COOTBETCTEYET 3K li_: __ EPTHOMY OTUETY

o1 22.10.2025 N= 26460

OBIIASI XAPAKTEPHCTHKA JIEKAPCTBEAHOT OTIPEITAPATA

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITIAPATA

AropBacratud AnbdakTtus, 10 Mr, TaGIETKH, MOKPHITHIC TUICHOYHON 000JIOUKOH.
AtopBactatut Anbdaktus, 20 Mr, TaOJETKH, MOKPHITHIC TIICHOYHON 000JI0YKOH.
AropBactatun Anbdaktus, 40 Mr, TaOJIETKH, MOKPHITHIC TIICHOYHON 000JI0YKOH.

AropBacratud AnbdakTtus, 80 Mr, TaOIETKH, MOKPHITHIC TUICHOYHONH 000JIOUKOH.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JlelicTByroliee BEIECTBO: aTOPBACTaTHH.

AtopBacratud Anbdaktus, 10 Mr, TaOJIeTKH, HOKPBITHIE ILIEHOYHONM 000JI0UYKOMI

Kaxxgas TabneTka, MOKpbITas IUIGHOYHOM O0OOJIOUKOM, COIEPKUT aTOpBACTATHH KallbLUs
TPUTKUIPAT, SKBUBAJIEHTHbIN 10 Mr aTOpBacTaTuHa.

BcrmomorarenbHbie BemecTBa, HATMYME KOTOPHIX HAZ0 YYHTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: J1laktosa (cm. pasuen 4.4).

ATtopBacraTu AJ'IBd)aKTI/IB, 20 mr, Ta6J'IeTKI/I, MOKPLITHIC MIICHOYHOM 000JI0YKOH

Kaxnass TabnmeTka, MOKpHITas IUIEHOYHOHW OOOJIOUKOHM, COAEP)KUT aTOPBACTATHH KabLUs
TPUTKUIPAT, SKBUBAJIEHTHBIN 20 MI aTOpBacTaTHHA.

BcrmomorarenbHbie BemecTBa, HAIMYME KOTOPHIX HAJ0 YYHTHIBATH B COCTABE JIEKAPCTBEHHOTO
npemnapara: Jaktosa (cM. pasnen 4.4).

ATtopBacraTu AJ'IBd)aKTI/IB, 40 mr, Ta6J'ICTKI/I, MMOKPBITHIEC INIEHOYHOMN 000JI0YKOM

Kaxnass TabnmeTka, TOKpHITas IUIEHOYHOW OOOJIOUKOHM, COAEPKUT aTOPBACTATHUH KAaJIbIIHS
TPUTKUIPAT, SKBUBAJIEHTHbIN 40 MI aTOpBacTaTHHA.

BcnomoraTenbHble BeleCTBa, HAJMYME KOTOPBIX HA/J0 YYUTHIBaTh B COCTaBE JICKAPCTBEHHOI'O
npemnapara: Jaktosa (cMm. pasznen 4.4).

Aropsacratul Ansdaktus, 80 Mr, TaOJIETKH, HOKPLITHIE INIEHOYHONH 000JI0YKON

Kaxxgass TabnmeTka, MOKpbITas IUIEHOYHOM OOO0JIOUKOM, COJEpKUT aTOpBACTaTHH KaJlbLUs
TPUTUIPAT, IKBUBAJICHTHBIN 80 MI aTOpBacTaTHHA.

BcnomorarenbHble BelecTBa, HATMYHE KOTOPBIX HA/IO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: j1laktosa (cM. pasnen 4.4).

[TonHbIM IepeyeHb BCIOMOTaTEIbHBIX BEIIECTB IPUBEIEH B pazaeie 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabneTku, MOKPBITHIE MIICHOYHOI 000I0UKOM.
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AropBacratul Anbdaktus, 10 Mr, TabJIETKH, IIC KpLITHe'-QJTeHo—Lﬁl‘Jﬁ BB"OE%%" -Tb 0002]

Kpyribie 1BOSKOBBITYKIIbIE TaOIETKH, MOKPHIThIE MJICHOYHOM 000JI0YKON OT Oenoro 10 moutu
Oeoro uBeTa.

Atopsacratul Anbdaktus, 20 Mr, TaOJIETKH, HOKPLITHIE IIEHOYHONW 000JI0YKOMI

Kpyribie JBOSIKOBBITYKJIbIC TA0JIETKH, MOKPBITHIC MIICHOYHON 00O0JIOYKOH OT OEIoro J0 MOYTH
OeJoro 1BeTa.

AropBacratna Anbdaktus, 40 Mr, TaOJIETKH, TOKPLITHIE IIIEHOYHOW 000JI0YKOI

Kpyrible JBOSIKOBBITYKJIbIC TAOJIETKH, MOKPBITHIC MIICHOYHOW 000JIOUKOH OT O€0ro J0 MOYTH
OeJoro mBeTa.

AtopBacratnd Anbdaktus, 80 Mr, TAOIETKH, TOKPLITHIE IIIEHOYHOM 000JI0YKOI

KancynooOpa3Hbie TBOSIKOBBITYKJIIbIE TAOJIETKH, TOKPHITHIE MJICHOYHOM 000JI09KO0# OT Genoro 10
HOYTH Oeoro 1BeTa, C PUCKON C OAHOM CTOPOHBI.

JIunus pasznoma (pucka) npeAHa3HaueHa UCKIFUUTENIBHO I pa3iaMblBaHUs TaOJIETKU C LEIIbIO
o0JIerYeHust mporjiatelIBaHud, a HE IJIA pa3ACJICHHA Ha PaBHBIC JO3bI.

Ha monepeunom paspese sapo TabIeTKH JH000i T03UPOBKHU OT O€JI0TO 10 MOYTH OEsIoro 1BeTa.

4. KIMHNYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

ATtopBacTtaTuH Anb(QaKTHB MPUMEHSAETCS 110 CIETYIOIUM IT0Ka3aHUSIM:

e [unepxosecTepuHEMHUs:

- B KauecTBE JIOTOJIHEHUs K JMeTe JAJs CHIKEHHs MOBbIIEHHOro obmiero xosectepuna (XC),
XOJIECTEpUHA JIUITONPOTEMHOB HU3KOoM miotHocTH (XC-JIITHIT), anonunonporenna B (ano-B)
u TpurnuuepunoB (TT') y B3pocibix, TOAPOCTKOB U AeTel B Bozpacte 10 jeT win crapiie ¢
NEPBUYHON  TUIEPXOJECTEPUHEMHUEH, BKIIOYas  CEMEMHYI0  TMIIEPXOJIECTEPUHEMUIO
(reTepo3UroTHeI BapuaHT) WM KOMOWHUPOBAHHYIO (CMELIAHHYI0) THIIEPIUIHIEMUIO
(cootBerctBenHo THma lla u 11b mo knaccudukanuu dpeaprkcona), Korja OTBET Ha TUETY U
JIpyrue HeMeANKaMEHTO3HbIE METO/IbI JIEUEHUS HEIOCTATOUEH;

- g cHwkeHus noselmieHHoro XC, XC-JIITHIT y B3pociblXx ¢ TOMO3MIOTHOM CEMEWHOM
TUIIEPXOJECTEPUHEMHUEN B KaUECTBE JONOJHEHUS K IPYTUM TMIOJUIUAEMUUECKUM METOIaM
nedenus (Hanpumep, JITIHII-adepes), wnm ecnu Takue METOBI JICYCHHUS HEAOCTYITHBI.

e [IpodunakTuka cepaedHO-COCYAUCTHIX 3a00JI€BaHUN:

- MpoHIIaKTHKA CEPAECUYHO-COCYAUCTHIX COOBITUI Y B3POCIIBIX MAallMEHTOB, UMEIOLIUX BBHICOKHUI
PUCK pa3BUTHUSI TNEPBUYHBIX CEPAECYHO-COCYIUCTBIX COOBITHM, B KauecTBE MOMOJHEHMS K

KOPPEKIHH ApYyrux (hakTOpOB PHCKa;
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6one3npto cepana (MBC) ¢ menpio CHUMXKEHUS CMEpTHOCTH, HMH(papkToB Muokapaa (M),
HHCYJIbTOB, ITOBTOPHBIX FOCHI/ITaJ'II/I3aI_IPlf/'I o mnoBoAy CTCHOKapIuu U HGOGXO[[I/IMOCTI/I B

PEBaCKYJIAPU3ALIUU.

4.2. Pe:kuM 103MPOBAaHNS M CIOCO0 NPUMeEHEeHUs!

[lepen HauaoM JeyeHHs penapaToM ATOpBACTaTUH AJb(MAKTHB CIEAYET MOMBITATHCS JOOUTHCS
KOHTPOJISI THIIEPXOJECTEPUHEMHUH C MOMOIIBIO AUETHI, (PU3MUECKUX YHPAXKHEHUH U CHHKCHMS
Macchl Tela y NAleHTOB ¢ OKUPEHUEM, a TAK)Ke Teparueil OCHOBHOro 3a00J1€BaHuUs.

[lpy Ha3HaueHWM TMpemapara MAaUUMEHTy HEOOXOJUMO PEKOMEHJIOBATh  CTaHIAPTHYIO
TUIIOXOJIECTEPUHEMUYECKYIO JHETY, KOTOPOM OH JOJDKEH NPUIEPKUBATHCA B TEYEHUE BCETO
nepuoza Tepanum.

Pexxum 103upoBaHus

Jlo3a npenapata Bappupyetcs oT 10 10 80 mMr 1 pa3 B CyTKU U TUTPYETCS C yUETOM KOHLEHTPALIUU
XC-JIITHII, uenu Tepanuy ¥ HHAUBUAYATHHOTO dQ(deKTa Ha IPOBOIUMYIO TEPAITHIO.
MakcumanbHasi cyTo4yHas A03a npemnapara — 80 mr.

B navane nedyeHuss u/uiu BO BpeMsl MOBBILIICHHS 03Bl MpemapaTa ATopBacTaTuH AJb(paKkTUB
HEO0OXO0IUMO KaxKzble 2-4 HeleIu KOHTPOJIUPOBAaTh KOHLIEHTPALMIO JUIHUIOB B IJIa3Me KPOBU U
COOTBETCTBYIOIIM 00pa30M KOPPEKTHUPOBATh J03Y Mperapara.

Ilepsuunas cunepxonrecmepuremus u KOMOUHUPOBAHHASL (CMEULAHHASL) 2UNEPAUNUOeMUs

Jns  OonbIIMHCTBA  NAllMEHTOB — pEeKOMEHayeMas  J0o3a  Ipemapara  ATOpBacTaTHH
Anbdaktus — 10 Mr 1 pa3 B CyTKuU; TepaneBTUYECKOE JEHCTBHE MPOSIBISIETCS B TEUEHUE 2 HEEIb
U OOBIYHO JocTUraeT MakcuMyma uepe3 4 Henenu. Ilpu pnurensHOM JjedeHUM 3PPexT
COXpaHseTcs.

T'omosucomnas cemetinas eunepxonecmepuremus

B OonbumimHcTBe citydaeB HazHadaroT mo 80 mr 1 pa3 B CyTku (CHM)KEHHE KOHLIEHTpallUu
XC-JITTHIT na 18-45 %).

T'emeposucomnas cemeiinas sunepxoiecmepunemus

HauanbHas no3a — 10 mr 1 pa3 B cytku. [lo3y cienyer noaOupars HHANBUAYAIBHO U OLIEHUBATh
aKTYaJIbHOCThH JJO3bI KOK/bIC 4 HEACIN C BOSMOYKHBIM MOBBITIIEHHEM 710 40 MT B CyTKH. 3aTeM 00
71032 MOKET OBITh yBEJIMYEHA 0 MakCUMalbHOW — 80 Mr B CyTKH, JTHOO BO3MOKHO COUYETATh
CEKBECTPAHTHI JKETYHBIX KMCIOT C IPUEMOM aTopBacTaThHa B 03¢ 40 MI B CyTKH.
Ipogpunaxmuxa cepdeuro-cocyoucmoix 3a0071€8aHUlL

B uccnenoBanusx nepBuuHON NMpoUIAKTUKH 1032 aTopBacTathHa coctaBmsuia 10 mr 1 pa3 B

CyTKH. MOXeT MOHaM00UThCSI TIOBBIIIEHNE JI03bI C 1ETbI0 JocTrkenus 3HadeHust XC-JIITHII,
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1y OTUETY

COOTBETCTBYIOIIIHUX COBPEMCHHBIM PEKOMCHAAIHAM.

Iayuenmel ¢ neyeHouHOU HEOOCMAMOYHOCMbIO
[Ipu HemocTaroyHOCTH (YHKIMU TIE€UEHH 103y IMpemnapara ATopBacTaTHH AJb(paKTUB
HEO0XO/IMMO CHMIKaTbh, IIPU PEryJIIPHOM KOHTPOJIE aKTHUBHOCTH «I1€4EHOUYHBIX)» TPaHCAMUHA3:
acniaptatamuHoTpancdepassl (ACT) u ananunamunoTpancdepassl (AJIT).
Iayuenmul ¢ noueunol He0OCMamoyHOCmMoIO
Hapymenue ¢pyHKIMM MOYeK HE BIHMSIET HAa KOHIIGHTPALIMIO aTOPBACTaTHHA B IJIa3Me KPOBU WU
creneHb cHWKeHHs KoHueHTtpamuu XC-JITIHII, mosTomy Koppekuuu [03bl mpenapara He
Tpedyercs.
Jluya noocunozo eospacma
Paznuunii B TepameBTHUeckoil 3(()EeKTHBHOCTH M 0€30MacHOCTH mpemnapara ATOpBacTaTHH
Anb(akTUB y MOXHWIBIX MAlMEHTOB IO CPAaBHEHUIO ¢ OOIEeH momyisiuueil He oOHapyXeHo,
KOPPEKLHHU J03bl HE TpedyeTcs (cM. pazaen 5.2).
Ipumenenue 6 komouHayuu c Opy2umu 1eKapCmeeHHbIMU CPeocmeamu
[lpy HEOOXOIUMOCTH OIHOBPEMEHHOT'O NPHUMEHEHHS C IMKJIOCIIOPUHOM, TEJIalpeBUPOM,
KOMOUHaIMel TUIpaHaBUp/PUTOHABUP HIIU TJICKApeBUP/IMOPEHTACBUD /1032 aTOpPBACTAaTHHA HE
JIOJIKHA MpeBbIATh 10 MI B CYTKH.
He pexomenayeTcst npuMeHSATh aTOPBACTATHH MAIIMEHTaM, TIOJTYYalOIIM TEPAIHIO JIETEMOBHPOM
COBMECTHO C LIMKJIOCTIOPHHOM.
dapMaKOKMHETUYECKHE JIEKAPCTBEHHBIE B3aUMOJICHCTBHS, KOTOPbIC MPUBOJAT K MOBBIIICHUIO
CHUCTEMHON KOHLIEHTpAIMM aTOpBacTaTHHA B IJa3Me KPOBH, TaKKe ObLIIM OTMEUEHBI C IPYTUMHU
MHTHOUTOpaMu IIPOTEA3BI BHpYycCa UMMYHOAEPUIUTA YyeJ0BeKa (BHNY)
(JTonMHABUPOM/PUTOHABUPOM,  CAKBUHABUPOM/PUTOHABUPOM,  JapyHABHUPOM/PUTOHABUPOM,
docammnpeHaBupoM, (GocaMIpeHaBUPOM/PUTOHABUPOM M Hel(UHABUPOM), HHIHOMTOpaMHU
nporea3sl remaruta C  (GouenpeBUpOM, 310aCBHPOM/TPAa30NpPEBUPOM, CHUMENPEBUPOM),
KJIAPUTPOMUIIMHOM, UTPAKOHA30JIOM U JieTepMoBUpoM. CrietyeT co0iro1aTh OCTOPOKHOCTD U
OJIHOBPEMEHHOM Ha3HAY€HHUH C aTOPBACTaTMHOM. PeKOoMeHyeTcsi MPOBECTH COOTBETCTBYIOLIYIO
KJIMHUYECKYIO OLEHKY M MPHUMEHSATh CaMyl0 HM3KYI0 3(p(EKTUBHYIO 103y aropBacTaTHHA (CM.
pazznensl 4.4 u 4.5).

eTn
Ilpumenenue y demeti ¢ 10 0o 18 nem npu ecemepo3ucomuoui cemenol eunepxoiecmepuHemuu
Pexomenyercs HayanpHast 103a — 10 mr 1 pa3 B cytku. Jlo3a MmoxeT ObITh yBenudeHa 10 80 Mr B
CYTKHU B 3aBUCHUMOCTH OT KIIMHUYECKOTO APPeKTa U IEPEHOCUMOCTH.
Jlo3y mnpenapara HEOOXOAMMO THUTPOBAaTh B 3aBUCHUMOCTH OT LENH THIOIUIHIEMUYECKON

tepanuu. Koppekuus 10361 JOKHA TPOBOAUTHCA ¢ MHTepBaiaMu 1 pa3 B 4 Hesenu uiu Oosiblie.
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Croco0 IIpuMeHeHus

BnyTps.

[Tpunumars B 1000€ BpeMs CyTOK HE3aBHCUMO OT ITpUeMa MHUIIIH.

4.3. IlpoTUBONOKA3AHHS

® TUNEPYYBCTBUTEIHHOCTh K aTOPBACTATHHY WM K JIIOOOMY M3 BCIIOMOTAaTEIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pazzene 6.1;

® aKTHBHOE 3200JICBaHUE MEUYECHU WM MOBBIIICHUE aKTUBHOCTU «IIE€YCHOYHBIX» TPAHCAMUHA3 B
TUIa3Me KpOBH HESICHOTO reHe3a Oosiee 4eM B 3 pa3a 1o CpaBHEHHUIO ¢ BEpXHEH IrpaHHIIeld HOPMBI
(BTH);

® OEpPEeMEHHOCTb;

® TIEpPHOJ IPYIHOTO BCKaPMIIUBAHMUS,

® KEHILIUHBI JETOPOJHOTO BO3pPACTa, HE UCIOJIb3YIOIINE aJIEKBATHBIE METO/Ibl KOHTPALCIIIINH;

e BO3pact 70 18 neT (HeAoCTaTOYHO KIMHUYECKUX JAHHBIX 10 d3P(EKTUBHOCTH M 0€30IaCHOCTH
npenapara B JIaHHOW BO3pAacTHOW TIpyIIe), 3a HMCKIIOYEHHEM TIe€TepO3UIOTHOM ceMenHHOH
TUIEPXOJIECTEpUHEMUN (IPUMEHEHNE TPOTUBOIIOKA3aHO y JeTel B Bo3pacte 10 10 ner);

® OJHOBpPEMEHHOE MPUMEHEHHUE C (Hy3UT0BON KUCIOTOMH,;

® BpPOXICHHBIM JeDUIUT JIaKTa3bl, HEMEPEHOCUMOCTh JAKTO3bl, TJIFOKO30-TaJaKTO3Has

MasibabCcopOIIHsL.

4.4. OcoOble ykazaHMsl M1 MepPbl NPeI0CTOPOKHOCTHU NPH NPUMEHEeHUH

C 0CTOPOKHOCTEIO

® Y MAlMEHTOB, 3JI0yNOTPEOISIOINX ATKOTOJIEM;

® Yy [AIMEHTOB, UMEIOLIUX B aHaMHe3€ 3a00JIeBaHUs TICUEHU;

e y MAlMEHTOB C HAIWYMEM (AaKTOPOB PHUCKa Pa3BUTHUS pabaoMuosn3a (HapyluleHHe (QYHKIHUU
MOYEK, TUIIOTUPEO3, HACIEACTBEHHbIE MBIIIEYHbIE HAPYIIEHUS y MAallMeHTa B aHaMHE3€ WUJIU
CeMEHHOM aHaMHe3e, YXe€ TIEPEHECEHHOE TOKCHYECKOE BIMSIHHE  HWHTHOUTOPOB
I'MI'-KoA-penykTa3bl (cTaTUHOB) WU (UOPATOB HA MBIIIEYHYIO TKaHb, 3a00J1€BaHMs IEYEHU
B aHaMHe3€ W/WJIM HalMeHTHI, YIOTPeOJSIONINE alKOroJib B 3HAYUTEIbHBIX KOJIMYECTBaX,
Bo3pacTt crapuie 70 JieT, cuTyalMM, B KOTOPBIX OYKHIAETCS IOBBINIEHHE KOHLEHTPALUU
aTopBacTaTHHA B IJIJa3M€ KPOBU (HAIpUMep, B3aUMOJEHCTBUS C JIPYTUMH JI€KapCTBEHHBIMU
Cpe/ICTBaMMu)).

Oco0ble yKkazaHus

Bnusnue na neuenw
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aTOpBaCTaTHHA OTMEUAIH YMEPEHHOE MOBBIIIeHHE (0osee 4eM B 3 pa3a o CPaBHEHUIO C BEpXHEH
rpanuteii Hopmbl (BI'H)) aktuBHOCTH «lieueHounbix» TpancamuHa3 ACT u AJIT. Croiikoe
HIOBBIIIEHUE CHIBOPOTOYHON aKTUBHOCTH «II€YEHOYHBIX» TpaHcaMHHa3 (6osee yeM B 3 pasza 1o
cpaBaenuto ¢ BI'H) nabmonanocs y 0,7 % mnanueHToB, Moidy4yaBIIMX aTopBacTaTuH. YacTtora
NOJOOHBIX M3MEHEHUH mpu npuMeHeHnu npemnaparta B gozax 10 mr, 20 mr, 40 mr u 80 mr
cocrasmuia 0,2%, 0,2%, 0,6% wu 2,3 %, coorBercTBeHHO. [loBEBIIEHHE aKTHBHOCTH
«IIEYECHOUYHBIX)» TpaHCAaMMHA3 OOBIYHO HE CONPOBOXKAAIOCH JKEITYXOH WM JpyruMu
KJIMHUYECKMMHU IposiBieHusAMU. [Ipyu cHI>KeHUM 03Bl aTOpBacTaTHMHA, BPEMEHHON WJIM MOJIHOW
OTMEHE IIpernapaTa aKTUBHOCTb <«II€YEHOYHBIX)» TpaHCAMMHA3 BO3Bpalllajach K HCXOAHOMY
YPOBHIO. BONBIIMHCTBO MAIIMEHTOB MPOAOIDKAIM MIPHUEM aTOpBacTaTHHA B CHIKEHHOH J103e 0e3
KaKUX-JTM00 KIIMHUYECKUX MOCIIEICTBUM.

Jlo Hauana tepanuy, yepe3 6 1 12 Hexenp nocie Havyajga MIPUMEHEHUs aTOpPBACTaTUHA WM MOCTIe
YBEIMYEHUS €r0 03l HEOOXOIUMO KOHTPOJIMPOBAThH MOKa3aTenu QyHKIUU NedeHH. DYHKITUIO
NIEYECHU CJIEAYET MCCIENOBaTh TAK)KE IPU MOSIBICHUU KIMHUYECKUX IPU3HAKOB IOPAKEHUS
neyeHy. B ciryuae noBbIIeHUs] aKTUBHOCTH «TleueHOYHbIX» TpaHcamuHas, AJIT u ACT caenyer
KOHTPOJIMPOBATh JI0 TEX MOP, [T0OKa OHA He HopManu3yercs. Eciau noseimenue akruBHoctd ACT
wim AJIT Gonee uem B 3 pasza mo cpaBHeHHio ¢ BI'H coxpansiercsi, peKOMEHIyeTCsl CHUKECHUE
JI03bI MUK OTMEHA aTopBacTaThHa (cM. pasaen 4.8).

ATOpBacTaTUH ClelyeT MPUMEHATh C OCTOPOXKHOCTBIO Y MALMEHTOB, KOTOpPbIE MOTPEOISIOT
3HAYUTEJIbHbIE KOJMUECTBA AIKOrOJIsl M/UIM UMEIOT B aHaAMHe3€e 3a00JIeBaHNe NIeueHH. AKTUBHOE
3a00JIeBaHNE MEYEHU WJIM TOCTOSIHHO MOBBILIICHHAS] aKTUBHOCTh «II€UYEHOUYHBIX» TpaHCaMHHa3
IJ1a3Mbl KPOBU HESICHOTO I'€He3a SIBJISIFOTCS] TPOTUBOIOKa3aHUEM K IPUMEHEHHUIO aTOpBacTaTHHA
(cM. pazzmen 4.3).

Heticmsue na ckenemmuvie Mbluiybl

VYV nanueHToB, MOJTy4YaBIIUX aTOpBacTaTHH, OTMedasnach mMuaiarus (cMm. paszaen 4.8). Jlumarnos
MUOIATUHN CIIEAYeT MpeAanoiaraTb y nauueHToB ¢ n1ud@y3Hoi Muanruei, 601e3HeHHOCThIO WIN
€J1a00CTBIO MBIIII] W/UJIH BBIPAKEHHBIM MOBBIIIEHUEM aKTUBHOCTH KpeatuHdpochokuHaszsl (KDOK)
(6onee uem B 10 pa3 no cpaBHenuto ¢ BI'H). Tepanuto aTopBacTaTUHOM CleayeT MPEeKpaTUTh B
CJIy4ae BBIPaKEHHOI'O NOBBIIEHNs akTUBHOCTH KDK, mpu HaIMumm noaATBEepKAEHHON MUOIIaTHN
WJIM TIOJJO3PEHUH Ha ee pa3BUTHE. PUCK MuonaTuy noBpImaics Ipyu OJHOBPEMEHHOM MPUMEHEHUN
JIEKaPCTBEHHBIX CPEICTB, IOBBIMIAIOMNUX CUCTEMHYIO KOHIIEHTpAlMI0 aTOpBacTaTHHA (CM.
pazznenst 4.5 u 5.2). MHOrue U3 3THX MpenapaToB MHTHOUPYIOT METa0O0IU3M, ONOCPEIOBAHHBIN
uzodepmentom uroxpoma P4503A4 (CYP3A4), u/wnu TpaHCHOPT JEKAPCTBEHHBIX BEIIECTB.

N3zBectHo, uyto m3odepmenT CYP3A4 — ocHOBHOW HM30()epPMEHT IE€YEHH, YYACTBYIOIIMHA B
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OPUTPOMHUILIMHOM, HMMYHOJCTIPECCAaHTAMH, a30JIbHBIMU TMPOTUBOTPUOKOBBIMU CPEICTBAMH,

uHrnOuTopamu npoteassl BUU/Bupyca remaruta C (BI'C), mHruOuTOpamMu HECTPYKTYPHOTO

6enka BI'C (NS5A/NS5B), neTepMOBHPOM HIIM HUKOTHHOBOM KHCIOTOM B JIMITHIACHHKAFOLIHX

no3ax (6omnee 1 r/cyr), Bpad JOJKEH THIATENLHO B3BECUTH OXUAAEMYIO IOJB3Y JICUCHHS U

BO3MOXKHBIN puck. Ciemyer peryiaspHO HaOII0IaTh MAlMEHTOB C IENbI0 BBISIBICHUS OOJCH MIN

C1abOCTH B MBIIIIAX, OCOOCHHO B TEUCHHE MEPBLIX MECAIEB TEPANUUA U B TIEPUOJ YBEITHUCHUS

J03bI JIFOOOTO M3 yKa3aHHBIX cpeAcTB. B ciydyae HeoOxoaumMocTH KOMOMHUPOBAHHOM Tepanuu

CleyeT paccMaTpuBaTh BO3MOXHOCTh IpPUMEHEHHs] Oojnee HHU3KHX HAyajdbHBIX U

MO/ICPKUBAOIINX 7103 BBIIICTIEPEUUCICHHBIX CPEJICTB (CM. pazzen 4.2).

He pexomMeHmyercs OJHOBPEMEHHOE HCIIOJIB30BAHHE aTOpBACTaTHHA U (Yy3UIAOBON KHCIIOTHI,

MO3TOMY BO BpeMms JedeHus Gy3uaoBOM KHUCIOTOW pEKOMEHJOBaHAa BpEeMEHHas OTMEHa

aTopBacTaTHHa. B MOJOOHBIX CHUTyalMsIX MOXXHO PEKOMEHIOBATh MEPHOJUYECKHI KOHTPOJb

aktuBHOCTH K®K, X0Ts Takoe MOHUTOPHUPOBAHWE HE MO3BOJIICT MPEIOTBPATUTH PA3BHTHE

TSDKETION Muonatuu (cM. pazzen 4.5).

o nauana nevenus

ATopBacTaTUH CIEAyeT C OCTOPOXHOCTHIO Ha3HayaThb MalnuMeHTaM ¢  (aKTopamu,

IpeIpacroiaralonumMi K pa3Butuio padmomuonusa. Kontponb aktuBHocTH K®K crmemyer

MIPOBOJIUTH B CIEAYIOIIMX CIydasx 0 Havaia Teparuu aTopBaCTaTHHOM:

e HapymieHue GyHKIUHU MOYEeK;

® THIIOTHPEO3;

® HaCJEACTBEHHBIE MBIIIEYHBIC HAPYIIICHUS Y TTAI[UEHTA B aHAMHE3€ UJIM B CEMEWHOM aHAMHE3E;

® y)Ke MEPEeHECCHHOE TOKCHYecKoe BiusHUEe MHrHOUTOpoB I'MI'-KoA-pemykTassl (CTaTHHOB)
i puOpaToB HA MBIIIIEUYHYIO TKaHb;

e 3a0osieBaHMsA TICYCHHM B aHAMHE3€ W/WIM TAIUEHTHI, YIOTPEONIONIME ajJKOrojib B
3HAYUTEBHBIX KOJTHMYECTBAX;

e y MaIMeHTOB B Bo3pacte crapiie 70 JeT cieayeT OleHUTh HeooXoaumMocTh KOHTpoisi KDK,
VUUTBIBAasE TO, YTO Y OTUX NAIMEHTOB YXE€ HMEIOTCS (DaKTOphl, Mpeapacrofiararonue K
Pa3BUTHIO paOOMUOIH3A;

® CHUTYaIluH, B KOTOPBIX OKUAETCS TIOBBIIICHHE KOHIICHTPAIIH aTOPBACTATHHA B IJIa3Me KPOBH,
TaKue KaK B3aMMOJICHCTBUSI C IPYTUMU JIEKaPCTBEHHBIMU CpecTBamMu (cM. pasnen 4.5).

B Takux cutyanmsix cieyeT OleHUTh COOTHOIIIEHHE PUCK/TIONb3a U OCYIIECTBIATH MEAUIIMHCKOE

HAOII0/IEHUE 32 COCTOSTHUEM TaIlUeHTa.

B cnydae 3nauntensHoro nossiiieHusi akTuBHOCTH K®K (6onee uem B 5 pa3 Beimie BI'H) He
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1y OTUETY

CJIICAYCT HAUMHATh TCpaIliO aTOPBACTATUHOM.

ITpu IIPUMEHEHNUN aTOpBacTaTHUHA, KaK u OpYTUX MHTUOUTOPOB
['MI'-KoA-penykras3pl, ONHCaHBl pEIKUE CiIy4ad pabJOMHONIM3a C OCTPOH TOYEYHOMH
HE/I0CTaTOYHOCThIO,  OOYCIIOBIEHHOW  MHOriIoOuHypueil. ®DakTopoM puCcKa  pPa3BUTHUA
pabaoMuoIM3a MOXKET OBITh MPEIIECTBYIOLIee HapylleHne (yHKIHUY IToueK. TakuM nauueHTam
cieayer obecneduTh OoJiee TIIATENBHBIM KOHTPOJb 33 COCTOSHUEM CKEJIETHO-MBIIICYHOM
cucteMsbl. [Ipy MOSIBIEHUH CHMIITOMOB BO3MOKHOM MHONATHH WM HAIWYUU (AKTOPOB pUCKA
pa3sBUTHsI MOYEYHOH HEAOCTATOUYHOCTH Ha (hoHEe pabaoMuonusa (Hampumep, TsDKedas ocTpas
UHQEKIMs, apTepuanbHas TUIIOTEH3Us, OOLIMPHOE XMPYPrU4ecKOe BMEUIATENbCTBO, TPAaBMBI,
METa0OJIMYECKUE, SHIAOKPUHHBIE M BOJHO-JICKTPOJIUTHBIC HApYyUICHHS, HEKOHTPOJIMPYEMbIe
CyJIOpOTH) TE€paNuio aTOPBACTaTUHOM CJIEYET BPEMEHHO NPEKPATUTH WM IIOJTHOCTHIO OTMEHHUTb.
Buumanue! [lanueHToB HE0OXOAMMO NpPENYNPEIUTh O TOM, YTO MM CIEelyeT HEMEJIEHHO
00paTUTHCS K Bpauy MpH MOSIBIEHUN HEOOBSICHUMBIX 00JIeH I MBIILIEYHOM C1ab0CTH, 0OCOOEHHO
€CJIM OHM COIIPOBOXKJIAIOTCSL HEAOMOTaHUEM WJIN JIMXOPATKOM.

I'emoppazuueckuii uncynom

[Tocne cnennanbHOrO aHanM3a KIMHUYECKOTrO MccieloBaHus ¢ ydactueM 4 731 mauueHToB 0e3
NBC, nepeHecmMX HWHCYJIbT WM TpPaH3UTOpHYIO uiiemuueckytro araky (THA) B TedeHue
npeapAymux 6 MecsieB, KOTOpbIM OblT Ha3Ha4deH aTopBacTaTHH 80 Mr/cyT, BBISIBHIN Ooliee
BBICOKYIO YaCTOTY T€MOPparuuecKux MHCYJIbTOB B IpyIIe aropBacTatuHa 80 MI 110 CPaBHEHUIO C
rpynmnoi miane6o (55 B rpymme aropBactatuHa npotuB 33 B rpynmne 1uiane6o). IlanueHTs! ¢
reMopparu4eckiM MHCYJIbTOM Ha MOMEHT BKJIIOUEHMs B MCCIIEJOBaHUE MMETH 0oJiee BBICOKUI
PHUCK JUIsl TOBTOPHOI'O FeMOPPAaruiyeckoro UHCynbTa (7 B TpyIIE aropBacTaTWHA MPOTUB 2-X B
rpynne miamne6o). OgHako y ManydeHToB, MOJydaBIInX aropactaTuH 80 Mr/cyT, ObUIO MEHbIIE
MHCYJIBTOB JIt0O0ro THmna (265 mpotuB 311) u MeHbIIe cepAeYHO-COCYIUCTHIX coObITHI (123
npotus 204) (cMm. pazaen 5.1).

Caxapmubiii ouabem

Hexotopsie mannble moaTBepxkaaroT, 4to MHruOUTOphl ['MI-KoA-penykrassl (cTaTHHBI), Kak
KJIACC, MOT'YT IIPUBOJIUTH K ITOBBIIIEHUIO KOHIIEHTPALMH [IFOKO3BI B IUIa3M€E KPOBH, a Y OTAEIbHBIX
NAlMEeHTOB C BBICOKMM PHCKOM Pa3BUTHSl CaxapHOro JMa0eTa MOXET Pa3BUThCA COCTOSHUE
TUIEPIIIMKEMHH, Tpedyroliee KOppeKLUU KaK MpH caxapHoM nuadete. TeM He MeHee, 3TOT pUCK
HE TMpEBBIIIAET Moib3y OT Tepanuu uHruoutopamu ['MI'-KoA-penykrassl (cTaTuHaMu) ¢ TOYKU
3pEHUsl COCYAMCTBIX PUCKOB, TIO3TOMY HE MOXET SIBIATHCS NPUYMHON Ul OTMEHBI TEPAIHH.
[TaneHThI, OTHOCAIIMECS K IPYIIe pUcKa (KOHIIEHTPALKs TIII0KO3bl B KPOBU HATOIIAK OT 5,6 110
6,9 MmoB/71, mHAEKC Macchl Tena (MMT) >30 KI/M?, TOBBILICHHAS KOHIIEHTpalUs TPUTIIHIEPUIOB

(TT) B mna3me KpoBH, apTepHajbHas THUIEPTEH3Ms), JODKHBI HAXOMUTHCSA MOJ MEIUIIMHCKUM
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KOHTPOJIEM, BKJIIOYasi KOHTPOJIb OMOXUMHUYECKHX na{&{&&%@%a I/EHEH(I'J%IO'IB%TlCTIIIS‘l;I

MECTHBIMU PEKOMEHIAIHSIMH.
Humepcmuyuanvroe 3a601e8aHue ne2Kux

Ha ¢one Tepanuu HekoropsiMu nHrHOUTOpamMu I’ MI'-KoA-peaykTa3sbl (cTaTuHaMu), 0COOCHHO Ha
(oHe UIUTEeNBHON Tepanuy, OTMEYAIUCh €AMHUYHBIE CIIyYyal UHTEPCTULUAIBHOTO 3a00J1€BaHuUs
Jerkux. Moryt HaOogaTbes OABIINIKA, HENPOAYKTHBHBIM Kalledb M yXy/IIIEHHE OOIIero
COCTOSIHUS 3/I0pOBbsl (YTOMIISIEMOCTh, CHM)KEHUE MacChl Teja M Jiuxopaaka). B ciyuae, eciu y
HalMeHTa MoA03pEBAETCS HHTEPCTULIMANIBHOE 3a00JI€BaHNE JIETKUX, CIEyeT OTMEHHUTh TEPAIUI0
aTOPBACTATHHOM.

DHOOKpUHHAS PYHKYUSL

[Ipu npumenenun wuHruouropoB I'MI-KoA-penykrasel (cTaTMHOM), B TOM 4YHCIE U
aTOpPBAaCTATHHA, OTMEYAIIUCH CIIy4Yau MOBBIILICHUS TIMKO3HWIMPOBaHHOrO remMoriodouna (HbA1) u
KOHIIEHTPALMH TJIIOKO3bI B IJJa3Me KPOBU HATOIIAK. TeM He MeHee, pUCK TMIIEPIIMKEMUN HUXeE,
YeM CTETeHb CHWIKCHHUS PUCKA COCYAMCTBIX OCIIOKHEHHH Ha (oHe mpuema nHruouropoB I'MI -
KoA-penykrassl (CTAaTUHOB).

OaHOBpEMEHHOE JICUCHHE JIPYTUMH JIEKAPCTBCHHBIMHU IperapaTaMu

Puck pa3BuTHs MUONATHHU W/MIM PabAOMHOIN3a MOXET OBbITh MOBBILIEH IPU OAHOBPEMEHHOM
npuMmeHeHun uHroutopos I'MI'-KoA-peaykrassl (Hanmpumep, aTopBacTaTMHA) M JANTOMULIMHA
(cm. pasnmen 4.5). CiemyeT paccMOTPETh BO3MOXKHOCTh BPEMEHHOM NPUOCTAHOBKM IpHEMa
aTopBacTaTMHA y NAlMEHTOB, NIPUHUMAIOIMX IANTOMULMH, 32 UCKIIOUCHHEM CIIyyaeB, KOrja
M0JIb3a OJIHOBPEMEHHOT0 MPUMEHEHMs NpEeBBIIaeT pUCKU. Ecnu ogHOBpeMEeHHOE MpHUMEHEHHE
HeJb35 OTMEHUTh, YPOBEHb KPEaTUHKUHA3HI CIIEAYET U3MEPATH 2 — 3 pa3a B HE/IENIO, a NAllUeHTOB
clelyeT TIIATeIbHO HAa0JI0/1aTh HAa HAJTMYKE JTH0ObIX MPU3HAKOB WM CUMIITOMOB MUOIIATHH.

BcnoMorarenbHEIE BEIIECTBA

[Tpenapat AtopBactaTuH Anb()aKTUB CONEPKUT JaKTO3y. JJaHHBIH JIekapcTBEHHBIN NpenapaT He
cleyeT MPUHUMATh MalMeHTaM C PEAKO BCTPEUaroUIeiicsi HacleCTBEHHOW HENEepEeHOCUMOCThIO

raJlakTO3bl, JJAKTa3HON HEIOCTATOYHOCTHIO MIIM TIII0KO30-TAIaKTO3HON MallbabCOpOLIEH.

4.5. B3aumopeiicTBue ¢ APYrMMH JIeKapCTBEHHBIMHM TMpenapataMd W Jpyrue BH/bI
B3aHMO/1eiCTBUA

Bo Bpems neuenuss unrudburopamu I'MI'-KoA-peaykrassl npu 0JHOBPEMEHHOM HPUMEHEHUU
UKJIOCIIOpUHA, (prOpaTOB, HUKOTUHOBOM KHUCIOTHI B JUIMICHWKAIOIMIKX f03ax (6onee 1 r/cyr)
win uHruouropos usopepmenta CYP3A4/TpancnioptHoro Oenka (Hampumep, 3pUTPOMUIIMHA,
KJIAPUTPOMHIINHA, MPOTHBOTPHOKOBBIX CpPEICTB — TMPOM3BOJHBIX a30Jia) IOBBIIIACTCS PHUCK

muomnatuu (cM. paszaensl 4.2 u 4.4).
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Nurudurops! nsodepmenra CYP3A4

[Tockonbky artopBactatuH OuotpaHchopmupyercs uzopepmentom CYP3A4, coBmecTHOE
npUMEHeHHne aTtopBacTaTHHa ¢ uHruomropamu uzopepmenta CYP3A4 moxeT NPUBOIUTH K
YBEJIMYEHUIO KOHLEHTpAallUM aTopBacTaTMHa B I1a3Me KpoBU. CTeneHbp B3aUMOJECHCTBUS U
3¢ ¢exra NOTCHUMUPOBAHUS ONPENEIAIOTCS BapuaOeIbHOCTbIO BO3JEHCTBUS Ha H30(EPMEHT
CYP3A4.

bouto  ycranoBneno, urto MomHble uHTHOMTOpH u30epmenta CYP3A4 mnpuBomiar k
3HAYUTEIbHOMY MOBBIIIEHUIO KOHIIEHTPALMU aTopBacTaTMHa B IulazMe Kposu. Ciepyer 1o
BO3MOXHOCTH H30eraTb OJHOBPEMEHHOIO NPUMEHEHHUS MOIIHBIX MHTMOUTOPOB H30(epMeHTa
CYP3A4 (mampumep, UMKIOCHOPHH, TEIUTPOMULIMH, KIAPUTPOMULIMH, JACTABUPIMH,
CTHPHUIICHTOJI, KETOKOHA30JI, BOPUKOHA30J]1, UTPAKOHA30J1, T03aKOHA30JI U HHTUOUTOPBI IPOTEA3bI
BUWY, Bkmtouas puTOHABUp, JIONMMHABUP, a3aTaHABUp, MHIUHABHUP, JapyHaBup, u 1p.). Ecium
OJTHOBPEMEHHBIM IMpPHEM 3TUX MpenapaToB HEOOXOAUM, CIEAYeT PacCMOTPETb BO3MOXKHOCTb
Hayaja Teparmuyd C MHUHUMAJIBHOM JTO3BI, a TAKKE CIIEAyeT OLIEHUTh BO3MOXKHOCTH CHH)KCHUS
MaKCHUMaJIbHOH JI03bI aTOPBACTATHHA.

YwMmepennbie unruOutopsl uzodpepmenta CYP3A4 (mampumep, SpUTPOMHUIINH, IUITHA3EM,
BepanamMuil U (IyKOHA30J1) MOTYT NMPUBOJUTH K YBEIMUEHHIO KOHLIEHTPAL[MM aTOpBAacTaTHHA B
wiasmMe kpoBu. Ha ¢one ogHOBpemeHnHoro mpumeneHus: mHruouropos I'MI-KoA-penykrassi
(cTaTMHOB) W YPUTPOMHIIMHA OTMEYAIH TTOBBIIICHHBIN PUCK pa3BUTHs MUOTaThH. MccienoBanus
B3aMMOJICICTBHS aMUOJlapOHa WJIM BeparaMuia U aTopBacTaTWHA HE IMPOBOAMIOCH. M3BecTHO,
4TO W aMHOJApOH M BepamaMui HUHTUOMpYIOT akTUBHOCTh u3opepmenta CYP3A4 u
OJTHOBPEMEHHOE TPUMEHEHHE OSTHUX IpenapaToB C aTOPBACTATHHOM MOXKET IPHBECTH K
MOBBIIICHUIO OKCIIO3UIIMHA aTOpBAacTaTHHA. B CBSI3M ¢ JTHM, PEKOMEHIYeTCS CHU3UTh
MaKCHUMaJIbHYIO /03y aTOpBacTaTMHA U MPOBOJUTH COOTBETCTBYIOIIUN MOHUTOPHHI COCTOSIHUS
nalnyveHTa Npu OJHOBPEMEHHOM MPHUMEHEHMH C YMEpPEHHBIMH HHTHOMTOpaMH H30(epMeHTa
CYP3A4. KoHTpoJb clieAyeT OCYIIEeCTBIIATh MOCIIe Hadala Tepauy U Ha (JOHE U3MEHCHHUS JTO3bI
WHTUOUTOpA.

T'empubposun/pudbpamer

Ha ¢one npumenenus ¢puOpaToB B MOHOTEpaNnuu MEPUOAUYECKH OTMEUAIN HeXelaTelbHble
pEaKIHu, B TOM YHCIie, pabJOMUOITN3, KACAFOIINECs CKEJIETHO-MBIIIIEYHON CUCTEMBI. PHCK Taknx
peaxkiuii Bo3pacTaeT Mpu OJHOBPEMEHHOM NpUMeHeHuH (HuOpaToB M aropBacTaTHHA. B ciydae
€CIIM OJIHOBPEMEHHOTO NPHUMEHEHMs 3THX IpernaparoB HEBO3MOXXHO H30eXaThb, TO CIEIyeT
OPUMEHATh MUHUMAIBHYIO 3((GEKTUBHYIO 703y aTOpBAacTaTHHA, a TAKXKe CIEAyeT MPOBOAUTH
PETYJSPHBINA KOHTPOJIb COCTOSIHHS TTAI[EHTOB.

Dzemumubd
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pabIOMHOIH3a, CO CTOPOHBI CKEIETHO-MBIIIIEYHOW CUCTEMBI. PHCK TakMX peakluid TMOBBIIIAETCS
Opd OJHOBPEMEHHOM IMpPHMEHEHHM »33eTHMHOa M aTopBacTaTHHA. /[ TakMX MalUEeHTOB
pPEKOMEHIyeTCs THIaTeNbHOE HaOII0IeHE.

Opumpomuyun/kKiapumpomuyum

ITpu ogHOBpEMEHHOM ITPUMEHEHUH aTopBacTaTHHA U dpuTpoMuLivHa (1o 500 mr 4 paza B CyTKH)
win kiaapurpomuimHa (mo 500 mr 2 pasza B cyTtku), uHruouropo uzodpepmenta CYP3A4,
Ha0JI0/1a1I0Ch MOBBILICHHE KOHILIEHTPAIMU aTOpBacTaTHUHA B IUIa3Me KPOBU (CM. paszzaensl 4.4 u
5.2).

Hneubumopwl npomeas

OnHOBpEeMEHHOE TNPUMEHEHHE aTOpBAaCTaTHHA C HMHTHOMTOpPAMH MpPOTEas, MU3BECTHBIMH Kak
unruoutopel  m3odpepmenta CYP3A4, compoBoxmaercs yBeIHMUYEHHEM  KOHLIEHTPALUU
aTOpBACTaTHHA B IJIa3Me KPOBH.

Jlunmuazem

CoBMecTHOE MPUMEHEHHE aTopBacTaTuHa B 103¢ 40 Mr ¢ auiituazeMom B fo3e 240 Mr npuBOJIUAT
K YBEJIMYEHHUIO KOHIICHTPAI[MHN aTOpBacTaTHHA B TJIa3Me KPOBH (CM. paszzen 5.2).

L{umemuoun

Knunnuecku 3Ha4MMOro B3auMOJIEHCTBUS aTOpBacTaTHHA ¢ IMMETHIMHOM HE OOHApYKEHO (CM.
paszen 5.2).

Hmpaxonason

OnHOBpeMEHHOE TPUMEHEHHE aTopBacTaThHa B 103ax oT 20 10 40 Mr u utpakonazona B gosze 200
MT TMPUBOJMIIO K YBEJIIMYECHHIO 3HAUCHHS TUIOMIAIN TIO/I KPUBOW «KoHIeHTparusi-Bpems» (AUC)
aTopBacTaThHa (CM. paznen 5.2).

I'petinghpymoswiii cox

[TockonbKy TrpeHnpPyTOBBIH COK COAEPKUT OOUH WM Oojiee KOMIIOHEHTOB, KOTOpBIE
uHTHONpYIoT m3odepmenT CYP3A4, ero upesmepHoe norpedieHue (Oosee 1,2 1 B 1eHb) MOXKET
BbI3BaTh yBEJIMYEHHE KOHLIEHTPALIMK aTOpBAacTaTHHA B IJIa3Me KPOBH (CM. pazzen 5.2).
Hueubumopwvr mpancnopmnozo 6enka

ATOpBacTaTHH NpeAcTaBiIseT co0oi cyOcTpaT TpaHCIOPTEPOB (HEPMEHTOB MEYeHHU (CM. pasjen
5.2).

CoBMecTHOE MTPUMEHEHHE aTopBacTaTHHA B 103¢ 10 M u IUKIIOCTIOpHHA B 1103€ 5,2 MI/KT/CyT
NPUBOJIMIIO K MOBBIIICHUIO YPOBHS BO3JelcTBHS aropBactatuHa (cootHomeHnne AUC: 8,7) (cm.
paszen 5.2). LIukJIocriopuH SIBIISI€TCSI MHTUOMTOPOM TPAHCIIOPTHOTO MOJUIETITH1a OPraHMUECKUX
anuonoB 1B1 (OATP1B1), TpaHcmopTHOrO NOJUNENTHAA OpraHUYEeCKHMX aHHOHOB 1B3

(OATP1B3), mpoTenHa, acCOIMMPOBAHHOTO C MHOKECTBEHHOH JIEKAPCTBEHHOW YCTOWYMBOCTHIO
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1 (MJIY1) u 6enka pe3sucTeHTHOCTH paka MOJIOYHOK meﬂgyl_sll:;l%;gt%@b\wcchgﬁﬁ%x%ﬁiﬁo

OH TOBBIIIAET YPOBEHb BO3ACHCTBUA aTopBacTatuHa. CyTOYyHas /1032 aTOPBACTATUHA HE JOJDKHA
npeBbimath 10 mr (cMm. pazaen 4.2).

I'nmexanpeBup u mubpenTacBup sABistorcs uaruouropamu OATPIB1, OATP1B3, MJIV1 u 6enka
PE3UCTEHTHOCTH paKa MOJIOYHOH KeJIe3bl, CJIe10BaTEIbHO, OHU MOBBILIAIOT YPOBEHb BO31EHCTBUS
atopBactaThHa. CyTouHas 103a aTopBacTaTHHA HE JOJDKHA mpeBblaTth 10 Mr (cM paszgen 4.2).
CoBMecTHOE IpUMEHEHNE aTopBacTaThHa B 103€ 20 Mr u sierepmoBupa B 103¢ 480 Mr B CyTKH
MIPUBOIMIIO K ITOBBIIIICHUIO YPOBHS BO3/elCcTBHsI aTopBacTtatuHa (cootHomenue AUC: 3,29) (cwm.
pazmen 5.2). JlerepMoBHp SIBISETCS MHTHOMTOPOM TpaHCHOpTepoB P-rimkomnporenna (P-gp),
Oelka pPE3WCTeHTHOCTH paka MonodHou skene3sl (BCRP), Genka 2, acconmmupoBaHHOTO C
MHOKECTBEHHOM JIeKapcTBEHHON ycTtoiuuBocThio (MRP2), TpancmoprepoB opraHM4eCcKHX
anuoHoB 2 (OAT2) u neuenouynoro tpancnoptepa OATP1B1/1B3, takum o0pa3om, OH yCHIIUBAET
ypOBEeHb BO3/eicTBUsI aTropBacTaTuHa. CyTouHas J03a aTopBacTaTHHA HE JOJDKHA IpeBbIath 20
Mr (cM. pazaen 4.2).

Benuumnaa omocpenoBaHHBIX JiekapcTBeHHBIX B3ammoneiicteuii CYP3A u OATP1B1/1B3 nHa
COBMECTHOE MPUMEHEHHE IPEenapaToB MOXKET OTIUYAThCA MPHU OJHOBPEMEHHOM Ha3HAUYEHUU
JeTepMOBHpa € IUKIOCIOpUHOM. He pexomeHIyeTcs MPUMEHSTh aTOpBACTATHUH MAIlEHTaM,
MOJIYYAIOLIUM TEPAIHIO JIETEPMOBUPOM COBMECTHO C IIUKIOCIIOPUHOM.

Onbacup u TpasonpeBup spisitores uarnOuTopamu OATP1B1, OATP1B3, MJIY1 u Genka
PE3UCTEHTHOCTH PaKa MOJIOYHOM KeJe3bl, CJIeI0BATEIbHO, OHH MOBBILIAIOT YPOBEHb BO3IEHCTBUS
atopBactaThHa. CieayeT NPUMEHSATh C OCTOPO’KHOCTBIO M B CaMOM HM3KOW HEOOXOIUMON /103e
(cm. paznen 4.2).

Hunykropsl n3odpepmenta CYP3A4

CoBMmecTHOE NMPUMEHEHUE aTopBacTaTMHa ¢ MHAYKTopamu u3zodepmenta CYP3A4 (nmampumep,
s(aBupeH30M, pUGAMIULIUMHOM WM TpenapaTaMu 3BepoOos MPOABIPSBICHHOTO) MOXET
NPUBOJNTh K CHIDKCHHIO KOHIIGHTPAallMM aTopBacTaTMHa B IUTa3Me KpOBH. Bcereacrsue
JTBOWCTBEHHOTO MeXaHW3Ma B3aUMOICWUCTBUS C pUDaMIUIMHOM (MHAYKTOPOM H30(pepMeHTa
CYP3A4 u unruburopom TtpaHcnoptHoro Oenka rematouutoB OATPIB1), pekomennyercs
OJTHOBPEMEHHOE NTPUMEHEHHE aTopBacTaTUHA U pU(PaMITUIIMHA, TOCKOJIbKY OTCPOUYEHHBINA TpUeM
aTopBacTaTHHA IIOoclie TpuemMa pudaMIUIMHA TPUBOJAUT K CYIIECTBEHHOMY CHIDKEHUIO
KOHIEHTpAIlMU aTopBacTaTHHA B IJIa3Me KPOBH (cM. pazzen 5.2). OaHako BiausHUE pudaMnuirHa
Ha KOHIICHTPALIMIO aTOPBACTaTHHA B IeNaTOIMTaX HEM3BECTHO U B CIIy4yae, €CIIM OJTHOBPEMEHHOTO
NPUMEHEHHUsS HEBO3MOXKHO H30€XaTh, CleAyeT THIATeIbHO KOHTPOJIUPOBAaTh 3((HEKTUBHOCTH
TaKOW KOMOWHAIIH BO BPEMSI TEPAITHH.

Anmayuosi
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COOTBETCTEYET 3Kl
ot 22.10.20:

OIIHOBpEMEHHBIN TMpPUEM BHYTPhH CYCIICH3UH, conepmdiﬂgﬁ:ﬂﬁ%ﬁ%%k%cII :aJ'Ilmll\'/n'/I'HI/m

THIPOKCH]], CHIDKAJI KOHLICHTPALIMIO aTopBacTaTHHa B Tuiazme kpoBu (u3menenue AUC: 0,66),
OJIHaKO cTeneHb cHkeHUs koHueHTpaunu X C-JIITHII npu 3ToM He u3meHsuiach.

Denazon

ATopBacTaTHH HE BIMsET HA (papMaKOKUHETUKY (peHa30Ha, TOITOMY B3aUMOJICHCTBUE C APYTUMU
npernapaTamMmu, MeTabOIH3UPYIOIIUMUCS TEMH K€ H30(hepMEeHTaMH LIUTOXPOMa, HE 0’KUIACTCS.
Konecmunon

[Tpu ogHOBpEMEHHOM MPUMEHEHUHU KOJIECTUIIOIA KOHIICHTPAIUs aTOpBacTaTHHA B IIa3Me KPOBU
camkanack (m3menenue AUC: 0,74), omHako THNOTUNUIAEMUYECKUNA 3PhEeKT KOMOMHAIUU
aTOpBacTaTHHA U KOJIECTUIIONA MTPEBOCXOANI TAKOBOW KaXJIOTO Mperapara B OTAEIbHOCTH.
JHueokcun

[Tpu moBTOPHOM IIpHEMe TUTOKCHHA U aTOpBacTaTuHA B J103¢ 10 MI paBHOBECHBIE KOHIIEHTPALIUU
JTUTOKCHHA B MJIa3Me KPOBH He MeHsUIMCh. OHAKO MPH MPUMEHEHUH JUTOKCUHA B KOMOUHAIINH C
aTOPBACTAaTHHOM B Jj03¢ 80 MI/CyT KOHIICHTpAIUs JUTOKCHHA yBennuuBanachk (m3meHerne AUC:
1,15). IlamueHThl, TMONyYAOIIAE JUTOKCHH B COYCTAHWHM C aTOPBACTATHHOM, TPEOYIOT
COOTBETCTBYIOIIETO HAOIIOICHUS.

Azumpomuyun

[Tpu onHOBpEMEHHOM NMPUMEHEHUH aTopBacTaTuHa B 03¢ 10 Mr 1 pa3 B CyTKH B a3UTPOMUIIMHA
B 103¢ 500 mr 1 pa3 B CyTKHM KOHIICHTpALMs aTOPBACTaTHHA B IIa3Me KPOBH HE U3MEHSIIACH.
IlepopanvHule konmpayenmugol

[Ipy OIHOBpEMEHHOM MPUMEHEHHM aTopBacTaTMHA U MEPOPANbHBIX KOHTPAIlENITUBOB,
COJepKAIINX HOPATHCTEPOH M ATHHWIAICTPAINON, HAOIIOAAIOCh MOBBIIIEHHE KOHIICHTPAITUH
Hopotuctepona (m3menenne AUC 1,28) u stunmmcrpanuona (m3menenne AUC 1,19). Dror
3pdeKT cieayeT yUuThIBaTh IPH BHIOOpPE MNEPOPATBHOTO KOHTpALENTHUBA [UIS SKEHIIMHBI,
NPUHUMAIOILEH aTOpBACTATHH.

Tepgpenaoun

[Ipr omHOBpEeMEHHOM NPUMEHEHHWH aTOpBAcTaTHHA M Tep(eHaIrHa KIMHHUYECKH 3HAYUMBIX
U3MEHEeHUH (papMaKOKMHETUKU Tep(deHaHa He BBISBICHO.

Bapgapun

B KITMHWYECKOM WCCIIEIOBAaHUH Y TMAIMEHTOB, PETYISIPHO MOTYYAIOIINX TEPANUI0 BappapuHOM
IpA OJHOBPEMEHHOM MpPHUMEHEHHH aTopBacTaTHHa B g03¢ 80 Mr B CYTKH, NMPHBOAWIO K
HEeOOJIBIIIOMY YBEIWYEeHHIO TpoTpoMOrHOBOro Bpemenu (I1B) mpubnusurensHo Ha 1,7 cexyHa B
TeueHue NepBbIX 4 qHel Tepanuu. [lokasarens Bo3Bpalaics K HOpMe B TeueHue 15 nHel Tepanuu
aTopBacTaTHHOM. HecMOTpsi Ha TO, YTO TOJBKO B PEOKUX CIIydasX OTMEUalld 3HAYUTEIHHOE

B3aMMOJICIICTBHE, 3aTparuBaiollee aHTUKOATYISHTHYI0 QYHKIUIO, ciaeayeT onpenenuts [IB go
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COOTEBETCTEYET 3KI(

ot 22.10.2025 N2 26460

Hayajla Tepaluh aTOpPBACTATUHOM Y IIAllMCHTOB, né%a-rc—)lﬁ'g?'; Er'égw ':%%atbi;}ﬁggﬁmn

AQHTUKOATYJISIHTAMM, M JIOCTaTOYHO YacTO B TMEPUOJ Tepamuu, YTOOBl MpPEeJOTBPATUTh
3HaunTenabHoe n3menenue 11B. Kak Tonpko ormeuatorcs craduibHbie udpsl [1B, ero KoHTpoIb
MO>XHO MPOBOJUTh TAKKE, KaK PEKOMEHAYIOT /I MalME€HTOB, MOJIyYAarOUIMX KyMapHHOBBIE
AQHTUKOAryJIHTHI. [Ipy M3MEHEeHHH 03bl aTOPBACTATUHA WM MPEKPAILIEHUH T€panuu KOHTPOJIb
[IB crnemyer mpoBeCTH MO TEM >K€ MPHHLIMNAM, YTO OBUIM ONUCAHBI BhIme. Tepamus
aTopBacTaTHHA He ObUIA CBA3aHA C Pa3BUTHEM KPOBOTEUEHUs i u3MeHeHusMu [1B y nanmenTos,
KOTOpbIE HE NOJIYYaJIU JICUEHHE AHTUKOATYJISTHTaMU.

Konxuyun

XOTs HCCIECNOBAaHUN B3aMMOJCHCTBUA AaTOpPBACTaTHMHA M KOJXHUIMHA HE IIPOBOJIUIIOCH,
coo0Iagoch O CclydasgX MHUONATUM IPU OJHOBPEMEHHOM IIPUMEHEHMM aTropBacTaTWHA U
KOJXMIIMHA, T[O3TOMY CIEAYyeT C OCTOPOXHOCTbIO Ha3HayaThb AaTOPBACTATUH BMECTE C
KOJIXUI[MHOM.

Amnoounun

B wuccienoBaHun J€KapCTBEHHOI'O B3aUMOJACUCTBUS y 3J0POBBIX HCIBITYEMBIX COBMECTHOE
IpUMEHEHUEe aropBacTtatMHa B o3¢ 80 Mr m amyogunuHa 10 Mr nmpuBeno K KIMHUYECKU
HE3HAYMTEILHOMY YBEJIIMYCHUIO KOHIIEHTpaluu aropBactaruia (m3menenune AUC: 1,18).
Dy3udosas kucroma

Bo Bpems nmocTperucTpaliioHHBIX MCCIEI0BAaHUN OTMEYalld Cily4au pa3BUTUSA pabJoMHOIM3a Y
MNAIMEHTOB, MPUHUMAIONINX OJHOBPEMEHHO CTAaTHHBI, BKIIOYAas aTopBacTaTWH U (Py3UI0BYIO
KHCIOTy. MeXaHn3M JaHHOTO B3aUMOJICHCTBUS HEU3BECTEH. Y MAlMEHTOB, Ul KOTOPBIX
HCIOJIb30BaHue (Py31J0BOM KUCIIOTHI CYUTAIOT HEOOXOJUMBIM, JICUEHNE CTATUHAMU JOJKHO OBITH
MIPEKPALIEHO B TEYEHHUE BCETo Meproja NpuMeHeHus Qy3ua0Boil KucaoThl. Tepanus craTHHAMU
MOeT ObITh BO30OHOBIJIEHA uepe3 7 THEH mocie mocienHero npuema ¢y3u1oBoi KUCIOTH. B
UCKJTIOUUTENBHBIX CIIydasx, I71e He00X0uMa MpoJ0KUTENbHAs CUCTEMHas Tepanus (y3u10Bon
KHUCJIOTOM, HalpuMmep, s JIEYeHMs] TsKeNbIX WHQEKIHMi, HeoOXOJUMOCTh COBMECTHOTO
NPUMEHEHUs aTopBacTaTMHA U (Py3UJOBOW KHCIOTHI JOJKHA OBITh PAacCMOTpPEHa B KaXJIOM
KOHKPETHOM cjy4yae M IOJ CTpOTrMM HaOdrofeHueM Bpaya. [lanueHT AOoKeH HeMeIEHHO
0o0paTUThCS 3a MEIULIMHCKONW TMOMOIIBIO NMPH MOSBIEHUH CHUMITOMOB MBIIIEYHON clabocTH,
YYBCTBUTEILHOCTHU WM OOJIH.

pyeas conymemsyrowas mepanus

B kIMHMYECKHMX HCCIIEOBaHMSIX aTOPBACTATUH MPUMEHSUIM B COYETAHWU C TMIIOTEH3UBHBIMU
CPEICTBAaMHU U JCTPOr€HaMH B PaMKaxX 3aMECTHTEIbHOM ropMOHaJbHON Tepanuu. IIpusHakoB
KJIMHAYECKH 3HAaYMMOTO HEXKEIaTeIIbHOTO B3aMMOJCHCTBHS HE OTMEYEHO; HCCIENOBaHUs

B3aUMOJICUCTBUS CO CTIEU(UUECKUMH MperapaTaMu He TPOBOUIIHCH.
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KpOMe TOT'0, OTME€YAJIOCHh ITOBBIINICHHUEC KOHIIC

COOTBETCTBYET SKCMEPTHOMY OT4ETY

-

|- 460
OArbBpEMErtiom

NPUMEHEHUU ¢ WHTuOuTOpamu mpotea3sl BUU (koMOWHAIMu JOMMHABHpA M PUTOHABHPA,

CaKkBMHAaBHpa M PUTOHABHpPA, AapyHAaBUpPa M PUTOHaBHpaA, (hocamrpeHaBup, hocaMipeHaBup c

PUTOHABUPOM M HeI(UHABUPOM), HHTHOMTOpamMH mpoTeasbl rematura C (GomenpeBup,

3cOacBUpP/Tpa3onpeBup,

CHUMETIPEBHD),

KIAQpUTPOMUIMHOM W  UTPAKOHA30JIOM.

Cnenyer

CO6JHOI[21TB OCTOPOKHOCTb IIPpU OJHOBPEMCHHOM IIPHMMCHCHHU OTUX IIPCHapaTroB, a TaKKC

OPUMEHSATH CaMylo HU3KYIO 3(h(peKTHBHYIO 103y aTOpBacTaTHHA.

BausgHue npyrux npenapaTtoB Ha (baDMaKOKI/IHCTI/IKV aTopBacCcTaTHuHA

[Ipenapar, no3upoBka ATopBacTaTUH
Jo3a (Mr) N3menenne AUC% N3menenne Cmax®
Huknocnopun 10 mr 1 pa3 BcyTku, B | T B 8,7 pasza 1B 10,7 paza
5,2 MT/KT/CyT, | TeueHue 28 nHei
IIOCTOSIHHAs 7032
TunpanaBup 10 mr, ogHOKpATHO 1 B 9,4 paza 1 B 8,6 pa3a
500 mMr 2 pasza B
CYTKH/PUTOHABHP
200 mr 2 pa3a B
CyTKH, B TEuUCHUE
7 nuen
I'mexanpesup 10 mr 1 pa3 B cyTku, B | T B 8,3 pasza 1 822,00 paza
400 mr 1 pa3 B | TedeHue 7 nHeH
CYTKU/TTUOpPEHTACBUD
120 mr 1 pa3 B cyTkH,
B T€UEHUE 7 THEH
Temanpesup 20 Mr, OTHOKpPaTHO 1879 paza 1 8 10,6 pasza
750 mr kaxnaele 8 4, B
teuenue 10 queit
DnbacBup 10 Mr, OJTHOKpaTHO 181,95 paza 1B 4,3 paza
50 mMr 1 pa3 B
CYTKHU/Tpa3onpeBUp
200 mr 1 pa3 B cyTkwn,
B TeueHue 13 nHen
bouenpesup 40 Mr, OIHOKpPaTHO 1 B2,3 paza 1 B2,7 paza
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COOTBETCTBYET 3

22 10
OT ££_ U .2

KCMNEPTHOMY OTYETY

025 Ne 26460

800 Mr 3 pasa B
CyTKH, B TeyeHue 7

THEen

TP oo Tk S Fel WS
T TTEL DR

EREHOCTE 0002

CumenpeBup B J103€
150 mr 1 pa3 B cyTKH,

B teuenue 10 gHei

40 Mr, OTHOKPATHO

1B 2,12 paza

1B 1,7 pa3a

JlonunaBup
400 mr 2 paza B
CYTKU/PUTOHABHP

100 mr 2 paza B
CyTKH, B TeueHue 14

THEH

20 mr 1 pa3 B cyTKH, B

TeueHue 4 nHen

1B 5,9 paza

1B 4,7 pa3a

&&CaxBuHABUp

400 mr 2 pasa B
CYTKU/PUTOHABUP
400 mr 2 paza B
CYTKM, B TeueHue 15

THen

40 mr 1 pa3 B cyTkH, B

Teuenne 4 quen

1 83,9 paza

1 B 4,3 paza

Knaputpomunyn
500 mMr 2 paza B
CyTKM, B TEu€HHUE

9 nuen

80 mr 1 pa3 B cyTKH, B

TeUYeHUe 8§ THEHr

1 B 4,5 paza

1 B 5,4 pa3a

Hapynasup

300 Mmr 2 paza B
CYTKH/pUTOHABUP
100 mr 2 pasa B
CYTKHM, B TedeHHE 9

THen

10 mr 1 pa3 B cyTku, B

TeueHue 4 nHen

1B 3,4 paza

1B 2,2 pasa

Nrpakonason
200 mr 1 pa3 B cyTKH,

B Teuenue 4 qHen

40 Mr, OTHOKPATHO

1B 3,3 pa3a

1 B 1,20 pasa

JlerepmoBup 480 mr
OJIUH pa3 B CYTKH, B

TeueHue 10 muei

20 Mr, OTHOKpPATHO

1 B 3,29 paza

182,17 pa3za
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COOTBETCTBYET 3

22 10.2
OT ££ I1U.£

KCMNEPTHOMY OTYETY

2025 N2 26460

docamnpeHaBup
700 mMr 2 pasa B
CYTKU/PUTOHABUP
100 mr 2 paza B

CyTKH, B TeueHue 14

10 mr 1 pa3 B cyTku, B

Teuenue 4 quen

1 B 2.5 hang (=HVEAT

EBHOGTE 0002)

THeln

docaMIipeHaBUp 10 mr 1 pa3 B cyTku, B | T B 2,3 pasa 1 B 4,0 pa3a
1400 mMr 2 pasza B | TeueHue 4 nHeM

CyTKH, B TEYCHHE

14 nuei

Hendunaup 1250 mr | 10 mr 1 pa3 B cytku, B | 1 B 1,74 paza 1B 2,2 pa3a
2 pa3a B CYTKH, B | TeueHue 28 qHeu

TeueHue 14 queit

I'peitndpyToBrlii cok, | 40 Mr, OJHOKPATHO 181,37 paza 181,16 paza
240 mn 1 pa3 B cyTku™

Huntuazem 240 wr | 40 mMr, 0IHOKpaTHO 181,51 paza 1 B8 1,00 paza
lpa3 B cCyTku, B

TeyeHue 28 nHeu

OputpomuiyH 500 mr | 10 Mr, oTHOKpaTHO 1B 1,33 paza 1B 1,38 paza
4 pasa B CyTku, B

Te4YeHHUe 7 THEHl

Amnoaunue 10 wr, | 80 Mr, OIHOKpaTHO 181,18 paza 180,91 paza
OJIHOKPATHO

Humernaua 300 wmr | 10 mr 1 pa3 B cytku, B | | B 1,00 paza 1 80,89 paza

4 pasa B CyTku, B

TedueHue 2 HEACIb

TeueHue 2 HeaAelb

Konectumon 10 wmr
2 pa3a B CYyTKH, B

TeyeHue 24 Henenn

40 mr 1 pa3 B cyTKH, B

TeueHue 8 HeAellb

He ycranosneno

1 80,74 ** paza

Maanokc TC 30 mu | 10 mr 1 pa3 B cytky, B | | B 0,66 pasza 1 80,67 pasza
1 pa3 B cyTkH, B | TeueHwue 15 qHen

TeueHue 17 nHen

Odapupens 600 wmr | 10 mr, B Teuenue | | B 0,59 paza 1 B 1,01 paza
1 pa3 B cyrku, B |3 nHen
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
o1 22.10.2025 N= 26460

(OCAEQOBATENEROCTE 0002

teuenue 14 naei

Pupamnuuun 600 mr | 40 Mr, OqHOKpaTHO 181,12 paza 1 B2,9 paza
1 pa3 B CyTku, B
TeyeHHue 7  OHEH
(oHOBpEMEHHOE

npumenenue)

Pudammununa 600 mr | 40 mMr, 0THOKpAaTHO 10,20 paza 1 B 0,60 paza
1 pa3 B CyTku, B
T€UEeHHEe S5  JHeH

(pasnenbHbIi npuem)?

I'empu6po3un 600 mr | 40 Mr, OTHOKPATHO 1B 1,35 paza 1 B 1,00 paza
2 pa3a B CYyTKH, B

TeueHue 7 THENU

®denodudbpar 160 mr | 40 Mr, OTHOKPATHO 1 B 1,03 paza 1B 1,02 paza
1 pa3 B cCyTku, B

TeueHue 7 THENU

Cmax — MaKCHMaJIbHasl KOHIIEHTPAIHS B IJ1a3Me KPOBH.

&IpencraBiaeHo OTHONIEHHME THMIIOB Tepamuu (COBMECTHOE MPUMEHEHHE IIperapara BMecTe C
aTOPBAaCTaTHHOM B CPaBHEHHUH C IIPHMEHEHUEM TOJIBKO aTOPBACTaTHHA).

“Tlpu He3HAYUTENEHOM HOTPeOIeHHH TPerTppyToBOro coka (>750 M1 — 1,2 11 B CyTKH) OTMEYau
oomnpiree ysenmmaerre AUC (o 2,5) w/mm Cmax (1o 1,71).

“"Ha ocHoBaHUM 00pa3iia, B3STOr0 OJHOKPATHO Yepe3 8-16 4acoB mocie npuema rpenapara.
Tak kax pudamnuiuu o6nagaeT JBOMHBIM MEXaHU3MOM B3aUMOJEHCTBHS, PEKOMEHILYeTCs
BBOJIUTH aTOPBACTaTHH W pU(aMIUIMH OJHOBpEeMEeHHO. boree mo3aHuii mpuem aropBacTaThHa
nocie puQaMIuIHa CBA3aH CO 3HAYMTEIBHBIM CHIDKEHHEM KOHIICHTPAIMW aToOpBacTaTHHA B
I1a3Me KpOBHU.

&&]103b1 cakBMHABUPA/PUTOHABUPA, IPUMEHSABIIMECS B JAHHOM HCCIEIOBAHMH, OTJIMYAIOTCS OT
JIO3MPOBOK, KOTOpPBIE HCIOJB3YIOTCA B KIMHUYECKOW mpakTuke. CleayeT YYuThIBaTh, UYTO
MOBBIIIIEHUE SKCIIO3UIMH aTOPBACTaTHHA MPH KIMHUYECKOM NMPUMEHEHWH CKOpEE BCETO BHIIIE,
yeM HaOro/laeMoe B JJaHHOM HCCIIeIOBaHMU. B CBSI3M ¢ 3THM cliefyeT NMPUMEHATh Haunbosee

HU3KYIO 03y aTOpBaCTaTHUHA.

Crpanwnma 18 u3 32



BausHue aTopBacTaTiHa Ha d)aDMaKOKI/IHeTI/IKV

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 22.10.2025 N= 26460

pvrix Mo biroe- BATENEHOCTE 0002)

Teuenue 4 quen

700 Mr 2 pasa B
CYTKH/pUTOHABUP

100 mMr 2 pasa B
CyTKM, B TEYEHHUE

14 nuen

AropBactaTuH [Tpenapat, npuMeHsEMbII OTHOBPEMEHHO C aTOPBACTaTUHOM,
JIO3UPOBKA

[Ipenapat/Jlo3a (mr) N3menenne AUC% N3menenne Cmax®
80 mr 1 pa3 B cyTku, B | AHTHnupuH, 600 wmr, | 1 B 1,03 paza | 80,89 paza
TeueHue 15 guei OJHOKPATHO
80 mr 1 pa3 B cytku, B | Jurokcun 0,25 wmr | 1B 1,15 paza 1B 1,20 paza
teueHue 10 gueit 1 pa3 B cyrku, B

teuenue 20 e
40 mr 1 pa3 B cytku, B | [lepopanbhbie 1B 1,28 paza 1B 1,23 paza
TeyeHue 22 nHeu KOHTpaIlenTuBkbl 1 pa3

B CYTKH, B TEUEHUE

2 MecsIEB

-HOP3TUHIPOH 1 Mr

-3TUHUIACTPAIUOI

35 Mkr
10 Mr, oTHOKpaTHO Tunpanasup 500 mr | 1 B 1,08 paza 180,96 paza

2 pasa B

CYTKH/pUTOHABUP

200 mr 2 pasa B

CyTKH, B TeueHue 7

JHeN
10 mr 1 pa3 B cytku, B | PocaMIipeHaBUP 1 80,73 paza | 80,82 paza
TeueHue 4 nHeu 1400 mMr 2 paza B

CyTKM, B TEYEHUE

14 naent
10 mr 1 pa3 B cytku, B | PocaMIipeHaBUp 1 80,99 paza 1 B8 0,94 paza

&Hpe[[CTaBJ'ICHO OTHOIIICHHUC TUIIOB TCpalnunu (COBMCCTHOC MNPpUMCHCHUC IIpCIliapaTta BMECTC C

aTOPBACTATUHOM B CPABHCHUU C IPUMCHCHUCM TOJILKO aTopBaCTaTI/IHa).
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COOTBETCTBYET 3KCNEPTHON
o1 22.10.2025 N= 26460

(MOCNEOOBATENEHOCTL 0002)

1y OTUETY

€TH

I/ICCJIe,Z[OBaHI/ISI BSaHMOHCﬁCTBHﬂ MPOBOAUIIMCH TOJIBKO Y B3POCJIbIX MAIUCHTOB.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JIAKTAIUSA

JKeHIITUHEI ¢ IETOPOIHBIM ITOTSHITUAIOM

KeHmuHbl ~ IE€TOPOJHOrO  BO3pacTa BO  BpeMsl  JICUEHUS  JIOJDKHBI  IOJIb30BaThCs
COOTBETCTBYIOIIMMHU METOIaMU KOHTpalenuuu (cM. pazzaen 4.3).

bepemeHHOCTD

AToOpBacTaTHH IPOTUBOIIOKA3aH IpH OepeMeHHOCTH (CM. paszen 4.3). bezonacHocTh IpUMEHEHUS
BO Bpems OepemeHHoctd He Obuia moarBepkaeHa. Cpenu  OepeMEHHBIX — HKEHIIMH
KOHTPOJIMPYEMBIE KIIMHUYECKHE UCCIIEOBAHMSI C aTOPBACTaTUHOM HE IPOBOAMIUCE. OTMEYaIuCh
pelKkue ciaydyau BpOXKICHHbIX aHOMaUH rocie Bo3aencTBus nHruouropoB I'MI'-KoA-peaykra3zbl
(cTraTMHOB) Ha IUIOA BHYTPUYTpOOHO. B uccinenoBaHMsX Ha >KUBOTHBIX OBLIO IOKa3aHO
TOKCHYECKOE BIMSHUE HA PEIIPOAYKTUBHYIO () YHKITHIO.

[Ipu mpueme aropBacTaThHa OEpEMEHHOM >KEHIIMHOW BO3MOXKHO CHIDKEHHE Y IJIOJa ypOBHEH
MeBaJIOHATa, KOTOPBIN SBISETCSA MPEIIECTBEHHUKOM OMOCHHTE3a XOJIECTEpUHA. ATEpOCKIEpO3
ABJIACTCS XPOHMYECKMM IIPOLIECCOM, M, Kak IIpaBWIO, OTMEHA THUIOJIMINAIEMUYECKUX
JICKApCTBEHHBIX CPEICTB BO BPEeMsi OEPEMEHHOCTH OKa3bIBACT JIUIIh HE3HAUUTEIBHOE BIMSHUE HA
JIOJITCOCPOYHBIA PUCK, CBSI3aHHBIN C IEPBUYHON TMIIEPXOJIECTEPUHEMUEM.

B cBs3u ¢ 3TUM, aTopBacTaTUH HE ClieAyeT Ha3HauaTb OEpEeMEHHBIM JKCHIIMHAM, JKCHIUHAM,
IUTAHUPYIOIUM OEpEeMEHHOCTh WM MPH MOJ03peHUH Ha GepeMeHHOCTh. Heo6X0auMo OTMEHUTh
IIpHEM aTopBacTaTHHA Ha BpeMsl 0EpeMEHHOCTH WJIH JI0 YCTaHOBJIEHUS OTCYTCTBHSI OEpEMEHHOCTH
(cm. paznen 4.3).

JlakTanus

HewusBecTHO, BbIIEISIETCS JIM aTOPBACTATUH WIIM €T0 META0OIUTHI B TPYIHOE MOJIOKO Y YEJIOBEKa.
B uccrnenoBanusx Ha Kpblcax KOHILIEHTPAllMM aTOPBACTaTHHA M €r0 aKTHUBHBIX META0OJUTOB B
I1a3Me KpPOBM aHAJIOTMYHBI TAaKOBBIM B MoJjoke. [lo mpuumHe pa3BUTUS pUCKA CEPbE3HBIX
HE)KEJIATEJIbHBIX PEAKIUH KEHIIUHBI, IPUHUMAIOLINE aTOPBACTATUH, HE JOJLKHBI KOPMUTH CBOMX
nereit rpyasio (cMm. pasgen 4.3). IlpumeHeHue aTopBacTaTHHA MPOTHUBOIOKA3aHO B IEPHOA
TPYAHOTO BCKapMIIMBaHUs (CM. paznen 4.3).

DdepTUIbHOCTD

B uccnenopanusax Ha )KUBOTHBIX ATOPBACTATHUH HC OKA3bIBAJI BJIMAHUS HaA (I)CpTI/IJ'IBHOCTL Yy caMIOB

00 CaMoOK.

4.7. BiusiHue Ha crnocoOHOCTH YNPaBJATH TPAHCIOPTHBLIMM CpeJcTBaMU M padorarh ¢
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MEXaHU3MaMHU

JlaHHbIE O BJIMSHUU TIperapaTra Ha CHOCOOHOCTh YHPABJIATh TPAHCIOPTHBIMU CPEACTBAMH U
3aHUMAThCS MOTEHIMAIBHO ONACHBIMU BHJIAMHU JESTEIbHOCTH, TPEOYIOUMMH MOBBIIICHHON
KOHIIGHTPAallMM BHUMAaHHUA M OBICTPOTHl ICUXOMOTOPHBIX peakiuuid, HeT. OIHAKO Y4WThIBas
BO3MOYKHOCTb Pa3BUTHsI FOJIOBOKPYKEHUS, CIEIyeT COOJII0JaTh OCTOPOKHOCTD IPU BBIITOJHEHUN

MNEPCUUCIICHHBIX BUAOB ACATCIIbHOCTHU.

4.8. HexxesaTesIbHbIE peaKIIUU

Pesrome nmpoduisg 6esonacHOCTH

ATopBacTaTH 00BIYHO XOPOIIO NepeHocuTes. HexxenarenpHple peakinm, Kak IpaBuilo, JErKUe u
IPEXOAIIHE.

TabanuHoe pE3IOME HEKENATEIBLHBIX PEaKIUH

HesxenarenbHble peakiiny pacipe/ieieHbl M0 CHCTEMHO-OPTaHHbIM KJIaccaM B MOPSIIKE YObIBAHHSI
UX CEPhE3HOCTH C YKa3aHHUEM YacCTOThl MX BOBHUKHOBEHUS COTIIACHO Kiaccudukaimu BcemupHoi
opranuzamun 3apaBooxpanenust (BO3): ouens uacmo (= 1/10); wacmo (= 1/100, vo < 1/10);
newacmo (> 1/1000, o < 1/100); peoxo (> 1/10 000, o < 1/1000); ouenv peoxko (< 1/10 000);
yacmoma neuszéecmua (Ha OCHOBAHUU UMEIOIIUXCSI JAHHBIX OIIEHUTh HEBO3MOYKHO).

TabnuuHoe pe3tomMe HeKeNaTeIbHbBIX peakunit

CucTeMHO-OpraHHbIN Ki1acc Yacrora n Hexenarenbnas peakuus
BCTPEYAEMOCTh
Hnghexyuu u unsazuu 4acTo Ha30(apuHTUT
Hapywenus co cmoponul | penko TPOMOOIIUTOTICHUS

Kposu U  auMgamuueckou

cucmembl
Hapywenus co  cmopomusi | 94acTo JJIEprUYeCKHe PeaKkluu

UMMYHHOTL CUCTEMbL OYEHb PEIKO aHa(uIaKCHs

Hapywenua memabonausma u | 4acto TUIEPIIINKEMHUS

nUMaHus HEYacTo TUIOIVIMKEMHUS], YBEIMYEHHUE MaccChl

TeJa, aHOPEKCHS

9YacTOTa HEM3BECTHA | CaXapHbI auaber: yacTtoTa pa3BUTHA
3aBUCUT OT HAJIMYMS WM OTCYTCTBHUS
(dakTopoB  pucka  (KOHLEHTpalus
TJIFOKO3bI B KpOBH

HATOIIAK > 5,6 MMOJIB/II,
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koHueHrpauus TI, aprepuanbHas

TUIEepTEeH3Us B aHaMHe3e)

Tcuxuueckue napyuenus HEYacTo «KOIIMapHBICH CHOBUJIEHUS,
OeccoHHUIIA
4acTOTa HeM3BECTHA | JCTIPECCHUS
Hapywenus co  cmopoust | 9acto roJioBHas 00JIb
HEpPBHOLL cucmembl HEYacTo rOJIOBOKpPY)KEHHUE, napecTesus,
THIIECTE3Us, HApPYyIICHHE BKYCOBOTO
BOCIIPHSITHS, aMHE3HUs
penKo nepudepryecKas HeHpomaTus
qacToTa HCU3BCCTHA HOTepﬂ NJIn CHUXCHUC naMATH,
MHUACTCHUSL FpaBI/IC
Hapywenus co  cmopomnwsl | HEYaCTO BO3HHKHOBEHHE  «IIEJEHB»  IEPE.
Opeana 3peHust rirazaMu
penKo HapyIICHHE 3PCHHUSI
4acTOTA HEU3BECTHA | IUIa3HAs MUACTEHUs
Hapywenuss co  cmopomuwsi | He4acTo [IyM B yIIIax

op2aHa cyxa u 1abupunma

OYCHb pCAKO

MOTEPs CiIyXa

Hapywenus co cmoponwi

ObIXamebHoul cucmemul,
Op2ano8 2pyoHOU KIemKu U

cpedocmenust

qacCTo

00JIb B TopJie, HOCOBOC KPOBOTCUCHUC

qaCcTOoTa HECM3BCCTHA

CAUHUYHBIC cirydan

HUHTCPCTUIHUAIIBHOTO 3a00JIeBaHUS

Jerkux (OOBIYHO TPU JATUTEIHHOM

MIPUMEHEHUN )
Hapywenus co cmopomuwsi | 94acTo 3amop,  METEeOpU3M,  JUCIENCHs,
HCENYOOUHO-KUUEUHO20 TOILIHOTA, Auapes
mpaxkma HEYacTo pBOoTa, OOJIb B JKHUBOTE, OTPBIKKA,
MaHKPEaTUT, TUCKOM(OPT B )KUBOTE
Hapywenus co  cmopowwl | HEYaCTO renaTut
neueHu U JiceniesblB00AUUX | penko XOJIecTas

nymeu

OYEHB PE/IKO

NCYCHOYHAasA HEAOCTATOYHOCTD

Hapywenua co cmopoHnul

HEYacTo

KpanmuBHUIA, KOXHBIM 3yJA, CBHIlb,
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penko

AQHTMOHEBPOTUYECKHI OTEK, OyIie3Has
CBIlb, TMOMUMOPQHAST SKCCyIaTUBHAS
sputeMa (B TOM 4YHUCIE CHHAPOM
CruBeHca-/[>koHCOHA), TOKCHYECKHI
NUAepMaIbHBIA HEKPOIU3 (CUHAPOM
Jlatienna),

BAaCKyJIUT, JIMXCHOWAHAA

JICKAPCTBCHHAA pCaKI Ui

Hapywenua co cmopoHuvl

MBIUEYHOT, KOCMHOU u

COCOUHUMENbHOU MKAHU

qacTo

MUaJrusi, apTpaJruu, 00I1b B

KOHEUYHOCTSX,  CyIOpPOrM MBI,
MPUITYXJIOCTh CYCTaBOB, OOJIb B CIIMHE,

MBIIIEYHO-CKEJIETHRIE 00N

HEYaCTO

00JIb B 11Iee, MBIIIIEYHAs CJIa00CTh

penKo

MHUOMATUSA, MHO3UT, PabIOMHUONIH3,
TCHOOIIATUA (B HeKOToprX CHy‘-IB,?IX C

Pa3pbIBOM CYXOKHUITHS)

4aCTOoTa HCU3BCCTHA

HUMMYHOOIIOCPpCIOBAHHAA

HEKPOTU3HUPYIOIIAsh MUOIIATHUS

Hapywenus co cmopomusi | HE4acTo UMIOTEHIIMS
PEnpoOYKMuUBHOU cucmemvl U
MOTOUHBI SICeNes OUYEHb PEIKO TMHEKOMACTUS
Obwue napywienus u peakyuu | HE4acTo HEJIOMOTaHHUE, ACTCHUYECKUN
6 Mecme 66e0eHUs CUH/IPOM, 6011b B rpyau,
nepudepruyecKkue OTeKu, NOBBILICHHAS
YTOMIISIEMOCTb, JINXOPaaKa
Jlabopamopnuie U | 9acTo OTKJIOHEHHE OT HOPMBI pPE3yJIbTaTOB
UHCmMpyMeHmanvHole OaHHbLE «reuyeHouHbIX» TecToB (ACT u AJIT),
MOBBILLICHHUE AKTUBHOCTH
ceiBopoTouHOl KOK
HEYacTo JIEHKOLUUTYpHUS
4acTOTa HEU3BECTHA | MOBBILICHHUE KOHIEHTpAaLuu
TJIMKO3WJIMPOBAaHHOTO  I'eMOTJI00MHA
(HbA1)
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HexenaTtenbHble peakiiuu, CBsI3aHHbIE C TPUEMOM aTOPBACTATHHA, IO KOJUYECTBY HE OTINYAINUCH

OT peakuuii Ha ¢oHe mpuema ruianedo. Hanbonee yacTbiMu peakuusMu, BHE 3aBUCUMOCTH OT

YaCTOThI KOHTPOJISL, SABJISIIUCH MH(EKIUH.

Heru n nogpoctku B Bo3pacte oT 10 10 17 set, KoTopble MPOXOIUIIN JICUCHHE aTOPBACTATHHOM,

uMenu TpOo(UIh HEXKENATeIbHBIX PEaKIUd, KOTOPBIM COOTBETCTBOBAI OOBIYHO IALUCHTY,

nony4aBmemy 1oiane6o. Hambomee pacmpocTpaHEHHBIMH —HEXKETATEIbHBIMH — PEaKIUSIMH,

KOTOpbIe HAOIIOJANINCh HE3aBUCUMO OT OICHKM NPUYMHHO-CIEICTBEHHBIX CBs3el B 00eux

rpynnax, Oeutu nHbekuuu. B xone 3-neTHero ucciaenoBaHus JUisl OLEHKU OOIEro co3peBaHus U

pa3BuTHs, cTaguu 1o TaHHepy, a TakKe U3MEPEHUsI POCTa U Beca, HE HAOII0JaI0Ch KIMHUYECKU

3HAYMMOTO BIMSHUS HA POCT U MOJI0BOE co3peBanue. [Ipoduins 6e30nacHOCTH U IEPEHOCUMOCTH

y JeTell W MOAPOCTKOB, B OCHOBHOM, COOTBETCTBOBAJI H3BECTHOMY Npoduiio 6e30macHOCTH

aTOpPBACTaTHHA y B3POCIBIX MMAIIUEHTOB.

baza maHHBIX 110 KIMHUYECKOW 0€30MacHOCTH TaK)Ke BKIIFOUAET B c€0s JaHHbBIC, MOJYyUYCHHBIE OT

520 mamueHTOB JIETCKOTO BO3pAcTa, MOJYYaBIIMX aTopBacTaTUH. M3 HuX: 7 manueHToB OBLIN

miasuie 6 set, 121 nauueHT — B Bo3pacte oT 6 10 9 et u 392 narnuenTa HaxoIUJIMCh B BO3PacTe

or 10 go 17 nmer. Ha ocHOBaHMM HMEIOLIUXCSA JaHHBIX YacTOTa, THMN M CTENEHb TSHKECTU

HEXEJATeJIbHBIX PEeaKINi y JEeTeH CXO0XKHU C aHAJIOTMYHBIMU MTOKA3aTEeJISIMU Y B3POCIIBIX.

[Ipu nprMeHEHUH OTIETBHBIX CTATUHOB HAOIIOAAIUCH CIEAYIOIINE HEXKEIaTEIbHbIC PeaKIUu:

e HapylleHHe NOJ0BOU (HYHKIUY;

e Jienpeccus;

® B HCKJIIOUUTEIBHBIX CIIydasX, OCOOCHHO MpHU JIUTEIBHOM Tepamuu, WHTEPCTHIIMATIbHAS
OoJe3Hs JieTkux (cM. pazjaen 4.4);

e caxapHbli qualeT: yacToTa 3aBUCUT OT HAJIMYUS WIM OTCYTCTBUS ()aKTOPOB pHCKa (caxap B
KpPOBH HATOMAK > 5,6 MMons/n1, UMT > 30 kr/m%, moBbinIeHHBIe ypoBHH copepxanus TT,

MMEIOIIASICS] TUTIEPTOHUS).

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mare O MNOA03PEBAEMBIX HEXKEJIATENbHBIX PEAKIMAX IOCIE PETUCTpaIUU
JIEKapCTBEHHOI'0 Tperapara ¢ 1ebio 00ecredeHns HenpepbIBHOTO MOHUTOPUHTA COOTHOIICHUS
«T0JIb3a — PHUCK» JIEKaPCTBEHHOTO TMpenapara. MeIuIUMHCKUM paOOTHHKAM PEKOMEH]yeTCs
coolmiate O JOOBIX MOJ03PEBAEMbBIX HEXKENATENbHBIX PEeaKIMIX JEKapCTBEHHOTO Ipernapara
Y€pe3 HAIMOHAJIBHBIC CUCTEMBI COO6I_HGHI/I5I 0 HCXKCJIATCIBHBIX PCAKIUAX TOCYAApCTB — YJIICHOB
EBpazniickoro 3K0HOMHUYECKOT0 CO03a.

Poccniickas @enepanvs
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deepanbHast ciyxk0a 10 Hax30py B cdepe 3apaBooxpaH

109012, r. Mocksa, CrnaBsiHCKasl miiomiaip, 1. 4, ctp. 1
Tenedon: +7 (800) 550-99-03

OnekTpoHHas mouta: pharm@roszdravnadzor.gov.ru

Cair B HH()OPMAITMOHHO-TEJIEKOMMYHUKAITAOHHON ceTu «HTepHeT:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

Jleuenue

CHCHI/I(I)I/I‘-ICCKOI‘O AHTHUAO0TA OJId JICUCHUA TCPCIO3UPOBKHU ATOPBACTATUHOM HCT.

B cnywae mnepemo3upoBKH ClieyeT TPOBOJUTH CUMITOMATHYECKOE JICUEHHE 110 Mepe
HeoOxoaumoctu. CrenyeT mpoBecTH (YHKIMOHAIBHBIE TECThl MEYEHH U KOHTPOJIHPOBATH
aktuBHOCT, K®K. Ilockonbky mpemapaT akTHBHO CBSI3bIBa€TCA C OelKaMu IJ1a3Mbl KPOBH,

reMouan3 Hed(PeKTUBEH.

5. DPAPMAKOJIOTMTYECKUE CBOMCTBA

5.1. ®apmakoauHaMuyecKne CBOiCTBA

®dapmakoTepaneBTUUYECKas TPYyIIa: THNOIUIHAeMHYeckue cpencra; uHruoutropsl ['MI-KoA-
peAyKTa3bl.

Kox ATX: C10AA05

Mexanusm neiicTBus

ATOpBacTaTUH — CEJNEKTUBHBIMN KOHKYpeHTHbIM nHruourop I'MI-KoA-peaykrassl, KiIr04eBOro
depMeHTa,  mpeBpamaroumero  3-ruapokcu-3-metwirmorapuia-KoA B MeBaloHAaT  —
IIPEIUIECTBEHHUK CTEPOMIOB, BKJIOYass XojecTepuH. CHHTETHUYECKOE THIIOJIMINIAEMUYECKOE
CPEICTBO.

dapmakoagnaamudeckne YO HeKTol

Y NauMeHToB C TOMO3UIOTHOM M TIE€TEPO3UIOTHOM CEMEHWHOM TI'MIEPXOJIECTEPUHEMUEN,
HeceMeHHBIMU (OpPMaMU TUIIEPXOJECTEPUHEMHUH U CMEIIAaHHON IUCIUMUAEMHUE aTopBacTaTuH
cHIKaeT KoHuHeHTpauuto B miasme kpoBu XC, XC-JIITHII u amo-B, a Takxke xonectepuHa
aUnonporenHoB ouyeHb HU3KOM MuioTHocTH (XC-JIIIOHIT) m TI, BbI3bIBaeT MOBBIIICHKE
KOHIIEHTPAIlMU XOJIECTEPUHA JIMTIOMPOTEUHOB BhICOKOM MioTHOCTH (XC-JIIIBII).

ATtopBactatuH cHikaeT KoHueHtpauuio XC u XC-JIIIHII B mma3sme KpoBH, WMHTUOHpYS
I'MI'-KoA-penykrazy ¥ CHUHTE3 XOJECTEpPHHA B NEYEHW W YBEIMYMBAS YUCIO «IIE€YEHOUYHBIX)»
penienropoB JITTHIT Ha mOBEpXHOCTH KJIETOK, YTO MPUBOIUT K YCUIICHUIO 3aXBaTa M KaTaboau3ma

XC-JIITHIL
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BBIDAJKEHHOE U cTOMKOoe noBbiieHHe aktuBHocTh JIIIHII-penenrtopoB B couderaHuu ¢
OnaronpusTHBIMM ~ KauecTBeHHbIMM u3MeHeHusmu  JI[IHII-uactun, a Takke CHMIKAeT
koHneHTpauutro XC-JIITHIT y mnamueHToB € TOMO3UTOTHOM HACIEACTBEHHOM CEeMEUHOM
TUIIEPXOJIECTEPUHEMHEHN, YCTOMUUBOU K TEpallUU APYTUMHU THUIIOIUIUIEMUYECKUMH CPEACTBAMU.
AropsacraTuH B 103ax oT 10 1o 80 mr cHmxaet koHueHrpauuio XC na 30-46 %, XC-JIITHIT — na
41-61 %, ano-B — Ha 34-50 % u TI" — Ha 14-33 %. Pe3ynbTarsl TEpaniuy CXOAHbI y MALIUEHTOB C
reTepO3UrOTHOM CEMEMHOM TUIIEPXO0JIECTEPUHEMUEH, HECEeMEHHBIMU dbopmamu
TUIIEPXOJIECTEPUHEMHUH U CMELIAaHHOM TUIIEPININAEMHEH, B TOM YKCIIE Y TAIMEHTOB C CaxapHbIM
nadeToM 2-ro THIIA.

Y nanuMeHToB ¢ HM30JMPOBAHHOW  TMIEPTPUINIMLICPUIEMUEH  aTOPBACTATHH  CHMIKACT
koHneHTpanuo XC, XC-JITTHII, XC-JITIOHII, ano-B u TT" u noBbimaer koHueHTpauo XC-
JITIBIL. ¥ mamueHToOB ¢ AUCOETaTUIONPOTEHHEMUEH aTOpBACTaTHH CHIIKAECT KOHIICHTPAIUIO
X0JIECTEpUHA JIUIONPOTEHHOB MPOMEXKyTouHOM moTHOoCcTH (XC-JITIIIIT).

VY nauuentoB ¢ runepaunonporenHemucii Tuna lla u 1lb mo kmaccugpukanun dpenpukcona
cpenHee 3HaueHue nosbiieHus konueHTpanuu XC-JIIBII npu neuenuu atopBactarunom (10-80
MT) MO CPaBHEHHMIO C MCXOJHBIM IOKa3zarenaeMm cocTaBiseT 5,1-8,7 % U He 3aBHCUT OT O3B
HmeeTcst 3HAUMTENBHOE J10303aBUCUMOE CHIKEHHE BennunHbl cootHommeHuid: XC/XC-JIIBII n
XC-JITHIT/XC-JITIBII na 29-44 % wu 37-55 %, COOTBETCTBEHHO.

ATtopBacTaTuH B 103€¢ 80 MI' JOCTOBEPHO CHUXAET PUCK PA3BUTHUS UILIEMUYECKUX OCJIOKHEHUN U
CMepTHOCTH Ha 16 % nocne 16-HeaenbHOro Kypca, a puck HOBTOPHOM FOCIUTAIIA3AIUY 110 TOBOAY
CTEHOKapA1H, COMPOBOXKIAIOIEHCS MpU3HAKAMH WIIEMUN MHOKapjaa, Ha 26 % (uccienoBaHue
YMEHBIIEHUSI BHIPAXKEHHOCTH UIIEMHH MHOKap/a Ha (OHE MHTEHCUBHOW THIOJIUITUIEMUYECKON
tepanuu (MIRACL)). V nainueHToB ¢ pa3nu4HbBIMU UCXOAHBIMU KoHIeHTparusamMu XC-JITTHII
aTOPBACTATHH BBI3BIBACT CHIDKEHHE PHUCKA HIIEMUYECKUX OCIOKHEHHH M CMEpPTHOCTh (Y
nanueHToB ¢ uwHpapkrom muokapaa (MM) 6e3 3ybma Q w HecTaOWIBHOW CTEHOKapaueH y
MY>KUHH, KEHIIUH U Y TTAlIMEHTOB B BO3PACTE MOJIOXKE U cTapiie 65 JeT).

Camxenne koHueHTpauuu B 1azme kpou XC-JIITHII nyume koppenupyer ¢ 1030
aTopBacTaTHHA, Ye€M C €ro KOHIIEHTpaluel B Mmia3Me KpoBH. J03y MOAOUPAIOT C ydeToM
TepaneBTuyeckoro s dekra (cM. pazzaen 4.2). TepaneBtuueckuil 3pexT gocTuraercs yepes 2
HEJIENH MTOCJIe Havajia Teparuu, JOCTUTAeT MaKCUMyMa Yepe3 4 HeJeN U COXPaHSIETCs B TCUECHUE
BCETO Mepuoja Teparuu.

Ipogpunaxmuxa cepdeurno-cocyOuUCmvlx 0CI0MHCHEHUL

ATtopBactaTuH B 103€ 10 MI CHUKAaeT OTHOCUTENIbHBIN PUCK Pa3BUTHUSL KOPOHAPHBIX OCIIOKHEHUN

UBC c¢ neranpHbIM ucxofoM U HedatanbHblii UM — Ha 36 %, oOuue cepaeuHO-cOCyIUCThIe
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aTopBacTaTHHA y MAIIMEHTOB C apTepHaIbHOM runepren3uei U pakropamu pucka (ASCOT LLA)).
Caxapnviii ouabem

VY NanueHToB ¢ caXapHbIM JUa0eTOM Tepanus aTOpBACTATUHOM CHUXKAET OTHOCUTENIbHBINH PUCK
Pa3BUTHSI OCHOBHBIX CEpJICYHO-COCYAMUCTHIX OCJOKHEHHMH ((aranbHbii M HedaTanbHbi WM,
6e300s1eBas UIIEMHUst MUOKap/a, JI€TAIbHBIN HcX0 B pe3ynbrate oboctpenuss UBC, nectabunbHas
CTCHOKapausi, UIYHTHPOBAHWE KOPOHAPHOM apTepUH, YPECKOXKHAs TPAaHCIIOMUHAIbHAS
KOpPOHApHasi aHTUOIUIACTUKA, MPOLEIYphl peBacKyIspu3aluu, UHCYIbT) — Ha 37 %, UM
(paranpublii 1 HedaTanbHbI) — HA 42 Y%, UHCYNBT ((haTanbHbIN U HedaTabHbIN) — Ha 48 % BHE
3aBUCUMOCTM OT II0jla, BO3pacTa MalMeHTa WM UcXOoAHOM KoHueHTpauun XC-JITTHII
(uccrenoBaHue aropBacTaTuHa npu caxapHom auadere 2-ro tuna (CARDS)).

Amepocknepos

V¥ nauuentoB ¢ UBC aTopBactaTus B 103¢ 80 MI/CyT IpUBOAUT K YMEHBIIEHUIO 0011ero o0bema
atepomsl Ha 0,4 % 3a 1,8 mecsina Tepanuu (McciegoBaHUE 0OPaTHOrO Pa3BUTHS KOPOHAPHOIO
aTepockiiepo3a Ha (poHe MHTEHCUBHOM runonmnuaeMuieckon tepanun (REVERSAL)).
Tlosmopnwiii uncynom

ATtopBacTaTuH B 03¢ 80 MI/CyT yMEHbIIAaeT PUCK MMOBTOPHOIO (paTtanbHOro miu HedaTanabHOTo
MHCYJIbTa Yy MallUEHTOB, nepeHeciinx UHeynbT win TUA 6e3 UBC B anamuese (ucciiegoBaHue 1o
npodUIAKTUKE HHCYJIbTA IPU MHTEHCUBHOM CHIDKCHUH KOHIIeHTpalmu xosecrepuna (SPARCL)),
Ha 16 % 1o cpaBHeHuto ¢ mianebo. [Ipu 3TOM 3HAUUTENBHO CHUXKAET PUCK OCHOBHBIX CEPJIEUHO-
COCYIIUCTBIX OCJOXHEHHH M mpolenyp peBacKyiaspuzauuu. CokpalleHHe pHUCKa CepAeyHO-
COCYIIMCTBIX HapyIICHUH MPH TEparui aTOPBACTATUHOM OTMEYAETCS Y BCEX TPYIII MAIMEHTOB,
KpOMe TOM, Ky/1a BOIILJIN MAIIMEHTHI C TEPBHYHBIM WJIN IOBTOPHBIM T€MOPPArHUECKUM HHCYIIETOM.
Bmopuunas npogunaxmuxa cepoeuno-cocyoucmuix 0C10HCHeH Ul

V¥ nanunentos ¢ UbC aTopBactatus B 103¢ 80 Mr, o cpaBHeHHUIo ¢ 10 Mr, JOCTOBEpPHO CHMKAeT
OTHOCHUTENIbHBIM PUCK PAa3BUTUS OONBIIMX CEPAEYHO-COCYIUCTBIX CcOObITUH Ha 22 %,
HedaranpHOro IM (HE CBSI3aHHOTO C MPOIEAypaMu peBacKyisipusanuu) — Ha 22 %, (aranbHOro
U HedaTaabHOr0 HHCYNbTa — Ha 25 % (cpaBHEHHE BHICOKOMHTEHCUBHOM Tepaniy aTOpBaCTATHHOM

U Tepaniy yMEPEHHOM HHTEHCUBHOCTH y nanueHToB ¢ MBC (no manubM ucciaenoBanust TNT)).

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

Abcopbrus

ATopBacTaTUH OBICTPO BCachlBaeTCs IIOCIE IMpHEeMa BHYTPb: BpeMsl JIOCTHXKEHHUS €ro
MakcuManbHON KoHIEeHTpanuu (TCmax) B mma3mMe KpoBH cocTaBiseT 1-2 gaca. Y skeHIUH Cmax

atopBacraTuHa Ha 20 % Bbime, a AUC — Ha 10 % Hipke, yeM y My»4dnH. CTereHb BCAaChIBaHHUS U
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aTopBacTaTHHa B (popme TabseTok — 95-99 % 1o cpaBHEHHUIO C aTOPBACTATHHOM B BUJE PACTBOpA.
AbcomoTHas OMOJOCTYTHOCTh — OK0JI0 14 %, a cucreMHasi OMOJAOCTYMHOCTh MHTHOUPYIOIIECH
aktuBHOCTM B oTHomieHMHM ['MI'-KoA-penykrazer — okono 30 %. Hwuskasa cucremnas
OMOJOCTYMTHOCTh OOYCJIOBIIEHA MPECUCTEMHBIM METaboIM3MOM B CIM3HCTON  000J0YKe
KEIyJOYHO-KUIIEYHOTO TPAKTa M/MIHU MPH «IIEPBUYHOM MPOXOXKACHUN» depe3 mneueHb. [Ipuem
MU HECKOJIBKO CHIDKAeT CKOPOCTh M CTeneHb abcopOmum mpemapata (Ha 25% u 9 %,
COOTBETCTBEHHO, O YE€M CBHJCTEIBbCTBYIOT pe3yibTaThl ompeaeneHus Cmax 1 AUC), omHako
camkenue XC-JIITHII cxoaHo ¢ TakoBBIM IIpU MPUEME aTOpPBACTaTHHA C MUIIEH MJIM HATOIIAK.
HecMmotps Ha TO, UTO IMOC]E NMpHUeMa aTOpBAacCTaTHMHA B BEUEPHEE BPEMsI €r0 KOHLEHTpalus B
wia3me kpoBH HIKE (Cmax 1 AUC, npumepno, Ha 30 %), 4yeM mociie npuema B yTpeHHEee BpeMs,
cHmkeHue koHueHtpauuu XC-JIITHII He 3aBHCUT OT BpeMEHHM CYTOK, B KOTOPO€ HMPUHHUMAIOT
npemnapar.

Pacnpenenenne

Cpennuii 00beM pactpeeneHus: aroppactaTuHa coctaBisieT okoyio 381 1. Csa3p ¢ Oenkamu
1a3Mbl KpOBU — He MeHee 98 %. OTHoIIeHHne cofiepKaHus B )pUTPOLIUTAX/TIIIa3Me KPOBU — OKOJIO
0,25, T.e. aTOpBaCTaTHH IJIOXO POHUKAET B SPUTPOIUTHI.

Buorpancdhopmarimsa

ATOpBacTaTUH B 3HAUUTENILHOW CTeNeHW OuoTpaHcPopMupyeTcs ¢ 00pa3oBaHHEM OpPTO- H
HaparupOKCHIMPOBAHHBIX POU3BOIHBIX U PA3JIMYHBIX HPOJAYKTOB f-okucieHus. In vitro opro-
U TMaparuApoKCUIMPOBAHHbIE META0OMUTHI OKAa3bIBAIOT HMHTUOWpYIOllee JAeHCTBHE Ha
I'MI'-KoA-penykra3y, conoctaBUMoe ¢ TakOBbIM aropBactatuHa. [Ipumepno 70 % cHukeHus
akTuBHOCTH ['MI'-KOA-penyKkTa3sl MPOUMCXOIUT 3a CYET AEUCTBUSA AKTHUBHBIX LUPKYIUPYIOIINAX
MetabonuToB. Pe3ynmbTaThl ucciemoBaHuid N VItFO [alOT OCHOBAaHUS MPEANOJIOXKHTH, YTO
nzopepment CYP3A4 neyeHu urpaer BakHYIO pojib B MeTa0OJIM3Me aTopBacTaTuHa. B monb3y
3TOTO (haKTa CBUJIETEIHCTBYIOT MOBHIIIEHIE KOHIICHTPAIIMY aTOPBACTATHHA B IJIa3Me KPOBH TPH
OJTHOBPEMEHHOM IIPHEME SPUTPOMHUIINHA, KOTOPBIH SIBIISIETCSI HHTHOUTOPOM 3TOTO N30(epMEHTA.
UccnenoBanus in VItro Takke MOKa3aliy, YTO aTOPBACTATHH SBISETCS CIa0bIM HHTHOMTOPOM
nzopepmenta CYP3A4. ATopBacTaTMH HE OKa3blBaeT KIMHMYECKH 3HAUYMMOIO BIUSHMS Ha
KOHIICHTPAIMIO B TIa3Me KPOBU TepheHaIuHa, KOTOPBIH MeTa0OIH3UPYyeTCsl, TITaBHBIM 00pa3oM,
uzopepmerrom CYP3A4, mosTomMy ero CyiiecTBeHHOE BIMSHHAE Ha (papMaKOKHHETHUKY JIPYTHX
cyocrparoB uzodepmenta CYP3A4 manoBeposTHO (cM. pazaen 4.5).

OIMMUHAIMA

ATOpBacTaTHH U €ro MeTabOoIUTHI BBIBOJSATCS, TJIABHBIM 00pa30M, € KEJIYbIO MOCIIE MeYEeHOYHON

W/WIM BHEMEYEHOYHOM OuoTpaHchopManuu (aTOpBACTaTMH HE IMOABEpPraeTcs BbIPAKEHHON
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COCTaBJIIET OKOJNO 14 4, mpu 3TOM HHruOUpyrommii 3¢¢ekT mnpenapata B OTHOUICHUU
I'MI'-KoA-penykra3zpl mpumepHo Ha 70 % ompenensieTcss aKTUBHOCTBIO LMPKYJIUPYIOIIUX
MeTaboJIUTOB U coxpaHnsercs okoio 20-30 gyacoB OGmarogaps ux Hanuuuio. [locie nmpuema BHYTpb
B Moue oOHapykuBaeTcst MeHee 2 % OT MPUHATOM 03B MIpernapaTa.

ATOpBacTaTUH SBJIAETCS CyOCTPAaTOM JUIsl TPAHCIIOPTEPOB (EPMEHTOB IEUYEHH, TPAHCIIOPTEPOM
OATP1B1 u OATPIB3. Merabonuramu aropBacTatuHa sBisitorcsi cyocrparet OATP1BI.
ATopBacTaTUH TaKXke UIeHTU(GHUIHPYETCS Kak cyOcTpaT TpaHcnopTtepoB oTToka MJIY 1 u Genka
PE3UCTEHTHOCTH paKa MOJIOYHOM KeJie3bl, KOTOpble MOTYT O'paHUYMBATh KUILIEUHYIO a0COpOIUIO
U OMJIMapHbIi KIIMPEHC aTOpBacTaTHHA.

Oco0BbIe IPVIIILI TAIUEHTOB

Tayuenmoi ¢ noueunoii HedoCmMamouHoOCmMuio
Hapymenue GpyHKIUM MOYeK He BIMAET HAa KOHIEHTPALMIO aTOPBACTaTUHA B IUIa3Me KPOBH MU
€ro BIUSHHE Ha MMOKA3aTeIH JUIHIHOTO OOMEHa, B CBS3H C STUM W3MEHEHHE /1035l y TAIIMEHTOB C
HapymeHneM (yHKINU TI0YeK He Tpedyercs (cM. pasnen 4.2).
HccnenoBanuii mpyUMeHEHHs aTOpBacTaTUHA y MALMEHTOB C TEPMUHAIBHOM cTajueil nmoyeqHoi
HE/I0CTaTOYHOCTH HE IPOBOAMIOCH. ATOpBACTATHUH HE BBIBOAMTCA B XOJ€ TIeMoJualn3a
BCJIE/ICTBUE UHTEHCUBHOI'O CBSA3BIBAHUSA C OEJIKaMHU I1a3Mbl KPOBH.
Tayuenmoi ¢ neueHoYHOU HEOOCMAMOYHOCHBIO
KoHnentpanus npenapara 3Ha4uTeIbHO NOBBIMAETCS (Cmax mpuMepHo B 16 pa3z, AUC npumepHO
B 11 pa3) y malueHToB ¢ aJKOToJbHBIM LMPpo3oM NeueHH (ki1acc B mo mkane Yaitna-IIsio)
(cm. paznen 4.3).
Jluya noorcunozo eospacma
KoHuenTpanus atopacTaTiHa B I1a3Me KPOBH MAMEHTOB cTapie 65 neT Boiiie (Cmax IPUMEPHO
Ha 40 %, AUC nmpumepno Ha 30 %), ueM y B3pOoCibIX MALMEHTOB MOJIO0r0 Bo3pacTa. Pazmuunit
B 3(ppexTuBHOCTH M OE30MaCHOCTU Mpenapara Win JOCTHKEHUH LeNeld TUIOIUIUAEMUYECKO
Tepanuu y MoXKUJIbIX NAl[EHTOB M0 CPAaBHEHUIO C 001Iel MOMyIsALnel He BBIIBICHO.

€TH
B 8-HenenbHOM OTKpBITOM HCCIEIOBaHMM JeTH (B Bo3pacte 6-17 5er) ¢ rerepo3uroTHou
ceMeiiHol rumepxosnecrepuHemMueil u ucxomHod konHuentpanueit XC-JIITHIT > 4 mmons/n
MOJTy4aJIi aTOPBACTATHH B BUJE K€BATEIbHBIX TabMeTOK 5 MI uiu 10 Mr niu TabJaeToK, MOKPBITHIX
o0omnoukoif B 1o3e 10 mr mium 20 mr 1 pa3 B CyTKH, COOTBETCTBEHHO. ETMHCTBEHHAs 3HAYUTENbHAS
KOBapuaHTa B (papMaKOKMHETUYECKONH MOJIENIN MOIMYJISAILUH, IOJNydYaloliel aTopBacTaTuH, Oblia
Macca tena. Kaxymuiics KIupeHe aTopBacTaTUHA Y IETEN HE OTJIIMYAJICS OT TAKOBOT'O Y B3POCIBIX

MalMeHTOB MPU ATJIOMETPUUYECKOM H3MEpPEHHWH 10 Macce Tena. B nuama3oHe AercTBuUs
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XC-JIITHIT u XC.
Jlpyrue oco0ble rpyIinbl

Honumopgusm SLCO1B1

[Teuenounsprii 3axBaT Bcex uHrHOMTOpOoB I'MI-KoA-peaykrasbl, BKIIOYas aTOpPBACTATHH,
npoucxoauT ¢ ydactuem Tpancnoprepa OATPIBl. V¥V mnanweHTOB ¢ TeHETHYECKUM
noaumopduzmom SLCO1B1 umeeTcst prcK MOBBIIICHUS YKCIO3ULIMU aTOPBACTATHHA, YTO MOXKET
MIPUBECTU K MOBBIIMICHUIO pUCKa pa3BUTUS padnomuoinu3za. [lomumopdusm rena, Koaupyroumero
OATPI1B1 (SLCO1B1 ¢.521CC) cBs3an ¢ nossimienueM skcno3uiun (AUC) atopBactatrHa B
2,4 pa3a MO CpaBHEHHIO C MalUMEHTaMH 0€3 TaKoro reHotunudeckoro mmeneHus (¢.5217TT).
Hapymenue 3axBara aropBacTaTvHa IEYEHbIO, CBSI3aHHOE C TCHETUYECKUM HAPYIIICHUSMH, TAaKXKe
MOXKET HaOJIOAAaThcsl y TaKUX TMAlUeHTOB. BO3MOXHBIE TMOCIENCTBUS B OTHOIICHUU
3(PEKTUBHOCTH HEU3BECTHBI.

Ilon

KoHuenTpanum aTtopBacTaTHHAa B IUIa3M€ KPOBH y JKCHIIMH OTJIMYAIOTCA OT aHAJOTHYHBIX
nokasareneil y Mmy>xuuH (pumepHo Ha 20 % Briiie 1151 Cmax 1 Ha 10 % wmke mia AUC). Onnako
KaKUX-T100 KIMHUYECKH 3HAYUMBIX Pa3INuuid B JCHCTBUHM HA JUMUABI MEXAY MYXYUHAMU H
JKEHIIMHAMU He HaOJI0anoch.

HccnenoBanus MEKICKAPCTBEHHOIO B3aUMOACHCTBUS

ATopBacTaTUH SBJSETCS CyOCTpaTOM IMEYEHOYHBIX TpaHcnopTHhIX OeinkoB OATPIB1 wu
OATP1B3. Merabonutsl aropBactatuHa sBisitorcss cyocrparamu  OATPIB1.  Takke
YCTaHOBJIEHO, YTO aTOpBacTaTHH sBJsieTcsl cyOcTpatoM 3ddirokcHoro Tpancnoprepa BCRP,
KOTOpPBI MOXXET OrpaHMYMBaTh BCAChIBAHME B KHIIEYHMKE M BBIBEJACHHE C HKEIUYbIO
aTopBacTaTHMHAa. ATOpPBaCTaTMH HE OKas3blBaJl KJIMHWYECKM 3HAYMMOIO BIHMSHHUS Ha

HpOTpOM6I/IHOBOC BpEMA Y MAUCHTOB, IMOJYYaBIINX JJIUTCIBbHYIO TEPAIIUIO Bap(l)apI/IHOM.

6. PAPMAIIEBTUUECKHUE CBOMCTBA

6.1. Ilepeuenb BcoMoOraTe/ibHbIX BelIECTB

S npo TabiieTKu

JlakTo361 MOHOTHAPAT

Kambius kapbonat

[emron03a MUKpOKpUCTAJUTHYECKAs
KapOokcumeTrnnkpaxman HaTpus THIT A

[ToBugoun-K25
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Marnus creapar

Harpus naypuncynbdar

O6omouka TabneTku: runpomeruiosa, Turana auokeun (E171), makporon-4000.

6.2. HecoBmMecTHMOCTH

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)

3 rona.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPHU XPAHEHUU

XpaHUTh TIpH TeMIiepaType He Bhoime 25 °C B OpUTHHAIBHON YITaKoBKe (TIa4Ke) JJIS 3alUThI OT
CBeTa.

6.5. XapakTep u coepxkaHue NePBUYHON YIIAKOBKHU

[To 10, 15, 30 wmm 50 TabneTok B KOHTYPHYIO SYEHKOBYIO YHAKOBKY U3 IUICHKHU
MOJIMBUHUJIXJIOPUAHON U (POJIBTU aTIOMUHUEBOM MEYaTHOM TAKUPOBAHHOM.

1,2,3,4,5, 6 unu 9 KOHTYpHBIX SYEHKOBBIX YIIAKOBOK BMECTE C HHCTPYKIIUEH MO0 MEAUIIUHCKOMY
MPUMEHEHUIO (JTMCTOK-BKJIAJIBII) TOMEIIAIOT B KAPTOHHYIO YITAKOBKY (TTAUKY).

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPH  YHMYTOXXKEHUH  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJYYEHHbIX TOcjde NPHMEHEeHUs!
JIEKApCTBEHHOI'0 NpenapaTa u Apyrue MaHUILYJISIUM C IPenapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUA

Poccus

000 «PUD»

445351, Camapckas oOnacth, r.0. XKurynesck, r.Kurynesck, yin. I'mapoctpouteneit, a. 6,

nomeli. 272.

7.1. IlpencraBuTeb AepKaTesisi PperiCTPALMOHHOIO YA0CTOBEPeHHUs

[Tperen3un noTpeOuTENEH HAMPABIATh MO aJpPecy:

Poccns

000 «O30H Dapm»

445043, Camapckast 0611., 1.0. Tonbsittu, Tep. O3 IIIT, maructpans 3-1, 34. 11, cTp. 1.
Ten.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru
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8. HOMEP PETHCTPAIIMOHHOTI' O YAOCTOBEPEHMUAA

9. JATA TIEPBUYHOW PETMCTPAIIMM (MOATBEPKIEHUSA
PETACTPAIIAU, TEPEPETVCTPALIAN)

Jlara nepBoii peructpanumu:

10. JATA IIEPECMOTPA TEKCTA

OOmast xapakTepUCTHKA JICKAPCTBEHHOTO Ipernapara ATopBacTaTHH AJb(AaKTHB JOCTYyITHA Ha
MHPOPMALIMOHHOM TOpTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HH(GOPMAIMOHHO-

KOMMYHHKaIMOHHOU cetu «HTepHeT» hitps://eec.eaeunion.org/.
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