpMBHA KPOBOTEYA 3 ABMIETLCA NICNA NPOMYCKY NpUitoMy TabneTok, 3a3BMYail Lie € TUMUYaCOBUM ABULLEM i He Mae HacniAKiB. Y pasi Nponycky nauieHTKO
NpuUiioMy ofHiel abo GiNnbLuUe CBITN0-0paHXeBMX TabNeTOK KOHTPaLENTUBHUIA 3aXMCT 36epiracTbCs 3a YMOBU, WO Y NOTPiGHMI AeHb BOHA NOYHE HOBWUIA KypC Npuiiomy
TabIETOK POXKEBOr 0 KO/MbOPY.

Uepe3 NigBuLLEHNIA PUSKK PO3BUTKY TPOMOBOEMOONIT XIHKM Y MiCNAN0N0roBUiA Nepiog, AKi He rofytoTb FPYAL0, Ta XIiHKK nicns abopTy y Il TpumecTpi BariTHOCTI
MOBMHHI NoYMHaTK Npuiiom npenapaty ka3 Mkoc He paHille HidXX Yepes 4 TUXKHI Nicns Nonorie. AKLWO XIiHKa NOYMHAE 3aCTOCYBaHHA npenapaty ka3 Mntoc nicns
MoJIOriB I Lie He Masia MeHCTpyaslbHOI KpOBOTeui, CAif nepeBipuTy Ti HA HasBHICTb BariTHOCTI Ta MOIH(OPMYBATN NP0 HeOOXiAHICTb BUKOPUCTaHHS [04ATKOBOIO
MeTOoAY KOHTpaLenuii, NoKx nepiog 6e3nepepsHOro npuiioMy TabneTok npenapaty ka3 Mnac He CTaHOBUTMME 7 AHIB.

PekomMeHaauiiy BUNaaKy po3nagis 3 60Ky LLNYHKOBO-KULLIKOBOTO TPaKTY

Y pasi TAXKKOro 6110BaHHA abo Aiapel MOX/IMBE HEMOBHE BCMOKTYBaHHSA npenaparty. Y Takomy pasi Cif 3aCTOCOBYBaTU A0AATKOBI 3aCO06M KOHTpauenLii.

AKWo 6110BaHHA NoYaNoCh YNPOLOBX 3-4 roguH nicns npuiioMy TabnetTku npenapaty a3 Matoc, ua cutyawis cxoxa Ha nponyck npuitomy npenapaty, TOMy Cij
[AOTPUMYBaTUCAPEKOMeHaaLiiHa BUNagoK NpornycKy Npuinomy TabneTok.

®onaTu

Pob6oua rpyna CLUA 3 npoinakTuyHmUX 3axX0fiB peKOMeHAYE XXiHKaM PernpoayKTUBHOMO BiKy LLOAEHHO [OMOBHIOBATU CBiil pauioH npuHaimHi 0,4 mr (400 mKr)
(honiesol kucnotu. Meped NpusHadeHHsAM npenapaTy [xka3 lMaoc HeoOXigHO AisHaTUCA, Y NpuiAMae KiHKa gonatu, i BpaxoByBaTh Le. FAKL0 3acTOCYBaHHS
npenapaty a3 [N1c NPUNMHAETLCA Yepe3 HaCTaHHA BariTHOCTI, CNif 3a6e3neunTy NPOLOBXKEHHS OTPMMaHHA (DOMATIB XKIHKOHO.

3acTocyBaHHA ocobam NiTHLOTO BiKy

3acTocyBaHHs npenaparty ka3 Maoc y XKIHOK NOCTKIIMaKTEPUYHOIO NepioAy He BUBYaIW; Npenapar He Npr3HayatoTh NalieHTKaM LET BIKOBOI rpynu.




MayieHTKM 3 NOPYLUEHHAM (PYHKLIT HUPOK

MpenapaT ka3 lMaoc NpoTMNOKasaHWA 419 3aCTOCYBaHHA MalieHTKaM i3 MopyLleHHAM (YHKLUIT HUPOK (AMB. po3ginv «lpoTunokasaHHs» T1a «Oco6anBOCTI
3aCTOCYBaHHA»).

B oci6 3 knipeHcoM KpeaTuHiHy 50-79 Mn/XB CMpPOBAaTKOBWUIA piBEHb APOCMiPEHOHY OyB aHaOriyHMM PiBHIO, BigMIYEHOMY Y KOHTPO/bHIMA rpyni, Ae KnipeHc
KpeaTuHiHY cTaHOBMB = 80 M/I/XB. Y XIHOK 3 KNipeHCOM KpeaTuHiHy 30-49 Mn/XB CMpOBaTKOBa KOHLEHTPaLis ApocripeHoHyY 6ynay cepeaHboMy Ha 37 % BULLE, HIXX
y MauieHTOK 3 KOHTPO/IbHOT rpynu. KpiM LpOro y nauieHToK 3 MopyLUeHHAM (PYHKLUIT HUPOK, NOKa3sHWUKM CYPOBATKOBOI KOHLEHTPALIT Kaito AKMX 3HAXO4ATLCA Ha
BEPXHIN MeXi HOpMM i SIKi O0AHOYaCHO MpUIAMal0Tb Kaniinsbepiratoyi npenapaTy, iCHYe IMOBIPHICTb PO3BMTKY rinepkaniemii (auB. po3ain «dapmakonoriyHi
BN1aCTMBOCTI»).

MayieHTKN 3 NOPYLUEHHAM (PYHKLIT NeYiHKN

MpenapaT [yxa3 lMnoc NpoTMNOKas3aHWA A1 3aCTOCYBaHHA MalieHTKaMm i3 3axXBOPHOBaHHAMU MeYviHku (AMB. po3ginn «poTunokasaHHs» Ta «Oco6anBOCTI
3acTocyBaHHs»). CepefHA eKcro3uyis ApOCnipeHOHY Y XIHOK 3 NOPYLUeHHAM PYHKLIT Ne4iHKX MOMIPHOIO CTYNEHS TSXXKOCTI € Maiike BTPUYI BULLOKO, HIXK Y XKIHOK 3
HOPMa/IbHOK (PYHKLIEHD MEYiHKN. 3acToCyBaHHA nNpenapaTy ka3 Mtoc y XKIHOK 3 TAHXKKUMW MOpYLUeHHAMM QYHKLIT NeYiHKN He BUBYa/IN.

Pacogi BigMIHHOCTI

He BiAMIYEHO KNiHIYHO 3HAYYLLMX BigMIHHOCTEN (hapMaKOKiHETUYHMX BNACTMBOCTEN APOCMiPEHOHY abo eTUHINeCTpagiony y ANOHOK Ta NpeAcTaBHULb €EBPONEOIAHOI
pacu (amB. po3ain «dapmMakosoriyHi BNacTUBOCTI»).

aiTn.

MpenapaTt NokasaHWin A1 3aCTOCYBaHHSA TifIbKM NICNA HACTaHHS CTa/IMX MEHCTpPYaLii.

Be3neka Ta eeKTVBHICTb 3aCTOCYBaHHA npenapaty ka3 Mntoc BCTaHOB/EHA A1 XXIHOK PenpoLyKTUBHOIO BiKy. OUiKyeTbCs, WO npenapaT BUABNATUME aHaIor iuHy
epeKTMBHICTb Y NiANITKIB NOCTNY6epTaTHOro BiKy 40 18 poKiB Ta XIHOK.

Nepeno3yBaHHS.

MoBiAOMNEHHS MPO CEPIO3HI HECMPUATAMBI HACNIAKWN Nepefo3yBaHHSA, B TOMY YMCAi Npy NPUIAOMI NpenapaTy AiTbMK, BiACYTHI. Mepefo3yBaHHA MOXe NPU3BOAUTH
[10 MOSIBM Y XIHOK KpOBOTeYi BiAMIHW Ta HYOTW.

[pocnipeHoH — Le aHanor CnipoHOMaKTOHY, WO Mae aHTUMIHepasloOKOPTUKOIAHI BNacTMBOCTI. Mpy nepeaosyBaHHI CAif 34iCHIOBATM MOHITOPUHI KOHLEHTpaLii
KaJlito Ta HaTpito y CMPOBAaTLLi KPOBI | BIACTEXYBaTV 03HaKM MeTaboniuHOro aungoasy.

JNeBomedponat KasbLito B 4031 17 Mr Ha fo6y (o B 37 pasis BULLE, HDK [03a eBoMedonaty KasbLito y npenapati ka3 [n1toc) fobpe nepeHOCUBCA Npv TpUBasioMy
NiKyBaHHi [0 12 TUXHIB.

Mo6iuHI peakuii.

Cepit03Hi NO6IYHI peakuii, Big3HayeHi npu 3acTocyBaHHI KOK, onmcaHo B iHLWMX po3ginax Liel iHCTPYKUiT Ans MeAMYHOro 3aCTOCYBaHHS:
e Cepiio3Hi CepLEeBO-CYAMHHI po3nafm Ta iHCyNbT (AMB. po3ain «Oco6MBOCTI 3aCTOCYBaHHS»);

*  CyAVHHI mogii (avB. po3gin «OcobnmnBOCTI 3aCTOCYBaHHSA»);

*  3axBOpPHOBaHHA NeYviHkM (AMB. po3ain «OCco6/MBOCTI 3aCTOCYBaHHSA»).

Mo6iyHI peakuil, AKi 4aCTo CNOCTePIrarTbCA Y XIHOK, AKi 3aCToCoBYHOTH KOK:

*  HeperynspHi MaTKOBi KpOBOTeUi;

*  HygoTa;

*  BONICHICTb MOMOYHUX 3a/103;



*  TONOBHWIA Biflb.

[aHi, 0oTpuUMaHi y X0A4i KNiHIYHWX AOCTAXKEHb

OCKiNbKN YMOBW NPOBEAEHHA KNIHIYHMX LOCNI[KEHb 3HAYHO PI3HATLCA, YacTOTa NOGIYHMX peakuii, BiA3HauYeHa B OAHUX AOCMIMKEHHSX, He MOXe 6e3rnocepefHbo
MOPIBHIOBATMCSA 3 YaCTOTOHD, 3aPEECTPOBAHOIO B IHLLMX KNIHIYHMX AOCNIMKEHHAX, | MOXe He BiAo6paXKaTh peasibHy HacTOTY, L0 BUHMKAE Y KNiHIYHIM NpaKTuL.
KniHiYHi gocnig>XeHHs 3 BUBYEHHS KOHTpauenTUBHOT Aii, NiKyBaHHA akHe Ta 3abe3neyeHHs (DonaTHoOro craTycy

HaBegeHi faHi BifoOpakatoTb pe3y/ibTaTi 3aCTOCyBaHHA npenapaty «/kas» (3 Mr gpocnipeHoHy/0,02 Mr eTUHINeCTpagiony) y Xo4i LOCNIAKeHb HaNeXHOT AKOCTI 3
BIAMOBIAHMM KOHTPO/EM, Y AKUX BMBYanaca KoHTpauentmsHa fisg (N = 1 056), nikyBaHHSA NOMipHOT hopmu ByrpoBoi xBopobu (N = 536) i 3a6e3neyeHHs honaTHOro
ctatycy (N = 379).

KoHTpauenTvBHa fif BuMBYanacs y 6araToOLEHTPOBOMY MiIXHAapOAHOMY BILKPUTOMY JocnifxeHHi asn Il 3 ouiHkM 6e3nekn Ta eqpeKTUBHOCTI 3aCTOCYBaHHS
npenapaty NPOTArom nepiogy A0 04HOro poky y 1027 XiHOK BikoM 17-36 poKiB, fKi NPUAHANM NpUHaNMHI 0AHY 403y npenapaTy «[kas». [pyre fgocnimkeHHs dasu
Il — o4HOLEHTPOBE BiAKPUTE K/iHIYHE AOCNILKEHHS 3 aKTUBHUM KOHTPO/SIEM, B SKOMY OL|iHKOBABCA BM/IMB 3aCTOCYBaHHA npenapaty «/[kas» npoTarom cemu 28-
[eHHMX KypciB Ha 00MiH BYrneBoAis, Ninifgis ta remoctas y 29 XiHoK BikoM 18-35 pokiB. E)eKTUBHICTb NpW NiKyBaHHI akHe BUBYaIM Y [IBOX GaraTOLEHTPOBMX
NOABINHMX CNINUX PaHAOMiI30BaHUX NaLeb0-KOHTPOIbOBaHMX AOCNIIKEHHSX 3 yYacTio 536 XKIHOK BikOM 14-45 pokiB 3 NOMIpPHOK (hOPMOIO BYTrpOBOI XBOPOOU, SiKi
NPUAHANW NPUHANMHI 0AHY 403y Npenapaty [)kas. Y BKasaHUX AOCNi[KEHHAX OLiHIOBa/IN 6e3MeKy Ta eDeKTUBHICTb 3aCTOCYBaHHA Npenaparty NpoTArom nepiogy Ao
6 KypciB. LLLogo 3a6e3neyeHHs (h01aTHOrO CTaTyCy OCHOBHUM [OCNIIKEHHAM 3 BUBYEHHSA e(DEKTUBHOCTI 3aCTOCYBaHHA npenapaty [xas MNntoc 6yno 6aratoueHTpoBe
noABiiHe cnine paHAOMi30BaHe AOCNIKEHHS 3 aKTUBHUM KOHTPO/EM, Lo nposoamnn y CLUA 3 yyacTio 379 300p0BuX XIiHOK Bikom 18-40 pokiB, siKi OTpuMyBanu
[xas Mnoc abo «Ikas» NpoTarom nepiogy A0 24 TUXHIB.

MoGiyHi peakwii, BigMiYeHi Nif Yac 3aCTOCyBaHHS 3a BCiMa TpbOMa MOKa3aHHAMM, 36iral0TbCA | HABOAATLCS i3 3a3HAaYeHHSM 4acTOTW BiANOBIAHO A0 06’eAHAHUX
MacuBiB faHux. HayacTilummuy nobivyHnMmM peakuismm (= 2 % kopucTtyBadis) 6ynu: ronosHuiA 6inb/mirpeHs (5,9 %), po3nagn MEHCTPYasibHOro LUKy (B TOMY Ynchi
BariHa/IbHi KpoBOTeui (MepeBaXKHO KPpOBOMasaHHs), MeTpoparii i MmeHoparit) (4,1 %), Hygota/6ntoBaHHSA (3,5 %) Ta 60/1iCHICT/YYTANBICTb MOIOYHMX 33103 (3,2 %).
KniHiuHi gocnig>keHHs i3 3acTocysaHHs npu NMMAP

[JaHi wopno 6e3nekn, 3ibpaHi y Xo4i AOCMIMKEHb 3aCTOCYBaHHA npenapaty ans nikysaHHA MM/AP, noBifoMNsOTLCA OKPeMO 4epe3 BiAMIHHOCTI Yy MpOeKTax Ta
yMOBax MPOBefeHHs AOCNIAKEHb 3 BUBYEHHS KOHTpALENTUBHOI Aii, BNAMBY Ha akHe Ta 3abe3neyeHHs (hoNnaTHOro cTatycy, Npy NOPIBHSAHIN KNiHIYHIA nporpami 3
BMBYEHHA MM /P.

Byno nposeaeHo ABa (04He B MapanenbHUX Fpynax i OfHe — nepexpecHe) 6araTOLEHTPOBUX MOABINHMX CAINUX paH4OMI30BaHMX MNale60-KOHTPObOBaHUX
[OCNIPKEHHSA 3 BMBYEHHSA 3aCTOCYBaHHS MpenapaTy 3a APYTUM NOKasaHHAM — NiKyBaHHA cuMnTomis NMMAP, B SKOMY OuiHtOBanacs 6e3neka Ta eqeKTUBHICTb
npenaparty «)as» NpoTArom nepiogy Lo 3 KypciB 'y

285 »XiHOK BikOM 18-42 poku 3 giarHocToBaHUM MM/P, fKi NpMHAAM NpUHaAMHI O4HY 403y NpenapaTy «kas».

Yactumm nobiyHMMmM peakuismmn (= 2 % KopucTysadiB) 6ynn: po3nagym MeHCTPYasbHOro UMKy (B TOMY Ynchi BariHasibHi KPpoBOTeui (MepeBaXXHO KPOBOMa3aHHS) i
meTpoparii) (24,9 %), HygoTa

(15,8 %), ronoBHuiA 6inb (13,0 %), 6onicHiCTb MonoYHMX 3a103 (10,5 %), niaBuLLEHa BTOMNIOBaHICTb (4,2 %), apaTiBAmBicTb (2,8 %), 3HWKeHHS nibigo (2,8 %),
36inbLIeHHA Macy Tina (2,5 %) Ta adeKTnBHa NabinbHICTb (2,1 %).

Mo6iYHi peakuii (= 1 %), L0 BUMaraav NPUNUHEHHS y4acTi B AOCAIAMKEHHAX

KniHiYHI fOCNiA>KEHHS 3 BUBYEHHA KOHTpauenTuBHOT Aii

3 1056 XiHOK 6,6 % NPUMUHWAM y4acTb Yy LOCAIMKEHHAX Yepe3 MOGIYHI peakuii, HAMMOWMPEHIWNMK 3 AKMX OYnn ronoBHi 6oni/mirpeHs (1,6 %) Ta HygoTta
/6ntoBaHH#A (1,0 %).

KniHiYHI JOCNiA>KeHHS 3 NiKyBaHHA akHe




3 536 XiHOK 5,4 % NpUNUHUAN YYacTb Y LOCNIMKEHHAX Yepe3 NO6iYHI peakuil, HaNOLWMPeHIWMMK 3 AKUX BYNn po3nagy MeHCTPYaibHOro LUKy (B TOMY YMCAI
MeHOMeTpoparisi, MeHoparis i BariHasibHi KpoBoTeui) (2,2 %).

KniHiuHe gocnig>KeHHs 3 BUBYEHHS 3abe3neyeHHst pofaTHOro craTycy

3 285 xiHOK 4,6 % ocib, AKi 3acTocoByBanv npenapat ka3 Mntoc abo «[pKas», BUALLM 3 yYacTi Y KAIHIYHUX JOCNIKEHHAX Yepe3 Nob6iYHi peakuii. Y = 1 % XiHOK
He criocTepiranncs peakuii, Wo BUMaraiv NPUNMHeHHs yyacTi y JOCNIIKEHHSIX.

KniHiYHI fOCnig>KeHHS 3 BUBYEHHSA 3acTOoCyBaHHA npu NMMAP

3 285 XiHOK 11,6 % NpUNMHUAN y4yacTb Y [AOCNIMKEHHAX yepe3 MO6IYHI peakuii, Ha/nowwmpeHiWMMK 3 SKMX 6ynu HypaoTa/6ntoBaHHA (4,6 %), po3naau
MeHCTpya/ibHOro UMKy (B TOMY YMCNi BariHa/bHI KpOBOTEYI, MeHoparil, MeHCTpYyasibHI po3nafaun, HeperynsapHi MeHcTpyauiil i metpoparii) (4,2 %), nigsuieHa
BTOM/ItOBaHICTb (1,8 %), 60M1icHICTb MOIoUuHMX 3a103 (1,4 %), penpecis (1,4 %), ronosHuiA 6inb (1,1 %) Ta gpaTisnmeicTb (1,1 %).

Cepio3Hi No6iIYHI peakuii

KniHivHi gocnigpkeHHs 3 BUBYEHHSA KOHTPALENTUBHOI Ail: MirpeHs i Aucnnasis LWNAKA MaTKK.

KniHiyHi gocnigpkeHHs 3 NiKyBaHHS akHe: He BiAMIYEHO CePIo3HNX NOBIYHMX peakLii.

KniHiuHe gocnigpKeHHs 3 BUBYEHHS 3a6e3neveHHs (PoNaTHOro cTaTycy: KapumHoma LWUAKKU maTkm O-i cTagil.

KniHiuHi focnifpkKeHHs 3 BUBYEHHSA 3acToCyBaHHA npu MMAP: ancnnasis LWWiKM MaTKu.

[laHi, oTpuMaHi Yy NoOCTMAapPKe TUHTOBUIA NEPIOS

HaBeaeHi Hmk4e NOGIYHI peakuii O6ynv BUSIBMEHI Nif 4Yac MiCNSAPeECTpauiiHOro 3acTocyBaHHA npenapaTy «/kas». OCKifbKM MNOBIJOMMEHHA NPO Li peakuii
HagXxo4unun y Jo6poBifibHOMY MOPALAKY | CTOCYBanMCA NOMynALiT HEBU3HAYEHOr0 PO3MIpPY, He 3aBXAWM MOXX/IMBO LOCTOBIPHO OLIHUTK X 4acTOTy abo BCTaHOBUTYU
MPUYNHHWIA 3B’ A30K i3 3aCTOCYBaHHAM npenapary.

CyAuHHI po3naju: BEHO3HI Ta apTepianbHi TpoMb6oembonivHi nogii (8 Tomy uncni TESIA, TpOM603 rIMGOKUX BEH, TPOMOO3 CYAMH FO/I0BHOr0 MO3KY, TPOMG03 BeH
CITKIBKM, IHPapKT MioKapa Ta iHCYNbT), apTepiasibHa rinepTeHsis (B TOMY YMC/i FiNePTOHIYHUI KpK3).

3 60Ky renaTobiniapHOi CUCTEMU: 3aXBOPHOBAHHSA YKOBYHOI 0 MiXypa, po3naan QyHKLUIT NeYiHKKX, NYXMHU NEYIHKN.

3 60Ky IMyHHOT CMCTeMU: MiABULLEHA YYTAMBICTb (B TOMY UMCNi aHadinaKTUYHa peakLiis).

Po3nagy xapyyBaHHA Ta MOPYLUEHHA OOMIHY PeYOBMH: rinepkaniemis, rinepTpuraiuepuaemis, 3miHU TOMEPaHTHOCTI A0 T/IHOKO3M abo BMNMB Ha MepudepuyHy
IHCYNIHOPE3UCTEHTHICTb (B TOMY YMCAI LLyKPOBWUIA AiabeT).

3 6OKy LWKipW Ta NigWKipHOT KNiTKOBUHK: X/10a3Ma, aHT iIOHEBPOTUYHWIA HAOPAK, BY3NMKOBa epuTeMa, NoniMopdHa eputema.

3 60Ky LLMYHKOBO-KMLLIKOBOTO TPaKTY: 3ana/ibHi 3aXBOPHOBaHHSA KULLEYHUKY.

3 60Ky CKeneTHO-M’A30BOT CUCTEMM Ta CNONYYHOT TKaHUHN: CUCTEMHUIA YePBOHMIA BOBYaK.

TepmiH NpUAaTHOCTI.
36 micAui..
He 3acTocoByBaTunicns 3akiH4eHHA TEPMiHY MPUAATHOCTI,3a3Ha4eHOrOHa yNnakoBL,i.

YM0BM 36epiraHHs.
36epiraTy B HeAOCTYMHOMY AN4 AiTel MicLli npy TemnepaTtypi He BuLe 25 °C.

YnakoBKa.
BnicTep, Wo MicTUTb 28 TabNeTOK, BKPUTUX 060/I0HKOD, Ta CaMOK/IeKa CTPiuKa 3 HAHECEHMM AHAMU TUXKHS B KAPTOHHIA nayi.



Karteropis Bignycky.
3a peLenTom.

BupobHuK.
Baitep ATl.
Bariep Baiimap M'm6X i Ko. KT

Micue3HaxomKeHHsI BUPOOHMKa Ta A0ro agpeca MicLA NPoBaipKeHHS AisiNIbHOCTI.
MtonnepwTtpacce 178, 13353, bepniH, HimeuunHa.
[obepaiHepLuTtpacce 20, 99427 Baiimap, HimeuumnHa.



