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[JACOBAH O

MUHUCTEPCTBO 3/IPABOOXPAHEHMS POCCUMCKOM ®EJIEPALIMN

NMHCTPYKLMA
10 MEIMLIMHCKOMY IIPMMEHEHHIO JIEKaPCTBEHHOIO IIperapara

ATOPBACTATHH ®apmacunres
PerncrpaunoHubiii Homep:
Toprosoe HaumenoBanue: ATOPBACTATHH ®apmacunTes

Memyﬂapouﬂoe HENMAaTeHTOBAHHO€ HAMMEHOBAHHE: aTOPBACTaTUH

JlexapcTBeHHasi popma: TabieTKH, MOKPHITHIE TUIEHOUHOM 000JI0UKOM

CoctaB

Kaxkaast TabeTka, HOKPEITas IJIEHOYHON 000/104KOM, 10 MI' COAEPIKUT:

Hevicmsyowee eewyecmeo: ATOpBacTaTUHA KalbLUs TPUrUAPAT (M3MEIbUYEHHBIH )

(B mepecuete Ha atopBactatuH) - 10,900 mr (10,000).

Bcnomozamenvhvie  6ewjecmeéa:  1EUIIOI03a  MUKpPOKpUCTa/imyeckas tum 102
— 50,600 mr, Tanbk — 2,100 Mr, maraus creapat — 0,750 Mr, KpockapMmeio3a HaTpUs —
4,750 wmr, kapbokcumerwikpaxman Harpus — 4,700 Mr, KpeMHHUS JUOKCHI
kostonanblid — 0,500, Hatpus naypuicyasdat — 0,700

Bcnomoeamenvhvie sewecmea  (obonouxa): roroBoe mnokpbitie VIVACOAT
-PC-1P-404, Gemwiit  (rumpomemnnoza 2910 - 70 %, wmakporoa 6000
(nomuatunenriaukoap 6000) — 9,0 %, noaucopbar 80 (tBun 80) — 1,0 %, TUTaHa

mokena — 20,0 %) — 2,175 mr, kpacutesnb xene3a okcu KpacHsiit — 0,075.

Kaxxas TabaeTka, DOKphITas IJIEHOYHON 000104KOM, 20 MI' COIEPIKUT:

eticmeyowee gewyecmeo: ATopBacTaTUHA KaJIbLIUs TPUTUAPAT (M3MEIbUECHHBIN)



(B mepecyete Ha aropBacTatiH) - 21,800 mr (20,000).

Bcnomoeamenvhvie  sewjecmea:  LeNII0N03a  MUKPOKpUCTaiMueckass Tum 102
— 58,200 mr, Tansk — 2,500 mr, marHus creapar — 1,000 Mr, Kpockapmeriiosa HaTpus —
5,500 wmr, kapboxkcumerwikpaxMan Hatpus — 5,000 Mr, KpeMHHS OMOKCHA

Kosmon el — 0,500, Hatpus naypuncyasdat — 0,500

Bcnomozamenvroie  6ewjecmea  (o6onouxa): rtotoBoe mnokpeitue VIVACOAT
-PC-1P-404,  OGenmwnii  (runpomemtosa 2910 — 70 %, wmaxporon 6000
(mosmatuaenraukons 6000) — 9,0 %, nonucopbar 80 (tBun 80) — 1,0 %, TuTaHa

aunoxenn — 20,0 %) — 2,710 mr, kpacurenb jxenne3a OKCHI KpacHblid — 0,135,

Kaxxnas Tabierka, HOKphITas IJIEHOYHOM 000104K0#, 40 MI' COIEPIKHUT:

Heticmgyowee seuyecmeo: ATopBacTaTHHa Kablis TPUTHAPAT (M3MeIbYEHHBII)

(B mepecuere Ha aTopBactatuH) - 43,600 mr (40,000).

Bcnomozamenvnvie  6ewjecmea:  1eNI0N03a  MUKpPOKpUCTa/uIMueckas Tun 102
— 116,400 mr, Tanek — 5,000 Mr, maruus creapar — 2,000 Mr, KpockapmeJii03a HaTpUst
— 11,000 wmr, xapboxcumermnkpaxman Hatpus — 10,000 Mr, KpeMHUS IMOKCHJL

Kosutonanslit — 1,000, Hatpus naypuicyasdar — 1,000

Bcnomozamenvhvie  sewecmea  (o6onouka): roroBoe mokpeitie  VIVACOAT
-PC-1P-404, OGenwii  (runpomemnoza 2910 - 70 %, wmakporoa 6000
(momuaytunenraukoas 6000) — 9,0 %, nonucop6at 80 (tBun 80) — 1,0 %, TuTaHa

auoxena — 20,0 %) — 5,340 mr, kpacuresb jKene3a oKCu1 KpacHblit — 0,356.

Onucanue
Kpyrible [BOSIKOBBIMYKJIbIE Ta0JIETKH, TITOKPBITHIE IUICHOYHOM OO0OJIOUKOM, OT
CBETJIO-PO30BOr0 I[BETa C KOPMYHEBATHIM OTTEHKOM JI0 TEMHO-PO30BOI0 I[BETA C

KOPHUYHEBATBIM OTTCHKOM.



Ha noriepeunom paspese sapo tabyieTku ot 6e10ro 10 MoyTH 0€JI0ro 1BeTa.

dapmakoTepaneBTHYeCKasi IPyNna: TUIOIUIUAEMUUECKOE CPEICTBO — MHTMOUTOP
['MI'-KoA-peayKra3bl
Koa ATX: C10AA0S5

®dapmako/I0rHyecKHe CBOiCTBA

DapmakoounHamuka

ATOpBAaCTaTUH — CEJIEKTUBHBIM KOHKYpeHTHbIM nHruburop I'MI-KoA-penykrassi,
KJIIOUEBOro (epMeHTa, MpeBpallaloliero 3-ruapokcu-3-mertuiaraorapui-KoA B
MEBAJIOHAT — MPEAUIECTBEHHUK CTEPOMUIOB, BKIIOYas XojecTepuH. CUHTETHYECKOe

TANOJIUITAAEMUYECKOE CPEACTBO.

Y NauMeHTOB ¢ FOMO3UTOTHOM U I€TepO3UrOTHON CEMEMHOM TuIepXoIecTepMHEMHUEH,
HeCeMEMHBIMU (OpMaMU THUIEPXOJECTEPUHEMUM M CMELIAHHON AUCIMITUAEMUEN
aTOPBACTATUH CHM)KAET KOHLIEHTPALIMIO B I1a3Me KpoBH ob1ero xosiecreHpuHa (XC),
X0JIecTeprHa JUNoNnpoTenHoB HU3KOM ruiotHocTH (X C-JIITHIT) u anonmunonporenna B
(armo-B), a Takke XoJecTepuHa JIMIONPOTEMHOB OUY€Hb HU3KOW ILIOTHOCTH
(XC-JIIIOHIIT) u tpurnuuepunoB (TI'), BbI3bIBa€T MOBBILIEHHE KOHIEHTPALUH

XO0JIECTEPUHA JUIIONPOTEUHOB BbICOKO#M moTHOoCcTH (XC-JITIBIT).

AtopBacratud cHiwkaeT KoHueHtpauumtio XC wu XC-JIITHIT B miasme KpoBw,
uHrubupys ['MI'-KoA-peaykrazy ¥ CHHTE3 XOJIECTEpUHA B IEYEHH U YBEIMUMBAs
YHUCII0 «I1eyeHOoYHbIX» peuenropos JIIIHII Ha noBepXHOCTH KIETOK, UTO MPUBOIUT K

yCcuIeHuIo 3axBata 1 katabomusma X C-JITTHIT.

AtopBacratud ymenbwaer obpaszoBanue XC-JIITHIT u uwmcno wactun JITTHII,
BBI3BIBAET BBIPAXKEHHOE M CTOMKoe noselmieHHe aktuBHOcTH JIITHII-penienropoB B

COYETaHUM € OJIArONpPUSATHBIMU KauyeCTBeHHBIMM u3MeHeHusimu JIITHII-uacTun, a



Takke CcHwKaeT KoHueHTpauuto XC-JIITHII y mnanueHToB ¢ TrOMO3MIOTHOM
HACJICCTBEHHOW CEMEHHON TIHMIepXOoNeCTepUHEMUEH, yCTONYMBON K Tepanuu

APYT'MMH THIIOJIUITUAEMUYCCKMMU CPEACTBAMHU.

AtopBacTtaTuH B 103aX 0T 10 mr g0 80 mr cHikaer koHuentpauuo XC Ha 30—46%,
XC-JIITHIT — na 41-61 %, ano-B — Ha 34-50 % u TI' — na 14-33 %. Pe3ypTathl
TEpanuy CXOIHbI Y MALMEHTOB C FE€TEPO3UTOTHON CEMEIHOM rumepxoaecTepuHeMuei,
HeCeMENHBIMU (POPMAMHU TUIIEPXOJIECTEPUHEMUM U CMEILIAHHOM IHIEpIUNUAEMHE, B

T.4. y IALIMEHTOB C caxapHbIM JuabeTom Tumna 2.

Y NauMeHTOB ¢ M30JMPOBAHHON TMIIEPTPUIIIMLIEPUAEMHUEH aTOPBACTATUH CHHIKAET
KOHIeHTpauuo obuero xosnectepuna, XC-JIITHIT, XC-JITIOHII, amo-B u TI wu

nossilaeT KoHueHtpauuto XC-JIITBII.

Y nauMeHToB ¢ IIPIC6CT3JII/IHOHp0TCI/IHeMI/ICI71 aTOpPBACTaTUH CHMXKACT KOHLCHTpPALHIO

XOJIECTEpHUHA JTUITOIIPOTEUMHOB MPOMEXYTOUHOM tu1oTHOCTH (X C-JITIIIIT).

Y nauveHTtoB ¢ runepiaunonporerHemueit tuna Ila u IIb no kinaccubuxanum
®peapukcoHa cpeaHee 3HaueHue noBblieHUs KoHueHtpauuu XC-JIIIBIT mnpu
neyeHun aropBacTaTUHOM (10-80 Mr) mo cpaBHEHHIO C MCXOAHBIM I10Ka3aTeseM
coctaBiisieT 5,1-8,7% 1 He 3aBUCHUT OT /103bl. VIMeeTCs 3HAUUTEIBHOE 10303aBUCUMOE
CHW)KCHME  BEJIMUMHBI  COOTHOLIEHMH: oO0umit xonecrepun /XC-JIIIBIT wu

XC-JINTHIT/XC-JIIIBIT Ha 29-44% u 37-55% COOTBETCTBEHHO.

AtopBacTaTiH B 03¢ 80 MI' JOCTOBEPHO CHMKAET PHUCK Pa3BUTHUS MIIEMUYECKMX
OCJIOXKHEHUH U [T0Ka3aTeslb CMEPTHOCTU Ha 16 % nocne 16-HeaeapHOro Kypea, a pucK
MIOBTOPHOM ~ IOCHMTAJIM3aLMM 110 IIOBOLY CTE€HOKapIWH, COMPOBOKIAAIOLICHCS
NpU3HAKaMU  MIIEMHM  MHOKapaa, Ha 26%  (uMcciaeoBaHUE — YMEHbBIIECHUS
BBIP@XCHHOCTH MIIEMMM MHOKapaa Ha ()OHE WHTEHCUBHOM THITOJMIIUAECMHUYECKON
tepamud (MIRACL). YV nauueHTOB ¢ pa3jivYHBIMU HMCXOIHBIMH KOHILIEHTpALMAMU

XC-JIITHIT atopBacTaTUH BBI3bIBAET CHW)KEHUE PUCKA MILIEMUYECKUX OC/IOKHEHHUH U



CMEPTHOCTH (y NMalMEHTOB ¢ MH(apKTOM MHOKapaa 6e3 3ybua Q u HecTaOWIbHOM
CTCHOKAp/Uei y My KYMH, JKEHIIMH ¥ y NalMUEHTOB B BO3pacTe MOJIOXKE U cTapiue 65
JIET).

CHikenue KoHLeHTpauuu B r1azme kposu XC-JITTHIT sydine Koppenupyer ¢ 1030it
aropBacTaTHHa, Y€M C €ro KOHLEHTpauued B m1asme kpoBu. Jlo3y moaduparor ¢

YUYETOM TepaneBTUYECKOro ahdexra (cM. pazaen «Criocod mpUMEHEHUS U 103bI»).

TepaneBruueckuii spdexr nocTuraercss yepes 2 Helenad IOC/I€ Hayajia TEpariv,
JOCTUIaeT MaKCUMyMa 4epe3 4 Heleld U COXPaHseTCs B TE€UYEHHE BCEro Iepuoja

TepaIuu.
IIpoghunaxmuxa cepoeuHo-cocyoucmolx 0CL0HCHEH UL

AtopBacTaTuH B 03¢ 10 MI' CHH)KaeT OTHOCHUTENIBHBIA PUCK Pa3BUTUS KOPOHAPHBIX
oc/IOXHEHUN (uiemuueckoir OGosnesnn cepauna (MBC) ¢ neraabHBIM HMCXOAOM U
HedaranbHbiii MHQapkT Muokapaa (MM) Ha 36 %, obuive cepaeyHO-COCYAUCTBIE
ocnokHeHus Ha 29 % (uccnenoBanue aTopBacTaTiHa y nauueHToB ¢ Al' u haktopamu

pucka (ASCOT LLA)).
Caxapnviii ouabem

Y [anuMeHTOB ¢ caxapHbIM AuaberoM Tepanusi aTOPBACTATMHOM  CHHJKAaeT
OTHOCHUTEJBHBIA PHUCK DPAa3BUTHSL OCHOBHBIX CEPAEUHO-COCYIUCTBIX OCJIOXKHEHHUM
(dbaTanbHbiit 1 HedaTanpHbld VIM, Ge360eBas UlleMuss MUOKap/a, JTeTadbHBIN UCXO0.1
B pesysbrate oboctpenus MbC, HectabuiibHas cTekaaus, Iy HTUPOBAHKE KOPOHAPHO#M
apTepUH, YPECKOXKHAs TPAHCIIIOMUHAIbHAS KOPOHAPHAsl aHIMOIUIACTHKA, MPOLETYPhl
peBacKysipu3auuu, MHCYIbT) Ha 37 %, UM (bartanbHblit U HedaTaabHblit) Ha 42 %,
MHCYJIBT ((paTanbHblil ¥ HedaTanbHbIH) HA 48 % BHE 3aBUCUMOCTHU OT I10J1a, BO3pacTta
nauuenTa uiaM uexoaHon koHueHtpauuu XC-JIITHII (uccnenoBanue atopBacTaTuHa

npu caxapHom auadere 2 tuna (CARDS)).

Amepocknepos



Y nauuentoB ¢ MBC atoppactatih B n03e 80 Mr/CyT NMPMBOAMT K yMEHbIICHHIO
obuiero o6bema atepomsl Ha 0,4 % 3a 1,8 Mecsiia Tepanuu (Mccier0BaHme 0GPaTHOrO
Pa3BUTHSI KOPOHAPHOI'O aTEPOCKIEPO3a Ha GOHE MHTEHCUBHON IMITOIUIIUAEMUYECKO
tepanuu (REVERSAL)).

[ToemopHuwiii uncynom

AtopBactatul B 03¢ 80 MI' B CYTKH yMEHBIIAET PUCK TIOBTOPHOIO (HaTaabHOTO HIIH
HedaTalbHOrO MHCY]bTa Y MNAlMEHTOB, NEPEHECIIMX MHCYJBT MM TPAaH3UTOPHYIO
nmemmnyeckyto ataky (TMA) 6e3 MBC B anamHese (ccieoBanue 1o npohuiakTuke
VHCYJIPTA NP MHTCHCUBHOM CHM)KEHMM KOHUEHTpauuu xosnectepuna (SPARCIL)), na
16 % 10 cpaBHenuio ¢ miane6o. IIpu TOM 3HAYMTENBHO CHMKAETCS PUCK OCHOBHBIX
CEpIEUHO-COCY TUCTBIX OCJIO0XKHEHHMI M IpoLeayp peBackyispusaimu. CokpalieHue
pUCKa CepAeYHO-COCY AMCTHIX HapyIIEHUI IPU Tepany aTOpBaCTaTUHOM OTMEYaeTcs
Y BCEX IpyMNIl MalUKEHTOB, KPOME TOM, KyJa BOUUIM MALUMEHTHl C MEPBUYHBIM WM

IIOBTOPHBIM F€MOPParuue€cKuM UHCYJIBTOM.
Bmopuunas npogpunakmuka cepoeuHo-cocyoucmoix 0CI0HCHeH U

Y nanumentoB ¢ MUBC atopBactatus B 103e 80 mr, 1o cpaBHeHuio ¢ 10 Mmr, JIOCTOBEPHO
CHWI)KACT OTHOCHTEJIBHBIA PUCK Pa3BUTUA OOJBIIMX CEPAEUHO-COCYAUCTBIX COOBITHI
Ha 22 %, nedaransHoro MMM (He cBSI3aHHOTO C MpPOLEypaMu peBACKYJISpU3aLlin) Ha
22 %, dQarampHoro u HedaTanbHOro HMHCyJdbTa Ha 25 % (cpaBHeHME
BHICOKOMHTCHCHBHOM  Te€panu¥  aTOpBacCTaTUHOM W Teparnud  YMEPEHHOM

MHTEHCUBHOCTH y nauueHToB ¢ MIbC (o nanueim ucciaenoBanus TNT)).

DapmakoKuHemuka

Bceacwvieanue
ATOpBacTaTUH OBICTPO BCACBIBAETCS I10CJE MPUEMa BHYTPh: BPEMS JOCTHIKEHHS €rO0

MaKCUMallbHOM KOHUEeHTpauuu (TCmax) B IUIa3Me KpOBM cocTaBiser 1-2 4. VY



KCHILMH MaKCMMa/lbHas KOHIEHTpauus aropBacTaTuHa (Cmax) Ha 20% Bblle, a
IUIOMIANb IO/ KPMBOH «KOHLEHTpauus-Bpems» AUC — Ha 10% Huke, 4eM y My KUHH.
CrenmeHb BcachIBaHHS M KOHLEHTpALMS B  IUIa3Me KPOBH  IOBBILIAIOTCS
NMPOTIOPUMOHAIBHO  J103€. buojocTtynHocTs aTopBactaTMHa B (opme TabiieTok
cocraBiasier 95-99% 1o cpaBHEHMIO C aTOPBACTATHTHOM B BH/IE pactBopa.
AGcomoTHast GMONOCTYNIHOCTE — OKOMo 14%, a cucTeMHas OMOJOCTYHOCTD
MHrHOMpYIOLIeH akTMBHOCTH B oTHOweHnn ['MI'-KoA-peaykrassl — okono 30%.
Huskas cucremuas 61oaocTynHOCTb 06y C/IOBIEHA NPECUCTEMHBIM METa6OTH3MOM B
CIIM3UCTOM  0DOJIOYKE XKEIly IOYHO-KUIIEUHOTO  TPAaKTa W/WIM TPH  IIEPBHYHOM
MPOXOXKACHUM) Yepe3 reyeHsb. [Ipuem nuimu HecKoIbKO CHUKAET CKOPOCTD U CTENEHb
abcopbuun npenapata (Ha 25 % u 9% COOTBETCTBEHHO, O UYeM CBUETENIbCTBYIOT
pe3ynabTathl onpeaeneHus Crnax 1 AUC), oanako cHmwxkenune XC-JIITHIT cxomuo ¢
TAaKOBBIM IIPY NIPUEME aTOpBACcTaTHHA HaTowakK. HecmoTps Ha To, uTO Mocie npuema
aTopBaCTaTHHAa B BEYEPHEEC BPEMs €r0 KOHLEHTpaUMs B IUIa3ME€ KPOBU HIIKE
(Cmax 1 AUC, npumepHo, Ha 30%), yem nocie npyeMa B yTPEHHEE BPeMsl, CHIXKEHHE
xoHuenTpauun XC-JIITHIT ne 3aBUCHT OT BpeMeHH CYTOK, B KOTOPOE MPUHUMAIOT
npermnapar.

Pacnpeoenenue

Cpennuii 00BbeM pacrpezesieHns aTopBacTaTuHa cocTaBiaser okono 381 1. Cesasb ¢
OenkamMu  1U1a3Mbl  KpoBM He MeHee 98%. OTHOLIEHME —COAEpXKAHHS B
OPUTPOLMTAX/IIa3ME KPOBM COCTaBiseT okojo 0,25, T.e. aTOpBACTATUH ILIOXO
IIPOHUKAET B SPUTPOLIUTHIL.

Memabonuszm

ATOpBACTAaTHH B 3HAYNTEIBHOMN CTENIEHN METaGO0IM3UPYETCA ¢ 06pa30BAHUEM OPTO- K
NaparuApOKCHIIMPOBAHHBIX MIPOU3BOIHBIX M PA3IUUHBIX MPOIYKTOB B-OKUCIEHUS. [N
Vifro OpTO- ¥ MaparuJApOKCHIMPOBAHHBIE META0OIMTBl OKa3bIBAIOT MHIMOMpYIOlIee
neiicrBue Ha I'MI'-KoA-pemykrasy, comocraBUMOe ¢ TakOBbIM aTOPBACTATHHA.

7



Ipumepro 70% chmwkenus aktusHocTH I'MI-K0A-penyKrassl IPOUCXOIUT 32 CYET
JICHCTBHS aKTUBHBIX LUMPKYJIMPYIOUIMX MeTaGoaMTOB. Pe3yabrarsl Mcc/iea0Banuii in
Vifro JIaI0T OCHOBAHHMS IIPEAINOI0KHTh, uTo u3odpepmeHT CYP3A4 meuenu urpaer
BOXHYI0 poab B Meraboiu3me aTopBacTaTMHA. B monb3y oToro  (axra
CBUJCTC/IBCTBYCT IOBBIIICHNE KOHLEHTPALMK aTopBacTaTHHA B IUIa3Me KPOBH IpHU
OTHOBPEMEHHOM IMpPUEME SPUTPOMHUIINHA, KOTOPBIH SBIAETCS MHIHOUTOPOM ITOTrO
usodepmenta. MccnenoBanus in vitro Takxe MoKasaid, YTO aTOPBACTATHH ABISETCA
cna®biM - uHrUO6UTOpoM m3opepmenta CYP3A4. AropBacTaTuH He OKa3biBaeT
KIMHAYECKM 3HAYMMOTO BIMSHUS Ha KOHUEHTPALMIO B I1a3Me KPOBHM Tep(eHaauHa,
KOTOpBIi MeTa0oIM3upyeTes, IaBHbIM 06pasom, nzodepmentom CYP3A4, nostomy
€ro CyIIECTBEHHOE BIMSHUE HAa (pAapMaKOKMHETHKY APYTHX CyOCTpaToB u3odepMeHTa
CYP3A4 manoseposatHo (cM. pasaesn «B3auMoaelcTBre ¢ APYTUMH JT€KapCTBEHHBIMH
CpelIcTBaMm).

Buvigeoenue

ATOpBAacTaTvH U €ro MeTaboJHUThl BBIBOJSATCS, [JIaBHBIM 00pPa3oM, ¢ JKEI4bi0 MOC/Ie
NEYCHOYHOIO W/WJIM BHENIEYEHOUHOTO MeTabosIn3Ma (aTopBacTaTuH He MOJABEpraeTcs
BBIDOKCHHON  KUILIEYHO-TIEYCHOUHOH  PelMpKyIsuun). [lepuoa  mosyBbIBEICHUS
(T1) cocrasnsier okono 14 u, mpu 3ToM MHrUGUpyrOWmMiA >hdeKT npernapara B
otHomeHun ['MI'-KoA-peykrassl npumepro Ha 70% omnpejenseTcss akTUBHOCTBIO
LMPKYJIMPYIOIIUX METaboIMTOB M coxpaHsercss okoino 20-30 yacoB Giaromaps uxX
Hannuuio. ITocie npuema BHYTph B Moue oGHapyskuBaeTcsi MeHee 2 % OT NPUHATOI
JI03bI IIpenapara.

ATOpBaCcTaTUH ABJAETCA CYOCTPATOM IS TPAHCIOPTEPOB (EPMEHTOB [EYEHH,
Tpancnioprepom OATPIB1 n OATP1B3. MeraGoiuramu aTopBacTaTUHa SBISIOTCS
cybctpatet OATPIBI. Atopactatun Tarke uaeHTHUDUUMpYeTCs Kak CyGcTpar

TpaHcnopTrepoB oTroka MJIV] u Gesnka pe3sCTEHTHOCTH paka MOJOYHOM JKese3bl,






