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IHCTPYKUISA
JJISE MEIMYHOI0 3aCTOCYBAHHS JIIKAPCHKOI'0 3aC00y

JIEMOHO®
(DIEMONO)

Cknao:

diroua peyosuHa: JIEHOTECT;

1 TabrieTka MiCTUTh 2 MT JII€EHOTECTY;

OONOMINCHI peyosuHU: JAKTO3W MOHOTIAPAT, KYKYPYI3SHUN KpPOXMajlb, MaJIbTOJACKCTPHH,
MarHiro creapart, rinpomenosa 15 cP, turany mioxcua (E 171), makporon 4000, HaTpiro [UTpart.

Jlikapcbka ¢gopma. TabiieTku, BKPUTI TITIBKOBOIO 000JIOHKOIO.
OcHosHi @izuxo-ximiuni eracmusocmi: Kpyrai Ou11 TaONETKH, BKPUTI TTIBKOBOIO OO0OJIOHKOIO
0e3 neeKTiB MOKPUTTS, 3 THCHEHHSM «m» 3 OJTHOTO OOKY.

dapmakoTepaneBTHYHA rpyma.
I'opMoHU cTareBUX 3aJ103 Ta MpenapaTH, 10 3aCTOCOBYIOTHCS MPH MATOJIOT1i CTATEBUX OPraHiB.
ITporectorenu. IloxinHi npernaaieny. Hienorect. Kon ATX G03D BOS.

Dapmakonoziuni enacmugocmi.

Dapmaroounamixa.

JliecHOoTeCcT € TMOXITHUM HOPTECTOCTEPOHY 0Oe3 aHAPOTreHHOi Ta 3 TMEBHOK AaHTHAHIPOTECHHOIO
AKTUBHICTIO, 10 CTAHOBUTH MPHUOJMU3HO OJHY TPETHHY AaKTHUBHOCTI ITUIIPOTEPOHY aIeTaTy.
JlieHorecT 3B’S3y€ThbCS 3 PEleNnToOpaMy MPOTecTepoHy y Matii Tinbku 3 10 % BIAHOCHOMO
adinHicTIO. Beynepeu Hu3bKii aiHHOCTI 10 PELeNTOPIB MPOreCTEPOHY AIEHOTECT Ma€e CUIIbHUMA
nporecToreHHud  edekr in  vivo. JlieHorecT HeE TPOSBISE 3HAYHY  AHJIPOTCHHY,
MIHEPaAIOKOPTUKOIAHY 200 TIIIOKOKOPTUKOIIHY aKTUBHICTb in Vivo.

JlieHoTecT BIUIMBA€E Ha €HAOMETPiO3, 3MEHIIYIOUH €HJOTEHHY MPOAYKIII0 €CTPaIioNy i 3aBIsSKH
qoMy MpurHidye TpodiuHi edexTu ecTpamiony SK Ha €yTOMYHWUN, TaK 1 Ha EKTOIMYHUU
enpometpid. Ilpu Oe3nepepBHOMY 3acTOCYBaHHI MI€HOT€CT NPU3BOJIUTH JO CTBOPCHHS
TIMOECTPOTEHHOTO, TIMEPreCTareHHOT0 €HAOKPUHHOTO CEPeIOBHUINA, IO CIPUUYUHSE TOYATKOBY
JeTHIyalli3aliio TKAaHUHA €HJOMETPIs 3 OIABIIO aTPpOodier0 SHIOMETPIOTIHUX BOTHUIII.

Jani moj10 eeKTUBHOCTI

[TepeBara mpenapaty Ji€HOTecTy MO 2 MT IOPIBHSAHO 3 Tuianebo, Oyia mpoaeMOHCTPOBaHA Y X0/l
TPUMICSYHOTO JOCTIDKCHHS 3 y4acTio 198 marienTok 3 eHmomerpio3om. bink y miisHIN Ta3a,
OB’ SI3aHUM 3 €HJOMETPiIO30M, BUMIPIOBAIIM 32 JOMOMOTOI0 Bi3yalbHOI aHanoroBoi mkamu (0—
100 mm). ITicnsa 3 micsmiB JiKyBaHHS 13 3aCTOCYBAaHHSM JII€EHOTECTy Mo 2 Mr Oyiia BU3HAUeHa




CTaTUCTUYHO JOCTOBIPHA PI3HMIS TMOpPiBHSAHO 3 Twiamebo (A = 12,3 mMm; 95 % HI: 6,4-18,1;
p<0,0001) Ta mnpomEeMOHCTPOBAHO KIIHIYHO 3HAUYYIIC 3MEHIICHHS OO0 TIOPIBHSIHO 3
MOKa3HUKaMH JI0 TIOYATKY JIIKyBaHHS (cepeiHe 3MeHIeHHd = 27,4 MM + 22.9).

UYepez 3 wmicami JIIKyBaHHS 3MEHIIEHHS OO0JII0 y JUISHII Majoro Tas3a, acolilfoBaHOTro 3
eHomerpiozoM, Ha 50 % abo Oinbiue, Oyno gocsaruyto y 37,3 % mamieHTok, siKi OTPUMYBAIN
nieHorect mo 2 wMr (miane6o: 19,8 %) Ge3 BIAMOBIAHOTO 30UIBIIEHHS 103U CYIMyTHHOTO
3HEOOMIOBAILHOIO 3ac00y; 3MEHIIEHHA OONI0 y JUISHILI MAaJoro Tasa, OB S3aHOTO 3
eHgioMeTpio3oM, Ha 75 % abo Ounblle, Takok Oe3 BIAMOBIIHOIO 30UIBIICHHS 103U CYIyTHHOTO
3HEOOTIOBAILHOTO 3ac00y, Oyio nocsarHyTo y 18,6 % maiieHTOK, SKi OTPUMYBAJIX JIIEHOTECT IO
2 mr (tumane6o: 7,3 %).

Bigkpure npo1oBXeHHS 1bOTO M1a1e00-KOHTPOIbOBAHOTO JOCHIHKEHHS TI0Ka3ajo Oe3nepepBHe
3MEHIIICHHSI TTOB’SA3aHOTO 3 €HIOMETPI030M OOJII0 Y AUISHIN Ta3a MpH JIIKYBaHHI TPUBAIICTIO JI0
15 micauis.

Pe3ynbTraTty miane60-KOHTPOJIbOBAaHUX JOCTIIKEHb MiITBEPAKEHO pe3ysbTaTaMHi, OTPUMaHUMHU
y XOAl MIECTUMICAYHOIO JOCHI/PKEHHS 3 aKTUBHUM KOHTPOJEM, TMOPIBHSAHO 3 aroHiCTOM
TOHAJO0TPOIIH-PUIII3UHT TOPMOHY 3 Y4acTIO 252 Malll€eHTOK 3 €HJA0METPIO30M.

VY TppOX IOCHIPKEHHSX 3a y4yacTi 252 Mali€HTOK, sIKi OTPUMYBAJIN JI€EHOTECT JOOOBOIO J03010
mo 2 wmr, OyJ0 MPOAEMOHCTPOBAHO ICTOTHE 3HIDKCHHSI €HIOMETPIOITHUX ypaKeHb uepe3 6
MICSIIIB JIIKyBaHHSI.

VY X011 HEBEIMKOTO MOCTIDKeHHS (n = § Ha Tpymy J03yBaHH:), OyJIO MPOJEMOHCTPOBAHO, IO
3aCTOCYBaHHS Jli€EHOTeCTy J000BOIO /103010 1 Mr Ha m00y 3a0e3nedmsio BiACYTHICTh OBYJISIIT
Bke dyepe3 1 wicaup tepamii. IlpoTuzarmigHy eQeKTUBHICTH Ji€HOTeCTYy MO 2 MI Yy
MacIITaOHIMINX TOCIIKCHHAX HE OLIIHIOBAJIH.

Hani wodo beznexu

PiBeHb €HJOreHHOTO €CTPOreHy TUIbKM TIOMIPHO MPHUTHIYYEThCS IIiJ] Yac 3acTOCYBaHHS
JIEHOTECTY TIO 2 MT.

VY naHuil yac pe3ynbTaTé JTOBrOCTPOKOBUX TOCIIIKEHb MiHEpaidbHOI HITbHOCTI KicTok (MILIK)
Ta PU3HUKY TEPETIOMIB y TAIlIEHTOK, SKI OTPUMYBAIU Al€HOTeCT To 2 Mr, HepoctymnHi. MIIK
ouiHOBaIM y 21 10pOCioi MamieHTKH 10 Ta micias 6 MICsLiB MPUHOMY AI€EHOTECTy MO 2 MT,
3HIKEHHS cepeHboro nokasHuka MILK BusiBneHo He Oyio.

VY 29 namieHTOK, SKi OTpuMyBanu neiinmpopeniny anerat (JIA), 3a Toil ke mepiol cepenHe
3HmKeHHsT ctanoBwio 4,04 % =+ 4,84 (A mix rpynamu = 4,29 %, 95 % Ml: 1,93-6,66, p
<0,0003).

He cnoctepiranocst 3Ha4HOTO BIUIMBY Ha CTaHAApTHI J1a00paTOpHI MOKAa3HUKHU (y TOMY YHUCIII Ha
pe3yabTaTH aHaNli3y KpoBi, 010XIMIUHOTO aHaJi3y KpOBi, PiBEHb MEYIHKOBUX (PEpMEHTIB, piBEHb
mimigaiB Ta HbA1C), mig gac jgikyBaHHS 1IEHOTECTOM I10 2 MT TIpOTAroM 15 micsiB (n = 168).
Hani wodo be3nexu 01 niorimxie

besneky mienorecty mo 2 mr 3a nokazaukamu MIIK mocmimkyBanu y X011 HEKOHTPOJIbOBAHOTO
KIIIHIYHOTO JTOCIIHKeHHS MpoTsaroM 12 micsiiB 3a ydacti 111 mariieHTok miTiTKoBOro BiKy (Bif
12 no <18 pokiB) 3 KIIHIYHO MiJO3PIOBAaHUM ab0 MIATBEp/KEHUM eHaomeTpiozoM. CepenHs
BigHocHa 3miHa MIIK nonepekoBoro Bimainy xpedta (L2 — L4), mopiBHAHO 3 MOKa3HUKAMU 10
MoYaTKy JikyBaHHs, y 103 mamieHToK, skuM 31iHcHIoBanu BuMiproBanus MILK, ctanoBuna —1,2
%. IloBTOpHE BUMIpPIOBAaHHS uepe3 6 MICAIIB Micis 3aKIHYSHHS JIKYBaHHS y MIArPYIIi MAI[ieHTOK
31 3umxeHuMu 3HadeHHIME MUK cBigunno npo nigsumenss MILK go —0,6 %.

besnexa 0oeeompusanoi mepanii

Byno mpoBeneHO MOBrocTpoKOBE MIiCIspeEcTpalliiHe aKTUBHE CIIOCTEPEKHE MOCTIHKCHHS 3
METOI0 BUBYEHHS YaCTOTH BUHUKHEHHS a00 MOTIpIICHHS KJIIHIYHO 3HAYYIIOoi ienpecii Ta aHemil.
3araioM B JOCHiPKeHHI Opamu y4acth 27 840 KIHOK 13 HEMIOAaBHO NPU3HAYEHOIO
TOPMOHAJIBHOIO TEPAIi€0 SHIOMETPI03Y, AKi MPOXOIMIN CIIOCTEPEKEHHS MPOTATOM TEPMIHY 10
7 POKIB.

Beboro 3023 >kiHKM pO3MOYMHANM JIIKYBAaHHS 3a MPU3HAYEHHSAM 2 Mr JieHorecty, a 3 371
MAIlEHTKU - 32 TNPU3HAYEHHSAM IHIIMX 3aTBEPIKEHUX JIIKAPCHKUX 3ac001B s JIIKyBaHHS
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CHJIOMETpio3y. 3arajbHe CKOPUTOBAaHE CIIIBBIIHONICHHA pHU3UKYy aHeMii MOPIBHIHO MiX
MaIieHTKaMM, sKl MpUManu Jl€HOrecT, Ta NallleHTKaMH, sIKi MpUIMaid 1HII 3aTBEpKEHI
JiKapchKi 3acobM Ui JIIKyBaHHA eHioMmeTpiody, crtanoBwio 1,1 (95% MAI: 0,4 - 2,6).
CkopuroBaHe CHIBBIIHOLIEHHS PU3MKY JEIpecii MOPIBHAHO MIXK Malll€EHTKAaMU, SIKI MPUHUMAIOTh
JIEHOTECT, Ta MAIliEHTKaMU, SKi MPUAMAaNK 1HII 3aTBEPKEHI JIKapChKi 3aCO0U AJIs JTIKyBaHHS
engomerpiozy cranoBwio 1,8 (95% /JI: 0,3-9,4). He mMoxHa BUKIIOUATH JACIIO ITiIBUIICHUN
PH3HK Jernpecii y MarieHToK, 0 NPUAMAIOTh JIEHOTECT MOPIBHAHO 3 1HIIMMHU 3aTBEPKCHUMHU
JKapChKUMU 3ac00aMu JUIs JTIKyBaHHS €HJIOMETPI03y.

Dapmarokinemuxa.

Abcopbuis

[Ipu nepopanbHOMY mpuiioMmi BiIOYBa€eThCs IIBUIKA Ta Mailke MoBHA aOCOpOIs IIEHOTECTY.
MaxkcuMasnbHa KOHLEHTpaIlisl B CUPOBATIl KPOBi, 47 HI/MII, TOCATA€THCS BIPOAOBXK 1,5 TroauHU
miciast  ofHOpa3oBoro  mpuiiomy.  biogoctymnicts  ctaHoBUTH  mpubmuzHo 91 %.
dapmaKkoKiHETHKA AI€EHOTECTY 3aJ€XKHUTh BiJ 103H Yy Jiana3oHi 103 1-8 mr.

Posnonin

JlieHorecT 3B’SA3YETbCS 3 CHPOBATKOBUM albOyMIHOM Ta HE 3B’A3Y€TbCA 3 TJIOOYIiHOM, IIO
3B’ s13ye crateBi ropmonu (['3CC), abo rimodyminom, mo 3B’ s13ye kopTukoinu (I'3K). Jlume 10 %
BiJl 3arajbHOI KOHIEHTpalii TIEHOTeCTY y CHPOBATIl KpPOBI 3HAXOIATHCS Yy BHUIJISI BIIBHOTO
crepoiny, a 90 % — nHecrienudivHO 3B’s13aH1 3 AITBOYMIHOM.

OueBuaHMN 00’€M PO3MOIUTY TIEHOTECTY CTaHOBUTH 40 1.

biorpancdopmanis

JliecHoTeCcT TOBHICTIO MeETaboMi3yeThCs BIIOMUMH IIIJISIXaMH METa0oJi3My CTepoinmiB, 3
YTBOPEHHSM INEPEeBaXKHO €HJOKPUHOJIOTTYHO HEaKTUBHUX MeTabomiTiB. Ha mifcrasi qociiakeHb
in vitrota in vivo CYP3A4 € romoBHum ¢QepmeHnToM, sikuii Oepe ydacTb y MeTabomi3mi
nieHorecty. BuBeneHHs mux MeTaboITIB BIIOYBAETHCS Ty’KE IMIBUAKO, TIPH IIBOMY JIIEHOTECT y
HE3MIHEHOMY BUTJISI 3aJIMIIAETHCS TOJIOBHOIO (DPAKIII€I0 Y MIa3Mi KPOB.

HIBUaKICTH KIIIPEHCY 3 CUPOBAaTKU KPOB1 CTAHOBUTH 64 MII/XB.

Busenenuns

PiBenp JieHOrecTy B CHpPOBaTLi KpoOB1 3HWXKYETbCS JBo¢dazHo. TpuBamicts mnepioay
HaMiBBUBEACHHS Yy TepMiHaJbHIM a3l cTaHoBUTh npubau3Ho 9-10 roaun. JlieHorect
BUBOAUTHCS Y (hOopMi METaOOJITIB 13 CEUe0 Ta KajloM Y CIIBBIIHOIICHHI MpuoOau3Ho 3:1 micis
nepopanbHoro npuiiomy y no3i 0,1 wmr/kr. Ilepion HamiBBUBeAEGHHS MeTaOOJITIB 13 ceuero
ctaHoBUTh 14 ronun. Ilicns opanbHoro npuiiomy npudiauzno 86 % BBeAEHOT J03M BUBOJUTHCS 3
OpraHi3My MpOTATOM MIECTHIEHHOTO Mepioay, Oiibllla YacTHUHA Ii€i KUTbKOCTI BUBOAMUTHCS Y
nepii 24 ToAUHU, TOJOBHUM YHHOM 13 CeYero.

CraH ITMHAMIYHOT PIBHOBAru

dapmakokiHeTUKa nieHorecty He 3anexuTh Big piBHA [3CC. Ilpu moneHHomy mpuiiomi
KOHIIEHTpAllis PEYOBHHHU Yy CHUpPOBATLi KpoBi 3poctae B 1,24 pasu, AocCsIrarodyu piBHOBAaXKHOTO
crany miciast 4 JHIB 3acrocyBaHHA. DapMakoKiHETHKAa JIEHOTECTY Miclsi IOBTOPHOTO
3aCTOCYBAaHHSl [JIEHOTECTY MO 2 MI MO)XXe OyTHM NpOTHO30BaHa Ha MIiJACTaBl JaHUX MO0
(hapMaKOKIHETUKU OIHIET TO3H.

Tayienmu 3 HUPKOBOIO HEOOCMAMHICIO

CrerianizoBaHUX JTOCIIHKEHb J1€HOTECTY 10 2 MI IIPH 3aCTOCYBaHHI Mall€eHTaM 3 MOPYIICHHSIM
(byHKILIT HIPOK HE POBOIUIIH.

Tlayienmu 3 neuinko6ow HedOCMamHicmio

CremnianizoBaHUX JAOCHIHKEHb JIEHOTECTY M0 2 MT IPHU 3aCTOCYBaHHI Malli€eHTaM 3 TOPYIICHHSIM
(GyHKIIT IeY1HKH HE TPOBOIMIIH.

Jloxniniuni oani 3 besnexu.

JlaHi JOKJIIHIYHUX JOCTIIKEHb HE CBIIYATh MPO HASBHICTH CNEUU(IYHOTO PU3UKY IS JIIOJUHU
Ha TMJICTaBl CTaHJAPTHUX JIOCIHIDKEHb TOKCHYHOCTI TMpH Oararopa3oBoMy MpHiioMi,
T€HOTOKCHYHOCTI, KaHIIEPOTeHHOI il Ta TOKCHUYHOTO BIUIMBY Ha PENPOAYKTHBHY (DYHKIIIFO.

3



IIpote cmig Opatu 10 yBard, IO CTaTeBl CTEPOINM MOXKYTh CIPUATH POCTY MEBHHUX
TOPMOHO3JIEKHUX TKAHUH Ta ITyXJIUH.

Kainiuni xapakrepucTuKu.
Ilokasannus.
JlikyBaHHS €HIOMETPI03Y.

IlIpomunoxazanns.

JlieMOHO® HE CJIijl 3aCTOCOBYBATH Y BHIIAJIKY HASBHOCTI OYy/b-SIKOTO 3 HIKYE3a3HAYEHHUX CTAHIB
a0o 3axBoproBaHb. llsg iHpOpMarliss 4acTKOBO OTpUMaHa Ha TIACTAaBl 3aCTOCYBaHHS IHIIUX
IpernapariB, 10 MICTATh TUIBKH MpoOrecToreH. SKmo Oyab-akuil i3 IUX cTaHiB a00 3aXBOPIOBaHb
BMHUKAE MiJ] 9ac 3aCTOoCyBaHHA J{ieMOHO"™, IPUITOM IIpemapary CIIii HEraiiHO MPUITUHUTH:

- rinepuyTIUBICTh 0 aKTUBHOI pEYOBHMHH a00 10 OyJb-SIKUX TOMOMDKHUX PEYOBHH, IO
BXOJISITH JI0 CKJIJTy Tpenapary;

- BEHO3HA TpoMO0eMOOIIisl B aKTHUBHIN opMmi,

- aprepiayibHi a00 Kapl0oBacKyJSpHI 3aXBOPIOBaHHS HUHI a00 B aHaMHe31 (HampuKial,
iH}apKT MioKapaa, IHCYJIBT, iIeMiuHa XBopoOa cepiis);

- IyKpOBUH A1a0eT 3 ypaKeHHSIM CYAHH;

- TSDKKI 3aXBOPIOBAHHS NMEYIHKM HUHI 00 B aHAMHE31, IOKU MOKAa3HUKU (YHKILINA MEeYiHKU
HE TOBEPHYTHCS JI0 HOPMHU;

- MYXJIMHY NTEYiHKY HUHI a00 B aHaMHe31 (100posKicHI a00 3710SKICHI);

- BiJIOMI 200 Mi03pIOBaHI1 3105KICHI MMyXJIMHU, 3aJI€XKH1 BiJ] CTATEBUX TOPMOHIB;

- BariHajgbHa KpOBOTEYA HE3 SICOBAHOI €TIONOT].

B3aemodia 3 inmumu nikapcokumu 3acovamu ma inuwii 6uou 63a€Emo0il.

[Ipumitka: 111 BHSIBJICHHS MOJKJIMBUX B3a€MOJIN CIiJ O3HAHOMUTHUCSA 3 IHCTPYKIISIMHU ISt
MEJIUYHOTO 3aCTOCYBAaHHS JIIKAPChKHUX 3aC00i1B, K1 MPUIMAIOTh OJJHOYACHO.

Bnnue inwux npenapamis na Jliemono®

MeTab0:113M IpOrecToreHiB, BKIOYAIOUN J1I€EHOTECT, 3/IIHCHIOETHCS TOJIOBHUM YHHOM CHCTEMOIO
uutoxpomy P450 3A4 (CYP3A4), mo po3ramoBaHa y ciIu30Bii OOOJOHII KHMIIEYHUKY Ta B
neuinii. Tomy iHaykropu a6o inriditopy CYP3A4 MoxyTh BIJIMBATM Ha MeTaboIi3M
MIPOTECTOTEHY.

30UIbIICHHA KIIPEHCY CTaTeBUX TOPMOHIB uepe3 IHAYKLII0 (EepPMEHTIB MOXKe 3MEHIIUTH
TepaneBTHaHui edekr J[ieMOHO" Ta Tpu3BeCTH 10 MOOIYHMX peaxiliif, HaIpUKIa[, 10 3MiH
XapakTepy MEHCTPYaIbHOI KPOBOTEUI.

3MEeHILIeHHS! KJIIPEHCY CTaTeBUX TOPMOHIB 4Yepe3 MPUTHIYeHHS (PEpMEHTY MOKE 3YMOBHUTH
301IbIICHHS] TIOKAa3HUKIB €KCIO3MIIII JI€HOTeCTy, 10 MOKE MPHU3BECTU JI0 PO3BUTKY MOOIYHHUX
peaxiii.

- Pe4yoBuHM, 10 MiJBUIIYIOTh KJIIPEHC CTATE€BUX TOPMOHIB (3HMXKEHHS €(QEKTHUBHOCTI
BHACJI/I0K 1HAYKYBaHHS (DEpMEHTIB), HAIPUKIIA], €:

¢enitoin, OapbiTypaTH, NpUMiIOH, KapOamaszemiH, pudammilMH, a TaKoX, MOXKIMBO,
OKcKapOasemiH, Tomipamart, ¢enpbamar, rpu3eodysibBiH Ta 3aco0M, M0 MICTITh 3BIpOOiit
(Hypericum perforatum).

[aaykuis depmeHTIB MOXIIMBA MICHS JIEKUIBKOX IHIB JIIKYBaHHA. MakcuMalbHy 1HAYKLIO
(bepMeHTIB, SIK MPABUIIO, CIIOCTEPIraloTh Yepe3 AeKiIbKa THKHIB. [licas NpunMHEHHS JTiKyBaHHS
1HAYKLIS pepMeHTIB MoKe 30epiraTics MpOTIroM YOTUPHOX THIKHIB.

Hiro ianyktopa CYP 3A4 pudamninuHy BUBYQIM y JOCHIIKEHHI 13 BKIIOYEHHSIM 370pPOBUX
KIHOK y TIOCTKJIIMaKTepUIHOMY Tiepiosii. OiHOYacHE 3aCTOCYBaHHS pu(amMmIiluHy Ta eCTpaaiony
Bajiepary//iieHorecTy B TabJeTKaxX MPU3BEJIO J0 ICTOTHOTO 3HMKEHHS pIBHOBAYKHOI KOHIIEHTpAIiT
Ta MOKa3HUKIB CUCTEMHOI'O BILTUBY JIIEHOTECTY Ta ecTpaaiony. CUCTEMHMI BIUIUB JIIEHOTECTY Ta
ecTpaliony y piBHOBaKHOMY cTaHi, BUMIpsHUN 3a 3HA4eHHSAM AUC (24 romumm), 3MEHIIMBCA Ha
83 % T1a 44 % BiAMOBIIHO.
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- Pe4yoBuHM 3 pi3HUM BILUTUBOM Ha KIIIPEHC CTaTEBUX TOPMOHIB.

[Ipy omHOYAacHOMY 3acTOCYBaHHI 31 CTaTeBUMHM TOPMOHAaMH, BeJIHMKa KUIBKICTh KOMOIHAIii
iHrioiropis  BIJI-npoTeasn Ta HEHYKJICO3WIAHMX 1HTIOITOPIB 3BOPOTHOI TpPAaHCKPHIITa3H,
BKItoyatoun komoOiHamii iHriditopiB BI'C (Bipycy rematuty C), MoxiuBe 30UIbIIEHHS a0o0
3MEHIIEHHS PIBHA MPOrecTUHY B Mia3Mi KpoBi. CyKynmHUIl BIUIMB TakuxX 3MiH MOxe OyTH
KJIIHIYHO 3HAYYIIUM Y JCSKUX BUIAIKaX.

- PedoBuHM, 1110 3HIKYIOTH KIJIIPEHC CTaTEeBUX TOPMOHIB (1HT101TOpH (hepMEHTIB):
Hienorect € cyoctpatom muroxpomy P450 (CYP) 3A4.

KniniuHa 3Ha4yymiicTh NOTEHUIHHUX B3a€EMOJIM 3 1HriOiTOpaMu (QEepMEeHTIB 3alIMIIA€THCS
HEB1IOMOIO.

OnHouacHe 3acTocyBaHHs cuiabHOZitouMx iHriOitopiB  CYP3A4 wMoxe 30uiblIyBaTH
KOHIICHTpAIIIIO JIEHOTECTY Y Tuta3Mi KpoBi. [Ipyn ogHOYAaCHOMY 3aCTOCYBaHHI 13 CHIIBHOAIIOYUM
iHriditopom ¢epmenty CYP3A4, KeTOKOHA30J0M, CIOCTEpiragu IMiJBUIICHHS 3HA4YEHHs
AUC (024 romummy TIEHOTECTY y PIBHOBaXHOMY cTaHl y 2,9 pa3u. OpHOYacHE 3aCTOCYBAaHHA 3
MIOMIPHUM 1HTIOITOPOM, €PUTPOMIIIMHOM, MpU3BoAWIO A0 miaBuIIeHHsS 3HauYeHHA AUC(o 24 rommm)
JIEHOTECTY Y pIBHOBaKHOMY CTaHi B 1,6 pa3u.

Bnnue [liemono®na inwi nikapcoki 3acobu

3a pe3ynbTaTaMu JOCTIKeHb 1HTI0YBaHHS in Vitro KIIHIYHO 3HAYYIA B3a€MOJIS JTIEHOTECTY 3
IHIIUMHM  JTIKApCBKUMH ~ 3aco0aMM, MeTaboJli3M SIKHX OIOCEPEIKOBYETbCA (epMEHTaMU
nutoxpomy P450, € ManoiiMoBipHOIO.

Bzaemoois 3 xapuosumu npooykxmamu

CranapTu30BaHa ia 3 BICOKMM BMiCTOM KHPIB HE BIUIMBaIa Ha 0i010CTymHiCTh JlieMoH0".
Jlabopamopwni ananizu

[IpuifoM mnporecToreHiB Moe BIUIMHYTH Ha pe3yJIbTaTH JESKUX J1a0OpaTOpHUX aHai3iB,
30KpeMa Ha OIOXIMIYHI MapaMeTpu TMEYiHKH, LIMTOBUAHOI 3aJI03M, (YHKIII HUPOK Ta
HAJHUPKOBUX 3aJ103, piBHI OLIKIB (HOCIIB) y Mja3Mi KpoBi (HampHKIa] IJIOOYIiHY, IO 3B’S3y€
KOPTUKOiNM, Ta Qpakuii IimiaiB/IinonpoTeinis), mapameTpu MeTadoii3My BYIJIEBOIIB Ta
MOKa3HUKM Koarynsamii Ta (iOpuHOMi3y. 3MiHH, SK MpaBWIO, 3aJUINIAIOTBCI Y MeEXKax
1a00paTOPHOT HOPMHU.

Ocobnueocmi 3acmocyeanns.

3acTepesKeHHs

Ockinbk JIieMOHO® MIiCTUTB JIMIIE TIPOrECTOrEH, BBAKAETLCSA, IO OCOOJIMBI 3aCTEPEKEHHS Ta
3axonu Oe3NMeKku TMpH 3acTOCYBaHHI MpernapaTiB 3 BMICTOM JIMIIE MPOreCTOreHy TaKOoX
crocytoThes Jliemono®.

VY Bumagky HasBHOCTI a00 3aroCTpeHHI OyAb-SIKOTO 3 3a3HAYEHMX HIKYE CTaHIB/(aKkTOpiB
PHU3UKY 1HAMBIAYaJdbHUH aHaNi3 CIIBBITHOIICHHS PU3UKY — KOPHUCTI CJiJ TMPOBECTH IeEpen
OYaTKOM a00 MPOJOBKEHHAM Teparii i3 3actocyBanuam JlieMmono”.

Tspkki MAaTKOB1 KpOBOTEU1

MaTtkoBa KpoBOTeYa, HAMPUKIIAJ, Y *KIHOK 3 aIeHOMIO30M MaTKH abo JeiiOMiOMOI0 MaTKH MOXKe
TIOCHJIIOBATHCS TIpU 3acTocyBanHi JlieMoHO®. SIKIIO KpOBOTEYa BUpPaKEHA i HE TPUIUHAETHCS
MPOTSITOM TPHBAJIOTO Yacy, BOHA MOXKE MPHU3BECTH 10 aHeMil (y JCSKHX BHIIAJKaX TSHKKOQ). Y
BHIIJIKy PO3BUTKY aHEMIl CJIiJl pO3TIIIHYTH JOLLIBHICTS NpUIMHEHHS Tipuiiomy JlieMoHo®.
3mina xapakxmepy Kpogomeui

VY OUIBLIOCTI MALi€HTOK MpPU NPUHOMI JI€EHOTECTy MO 2 MI BiJOyBaeTbCsi 3MiHa XapakTepy
MEHCTpyaJIbHOT KpoBoTeui (AuB. po3ail «I1o61uH1 peakiiin).

Iopywenns kpogoobizy

B emimemionoriyHux AOCTIDKEHHSIX OTpUMaHO HeOaraTo CBIAYEHb 3B’S3Ky TpenapariB 3
BMICTOM JIMIIE€ TPOTECTOT€HY 31 3pPOCTaHHAM PHU3HMKY PpO3BUTKY iH(apKTy Miokapia abo
uepedpanbHoi TpoMO60oeMOoIii. PU3nK ceplieBo-CyIMHHUX 1 epeOpalbHUX SBUIL ACSIKOIO MIPOIO
OB’ s13aHUH 3 BIKOM, apTeplalbHOIO TIMEPTEH31€I0 Ta KypiHHAM. Y KIHOK 3 TINEepPTEeH31€10 PU3HUK




IHCYJIbTy MOXeE Jenio 30UIbIIyBaTHCS TNpH 3aCTOCYBaHHI IpernapariB, IO MICTATh JIMIIE
MIPOTECTOTCH.

Jleski JOCHIPKEHHsI CBiAYaTh NMPO ICHYBaHHS IEBHOTO, MPOTe HE CTATHMCTUYHO 3HAYYIIOTO
30UTBIIIEHHSI PU3MKY PO3BUTKY BEHO3HOI TpoMOoemOomii (TpoM003 TIMOOKHX BEH,
TpoMOoeMOoJIisl JereHeBOi apTepii), MOB’SI3aHOT0 3 BHUKOPHCTAHHSM IMpemnapariB, IO MICTATh
JIUIIE TPOTeCTOreH. 3arajibHOBIIOMUMHU (pakTopamH, IO MiABUILYIOTH PU3UK BUHUKHEHHS
BeHo3HO1 TpomOoeMbomii (BTE), € nactymHi: ocobuctuit abo cimeiiHuii aHamHe3 (HaIpUKIA],
Bunagku BTE y 6patiB uu cecrep abo 6aThKiB y BiJIHOCHO MOJIOJIOMY BiIli), BIK, OKMPIHHS,
TpuBaja IMMOOLTI3allisl, BENUKI XIpYpriuyHi BTpy4YaHHs abo TpaBMHU. Y BHIIQJKYy TpUBAIOl
iMMOGimizanii peKOMEHIYEThCA NPUIMMHUTH 3acTocyBanHs JlieMoHo" (y BHMIQAKy IUIAHOBHX
oreparii moHaiMeHIe 3a 4 THXKHI J0 11 MPOBEJCHHs) 1 HE MOHOBIIOBATH HOrO MPUHOM 3HOBY
paHile HiXk yepe3 2 THXKHI MICIs TOBHOTO BITHOBJIEHHS PyXOMOCTI.

Heo0xigHo mam’sTaT Mpo MiJBUIIEHHS PU3MKY PO3BUTKY TPOMOOEMOOIIi y MiCIsAIOI0rOBOMY
nepioi.

VY pa3i BUHUKHEHHsS CHUMIITOMIB BEHO3HHMX Ta apTepiajibHUX TPOMOOTHUHHUX 3aXBOpPIOBaHb a0o0
M1J03pY HA HUX JIIKYBaHHSI CJIi MPUIMHUTH HETaiHO.

Llyxaunu

Mera-anani3 54 enigeMioNoTiYHUX JOCIHIKEHb CBIIYUTh PO HE3HAYHE 3pOCTaHHS BiTHOCHOTO
pmsuky (BP = 1,24) po3BuUTKy paky MOJOYHOI 3aJ03M y KIHOK, $IKI 3aCTOCOBYIOTh OpaJbHI
koHTpanentuBu (OK), TONMOBHMM 4YHHOM Ti, IO MICTATh €CTPOTeH-TIPOrecToreH. Takuit
MiABUIEHUH PU3HMK IOCTYNOBO 3HUKae mporsaroM 10 pokiB TMmicis 3aKkiHYEHHS HOpuioMy
KoMOiHOBaHUX opanbHUX KoHTpauenTuBiB (KOK). Ockiibku pak MOJIOYHOI 3aJI03U Yy >KIHOK
BikOM 710 40 pOKiB 3yCTpid4aeThCs PiAKO, 30UIBIICHHS KUIBKOCTI BHUIAJKIB JIarHOCTHKH PaKy
MOJIOYHOT 3ajJl03W y JKIHOK, SKI 3aCTOCOBYIOTh abo HemiomaBHO 3actocoByBain KOK, €
HE3HAUYHUM II0JI0 3arajlbkHOTO0 PH3UKY paKy MOJIOYHOi 3ajo03U. ICHye OJHAKOBHHM pPH3UK
BUSIBJICHHSI PAaKy MOJIOYHOI 3aJI03U Yy KIHOK, SIKi MpUHAMalld TpenapaTH, M0 MICTAThH JIHIIE
nporectored, abo KOK. Xoua iHdopmaris, 10 CTOCYeThCS NpemnapartiB, fKI MICTATh JIUILE
MIPOrecTOreH, 0a3yeThCss Ha HAOAraTo MEHIIM KUIBKOCTI JKIHOK, SIKI X 3aCTOCOBYIOTh, 1 TOMY
BOHA € MEHII NEePEKOHINBOIO, HIX JaHi, 1o crocytoThest KOK. PesynbraTi iux pociikeHp He
HAJal0Th J0Ka31B ICHYBaHHS MPUYMHHO-HACIIIKOBOTO 3B’ s13Ky. [1iIBUIIEHHS pU3UKY MOXe OyTH
3yMOBJICHE $K OUIBII paHHbOI JIarHOCTHUKOIO paKy MOJIOYHOI 3aJ03M Y KIHOK, SKi
3actocoByioTh OK, Tak i 010/I0T14HOIO Ai€l0 IUX MpenapaTiB abo moegHaHHSAM 000X (haKTOpiB.
BigzHaueHo TEHJAEHIIIO, IO paKk MOJIOYHOI 3aJi03H, BUSBICHHUH Yy JKIHOK, SKi KOJU-HEOYIb
npuiiManu OK, KIiHIYHO MEHIII BUPa)KeHUH, HIK Y JKIHOK, SIK1 HIKOJIM HE 3aCTOCOBYBAJIM OpaJibHI
KOHTpAIETI TUBH.

VY MOOJMHOKMX BHUMAJKAX Y *KIHOK, K1 3aCTOCOBYBAJIM TOPMOHAJIbHI PEYOBHMHH, MOAIOHI /10 TI€T,
1o MictuTh J{ieMoHO®, criocTepiranu g00pOsIKICHI, a Ie pijlie — 3I0AKICHI IyXJIMHU Nedinku. B
OKpEeMHX BUMAJIKaX TaKi IMyXJIMHU TMPU3BOIMIH IO HEOE3MEYHOT IS )KUTTS BHYTPIIIHEOUEPEBHOT
KpoBOTeui. Y BHMNAJKy BHUHUKHEHHS CKapr Ha CWJIbHUH OUIb B emiracTpajipHiN IiIsHIN,
301IbIIEHH] TEeUYiHKH ab0 TOSBHM O3HAK BHYTPIIIHbOYEPEBHOI KpOBOTEYl Npu IudepeHIiiHii
JIarHOCTHINl CJiI BpPaXxOBYBAaTH MOXJIMBICTh HAsABHOCTI MyXJIMHU TMEYIHKU Yy JKIHOK, SKi
npuiiMaroTs JlieMono®.

Ocmeonopo3s

3MiHN MiHEpaIbHOI MUTEHOCTI KicTKoBOi TKaHuHU (MIIKT).

3acTocyBaHHS JI€HOTECTY IO 2 MT, y Teparii miamiTkiB (12 — < 18 pokiB) npotsarom 12 micsiis
aCoOIlIOBAJIOCS 31 3HWKCHHSAM CEPEAHBOTO TIOKAa3HWKA MIHEPAIbHOI IIUIBHOCTI KICTKOBOT
tkanuan (MIIKT) y momepekoBomy Bimaini xpedra (L2 — L4). Cepenns BigHOCHa 3MiHa
nokazHuka MIIKT nHa erami 3akiHUeHHS JIIKyBaHHS MOPIBHSHO 3 MOKAa3HUKaMHU IO MOYATKY
mikyBaHHs ctaHoBuna 1,2 % 3 giamazonom mixk —6 % 1a 5 % (AL 95 %: —1,70 % ta —0,78 %,
n=103). IloBTopHe BuUMIpIOBaHHS uepe3 6 MICSIIB Mics 3aKIHYEHHs JIKyBaHHS y MIArpymi 3i
3HmkeHuMH 3HadeHHsAMH MIIKT mokasano TeHAEHIII0 10 BiTHOBICHHS (cepeaHs BiJHOCHA
3MiHa BiJl TIOYATKOBHMX TMOKa3HWKIB: —2,3 % mpu 3aBepiieHHi JjikyBaHHsa Ta —0,6 % depe3 6
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MICSIIIB MiCIsl 3aKIHYCHHS JIIKYBaHHS 3 Aiama3oHoM Bix —9 % mo 6 % (I 95 %: —1,20 % Ta 0,06
% [n=60]). 3HMWKEHHs MiHEPAIBHOI IIUTBHOCTI KICTKOBOi TKAaHMHU Ma€ OCOOJMBE 3HAYEHHS Y
IUTITKOBOMY Billl Ta y paHHIN Mepiojl CTaTeBOTo J03piBaHHS, KPUTHUHUM Nepio]l pOCTY KiCTOK.
Hesigomo, un 3menmenass MIIKT y miii momynsuii 3yMOBUTh 3HM)KEHHS MIKOBOi KICTKOBOT
Macu Ta MiABHILEHHS PHU3MKY IepesioMy KICTOK Yy JITHbOMY Bimi (auB. po3nimm «Crocid
3aCTOCYBaHHSA Ta 031W» Ta «DapMakoIuHAMIKAY).

VY nauieHToK, 5Kl 3HAXOAATHCS Y TPYII MiJBUILEHOTO PU3UKY OCTEONOPO3y, HEOOXiIHA peTenLHa
OIIiHKA CIBBiHOIIEHHsS KOPHMCTi — PM3UKY IO MOYATKy Tepamii i3 3acTocyBaHHsaM JlieMOHO",
OCKUTbKM CHJIOTEHHMH pIBEHb €CTPOreHy IOMIPHO B3HMXKYETbCS Yy Tepiof Tepamii 13
3aCTOCYBaHHSM IIHOTO JIIKAPCHKOTO 3ac00y (IUB. po3ail «DapMakoIMHAMIKAY ).

AJleKkBaTHE HAJIXO/KCHHS Kanblilo Ta BiTamiHy D 3 xapuyBaHHsIM abo y (opMi TIE€THYHHX
N00aBOK € BayKJIMBUM JIJIsl 3/J0POBOTO CTaHY KICTKOBOI TKAaHWHU Y KIHOK YCIX BIKOBUX KaTeropii.
Inwi cmanu

3a CTaHOM THAIlIEHTOK 3 JENpEci€el0 B aHaMHE3l CIiJ] PeTelbHO CIOCTEpirath 1 MPUIUHHUTH
3aCTOCYBaHHS IpernapaTy Mpy PO3BUTKY BUPaKEHUX MPOSIBIB JIenpecii.

JlieHorecT, SIK NMpaBWUJIO, HE BIUIMBAE HAa apTepiajJbHUIl THUCK y HOPMOTEH3WBHUX XKIHOK. Y
BHIIJIKy PO3BUTKY TPMBAJIOI KJIHIYHO BUPAKEHOI rimeprensii mia yac 3acrocyBadus JlieMoHo™
PEKOMEHIyEThCS BIIMIHUTHU HOTO Ta JIIKYBaTH TIEPTEH3II0.

[Tpu peruuBi XOJIECTaTUYHOI XKOBTSAHUII Ta/ab0 cBepOEXKy, 110 BUHUKAIM Y Tepio] BariTHOCTI
ab0 TOMEPENHBOr0 3aCTOCYBAHHs CTATEBMX CTEPOIIiB, TOAANbIIE 3acTOCyBaHHs JlieMono®™ cirin
MPUTTUHUTH.

JlieHorecT Mok€ MaTu HE3HAUYHUN BIUIMB Ha MepUPEpUyHY I1HCYJIIHOPE3UCTEHTHICTh Ta
TOJICPAHTHICTh 1O TIMOKo3W. JKiHKM, XBOpl Ha I[yKpoBHMH JiabeT, 30KpeMa i3 TecTaliiHuM
I[yKPOBUM J1a0eTOM B aHaMHE3l, MIOBUHHI PETEIbHO O0OCTEXKYBATHUCS IMPOTATOM 3aCTOCYBAHHS
Hiemono®.

[HOMI MOXeE po3BUBATHCS XI0a3Ma, OCOOIMBO Yy JKIHOK 3 XJI0a3MOIO BariTHUX B aHaMmHe31. JKiHKH,
CXWJIbHI JI0 BUHUKHEHHS XJI0Oa3MM, MOBMHHI YHUKATH Jii NPSIMUX COHSYHUX IMPOMEHIB abo
yALTPadioaeTOBOr0 BUMPOMIHIOBAHHS TTijl yac npuiomy JlieMoHo”.

IMOBIpHICTP T03aMaTKOBOi BariTHOCTI y JKIHOK, $IKI BHMKOPHUCTOBYIOTH JJIsI KOHTpalemiii
IpernapaTv, L0 MICTATh JHIIE NPOreCTOreH, € BHILNOK, HDK Y JKIHOK, SIKI 3aCTOCOBYIOTbH
KOMOIHOBaHI OpajibHI KOHTPALENITUBU. TOMY JJIs1 )KIHOK 3 103aMaTKOBOIO BariTHICTIO B aHaMHe31
a6o mopymeHHsIM (YHKIIH MaTKOBMX TpyO mpusHadatH JlieMOHO® CIIii BUHATKOBO MiCIIst
pETeNbHOI OIIHKY CITiBBIIHOIICHHSI KOPUCTH/PU3HK.

ITig wac 3actocyBanHs JlieMOHO™ MOKJIMBA MOSBA MEPCUCTEHIIT (QOMiKyiB (iX 4acTO HA3MBAIOTh
(GYHKIIOHATBHUMHU KICTaMHU s€YHUKIB). binbmricte nux ¢omikyniB € 0e3CMMINTOMHHMMH, XOo4a
JesiKl MOJKYTh CYIIPOBOIKYBATHCS 00JIeM y TUISIHII Ta3a.

Jliemono® Mictuth nakTo3y. 1 Tabmerka MicTuTh 48,6 Mr jakTo3u MoHorigpary. Ilamienaram 3
PIAKICHUMH CHaJIKOBUMHU 3aXBOPIOBAaHHSIMH, HETIEPEHOCUMICTIO TaJlakTO3H, AC(PILUTOM JIaKTa3u
200 MajibaObCOPOIErO0 TIIOKO3HM-TATAKTO3U He Cli npuiiMaty JlieMoHO®.

Le#t nmikapcbkuii 3aci6 MICTUTH 23 M HaTpilO HUTpaTy B OAHIM Tabnetui. Cnijx 6yt o0epekHUM
IIPY 3aCTOCYBAHHI Malli€HTaM, SIKi 3aCTOCOBYIOTh HAaTPi-KOHTPOJIbOBAHY JI€TY.

3acmocyeanns y nepioo eazimuocmi abo 200y8aHHs epyoor.

BariTHicTb

IcHyrOTH OOMEIKEHI JTaHi 1010 3aCTOCYBAHHS JII€EHOTECTY BariTHUM JKIHKaM.

JlocnmipkeHHsT Ha TBapHHAX HE BKa3ylOTh Ha NpsMUil abo HempsMuil HeOakaHW BIUIMB IIOA0
PENpPOyKTUBHOI TOKCHYHOCTI (IUB. po3/ii «DapMaKOKIHETHKAY ).

JlieMOHO® He CIil 3aCTOCOBYBATH BariTHUM J>KiHKaM, TOMY IO HEMae MOTPeOW JIiKyBaTH
€HJIOMETP103 y TIeP10]] BariTHOCTI.

l'onyBaHHA rpyUIr0

3acrocyBanns JlieMoHO™ y Mepio royBaHHs IPYUII0 HE PEKOMEHIOBAHE.



HeBinomo, 4u MpoHMKA€E JIEHOTECT y TPYJHE MOJIOKO *iHOK. JlaHi, OTpUMaHi y JOCHiKEHHIX
Ha TBapHHAaX, BKa3yIOTh Ha IPOHUKHEHHS AIEHOTECTY Y MOJIOKO IIyPiB.

Cain npuiHATH pILIEHHS MPO NPUITUHEHHS TOAYBaHHA TPYJUII0 a00 MPUIHMHEHHS 3aCTOCYBaHHA
JlieMoHO", Gepyun 10 yBaru KOPHMCTh TOAYBaHHs TPYIUIIO U JAUTHHH i HEOOXiAHICTH Teparii
JUTSL KIHKH.

DepTUIIBLHICTD

Ha mnigcraBi HasBHMX [JaHMX MOKHA CTBEPDKYBAaTH, WO TiA 4ac JiiKyBaHHs JlieMoHO® y
OiMBIIOCTI MAmieHTiB npurHidyeThes oBynsmis. Omnak JlieMoHo® He € NPOTU3AILIJHUM
3aco00M.

Axmo moTpiOHAa KOHTpANENIis, CJiJ JO0JAaTKOBO 3aCTOCOBYBAaTH HETOPMOHAJIBHUNA METO
3ano0iranHs BariTHOCTI (JUB. po3au1 «Crocid 3acToCyBaHHS Ta 103U ).

Ha migcraBi HassBHUX JaHUX MOXXHA CTBEPKYBATH, 10 MEHCTPYAIBHUH UK IOBEPTAETHCS 10
HOPMH TIPOTATOM 2 MICSIIiB MiCJIs IPUNIUHEHHS JTiKyBaHHs J[ieMOHO®.

30amuicmv enausamu Ha WEUOKICMb peaxyii npu KepysaHHi asmompaHcnopmom abo iHuumu
Mexanizmamu.

He cmocrepiranu BrumBy Ha 37aTHICTH KEpyBaTH TPAHCIIOPTHUMH 3aco0aMu abo MparfoBaTH 3
IHIIMMH MEXaHI3MaMH y MaIli€HTOK, SKi MpUAMaIIi IpenapaTH, 0 MIiCTATh 1I€EHOTECT.

Cnoci6 3acmocyeanns ma 003u.

Crocif 3acTocyBaHHS
OpanpHe 3aCTOCYBaHHS.

Pexxnm 103yBaHHA

[Tpuiimatu 1o 1 TabneTwi moaHs 6e3 MepepBU y 3aCTOCYBaHHI MpenapaTry NpuOIU3HO B OIMH 1
TOH e Yac,3alMBal04Y HEBEIUKOIO KITBKICTIO piquHu. TabmeTku Mo)KHA MPUHMATH HE 3aJIeKHO
BiJ] IpUiOMY XK.

Tabnmetku ciig mpuUMaTH PETYJSIPHO, HE3aJICKHO BIJl BariHaJbHOI KpoBOTEeYi. SIK TiIbKH
TabNeTKN 3 OJHIE] YNAKOBKHM 3aKIHYWIKCS, IOYMHATH NpUHAMaTd TaONeTKH 3 HaCTYNHOI
YIIaKOBKH, HE pOOJISTUM MTEPEPBH Y 3aCTOCYBaHHI JIIKAPCHKOTO 3aC00Y.

Bincyrhiit nocsin nikyBanus npenapatom JlieMOHO® MaiieHTOK 3 €HIOMETPio30M JoBIIe 15
MICSLIB.

[Tpuiiom mpemnapaTy MOKHa pO3MOYaTH Y OyAb-SKUH 1€Hb MEHCTPYaJIbHOTO IIHKITY.

[Tpuiiom Oyap-SKHMX TOPMOHAIBHUX KOHTPAICTITUBIB CJiJ MPUIMHUTHA O TIOYATKy Tepamii
Jiemono®. SIKino HeoOXiaHa KOHTpAIEMLis, CJIiJ JI0JaTKOBO 3aCTOCOBYBATH HETOPMOHAIBLHHI
MeTOo/1 3aro0iraHHs BariTHOCTI (HapuKiIaa, 0ap’ €pHUN METO.).

IIponyck nputiomy aikapcbko2o 3acoby

VY BUMaJKy MpOMycKy MpuioMy TaOJIeTKH, OIroBaHHS Ta/ab0 miapei (sIKi Majau MicIle MPOTITroM
3-4 roauH Ticas NpuiioMy TabIeTKH), ePEKTUBHICTD Tpenapary J{ieMOHO® MOKe 3MEHIIUTHCS.
VY pa3i nponycky npuitoMmy ojHi€ei a00 KiTbKOX TabnaeTok 1 TaGieTKy Ciif MPUHHATH, SIK TUIBKA
KIHKa 3rajiae mpo 1€, a HaCTyIHy NpuiMaTy y 3BHYaiiHMNA 4yac. AHaJoriuHoO, TabJeTKy, 10 He
BCMOKTAJIacs uyepe3 OroBaHHs abo Aiapero, CIIijJl 3aMiHUTH Ha 1HITY TaOJIeTKY.

Iayienmu nimnvo20 8iKy

BincyTHi BigmoBinHi mokaszaHHS Ui 3acTocyBaHHS JlieMoHO® y Tepamii NMami€HTOK JITHBOTO
BIKY.

Tlayienmu 3 nevinko6ow HedOCMamHicmio

3acrocyBanns J[ieMoHO" y Teparii NAIliEHTOK 3 TSHKKUMU 3aXBOPIOBAHHAMM MEYiHKH, HASBHUMU
a0o B aHaMHe31 poTunoka3ane (auB. po3aut «lIpoTumokazaHusm»).

layienmu 3 HUPKOBOIO HEOOCMAMHICINIO

BiacyTHi cBimueHHs moTpeOu KOpUTyBaHHS J03H JJIS MALIEHTOK 13 HUPKOBOIO HEJOCTATHICTIO.

Iimu.

[Ipuiiom JlieMoHO"™ HE MOKA3aHWU JiTAM Ta MiJTiTKaM 10 HACTAHHS MEHapXe.



besneky Ta e(peKTHBHICTh TAOIETOK MI€EHOTECTY MO 2 MI OI[iHIOBaTU B HEKOHTPOJIHOBAHOMY
KJIIHIYHOMY JOCTIDKEHH] TPOTATOM TIoHaa 12 micsiiB, 10 skux Oyno BriarodeHo 111 marieHTok-
miTiTKiB (BikoM 12 - < 18 pokiB) i3 KIIHIYHOIO MiI03pPOI0 HA €HAOMETPio3 abo MiATBEPHKECHIM
J1arHO30M €HJIOMETPi03 (IuB. po3au «Oco0IMBOCTI 3acTOCyBaHHM» Ta «DapmakoanHaMIKay ).

Ilepeoo3ysanns.

JloCImiDKeHHST TOCTPOi TOKCHMYHOCTI JIEHOTECTY HE CBiUaTh HPO PU3HMK PO3BUTKY TOCTPUX
MOoOIYHUX peakiliid y BUMAJKy HEHaBMHUCHOTO MPHUIOMY KIJIBKOX JOOOBHMX TEparneBTUYHHUX J103.
CrnermdiuyHuii aHTHIOT BIACYTHIM. 3acTocyBaHHA JieHOTeCTY 103010 1o 20-30 Mr Ha 100y (110 y
10-15 pasie nepeBuntye 103y y cknami JlieMoro") ynpomosx Oinbine 24 THXKHIB MEPEHOCHIINCS
nyxke noope.

Ho6iuni peakuii.

[To6i1uni peakmii onmucano 3rigHo 3 MedDRA. 3actocoBaHo HaWOiIBII BIAMOBIAHUN TEpMIiH
MedDRA n71s1 oniicy neBHOT peaxiiii Ta OB’ i3aHUX CTaHiB.

[ToOiyH1 peakuii HaiyacTille PO3BUBAIOTHCS MPOTATOM MEPIIMX MICALIB IICHS HOYaTKy
3acTocyBanHs J[ieMOHO® i 3HMKAIOTH MPU MPOJOBKEHHI JIIKYBaHHSA. MOXYTh CIOCTEPIraTUCS
3MIHH XapaKTepy MEHCTpYyalIbHUX KPOBOTEY, TaKi sIK KPOBOMAa3aHHs, HEPETyJIApHI KpoBoTedl abo
ameHopes. lloBimomisiiocs Mpo HACTyNHI MOOIYHI peakiii y MallieHTOK, SKi OTpUMYBall
IEHOTECT I10 2 MT.

[ToGiuHMME peakIisiMU, PO SKI HaHYaCTIIIe MOB1IOMIISIIOCS MiJT Yac JiKYBaHHS JA1EHOTECTOM 10
2 mr, € rosoBaHH 6116 (9,0 %), 61k y MOMOUHHX 3a03ax (5,4 %), nmpurHiuenuit Hactpii (5,1 %)
ta akHe (5,1 %).

Ha momatok y GibIIOCTI MAIIEHTOK, SIKI OTPUMYBAJIH JIEHOTECT IO 2 MT, CIIOCTEPIraeThCs 3MiHA
XapakTepy MEHCTPYaJIbHHX KpOBOTeY. XapakTep MEHCTpyalbHHUX KPOBOTEY OIIHIOBAIU
CUCTEMAaTHUYHO, 13 3aCTOCYBAHHSIM IIOJCHHUKIB MAI[IEHTOK, Ta aHaJli3yBajH 13 3aCTOCYBAHHSAM
metoay BO3 npotarom 90-genHoro 3BiTHOro mnepioay. Ilporsrom mepmmx 90 qHIB JTiKyBaHHS
JIEHOTECTOM I10 2 MT CTIOCTepirajii HaCTYIHI XapakTepu kpoBoTed (n = 290; 100 %): ameHopes
(1,7 %), neudacrti kpoBoTteui (27,2 %), uacti kpoBoteui (13,4 %), Heperynsipai kpoBoteui (35,2
%), tpuBami kpoBoreui (38,3 %), HOpMalbHA MEHCTpyaJlbHa KpOBOTEYa, TOOTO KOJHA 3
nornepeaHix kareropiii (19,7 %). Ilpotarom yeTBepTOro peepeHTHOro nepioy CrocTepiraaucs
HACTYIIHI XapakTepu kpoBoteu (n = 149; 100 %): amenopes (28,2 %), HeuacTi kpoBoteui (24,2
%), gacti kpoBoteui (2,7 %), HeperymsipHi kpooredi (21,5 %), TpuBani kpoBoteui (4,0 %),
HOpMaJIbHa MEHCTpyaJlbHa KpOBOTE€Ya, TOOTO SKa HE BIJHOCUTHCS 1O KOJHOI 3 TOMEpPEeTHIX
kareropiit (22,8 %). 3MiHM XapakTepy MEHCTpyaJbHHMX KpOBOTEY JIMINE 1HOJI OMHCaHI SK
noOiyH1 peakiii y MamieHToK (IKB. TaOIUII0 TOOIYHUX PeaKIliif).

VY tabmuni 1 3a3HadeHi moOiuHi peakuii BianoBigHo 1o kinacudikamii MedDRA (MedDRA
SOCs), mpo siki MOBIIOMIISATIOCA MiJl Yac JIIKyBaHHS JIEHOTeCTOM IO 2 Mr, Ta iX ydacrora. Y
MeKax KOXHOT IpyIH MoOIYHI peakilii 3a3HaueHi y MOPsIKY 3MEHIICHHS YacTOTH.

YacToTa BU3HaUYEHA HA MiJICTaBl 00’ €JHAHUX JAHUX YOTHUPHOX KITHIYHUX JOCITIHKEHB 32 Y4acCTIO
332 martienTok (100 %).

Ta6muis 1. [To61uni peakmii, kiniHiYHI gocaimpkerds [ dazu, N= 332

Cucremn opranis | Yacri Heuacri
(MedDRA) (= 1/100 - < 1/10) (= 1/1000 - < 1/100)
3 00Ky cucTeMu aHeMis

KPOBOTBOPEHHS Ta
niMpaTHIHOT cCUCTEMU

[Mopymenns Mmetabomi3My Ta | MiABUIEHHS MacH Tija 3HIDKEHHS MacH Tifa,
O3y XapayBaHHS I ABUIICHUN alleTHT
3 00Ky NICUXIYHOI CUCTEMH MIPUTHIYEHUN HACTPIH, TPUBOXKHICTB, JICTIPECis,




MOPYIIEHHS CHY, HEPBO3HICTb,
BTpaTa J1bis10, 3MIHA
HAacCTpPOO

panToBi 3MiHU HACTPOIO

3 OOKy HEpBOBOI CUCTEMH

TOJIOBHUH Oi11b, MITpeHb

HOPYLICHHS OajaHcy
BEr€TaTUBHOI HEPBOBOI
CUCTEMH, [TOPYILIEHHS yBaru

3 00Ky oprasiB 30py

CyXICTb OYeH

3 00Ky OprasiB CIyXxy Ta
BECTHOYJISIPHOTO anapaTy

JI3BiH y ByXax

3 Ooky cepis

Hecnenu(iuH1 HUPKYIATOPHI
po3J1au, OCUIIEHE
cepueouTTs

3 00Ky CyauH

apTepiajbHa TOTEeH31A

3 OOKy IMXaJbHOI CUCTEMH,
OprasiB IpyJHOI KJIITKH Ta
CEpeOCTIHHS

3aJUIIKa

3 00Ky IUTYHKOBO-KHIIIKOBOT
CHCTEMHU

HYJI0Ta, a0IOMiHAIBHUN OB,
METCOPHU3M, 3AYTTS KHBOTA,
OJIrOBaHHS

Jiapest, 3arop,
a0IOMIHAJILHUNA TUCKOMQOPT,
3araneHHs MLTYHKOBO-
KHIIIKOBOTO TPAKTY, T1HTIBIT

3 OOKy MIKIpH Ta MiMKIpHOT
KJIITKOBUHHU

aKHe, aJomelis

CyXICTb HIKipH, TIIEPripos,
cBepOIXK, TPCYTU3M,
OHIXOKJIa3is, JIyna, JepMaTur,
aHOMAaJIBHUI PICT BOJIOCCH,
peakuii GoTouyTIUBOCTI,
3MIHHM OIrMEHTAaI]

3 60Ky OIOPHO-PYXOBOi
CHUCTEMH Ta CHOJIYYHHX
TKaHUH

OUIb y criuHI

OL1b Y KiCTKaX, M’ SI30B1
CyIoMH, OiTb y KiHIIIBKaX,
BITYYTTS TSDKKOCTI Y
KIHI[IBKax

3 O0KYy HUPOK Ta
CEUOBHJIIBHOT CUCTEMH

1H(DEKIIs CeYOBUBITHUX
HIISIX1B

3 OOKy penpoayKTUBHOT
CHCTEMH Ta 3 OOKY MOJIOUHHX
3a1103

JTUCKOM(pOPT Y MOJOYHUX
3a/103aX, KicTa I€YHUKIB,
NPUTUIMBH, MaTKOBI/
BariHajbHI KpOBOTEYl, y T Y.
KPOBOMa3aHHS

BariHAJbHUN KaHIUIO03,
BYJIbBOBariHajabHa CyXiCTh,
BUIUJIEHHS 31 CTATEBUX
oprasiB, OLIb y JTIISHITI
MaJIoro tas3a, arpodiuHuit
BYJIbBOBATHIT, 3017IbIIICHHS
MOJIOYHHX 3aJ103, KICTO3HO-
(h10po3H1 3aXBOPIOBaHHS
MOJIOYHHX 3aJ103, HarpyOaHHS
MOJIOYHHX 32J103

3aranbpHi po3/aau Ta MiClIeBi
peakuii

ACTCHIYHI CTaHU,
JIpaTiBINBICTh

HaOpsIK

3SHudICeHHA MIHEPANbHOI WINbHOCMI KICMKOB0I MKAHUHU

VY X0/ HEKOHTPOJLOBAHOTO KIIIHIYHOTO JOCITiKEeHHs 3a ydacTi 111 mamieHTOK miIIiTKOBOTO
Biky (Bim 12 mo <18 pokiB), siki OTpUMYyBaJIM TEPAIilo 13 3aCTOCYBAHHSAM JAI€HOTECTY IO 2 MT,
103  mamientkam BuMiproBanin  MIIKT. bBmmspko 'y 72 % ydYacHHMIb  JTOCIIIKEHHS
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cnioctepiranocs 3umwkeHHs MILKT nmonepexoBoro Biaainy xpedta (L2 — L4) micns 12 micsuis
3acTocyBaHHA (IUB. po3aiT «OcOOIMBOCTI 3aCTOCYBAHHS ).

[ToBinomIeHHs PO MiI03PIOBaHI MOGIYHI peaKii

[ToBimomieHHS TIPO MMiI03pIOBaH1 MOOIYHI PEaAKIi € TyXKe BaXIIMBUMU. MEIUIHUM TIpariBHUKaM
Ta MallieHTaM CIiJ MOBIIOMIIATH Mpo OyAb-siKi IMiJI03pIOBaHI MOOIYHI peakiii 3a JI0MOMOTOI0
CHCTEMH HaI[lOHAILHOI 3BITHOCTI.

Tepmin npuoamnocmi. 4 poku.

YmoBHu 30epiranus.
He BumMararoTbes crnieniaibHi yMOBH 30epiranss. 30epiraTti y HeJOCTYITHOMY JUIsl IITeH MicCIIi.

Ynakoska.
ITo 28 Ttabnerok y 6micrepi; no 1 abo mo 3, abo mo 6 GiicTepiB y Maviii.

Kareropis Binmycky. 3a penentom.

Bupoonuk. mide ['M6X AprHaiMiTTENb.

Micue3HaxonxeHHs BHUPOOHHKA TA ajpeca Micls NPOBaIKeHHs HOro AisJIbHOCTI.
Mronxenepmirpacce 15, bpena, Cakconisa-AnxansT, 06796, Himeuunna.

JlaTta octanHboro neperasay. 15.03.2022
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