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HHCTPYKIOHA
IO MEJUIIUHCKOMY ITPUMEHEHHIO JJEKAPCTBEHHOI'O CPEACTBA
JHUIIPUMAP (LIPRIMAR)
(ATOPBACTATHH)

(madopmanus A5 CTIELIHATHCTOB)
1. HAUMEHOBAHME JIEKAPCTBEHHOI'O CPEJICTBA

HasBanue nekapctBenHoro cpeacrea: JIUTIPUMAP / LIPRIMAR
Mexnynaponnoe nenarenroBanHoe Ha3anue: ATOPBACTATUH / ATORVASTATIN

dapmakoTtepaneBTuueckas rpymma: kog ATX — C10AA05
I'mnonunuaemuyeckue cpencrsa. Muru6uropsl 'MI'-KoA-peaykrasbl.

2. KOJIMYECTBEHHBIN U KAYECTBEHHBIN COCTAB

1 TabneTka, noKpeITast 060JIOUKOU, COMEPIKHUT:

aKmueHoe eewjecmeo. arOpBACTATMH KaJlbLMs B KOJHUYECTBE, OSKBUBaJeHTHoM 10, 20 u 40 Mr
aTopBacTaTHHA.

écnomozamenvHbie geugecmea: Kanbliws kapooHat (E170), uennronosa mukpokpucrainyeckas (E460),
JIAKTO3bl MOHOTHUJIPAT, KPOCKapMell1o3a Hatpus, noaucopodbar 8§80 (E433), ruipokcunponuinesionos3a
(E463), maruus creapat (E470), Onaapaii 6ensiit Y S-1-7040, cuMeTHKOHA SMYJIBCHS.

3. JEKAPCTBEHHASI ®OPMA
Tabnerku, nokpeiThie 06010uKo#: 10 Mr, 20 Mr, 40 Mr

Onucanue:
Benbie kpyrioii ¢opmbel TaGneTku, MOKpeiThIe 0GONOYKOM, ¢ rpaBUpPoBKOM «10», «20», umu «40»
(COOTBETCTBEHHO IO3UPOBKE) Ha OAHO# cTopone U «ATV» Ha apyroit cTopoHe.

4. KIMHUYECKHE CBOMCTBA
4.1. Iloxa3anusi 1Al IPUMEHEHHS

Jlunpumap HasHa4aeTcs B KaueCTBE NONONHEHHS K JUETE U CHUKEHHS MOBBIIEHHOTO YPOBHS 00LIEro
xonecrepuna (OXc), xonecrepuna JITHIT (Xc-JITHIT), anonunonpotensa B u TpUriHuepHaoB y
B3pOCIIBIX, IOJPOCTKOB H JeTe# B Bo3pacTte oT 10 neT U cTapiue ¢ nepBUYHOM rUIepXonecTepruHeMHueii,
B TOM 4YMCJIE HACJE/ICTBEHHOH (reTEpO3UroTHOM) rUNepXoieCTeprHEMHEN WM KOMOMHMPOBaHHOM
(cmemanHoii) runepnunuaemuer (Openpukconosckuii Tin Ila u IIb), xorma aueta u  Apyrue
HEMEIMKAMEHTO3HBIE MEPHI HE OKa3bIBAIOT AOCTATOYHOTO 3 dekra.

JIunpumap Taroke HazHayaeTcs 1A CHWKeHHs ypoBHs OXc u Xc-JITHIT y B3poCc/bIX ¢ FOMO3HMIOTHOM
HAaCJIE/ICTBEHHOW TUNEPXOJIECTEPHHEMHUEN B JOMOJHEHUE K APYTrMM TUMOJMIIMAEMHYECKUM METOJIaM
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neyenusa (Hanpumep, JI[IHII-adepe3) wnu B ciiydae, KOrJa HCHOJIL30BaHHUE JPYTrUX METOOB
HEBO3MOXHO.

[IpodunakTHKa cepAeHHO-COCYIUCThIX 3a00JIeBaHUI

ITpodunakTuka cepeuHO-COCYUCTHIX COOBITHI y B3POCIBIX MALMEHTOB C BHICOKAM PHCKOM Pa3BUTHS
HEePBOro  CEepAEYHO-COCYAUCTOr0 COOBITUA (CM. pazden 5.1 «@Dapmaxkoounamuxa») B KayeCTBE
AOTIOJHUTEJILHOM MephI Ha POHE KOPPEKIMHU APYTHX (PAKTOPOB pHCKa.

4.2. lo3npoBKa 1 cnoco® npUMeHeHHs

PexxuM 103upoBaHus

ITepen navanom npumenenus npenapara JIunpuMap nauueHTy HEOOXOAMMO HA3HAYMTH CTAHIAPTHYIO
TMIOXOJIECTEPHHEMUYECKYIO IUETY, KOTOPYIO OH JIOJDKEH COBII0ATL BO BPEMs JICUSHHA.

Jlo3y npenapara HeO6XOAMMO MOAGHPATH MHAMBHYAIBHO C YY4ETOM MCXOAHOTo ypoBHs Xc-JITTHIL,
UEJIH TepaIiiyi W OTBETa MaUMEHTa Ha MPOBOAMMOE JIEYUEHHE.

CranfaprHas HayanbHas J03a mperapata — 10 Mr oauH pas B cyTkd. Koppekiuio 103sl ciaenyer
NPOBOJUTE C MHTEpBaiaMu B 4 Helenu UM 6onee. MakcumalibHas 103a npenapara coctasiser 80 Mr

OJIMH pa3 B CYyTKH.

IlepBuunas TUIIEPXOJIECTEPUHEMHS 1 KOMOMHHPOBaHHad (CMeI.HaHHaﬂ) THNEPJIHUITHACMUA

Y GONIBIUMHCTBA MALMEHTOB YJAaeTCs NOGHTHCA KOHTPOJS COCTOSHHS MPH NPHMEHEHHH npenapara
JInnpumap B no3e 10 Mr ofus pas B cyrku. Tepanesrudeckuii opeKT NPOABIACTCS B TEYEHHE 2 HEZEND
M OOBIYHO JOCTUraeT MakCHMyMa 4yepe3 YeTbipe Heleld. JOCTHrHYTHIM addexr coxpansiercs npu
NPOBEJICHUHU JJIMTEIBHOM TEpanuu.

CeTeposurorHas HaCJCACTBCHHAA TUNEPXOJIECTEPUHEMUA

Havanehas no3a npenapara Jlunpumap coctasister 10 Mr onuH pas B cyTku. J{o3a npenapara AoJkHa
NOAGUPATECA MHAMBUYaNbHO. KOppekumio 0361 HEOBXOAMMO MPOM3BOAMTH Kaxable 4 HEAenH 10
ROCTHXKEHHS 10361 40 Mr B CyTKH. Tlociie yero 103y mpenapara MOXHO yBEIMYHTh 10 MAKCHMAIbHOM
A0361 - 80 MI MM Ha3HAYMTh KOMOMHHMPOBAHHOE JIE4EHHE CEKBECTPAHTAMM JKENYHBIX KUCIOT M
aTopBacTaTUHOM B J03¢ 40 MI' OJMH pa3 B CYTKH.

[oMo3uroTHas HacJICACTBCHHAA T'MIEPXOJECTEPHHEMMUSI

JlaHHBIE 0 NPUMEHEHHIO OrpaHuYeHsl (CM. paszden 5.1 « DapmakoouHamura).

Jlosa aropBacTaTMHa y MNAUMEHTOB C TOMO3HIOTHON HAcC/eJCTBEHHOI rHIepXoJiecTepuHEMHUE
cocraBisier ot 10 no 80 Mr B cytku (cM. pazden 5.1 «@apmarodunamuxay). Y ITHX NALKEHTOB
aTOpPBACTATHH CJIEAYeT IPUMEHATE B KaYECTBE BCIOMOTATEILHOTO CPEACTBA B KOMOHHALIMH C APYTHMH
TUNOJTUTTUIEMUYECKMMH MeToiaMu JieueHus (Hanpumep, JITTHIT-adepesom) unm koraa ucnonb3oBaHue
9THX METOJ0B HEBO3MOXHO.

HQOQ}HJI&KTHK& CEPACYHO-COCYIUCTRIX 3aboneBaHuii
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B OCHOBHBIX MCCJIENOBaHMAX MO NMpoduiIakTUKe MPUMEHAIach 103a npenapara 10 Mr B cytku. [ns
nocTxeHus ypoBHei xonecrepuna (JIITHIT), oTeevatomux TpeGOBaHHAM COBPEMEHHBIX PYKOBOACTB,
MOYET IMOHAJ00UTHCA NpUMeHeHHe 6oJiee BBICOKHX 103 Nperiapara.

Hapynienue G YHKIMY TOYEK

Koppekiuu 10361 TNpenapata He Tpebyerca (cM. pasoen 4.4 «Ocobvie ykasanusa U mepbl
NpedOCMOPOACHOCIY NPU NPUMEHEHUUY).

Hapyiienue OYHKUMY NEYEHH

CrielyeT ¢ OCTOPOXHOCTBIO NPUMMEHATH JlMnpyuMap y MalMeHToB ¢ HapyIICHHEM dyHkuuy neueHu (CM.
pasdenvt 4.4 «Ocobvle yKkasanus U Mepvl NpeOOCMOPONCHOCMU MU MPUMEHEHULY u 52
«®apmakoxunemuxay). IlpuMmeHenne Jiunpumapa npoTUBONOKA3aHO y NALMEHTOB C 3a00NeBaHUAMHU
neueHH B aKTHBHO# (Base (cM. pazden 4.3 «Ilpomusonoxasanusy).

OHOBpEMEHHOE NPUMEHEHUE C APYTMMU JIEKApCTBEHHBIMU CPEICTBAMU

V  NalMeHToB, KOTOpble  OJHOBPEMEHHO  MNPMHUMAIOT  NPOTUBOBMPYCHBIC — NPEHapaThl
an6acBUp/rpasonpeBup s JieyeHus renatura C WM mpenapar JETepMOBUD A npopUIaKTUKH
LIATOMEraJOBUPYCHON MH(EKIMHU M aTOpBACTaTHH, 1033 aTOpBACTaTHHA HE NO/DKHA NPEBRINIATH 20
mr/cyT (cM. paszaensl 4.4 «Ocobbie yKa3anus u mepbi nPeOOCMOPOXCHOCMYU NPU NPUMEHEHUU) 1 4.5
«Bsaumodeticmeue ¢ Opy2umu NeKAPCMEEHHBIMU CPEOCMBAMU U Opy2ue Gopmbl 83aUMOO0UICMEUAY).

He pekoMeHAyeTcs IpUMEHEHHUE aTOPBACTATHHA Y TAMEHTOB, NPUHUMAIOIINX JIETEPMOBUD COBMCCTHO
¢ IMKJIOCTIODHHOM _(cM. pasiensl 4.4 «Ocobble ykasawus u mepvl HpedOCMOPONCHOCMU  NpU
npumenenuu» u 4.5 «Bzaumodeiicmeue ¢ Opy2umu 1EKAPCMEEHHLIMU cpedcmeamu u Opyaue Gopmvl
63aUMO0eticmeusy).

JIvia moXKUJioro Bo3pacra

Ipy npueMe npenapata B PEKOMEHIYEMBIX [103aX ero 3(heKTHBHOCTE U 6€30MaCcHOCTD y MallMEHTOB B
Bo3pacte cTapine 70 JeT He OTIHYAIOTCA OT TAKOBBIX B O0LLICH NOMYJIALMH.

eTH
TI'unepxonecmepunemus

JleueHHe [OJDKEH TMPOBOAMTH Bpay, MMEIOUIMA ONBIT JICUEHUS THUIEPIUMUACMUA Y nered. Jlns
nocTikeHus s3ddexTa Heo6X0AUMO PEry SIPHO NPOBOIKTE MOBTOPHOE 0OCNEI0BAHHE NAIIMEHTOB.

PexoMeHyeMass HaualbHas M03a aTOPBaCTATHHA JUIA TNAlMEHTOB C TIETCPO3UTOTHOH ceMeHHOM
runepxosectepuHemueii B Bozpacte 10 ner u crapume cocrasiser 10 Mr B CyTkH (cM. pasoen 5.1
«Dapmaxodunamuxar). J103y MOKHO yBenuunBaTh 10 80 MI €XKEJAHEBHO C yYETOM WHIMBUYaJIbHOM
peaKUuM Ha JeYeHHe U NepeHOCMMOCTH. JI03bl HOJDKHBI OBITh HHAMBHAYaNTM3UPOBAHBI B COOTBETCTBUH
C PEKOMEHIOBaHHOI LieNbio Tepanuy. KoppekTUPOBKH CIIEAYET AeNaTh ¢ MHTEPBAIaMH B 4 Hepeny UM
Gonpme. Turpauuss ao3sl Ao 80 Mr exeIHEBHO MOANEPKUBACTCA HaHHBIMH MCCIIeI0BaHHH,
TIPOBEJICHHBIX C YYacTHEM B3POCHBIX NAUMEHTOB, M OrpaHMYCHHBIMM KIMHHICCKUMM JaHHBIMU
MCCIeIOBAHMM, IPOBEICHHBIX C YJaCTUEM JIETeH C rﬂep03nrom§ﬁ?§iéﬁﬁ5ﬁ "fﬁﬁépxor;eggegnﬂemueﬁ

(cM. pasdenvr 4.8 «Ilobounoe Oeticmeue» u 5.1 « DapMaKoounamuxar). . -
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YMeloTCs OrpaHUY€eHHbIE TaHHbIe 00 3deKTHBHOCTH U 6€30MacHOCTH, MTOJYYEHHBIE B XOJIE OTKPBITBIX
yccyieJ0BaHMil y IeTel ¢ reTePO3UTOTHON ceMeHHOM rHIIepXoJiecTEPUHEMHEN B BO3pACTe OT 6 110 10 ner.
ATOpBacTaTHH He MOKa3aH [ JICYECHHs MalUeHTOB MJlaqlle 10 net. Mmerolmuecsi Ha CEroJHAIIHMMA
MOMEHT JiaHHbIe TIPECTaBNeHbl B pasdenax 4.8 «Ilobounoe deticmeuey, 5.1 «@apmaxodunamuxar, 5.2
«Dapmakoxuremuxay, HO PeKOMEHAALMH KacaTeIbHO J03UPOBaHHA HE MOTYT OBITb JaHbl.

V NauMeHTOB JaHHOW KATErOpHH MOXeT OBITh Gonee 1enecooOpasHBIM NPUMEHCHHE JpYTUX
NEKapCTBEHHBIX (POPM/I03UPOBOK.

Cnoco0 npyuMeHEeHUs

JlunpuMap nNpeJHA3HAyeH s NpHeMa BHYTpb. Bclo CyTOuHYIO 103y aTopBacTaTHHa CICAyeT
NPUHUMATH B OJIMH MPHEM B JI060€ BpeMs [Hs, HE3aBUCUMO OT NPUEMA TTHLIH.

4.3. IlpornBonNOKa3aHHsI

IIpumeHeHue JlunpuMapa MpOTHBOMOKA3aHO MAlMEHTaM:

— ¢ IMIEpYYBCTBUTENLHOCTBIO K JEHCTBYIOIIEMY BEIIECTBY WM K JIIOOOMY M3 BCMIOMOraTe/IbHBIX
BEIECTB, BXOAL(MX B COCTaB mpenapara (TPHUBENEHBI B pasdene 2 «Konuuecmeennoiii u
KaQyecmeeHHblll COCmasy);

— ¢ 3abojieBaHHMEM T€Y€HH B aKTUBHOM (hase WM YCTOWYMBBIM TMOBBILICHHEM aKTHBHOCTH
TpaHCaMMHAa3 B CHIBOPOTKE KpoBH (6oiee yeM B 3 pasa 1o CPaBHEHHIO C BEpXHEl rpaHULEH
HOPMbI) HESICHOTO I'eHe3a;

—  BO BpeMs 6epeMEHHOCTH, IPYIHOTO BCKApMJIMBAHUsA U Y XKEHILIMH PENPOLYKTHBHOrO BO3pAcTa, HE
HCIIONB3YIOIIMX Ha/IIEXAINHe METOIbl KOHTpALETUHUH (CM. paszden 4.6 « bepemenHocms u 2pyoHoe
BCKAPMAUBAHUEY).

—  [NONY4alOIMM  NPOTHBOBUPYCHBIC MPENapaThl  [JIEKaNpeBUP/MUOPEHTACBUD JUIA JICHCHUA
renarura C

4.4. Ocobbie yKkazaHHs U Mepbl NIPEJOCTOPOKHOCTHIIPH NPHMEHEHHH

JlelicTBHE HA IIEYCHb

Jlo Hauana JIeYeHUs ¥ MEPHOJMYECKH BO BPEMs JIEUEHHA HEOOXOAUMO KOHTPOJIMPOBATH MOKA3aTe/H
GYHKUIMM TIEYEHH. [lpy pasBWTMM y TALKEHTOB JIOOBIX TpPOSBICHHH HIH  CHMIITOMOB,
CBUJETENLCTBYIOIMX O HApylIeHHH GYHKUMH TEYEHH, CiellyeT NpPOBECTH Y HHUX ONpEACICHUE
OGUOXMMHUYECKHX Mokaszareneil ee pyHkimu. Ilpu noBbIIEHMH aKTHBHOCTH TPaHCaMMHA3 MX ypOBCHb
clelyeT KOHTPOJIMPOBATh BILIOTH 10 HOpMau3aluu. Eciiv akTHBHOCTE TPaHCaMUHa3, 6oJiee yeM B TpH
pasa npeshILIAONIas BepXHio rpaHuily HopMbl (BI'H), coxpausiercs, peKOMEHAYEeTCs CHU3HTE 103y
WK OTMEHUTS npuem Jlunpumapa (cM. pasoen 4.8 «llobounoe deticmeue ).

ClieiyeT ¢ OCTOPOXKHOCTHIO PUMEHATS JIMNpHMap y NaUHEHTOB, 3/0YTOTPEOIAIOUIUX ANKOToIeM W/ K
MMEIOLIMX B aHaMHe3e 3a00J1€BaHUA NEYCHH.

HDOd)PIJ'laKTHKa WHCVJIbTa INYTEM HMHTEHCUBHOIO CHWIXKCHMA YPOBHA XOJECTCPHHA (MccrienoBaHue

SPARCL)

TMo faHHBIM post-hoc aHaM3a MOATHIIOB MHCYJIETA y MAIMEHTOB Ge3 MIIEeMHUYECKOU Gone3Hu cepaula
(UBC), HelaBHO MEPEHECIIMX MHCYJIBT WM TPAH3UTOPHYIO HUIEMHUECKYH 3T Ky (THA); Hactota
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reMOpparuyeckoro HMHCynbTa Obula BbIE Yy MALMEHTOB, KOTOPBIC NEpBOHAYAJILHO  OJTyYalu
aTopBacTaTHH B J03¢ 80 Mr, 10 CPaBHEHHIO C nnane6o. [TOBBIIEHHBIH PUCK OCOOEHHO 4acTO OTMEYANCS
y TNAalMEHTOB, MEPEHECIIMX TeMOPPAarHieCKUi WHCYILT HIH NaKyHapHblii MHQapKT Ha MOMEHT
BIOTIOYeHHsT B HccienoBande. Ui TALMEHTOB, MEPEHECUIMX — eMOpparHieckui WMHCYIBT HWIH
JNaKyHapHBIA HMHGApPKT, COOTHOIIEHWE PUCKA W MONb3bl aTOPBACTATHHA B 1103€ 80 Mr HEH3BECTHO,
M03TOMY Nepe] HayaloM JIeUeHHs HEOOX0UMO TIIATENbHO POaHAM3UPOBATE NOTEHUHMAIbHBIA PUCK
BO3HMKHOBEHHS FeMOPParHieckoro MHCYNbTa (CM. pasoen 5.1 « DapmaKoOUHaAMUuKay).

BiMgHUE HA CKENETHYIO MYCKYJIATYPY

Kak u npyrue uaru6utopsi 'MI'-KoA-peyKTasbl, aTOpBacTaTHH B PEJIKMX CITy4asX MOXET OKa3sbiBaTh
BJIMSIHHE HA CKEJIETHBIE MBIILILBI ¥ BBI3bIBATh PA3BUTHE MUAITMH, MHO3UTA M MUOTIATHH, KOTOPBLIE MOTYT
nporpeccupoBath A0 pabaoMuonu3a (MOTEHLMAIBHO OMACHOrO UL JKHU3HU COCTOSIHHS), KOTODBIH
XapaKTEPH3yeTCs BHIPAKCHHBIM MOBBILICHAEM YPOBHA KPEaTMHKHHA3BI (KK) (8 >10 pa3 eimie BI'H),
MHOrIOOUHEMUEH M MHOIJIOOMHYpHEH, KOTOpBIE MOrYT TPpPUBECTH K PasBUTHIO MOYEYHOH
HEJOCTaTOYHOCTH.

VIMeloTcsl 04eHb PEAKHE COOBIIEHHS O CITydasx AMMYHOONOCPEI0BAHHOM HEKPOTH3HPYIOWICH MUOTIATHH
(MOHM) Bo BpeMs WJIH ocJie JiedeHus HekoTopeiMu craruHamu. HOHM kiiHiyecKky XapakTepisyercs
CTOMKOI €1abOCTBIO TMPOKCMMAJIBHONW MYCKYNaTyphl M MOBBIICHHBIM YPOBHEM KpEaTHMHKWHA3hl B
ChIBOPOTKE KPOBH, KOTOPHIE COXPAHAIOTCA HECMOTPS Ha OTMEHY JICYCHHs CTaTHHAMH.

ITo HayaJja JieyeHus

ATOpBACTATHH CEIyeT C OCTOPOXHOCTBIO Ha3HAauyaTh MALMEHTaM C (aKTOpaMH pUCKa pa3BUTHA
pabaomuonusa. [lepex HauasoM NpHEMa CTATHHOB CieJyeT MPOBOAWTH ONPEACICHHE YPOBHA KK B
CJIEAYIOUIMX CIIydasX:

—  1pu HapyleHUH PYHKLUMHU NOYEK;

—  MpH FMNOTHPEO3E;

—  [pM HaTMYMM B JIMYHOM WM CeMeHHOM aHaMHese Hacle/ICTBEHHbIX 3a0oNeBaHui MBILLIEYHOM
TKaHHU;

—  [pM HaJIMYMH B aHAMHE3€ MUOTOKCHYHOCTH MPU NPUMEHEHUH CTAaTMHOB WK $HuOpaTos;

—  DpH HalMYUHK B aHaMHe3e 3a60s1eBaHus TIEUSHH W/UJIK 3T0YNIOTPeOICHHA AIKOT0JIEM;

~  y moXubIX Joaei (B Bospacte > 70 JieT) NpH HAIKM4MK APYTUX (aKTopoB, Mpeapacronararoiux
K pasBHTHMIO pablOMHMONH3a, CIefyeT PacCMOTPEeTh BOMPOC O HEOOXOAMUMOCTH ONpE/CIeHHs
ypoBus KK;

— B CHTyallMsiX, KOTOpble MOTYT NPHBOJMTBL K IOBBHILICHHIO YPOBHSA INpEnapara B MiasMe KpOBH,
HANPMMEp, B Cllydae JEKAPCTBEHHOTO B3aUMOACHCTBHUA (CM. pasden 4.5 «Bsaumoodeticmeue ¢
Opyeumu nexapcmeeHHbiMU cpedcmeamu u Opyaue opmvl 63aumooeticmsusi») 1 NpU NPUMEHEHNH
0cOGBIMM TONYISLMSAMH NALKEHTOB, BKIIIOYas reHeTHyeckue cybnomynsuuu (cM. pazden 3.2
«DapmaxoKuHemuxa).

B Takux cHTyalMsaX HEOOXOAUM aHaiM3 PHCKA MO OTHOUIEHHIO K BO3MOXXHOMY MNOJIOXUTEILHOMY
3 deKTy U NOKa3aHO MPOBEACHHE KIMHMYECKOTO MOHUTOPHHTa.

HavYHWHATh JICUCHHUE IIPENIapaToM.
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OnpefencHUe YPOBHA KPEATUHKUHA3ZEI

VposeHb kpeatrHkrHasbl (KK) He cienyeT n3MepsATh Mociie HHTEHCHBHAIX (GU3MYECKHUX HArpy30K UM
MpH HAJAMYUK JIOOOH JPYrod BepOATHOH NPUYMHBI MOBBILICHUA KK, mockonbKy 3TO 3aTpyAHSACT
MHTEPHpPETALMIO TIONYYEHHBIX pe3ynbrartoB. Ecmu ypoBHM KK Ha HayaJbHOM 3Talle 3HaYUTENBHO
noBbilieHs! (B > S pa3 Beie BI'H), cieayer npoBecTd NOBTOPHOE ONPEACIICHNC yposHeii KK uepe3 5—
7 nHel 1is MOATBEPXKACHUS PE3YyJIbTATOB.

Bo BpeMs ieueHuUs

—  TlauMeHTOB HEOGXOAMMO MIOTPOCHTH CPasy ke COOBIATH O PA3BUTHH MBILIEUHO# 00JIH, Cyl0porax
B MbIIIAX WIH C1a060CTH, OCOOEHHO €ClIM OHU CONPOBOXKAAIOTCA HEAOMOTraHHEM WK
NOBBILICHUEM TeMIepaTyphl Tefa.

—  Ecnu Tak¥e CHMIITOMBI BO3HHKAIOT B MEPHUOJ JICUCHHsS MNAlMEHTa aTOpPBaCTATHHOM, CJICAYET
onpenaenuth ypoBeHb KK. Ecium okaxercs, 4To OH 3HAUMTE/IBHO MOBBILICH (B> 5 pa3 eiie BI'H),
JIeYeHHe ClIelyeT IPEKPaTUTh.

—  EcnM CHMNTOMBI CO CTOPOHBI MBIIIEYHOM TKaHM HOCAT TSKENBIA Xapakrep U BbI3BIBAIOT
eXKeHEBHBI AUCKOMQOPT, CilefyeT pacCMOTPETh BONPOC O MPEKPAIIECHUH JIEICHHS, AaXKE SCIH
yposenb KK < 5 pa3 npesbimaer BI'H.

—  Ecnu cuMnToMsl Mcyesau M HopMaimsosajcs ypoBeHb KK, To MOXHO paccMOTpETE BOMPOC O
[OBTOPHOM MPMMEHEHHH aTOPBACTATHHA WM APYrOro NpenapaTa U3 3ToM rpyIisl B CaMOi HU3KOH
JI0O3UPOBKE MPH TLIATEIbHOM MOHUTOPHUHTE.

—  Heo6X0AMMO NpeKpaTUThL TPHEM aTOPBACTaTHHA, €CNIM HaGiioJaeTcs KIMHHYECKH 3HAYUMOe
nossimeHue ypoBHs KK (8 > 10 pas eime BI'H) vin 611 BHICTaB/IEH AMArH03 paGioMHOJIN3a HITH
3a110103PEHO €r0 pPa3BUTHE.

Conymcemeylowee neveHue Opy2umu 1eKapCmeeHHbIMU npenapamamu

Puck pasBuThs paGaOMHONM3a MOBBIIAETCS NPU OJHOBPEMEHHOM NPUMEHCHHH aTOpBAaCTaTHHA H
HEKOTOPHIX JIEKAPCTBEHHBIX CPEICTB, KOTOPIE MOIYT YBEJIMYMBAaTh KOHIEHTPALMIO aTOpBacTaTHHA B
I1asMe KpOBHM, TAKUX KaK MolHble WHruGuTopsl CYP3A4 unu TpaHCnopTHbIX GelKoB (HanpHMep,
LMKJIOCTIOPMH, TEIUTPOMHULMH, KJIAPUTPOMHUIMH, JEJIaBUPAMH, CTUPHUIIEHTOJ, KETOKOHA30,
BOPHKOHA30JI, HTPAKOHA30J, MO3aKOHA30J], JNETEPMOBHP M HMHTMOMTOpPHI mpoteasst BHUY, Bxmouas
PUTOHABHP, JOMMHABUP, aTA3aHABUP, MHAMHABUD, 1apyHaBUpP, TUIIPAHABUD/PUTOHABUD U T. 1.). Puck
Pa3sBUTHS MHOTIATHH TAaKXKe MOXET IMOBBILATHCS NPH OXHOBPEMEHHOM NMPUMEHEHUH reM(puOpo3nia 1
APYrHX NPOM3BOJHEIX (HOPOEBOH KMCIOTHI, POTHBOBUPYCHBIX NPENapaTos s fedeHus renaruta C
(HCV) (6ouenpeBupa, TenanpeBupa, >n6acBUpa/rpasonpeBupa), OPUTPOMHULIMHA, HHALUMHA WIIH
s3eTuMHUba. I10 BO3MOXKHOCTH BMECTO STHX JIEKApCTBEHHBIX CPEJCTB PEKOMEHIYeTCs Ha3HavaTh
aJbTEPHATHBHEIE MPENapathl, He BCTYIAIOIIHE B JIEKAPCTBEHHOE B3aMMO/IEHCTBHE.

B ciyyae HEOGXOAMMOCTH NMPUMEHEHHs aTOpBACTATHHA C yKa3aHHBIMU BhILIE NpernapaTramy, CleayeTt
IIPOBECTH TIIATENBHYIO OLIEHKY MOJIb3bI K PUCKA COMYTCTBYIOLIErO JIeueHus. EC/M NalueHTsl noay4ator
JIEKApCTBEHHBIE CPEJCTBA, TMOBBILIAIOIINE KOHLEHTPALHMIO aropBacTaTHHa B TIJIa3ME€ KpOBH,
PEKOMEH/eTCsl KCTIONB30BaTh 60J1ee HU3KYIO MaKCHMANIbHYIO IO3MPOBKY aTopBactatiHa. Kpowme Toro,
B cilyyae NpUMeHeHus MOIHBIX HHruouTopos CYP3A4 crneayer paccMOTPETh BOMpPOC 06
MCIIOJIb30BAHUY MEHBIIEH HaYalbHOM 1036l aTOPBACTATHHA U MPOBEACHUH HAJUIEXKALIETO KIIHHUYECKOTO
MOHHTODMHIA COCTOSHHMS 3THX MNauuMeHToB (cM. pasden 4.5 «Bsaumooleiicmeue ¢ opyaumu
NeKAPCMBEHHBIMU CPeOCmBamy U Opyaue Gopmbl 63aUMO0ECMEUSY).
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ATOpBAaCTaTUH HENb3sl NPUMEHATH OJHOBPEMEHHO ¢ rnpenapaTamu ¢y3uaueBod KMUCIOTBI JUIA
CHCTEMHOTO IPMMEHEHH s JIM60 B TedeHue 7 AHeH nocjie NpexpaieHns JIeHeHns dby3uareBoi KUCIOTOH.
V NallMeHTOB, ISl KOTOPHIX CHCTEMHOE NPUMEHEHHe (Qy3u/ieBOH KHCIIOThI ABIACTCA 00s3aTeNbHBIM,
Je4eHHe CTaTUHAMU JOJDKHO OBITh MPEKPALIEHO Ha NMPOTAKEHUH BCETO JICHCHHA dy3uaueBoi KHCIOTO.
[locTynanu cooluenus o pabaomuonuse (BKIOYAs HECKOJIBKO CMEPTEIBHBIX clyyaeB) cpend
MALUEHTOB, TOJIYYaBUIMX COBMECTHO (y3uIHMEBYIO KHCIOTYy M CTaTHHBI (cM. pasoen 4.5
«Bzaumodeiicmeue ¢ Opy2umu NeKGPCMEEHHWIMU CPeOCmeamu u opyaue opmor 63aUMO0eTiCMEUAY).
[laupeHTaM clieyeT NopeKOMEeHI0BaTh HEMEJIEHHO 00pallaThCs 3a MeIULIMHCKO M MOMOIIBIO, €CJIM OHU
MCITBITBIBAIOT KAaKMe-TH60 CHMITTOMBI MBIIIEYHOH ciabocTh, 6071b WM OOJE3HEHHBIE OLLYLICHUsA TIpH
KacaHWH.

Tepanus CTATHHAMH MOXET GbITh OBTOPHO HA3HAYEHA CITYCTS CeMb IHEH MOCIIE N0y YCHHA nocneHen
10351 QY3UTUEBOH KHUCIIOTHI.

[Ipi HMCKIIOYMTENbHBIX OOCTOSTENBCTBAX, KOrJa HeoOXOAMMO NpOUIMTE CHCTEMHOC JICHCHHE
dy3HuAneBOil KUCTIOTOM, HANPUMED MpPH JICUSHHH TAHKEIBIX HHOEKIM, HE0OX0MMOCTE B COBMECTHOM
npuMeHeHuu npenapata Jlunpumap U Qy3MAMEBOW KMCIOTBl CIIEAyeT pacCMaTpuBatk Ha
WHIMBHIYaJbHON OCHOBE U TIOJ NPUCTATLHBIM MEIMIIMHCKHM HAOIIOICHHEM.

IIpyMeneHue B IETCKOM BO3pACTE

He Ha6m01a10Ch KIMHUYECKH 3HAUMMOTO BIMAHHS Ha POCT U M0JIOBOE CO3PEBAHME B XO/I€ TPEXJIETHErO
JiCCIIEIOBAHMS HA OCHOBAHMM OLEHKH OOIIEro CO3peBaHMs M Pa3BUTHA, OLEHKH Mo wmikane TaHHepa v
M3MepeHHs pocTa M Macchl Tena (M. pasden 4.8 «Ilobounoe Oesicmeuer).

HurepcTuiiManbHas 00Jie3Hb JIETKUX

[lpy TNpPUMEHEHUM HEKOTOPHIX CTaTHHOB, 0COOEHHO TNpH JOJITOCPOYHOH  Teparuy, ObLIH
3aperuCTPUPOBaHbI €JMHUYHBIC CIIyYaH PasBUTHS MHTEPCTULMAIBHON GOJIE3HH JIEFKUX (CM. pazoen 4.8
«Ilobounoe Oeticmeuey). CuMrroMbl JaHHOro 3abojeBaHusi MOTYT BKJIIOYaTh JAMCIIHODJ,
HEMpPOJYKTUBHBIA Kallelb W YXyIeHHEe OOLIEro COCTOSHHMA (ycranoctb, CHHXXEGHHE MacChl Tela H
noBellieHUe TemiepaTypsl). [lpu MOAO3pEeHHH HA pasBUTHE HHTEPCTULIHATILHON OOJIE3HH JIETKHX Y
nalyeHTa Tepanuio CTaTHHAMU CJIELYET OTMEHUTb.

Caxapyblii juader

HekoTopbie IaHHbIE CBUETENLCTBYIOT O TOM, YTO CTATHHBI [OBBIIAIOT YPOBEHD [VIIOKO3bI B KPOBU U HX
NpHEM TALMEHTAMHU C BBICOKMM YPOBHEM DHCKA PasBUTHS CaXapHOro auabera MOXET B HEKOTOPBIX
Clly4asx COMPOBOXATHCA PAa3BUTHEM TMIIEPIIMKEMHH TaKOrO YPOBHS, NMPH KOTOPOM LEJIeCo00pasHo
TpoBe/icHHe THIIOTJIMKEMUYECKMX Mep. TeM He MeHee, Mojib3a CTATUHOB JUISl COCYAMCTOH CHCTEMBI
TEpeBElIMBAET 3TOT PHCK, W TMOITOMY HAJlM4ME JAHHOIO DPUCKa HE SABJIAETCA OCHOBAHHEM MJIA
NpeKpaLieHns TepaNiy CTaTHHAMU. Y MALMEHTOB [PYIIbl pucka (YPOBEHb IMIFOKO3bI HaToLAkK 5,6-6,9
mMons/ni, UMT > 30 kr/mM2, TOBBIIEHME YPOBHS TPUIIHLEPUAOB, apTephalbHas THMIEPTCH3Ms)
MOKA3aHO JMHAMHYECKOEe HAGMIOJEHUE 38 COCTOSHMEM 3I0POBBS M MOKa3aTeNsiMM OHOXHMHUYECKOTO
MCCIIEI0OBAHMS KPOBH B COOTBETCTBUM C HAlIMOHAIBHBIMU PEKOMEHIALUAMH.

BcnoMorarebpHbIe BEIecTBa
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Jlunpumap conepXxuT akro3y. IlanueHraM ¢ TAKMMH peKUMH HacJIeJICTBEHHBIMH 3a00JIeBaHHUAMH KakK
HENepeHOCUMOCTh I'ajIaKTO3bl, aebuumut naktasel Jlanma WM CHHIPOM MababcopOLMU TIFOKO3bI-
raJlakTo3bl HE PEKOMEHIYeTCs PUHUMATH 3TOT Mpenapar.

4.5. BzaumopaeiictBHe ¢ JAPYrMMH JIeKADCTBEHHBIMH CpPEACTBAaMH H Jpyrue $hopmbl
B3aHMoJeicTBHS

Bnusnue OOHOGPZMeHHO npuHumaemolx JIeKApCMEEeHHbLX cpedcme Ha amopeacmamuH

AropBacTaTHH MeTabonusupyercs uutoxpomom P450 3A4 (CYP3A4) u sBnserca cybcTpaTtoM AjiA
TpaHCHIOPTEPOB (DEPMEHTOB MEYEHH, TPAHCIOPTHOrO MNOJMIENTHAA OPraHWYeCKUX aHHOHOB 1B1
(OATP1B1) u 1B3 (OATP1B3). Meta6oauTs! ar0pBacTaTHHa ABJISIOTCS cy6erparamu st OATPIBI.
ATOpBaCTATMH TaKke HWACHTHUIMpYeTcs Kak CyOcTpaT TMpOTEMHa, acCOLUMMPOBAHHOIO €
MHOXECTBEHHO# JIeKapCTBeHHOM ycToiiunBocThbio 1 (MJIV1) u Gelka pe3uCTEHTHOCTH paka MOJIOYHOH
xenessl (BPPMIK), KoTopble MOTYT OrpaHH4MBarTh KHiledHylo abcopbuuio u OUIHAPHBIN KIMPEHC
aTopBacTaTuHa (cM. paszen 5.2 « DapMaKoKUHemuKay).

OZXHOBpeMeHHKIl TpHeM aTopBacTaTWHa W MHIHOMTOPOB H30(epMeHTa CYP3A4 wnu Genkos-
NepPeHOCYUKOB MOXKET NMPMBECTH K MOBBIIEHHIO KOHUECHTPALMK aTopBacTaTMHa B I1asMe KpOBH H
MOBBIIEHUIO PHMCKA pa3BUTHA MHOMATHH.  JIaHHBIH DPHCK TAKOKE MOXET MOBBIMIATECA MPU
O/IHOBPEMEHHOM NPUMEHEHHH aTOPBAaCcTaTHHA C IPYTMMH JICKapCTBEHHBIMHU CPEACTBaMH, CNOCOOHBIMH
BBI3BIBATh PA3BUTHE MHONATHH, TAKUMH KaK MPOM3BOAHBIE GUOPOCBON KHUCIOTHI M 93eTUMHO (CM.
pasdenvr 4.3 «lIpomusonokasanusr u 4.4 «Ocobvie ykasanus u mepol Npeo0oCmopOICHOCMU NpU
HNPUMEHEHUUY).

Unruburopst CYP3A4

UseectHo, uyTo Momubie uHruoutopsl CYP3A4 npuBOAAT K 3HAYMTECNILHOMY MOBBIIICHHIO
KOHLIHTPALMK aTOPBACTATUHA (CM. mabnuyy 1 U cneyuansuyio unGopmayuio Huoice). Heobxoaumo, 1o
BO3MOXKHOCTH, W3GeraTh OJHOBPEMEHHOTO MPUMEHEHHs MOIUHEIX HHrubuTopos CYP3A4 (Hanpuwmep,
LMKIOCTIOPHHA, TEJIUTPOMULMHA, KIApHUTPOMHULIMHA, JeJaBUpJMHA, CTUPHIIEHTOJIA, KETOKOHA30Ia,
BOPMKOHA30Jla,  WMTpPaKOHa30la,  [03aKOHA30Jla,  HEKOTOPBHIX  MPOTHBOBHMPYCHBIXNPENApATOB,
HCIONB3yeMbIX B sieuenuu HCV (Hanpumep, 316acBUp/rpasonpeBup), i MHTHOUTOPOB NPOTEA3kl BUY,
BKJIOYAs PUTOHABHD, JONMHABMp, aTa3aHaBUP, WHAMHABMp, lapyHasup W T.A.). Ilosromy, ecnu
OJHOBPEMEHHOTO MPUMEHEHHs JTHX JIEKapCTBEHHBIX CPEJCTB C aTOPBACTATMHOM HM30€XaThb HENb3A,
PEKOMEH/LYETCs MCIOJIB30BaTh Goee HU3KHME HaualbHble W Gosiee HU3KHE MAKCHMAJIbHBIC JO3UPOBKH
aTOPBACTATHHA, 4 TAKXKE OCYLIECTBIIATH HAMIEKAMA KIMHAYECKH MOHUTOPUHT COCTOAHMS NaUMCHTA
(cM. mabnuyy 1).

Vmepennsie uurubutopsi uzodpepmenta CYP3A4 (nanpumep, SpUTPOMULIMH, TUIITUA3EM, BepanaMHi v
(hTyKOHA30.T) MOTYT MOBHIIIATE KOHIIEHTPALMK aTOPBACTaTHHA B Ia3Me KpoBH (cM. mabnuyy 1 ). Ilpu
HICTIONTE30BAHUH SPUTPOMMIIMHA B COYETAHMH CO CTATHHAMM OTMEUYAJICA TIOBBILICHHBIH PUCK Pa3BUTHA
muonaTuu. Hcciie10BaHus 10 B3aMMOJCHCTBHIO C OLICHKOM BIIMAHMS aMHMOJIapOHA WJIH BepanaMuia Ha
aTopBacTATHH HE NMPOBOJMIMCH. VI3BECTHO, YTO KaK amMHOJapOH, TaK M BEpPanaMMi MHTHOMpYIOT
aktuBHOCTE CYP3A4, ¥ MX OAHOBPEMEHHOE IPUMEHEHHE C aTOPBACTATUHOM MOXET NPHBOIMTH K
NOBBILIEHHIO BO3JICHCTBHS aTopBactaTWHa. TakuM o00pa3oM, NpH OJHOBPEMEHHOM IPUMEHECHHH
aTopBacTaTHHAa M yMepeHHbix Muruburopor CYP3A4 pexomeHnyercss HasHauaTh Oonee HHM3Kue
MaKCHMAJIbHbIE JIO3UPOBKM AaTOPBACTATHHA, 4 TAKXKE OCYHIECTBIATh HaNeXalluil KIHHUYECKHH
MOHHMTOPHHI COCTOSTHUS MalUeHTa. ITocne Hayana NpUMEHEHUA
WM KOPPEKIMH J103bl HHTMOUTOpA ClIEAyeT OpraHMu30BaTh Hamfégxaﬁ{ee “'ﬁ”@’éékpggqﬁ;}noneﬂne 3a
COCTOSHHEM TIAlMEHTA. Dape e
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HUuaykropet CYP3A4

Ilpy COBMECTHOM NPHMEHEHMH aTOPBACTaTHHA ¢ UHIYKTOPAaMM LMTOXpOMa P450 3A (manpumep, €
sdaBupeHlieM, pudamMIMHOM, NpenapaTaMy 38epobos) MOXET Hab10JaThCs BapuadebHOe CHIKCHHE
KOHLICHTDAIlMK aTOpBacTaTMHa B IUIa3Me KpOBM. biarojaps JBOHHOMY MEXaHU3MY JOEeUCTBHSA
pudamnuHa (MHaykuus uutoxpoma P450 3A u UHrHOupoBaHue OelKa-nepeHoCUrKa OATPIBI,
o0ecreynBaoIero  3axBaT  IelMaToLMTaMHi)  PEKOMEHIYeTCs  OJHOBPEMEHHOE  NMPUMCHCHHE
aTopBacTaTHHA M pudaMIIMHa, TOCKOIBKY OTIIOKEHHOE NPUMEHEHHE aTOPBaCcTaTHHA NMOC/IC MPUMEHCHHUA
pudamMmiHa GbUIO CBA3aHO C CYIIECTBEHHBIM CHIDKCHHEM KOHLEHTPAlMH aTOpBacTaTHHA B IUIA3ME
kpoBi. TeM He MeHee, HEM3BECTHO, BIMAET JiM TNPUMEHEHHE pudamMnvHa Ha KOHUCHTPALHIO
aTopBAacTaTHHA B KJETKax meyeHu. I1o3ToMy, eciii OJHOBPEMEHHONO NMPUMEHEHNA aTopBacTaTHHA
pudamnuHa u3bexKaTh HENb3sd, CIEMAyeT OpraHW3OBaTh HaJjexalee HabmoaeHHe 3a COCTOSHUEM
MaLKEeHTOB.

HMHru6UTOpH NEPEHOCYHUKOB

I[Ip¥ NpUMEHEHHH WHTHOMTOPOB TPAHCMOPTHBIX O€NKOB (HAanpuMep, LMKIOCIIOPHHA, JIETEPMOBHUPA)
MO3KET OTMEUAThCs MOBBIIIEHHE CHCTEMHOTO BO3JICHCTBHS aTopBacTaTHHa (CM. mabnuyy 1). BiuaHue
Npoliecca MHrUGUPOBAHKs TPAHCIIOPTEPOB, Y4acTBYIOIIMX B MEYCHOYHOM 3aXBaTe, Ha KOHLCHTPALHMIO
aTOPBACTATHMHA B KJIETKAX [IEYeHU HEU3BECTHO. ECITH 0IHOBpEMEHHOE IPUMEHEHHE HEM30EHKHO, CIEAYET
OpraHM30BaTh KIMHUYECKOE HAGIIOAEHHE C LIENBIO OLIEHKH 9 dEeKTHBHOCTH (CM. ma6bnuyy 1).

He pekoMeHayeTcs IPUMEHEHHE aTOPBACTATHHA Y MALMEHTOB, IPUHUMAIONIUX JIETEPMOBHUP COBMECTHO
¢ nuKIocnopruHoM (cm. pasaen 4.4 «Ocobble yKkazaHUs ¥ MEPBI IIPEAOCTOPOMKHOCTH NPH MMPUMEHEHUHY).

Temdubpo3un / npousBoHbE GUOPOEBOU KUCIOThI

[Ipu moHoTepanuu (uOpaTaMH OTMEYEHBI PEeIKHE Cllydyad MBILEYHBIX HapylWIeHHH, BKIHOYas
pabaoMuonu3. Pck pa3BuTHs JaHHBIX SBJICHHH MOXET BO3pacTaTh NPH OJIHOBPEMEHHOM NPUMEHCHHUH
Npou3BOJHBIX (PUOPOEBON KUCIOTHI M aTopBacTaTMHA. ECiM OJHOBPEMEHHOro NPUMEHCHHUs HEJb3sA
M30exKaTh, PEKOMEHIYETCS 11 JOCTHXKEHUs TEpaneBTHYECKOH LeNy NMPUMEHATE MMHUMAIIBHYIO 103y
aTOpBACTaTHHA, & TAKXKE CleyeT OPraHu30BaTh Ha/IeKalllee HAOIIOACHHE 32 COCTOAHUEM NALUCHTOB
(cM. pasden 4.4 «Ocobvie ykazanus u mepsl NPeOOCMOPONCHOCIIU DU NPUMEHEHUUY).

I3eTuMub

IIpy MOHOTepamuy 33€TUMHOOM OTMEYEHBI CIydad Da3BMTHS MBIUIEYHBIX HApYLICHWH, BKIOYas
pabaomuonus. CreloBaTelbHO, PUCK Pa3BUTHA JAHHBIX SBJICHMH MOXET YBEJIMYMBATHCA [pPH
OTHOBPEMEHHOM TMPUMEHEHHH 33eTMMUOa M aTopBacTaTMHa. VY TaKMX MalMEHTOB PEKOMEHIYeTCs
NpOBEICHNE Ha/IEXKALIEr0 KIMHUYECKOTO MOHUTOPHUHTA.

Konectunoa

ITpu 0IHOBpEMEHHOM NPUMEHEHUH JIMIpUMapa ¢ KOJIECTHIIONOM OTMEUANIOCH CHHXKEHHE KOHUCHTPALKU
aTOpBAcCTATHHA M €ro AaKTMBHBIX MeTaboJMTOB B MJasMe KPOBH (OTHOIICHHE KOHUEHTpaluy
atopBactaTvHa: 0,74). Bmecte ¢ TeM, NpH COBMECTHOM NpvMeHeHHH JlMnpuMapa W KoJeCTHNoNa
nunuanble 5ddexTsi GhUH 6osee BEIPAKEHHBIMH, YeM B Cllydae COOTBETCTBYIOLIMX MOHOTEPANHUH.
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PUCK Pa3BUTHSI MUOIIATHH, B TOM YHCJIE PabIOMHOIN32, MOXKET OBITh MOBBIIIEH TIPH OJHOBPEMEHHOM
CHCTEMHOM TPUMEHEHHH (y3uaMeBOi KUCIOTHI M CTATMHOB. MeXaHM3M 3TOro B3aMMOJEUCTBHs (BHE
3aBHCHMOCTH OT TOFO, ABISETCA JIH OHO (papMakoAMHAMUUYECKMM (HapMaKOKHHETHIECKAUM WY obounx
BUJIOB) BCe elle Heu3BecTeH. [locTymand cooOuieHds o pabroMuonmse (BKJIIOYAsE HECKOJIBKO
CMEpTENBbHBIX CIIyYaeB) Y NAlEHTOB, IPUHAMAIOIIHMX MPenapaTsl COBMECTHO.

Ecnu Heo6xoauMo sedyeHue (y3uaueBod KHMCIOTOM, JieYeHHe aTOpBACTaATHHOM JOJDKHO ObITH
TPEKPAILEHO Ha TPOTSHXKEHUH BCEro JIeUeHHs Py3naueBoii KUCIOTOH (cM. pazden 4.4«Ocobvie ykazanus
U Mepbl NPed0CMOPONCHOCU NPU NPUMEHEHUUY ).

KoixuluH

HeCMOTpﬂ Ha TO, YTO UCCJICOOBAHUA B3aUMOACUCTBUS aropBacTaTHHA M KOJXHLIMHA HC NMPOBOAUJIMCH,
[pH OJHOBPEMEHHOM NPUMECHEHHUM aTopBaCTaThHa U KOJIXMI[UHA OblTU 3aperuCTpUpOBaHbl Cydyan
Pa3BUTHUA MUOIIATHUH. le/[ COBMECTHOM Ha3HA4Y€HHH aTOPBACTATHUHA C KOJIXHLIMHOM ciaenyer cobmoaath
OCTOPOXHOCTbD.

Brusanue amopeacmamuHa Ha dpyzue JleKapcmeeHHbvle cpedcmea

Z!HI‘OKCI/IH

Hpn COBMECTHOM MHOI'OKpaTHOM IPUMEHEHHH JMIOKCHHA H 10 mr aropBacTaThHa OTMCYCHO
HE3HAYMTEJLHOE TOBBIICHHUE KOHLEHTpPALWH JHMIOKCHHA B PaBHOBCCHOM cocrossuun. IlaumeHTtam,

NPUHUMAIOIUM JUTOKCHH, NTOKa3aHO MPOBCACHHUC HaJaexxalero HabJI0 AeHUS.

OpajipHble KOHTPALIENTHUBEI

HpI/I COBMCCTHOM NPUMCHECHUU J'[anuMapa H OpajIbHBIX KOHTPALETITUBOB HA0MI0AaN0Ch MOBBILIEHHE
KOHUEHTpALM¥ HOP3THHPJAPOHA 4 3THHUIBCTPaanoJia B I1a3Me KpOBH.

Bapdapun

B xoe KJIMHHUYECKOTO MCCIEJOBaHHs C YYaCTHEM MAlHMEHTOB, NPOXOAUBLIUX JUIUTEIBHYIO TEpAIMIO
Bap(apUHOM, TIPH OJHOBPEMEHHOM NPMMEHEHHMH aTopBacTaTiHa B 03¢ 80 MI' B CYTKH ¢ BappapuHOM B
TeueHWe NepBhIX 4 aHell NedyeHHss HaGMOJANOCh HE3HAUMTENBHOE CHMDKEHME MPOTPOMOHHOBOIO
BpeMeHH (pUMepHO Ha 1,7 CeKyH/ibl), KOTOpOe BO3BpAIIANOCh B HOPMY B TeueHue 15 aHel Tepanuu
aTopBacTaTMHOM.  HecMOTpsT Ha TO, YTO BAaXHBIE C KIMHUYECKOW TOYKM 3pEHMA Clydau
AHTHKOAT'Y/ISHTHOTO B3aUMOJEHCTBHS OTMEYAIUCh KpaHHE PEJKO, ONpejieieHue NMPOTPOMOMHOBOIO
BPEMEHH CJIEAyeT TMpPOBOAMTH I€pe] HayajioM TMPHMEHEHHs aTopBacTaTMHa Yy TALWCHTOB,
NPUHUMAIOLIMX KyMapHHOBbIE aHTUKOATY/ISHTHI, M IOBTOPATH €ro JIOBOJBHO 4acTo Ha paHHEH CTaauu
TepanuH C LEJbIO MOTBEPKIEHNS OTCYTCTBHS CYILECTBEHHOTO H3MEHEHMs IaHHOTO nokasareJis. [Tocye
JIOKYMEHTAJILHO TMOATBEPXKACHHO!N CTabMIN3alMKM NPOTPOMOMHOBOTO BPEMEHH MOXHO MPOJOJDKATH
KOHTPOJIMPOBATH €r0 C UHTEPBaJaMH, MPUHATBHIMHU NPH JICYCHUH KYMapHUHOBBIMU aHTHUKOAryJISHTAMH.
[Ipy U3MEHEHHUM OO3MPOBKH aTOPBACTATHHA WM NMPEKPALIEHUH €r0 MPUMEHEHHs CJIeAyeT MOBTOPHO
NPOBOJUTE 3Ty e mpoueaypy. Ilpy npoBeJeHMM Tepanvud aTOpBAaCTATMHOM Yy MAaLMEHTOB, HE
NPUHUMAIOIMX AHTUKOATYJISHTEI, CJIy4yad KPOBOTEUCHHS MM U3MEHEHHs MPOTPOMOUHOBOrO BPEMEHH
HE OTMEYAJIUCh.

ZICTI/I
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WccnenoBanus JIEKApCTBEHHOTO B3aUMOZCHCTBHS MPOBOJWINCH TOJNBKO € y4aCTHEM B3POCIBIX
nanpenTos. CTeneHp JeKapCTBEHHOTO B3aUMOIEHCTBHS Yy NMAIMEHTOB JETCKOro BO3pacTa HEM3BECTHA.
IpuBeieHHBIE BbILE CBEACHUA O JIEKAPCTBEHHOM B3aHMOJCHCTBUH, a TAIOKE MPEyNpEeRACHHIA 1 Mepbl
TIPEIOCTOPOKHOCTH, YKa3aHHBIE 6 pasdene 4.4 «Ocobvie yka3anus u mepol npedoCmopOICHOCHYU NPU

npumeHenuu», CICAyCT YYHUTHIBATE U Y NALIKCHTOB JETCKOro Bo3pacTta.

JlexapcTBEHHbIE B3aUMOJIEHCTBUSA

Tabnuna 1. BausiHue OJHOBPEMEHHO MPUMEHACMBIX JIEKAPCTBCHHBIX cpeACTB Ha dapMaKOKUHETUKY

aropBacTaTHHA

OnHOBpPEMEHHO MIPUHUMAEMOE ' AropBacTaTuH

JIEKapCTBEHHOE CPEICTBO Ho3za (mr) OTHoweHue KnHHMu€eCKHE peKOMEeH LUK

1 PEXHUM JI03MPOBAHMUS AUC*

I'nexanpesup 400 mr 1 pas/cyr /| 10mr 1 pas/cyTs 83 OOHOBPEMEHHOE TPHMEHEHHE C

nubpenraceup 120 mr 1 pas/cyr, 7 e TeueHue 7 AHel npenaparamy, conepIKalMMH
I7IeKanpeBup WIH NHOPEHTacBHD,
NpOTHBOMOKa3aHo (cM. paszen 4.3
«ITpomugonoxaszanusy)

Tunpanasup 500mMr 2 pasa/cyt / 40 mr B 1 neHsb, 9,4 B cnydasx, KOoraa HeoOXOmMMO

puronasup 200 mr 2 pasa/cyT, 8 nueii (¢ | 10 mr Ha 20 neHs NPOBOAMTD JIEUEHHE OJHOBPEMEHHO

14 mo 21 neHs) c MPUEMOM aropBacTaTHHa,

Tenanpesup 750 mr 1 pa3/8 uacos, 10 | 20 Mr, oqHOKpaTHO 7,9 CyTOYHas J03a aropBaCTaTHHa HE

AHeH JOJbKHA npeBbimath 10 Mr. Y aTHX

IuknocnopuH 5,2 Mr/kr/cyr, craGunsHas | 10 Mr 1 pas/cyT B 8,7 MALHEHTOB PEKOMCHIYCTCA

o3a TeuyeHue 28 nHel NpOBCACHHE KJIMHUYECKOTI O
MOHUTOPHHIA.

JonuHaeup 400mMr 2 pasa/cyr /| 20wmr 1 pas/cyrs 5,9 B ciaywasx, Korza HeobXoaumo

putoHasup 100 mr 2 pasa/cyt, 14 nuei TeueHue 4 gHeH NPOBOJMTD JICUEHHE OJHOBPEMEHHO

Knaputpomuiua 500 mr 2 pasa/cyr, 9 | 80 mr 1 pas/cyT B 4,54 c MPHEMOM aropBacTaTHHa,

NHEH TeueHue 8§ aHel PEKOMEHAYIOTCA CHMKATh
MOAAEP>KUBAIOLINE JIO3BI
aropsactaTuda. I[Ipu NMpuUMeHeHHH
aTopBacTaTHHA B J103aX,
npepbimaomux 20 Mr, OKa3aHO
NpOBeACHUE KJIMHUYECKOTO
MOHMTOPHHTA.

CakpunaBup 400wmMr 2 paza/cyr /| 40wmr1 pas/cyTs 3,9 B cioywasx, Koraa Heo6XoauMo

puroHasup (300 Mr 2 pasa/cyr ¢ 5-7 | TeucHue 4 qHEH MPOBOAMTH JIEYEHHE OJHOBPEMEHHO

I€Hb, C TMOCNEeAYIOUMM MOBBIIECHHEM c NPUEMOM aTOpBacTaTHHA,

no3e1 10 400 Mr 2 pa3a/cyt Ha 8 neHb), Ha PEKOMEHAYIOTCA CHHXKaThb

4-18 nen», uepes 30 MuHHYT mnocne NOAASPKUBAIOILHE JI03bI

npHeMa aropBacTaTHHA atopBactaTiHa. [Ipu NMpUMEHEHUH

Hapynasup 300 mr 2 paza/cyr / 10 mr 1 pas/cyT B 3,4 aToOpBacTaTHHA B JI03ax,

putoHasup 100 mr 2 pasa/cyr, 9 nHel TeuyeHne 4 nHek npessinatomux 40 Mr, rokasaHo

HUrpakonazon 200 mr 1 pas/cyt, 4 aHs 40 Mr ofHOKpaTHO 3,3 TIPOBEACHHUE KJIMHU4€CKOro

docamnpenapup 700 mr 2 pasa/cyr /| 10 mr 1 pas/cyr B 2,5 MOHHUTOpHHIa.

puroHasup 100 mr 2 pasa/cyr, 14 aHeil TeucHue 4 aHei

®ocamnpenasup 1400 mr 2 pasa/cyt, 14 | 10 mMr 1 pas/cyT B 2,3

JHeHn TeueHue 4 gHeH

Onbacsup 50 mr 1 pas/cyt / rpasonpesup | 10 Mr omHOKpaTHO 1,95 Jloza aropBacTaTMHa He JOJDKHA

200 mr 1 pas/cyr, 13 nHeit MpeBbILATh CYTOYHYIO 103y 20 Mr B
NIEpHOA OJ{HOBPEMEHHOT 0
NpUMEHEHHA C  Tpernaparamy,
comepKalUMKM  3n0acBMp WM
rpa3onpeBHp.

Jletepmosup 480 mr 1 pas/cyr, 10 aueii 20 Mr OZHOKpaTHO 3,29  {T"To3a - aropBacTaTuHa . HE JOJDKHA

NpEBBIMATH CYTOUHYIO 103y 20 N B
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NpUMEHEHHs C  MpenapaTami,
COAEPAIHMH JIETEPMOBHD.

Hendmuapup 1250 Mr 2 pasa/cyr, 14 | 10 Mr 1 pas/cyT B 1,74 OcobbIX peKOMEHAALMM HET.

JHEH TeueHue 28 JHel

'peitndpyToBsiii cok, 240 ma 1 pas/cyr* | 40 Mr OIHOKpaTHO 1,37 He pekoMEHAOBaHO TMPHMEHATD
aToOpBAaCTaTHH OJHOBPEMEHHO C
GONBIIUMH KOJIHYECTBAMHU
rpeiingpyToBoro coka.

JNuntuazem 240 mr 1 pas/cyt, 28 aHei 40 Mr OgHOKpATHO 1,51 IMocne Hayana npveMa AUITHa3eMa
HIM KOPPEKUMM €ro J03HpOBKH
NOKa3aHo NpoBeJCHHE
HaJUIeXKalLEero KJIHHHYECKOTO
MOHMTOPHHIA.

DputpoMuumH 500 Mr 4 pasa/cyT, 7 ane#t | 10 Mr, OAHOKpaTHO 1,33 V 3THX NALMEHTOB PEKOMEHIYETCA
6oniee HM3Kas MaKCHMajbHas /1032,
a TaKoKe NMPOBEICHHE KIMHHUUECKOTO
MOHMTOPHHIA.

Amjoaunud 10 Mr, OTHOKPaTHO 80 Mr ogHOKpaTHO 1,18 1 Ocobblx peKOMeHIalHi HeT.

LiumeruauH 300 Mr 4 pasa/cyT, 2 Hemenn | 10 mr 1 pas/cyr B 1,00 OcoBbIX peKOMEHAALMH HET.

TeyeHue 2 Henelb

Konecrunon B mose 10 r 2 pJeyr.,24 | 40 mr 1p.J/cyr. B 0,74** CrnielpaibHblE peKoMeHAalMH

Henenu TeueHue 8 Henenb OTCYTCTBYIOT.

AHranpaHoe  cpeiactso, B ¢opme | 10 Mr 1 pas/cyr B 0,66 OcoOBIX peKOMEHIALUMH HET.

CYCTIEH3MM, COZiep)Kaulee THAPOKCHABI | TedeHue 15 auei

MarHus ¥ amoMHuHus, 30 Mn 4 pasa/cyT, 2

Henenu

Ddasupens 600 mr 1 pas/cyT, 14 nHei 10 Mr B TeueHue 0,59 Oco6bIX peKOMEHAALHUH HET.

3 nHe#

Pudamnun 600 Mr 1 pas/cyr, 7 mHeit | 40 Mr OIHOKpaTHO 1,12 Ecnu OOHOBPEMEHHOTO

(OIHOBPEMEHHOE IPUMEHEHHE) [PUMEHEHUS u30exaTh

Pudamnun 600 mr 1 pas/cyr, 5 aueii | 40 Mr oqHOKpaTHO 0,20 HEBO3MOXHO, peKOMeHAyeTCs

(pa3nenbHbIi NpHeM) NpPUMEHATB aToOpBACTATHH U
pudaMuH  OJHOBPEMEHHO U
OpOBOJNTH KJIMHUYECKUH
MOHMTOPHHI COCTOSHHS NTALIMEHTA.

Temdubpozun 600 Mmr 2 pasa/cyt, 7 | 40 Mr oIHOKpaTHO 1,35 VY 3THX MalMeHTOB PEKOMEHIYETCs

aHen GoJiee HU3Kas HaYaJIbHasA JO3UPOBKa
M NpoBeleHHE  KJIHHMYECKOro
MOHMTOPHHIA.

®enogubpar 160 mr 1 pas/cyr, 7 nuei 40 Mr OIHOKpaTHO 1,03 Y 3THX MalMEHTOB PEKOMEHAYyeTCs
6oee HU3Kas HayalnbHas I03UPOBKa
4 TNpOBeNeHHE  KJIHHHUYECKOTO
MOHHMTOPHHIA.

Bouenperup 800 mr 3 pasa/cyt, 7 aHeit 40 Mr oAHOKpAaTHO 2,3 V 3THX ManMeHTOB PEKOMEHIYETCs

Gonee H3Kas HaYaIbHas JO3UPOBKA
M TOpOBEJEHHE  KIMHUYECKOro
MOHHUTOPHHTa. Ilpn
OJHOBPEMEHHOM TNPUMEHEHHH C
OOLENpPEeBUPOM  CyTO4YHas  103a
aTopBacTaTHHa HE JOIDKHA
npeBbinath 20 Mr.

TIPUEMOM TONBKO aTOPBAcTaTHHa).”

l'lpeucrasnﬂer cobo#i COOTHOLIEHUE A8 THIIOB JICUCHHA (COBMCC’I‘HOG MPpUMCHECHHUE Mpernapara H aropBacTaTHHAa B CpaBHCHHH
WHopMauys N0 KIMHAYECKOH 3HAYMMOCTH NPUBENEHA B pazdenax 4.4 «Ocobuie

C

YKA3AHUA U Mepbl NPedOCMOPONCHOCMU NpU npumeHenuu» u 4.5 «Bsaumooeicmeue ¢ Opy2uMu EeKApCmeeHHbIMU
npenapamamu u Opyaue 6udbl 63aUMOOEUCMBUSL).

B COCTaB BXOIWT OAMH MM HECKOIBKO KOMIOHEHTOB, yrHeTawomux akTuBHocTh CYP3A4, koTopbie MOTYT MOBBILIATH

KOHLIEHTPALIMHK B I1a3Me KPOBH JIEKAPCTBEHHBIX MPETapaToB, MOABEPraloUXCH MeTaboNH4eckuM HPEBPAILEHUIM N0/

BAMAHMEM 3TOrO (epMeHTa. YMOTpeGiieHHe OHOrO CTakaHa rpeiindpyrosoro cokd (240°wn) ‘Tatoke TpMBOAUWIO
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camkennio AUC OpTO-THAPOKCHIMPOBAHHOrO aKTHBHOTO MeTaboiuTa Ha 20,4%. VYnorpebiieHHE 3HAYHTCJIBHOTO
KonpdecTBa Tpeingpyrosoro coka (6onee 1,211 B JfieHB B TEUCHHE 5 nneil) mpusomuno k rnopeimenuio AUC
aTopeactaThHa B 2,5 pasa u AUC akTMBHBIX COeMHEHNH (aTOPBACTaTHHA H €r0 MeTaboJINTOB).
** 3yaueHye OTHOIICHHS OCHOBBIBAETCS HA AAHHBIX, TIOTYUEHHEIX IPH aHAJIM3€ CIMHCTBEHHOTO 06pasiia, B3ATOrO 4epes 8-
16 4 mocne npueMa JA03bl.
1 pas/cyr — 1 pa3 B cyTku; 2 pasa/cyT — 2 pasa B CYTKH, 3 pasa/cyT — 3 pasa B CyTKH; 4 pasa/cyt — 4 pasa B CYTKH.

Tabnuua 2. BausHue aToOpBacTaTMHA Ha

¢dapMaKkOKHHETHKY OJHOBPEMEHHO NPUHHUMACMBIX

JEKapCTBEHHBIX CPEACTB

ArOopBacTaTHH H CoBMECTHO NPMHHUMAEMBIH JIEKApCTBEHHLIH Npenapar
peXuM JlexapcTBeHHOE cpeacTBo / Ao3a (Mr) | OTHOMWEHHE AUC* KnuHnuyeckue peKoMeHaAauuu
JO3UPOBAHUS
80 mr 1 pas/cyt B | Jurokcus 0,25 mr 1 pas/cyt, 20 nueit 1,15 CnefyeT NpPOBOAWTH HAJJIEKAIMH
Teuenue 10 aHei MOHHUTOPHHI COCTOSIHHS NMaUHEHTOB,
MPHUHUMAIOLIMX JUTOKCHH.
40 mr 1 paz/cytr B | IlepopanbHOe IPOTHBO3a4aTOUHOE 1,28 Oco6bIX pekoMeHaaLMMI HET.
TeueHue 22 aHeH cpexctBo, 1 pas/cyr, 2 MecsLa 1,19
- HOP3THHAPOH, 1 Mr
-~ STHHWI3CTPAJHO, 35 MKT
80 mr 1 pas/cyt B * deHazoH, 600 Mr, oIHOKpaTHO 1,03 OcoO0bIX PEKOMEHAALMH HET.
TeyeHue 15 nHeH
10 Mr Tunpauasup 500 mr 2 pasa/cyt / 1,08 Oco0bIX peKOMEHAALMH HET.
OAHOKPaTHO puroHasup 200 mr 2 pasa/cyt, 7 aHeil
10 Mr 1 pas/cyt B | ®ocamnpenasup 1400 mr 2 pasa/cyr, 0,73 Oco6BIX peKOMEHAALHH HET.
TeueHHe 4 nHel 14 nHeit
10 mr 1 paz/cyt B | ®ocamnpenasup 700 Mr 2 pasa/cyTt / 0,99 Oco0BIX peKOMEHIALIH HET.
TeyeHUe 4 aHei puronasup 100 Mr 2 pasa/cyt, 14
JHEH

& TIpencrapnser coGoil COOTHOLIEHHE IUIA THIOB JICUEHHs (COBMECTHOE NPUMEHEHWE INpenapara W aropBacTaTHHa B
CPAaBHEHMM C TIPHMEMOM TOJIBKO aTOPBAcTaTHHA).
* OJIHOBPEMEHHOE MHOIOKPaTHOE MPUMEHEHHE aTOPBAcTaTHHA M (peHa30HA MPaKTHYECKH HE OKa3bIBAJIO WJIM OKa3bIBANO
HE3HAUMTEILHOE BAMAHME Ha KIHPEHC (eHa30Ha.

1 paz/cytr — 1 pa3 B CyTKH; 2 p./cyT. — /1Ba pa3a B CYTKH.

4.6. bepeMeHHOCTD M I'PYAHOE BCKapMJIMBAHHE

XeHIMHBI pENPOAYKTUBHOIO BO3pacTta

YKeHIUHBl PenpOAYKTUBHOTO BO3pacTa B XOJ€ TEPANM JODKHBI MOJNB30BaThCA I(PQheKTUBHBIMHU
METOJaMM KOHTpaLENiuu (CM. pazoden 4.3 «[Ipomueonoxasanusy).

bepeMeHHOCTh

[Ipumenenne Jlunpumapa nNPOTHUBONOKA3aHO nepuon OepemeHHocTH (cM. pasden 4.3
«ITpomusonoxasanus»).  Be3omacHOCTh NpUMEHEHMs npenapata y OEpeMEHHBIX JKEHIUMH He
ycraHoBjieHa.  KOHTpONIMpYeMBIX KIMHMYECKMX HCCIEJIOBAHMM MpPUMEHEHHs aTopBacTaTHHA Yy

GepeMEHHBIX JKEHIUMH HEe MNPOBOAMIOCH. BBUIM MNONYYEHBI pelKue COOOIIEHMS O BPOXICHHBIX
aHOMaNMAX pasBUTHs II0CNE BHYTPUYTpOOHOro Bo3aelcTBHs MHrHO6uTOopoB I'MI-KOA-pemyKTasbi.
HccnenoBaHuss Ha SKMBOTHBIX TMPOAEMOHCTPUPOBANH HAJIMYHE TOKCHYECKOrO BO3JCHCTBUA Ha
PENpOAYKTUBHYIO (PYHKLIHIO.

Ilpu npueme OepemeHHOM >KEHIIMHOM aTOPBACTATMHA BO3MOXHO CHIDKEHHE Y TUIOJA YpOBHEH
MEBAJIOHATa, KOTOPhIA SABIAETCA MNPEALIECTBEHHHKOM OGHOCHHTE3a XOJIECTEpHHA. ATEpOCKIEpO3
ABJSAETCA XPOHUYECKUM MPOLIECCOM, M, KaK INpaBHJIO, OTMEHA T'HIOJUNHACMHYCCKUX JIEKApCTBCHHIX
CpelCTB BO BpeMs OEpPEMEHHOCTH HE OKa3hlBAacT CYLICCTBEHHOIO BIIMAHHUA vHaFIIO.HFOCpO‘{HbIﬁ PHCK,
CBSA3aHHBIM C MEPBUYHON TMIEPXONECTECPUHEMHUEH. L
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B cBa3su ¢ 5TuM, Jlumpumap He cCleqyeT Ha3HayaThb OepeMEHHBIM JKCHIIMHAM, XXCHIIMHAM,
TUIaHUPYIOIIUM 6€PEMEHHOCTD WM NPH TO/I03PEHNH Ha OEPEMEHHOCTD. Heo6x0a4uM0 NpUOCTaAHOBUTD
npuem JlunpuMapa Ha BpeMs GEPEMEHHOCTH WM JO TeX IOp, MOKa He OyJeT yCTaHOBJCHO, YTO
KeHIIMHA He 6epeMenHa (cM. pazden 4.3 «[Ipomueonoxasanusy).

'pyaHoe BCKapMJiMBaHKUE

Hen3BeCTHO, BBLLEIAIOTCS JIM aTOPBACTATHH MM €0 MeTaGOJIMThI B TPYNHOE MOJIOKO y YeNoBeka. Y
KpHIC KOHLEHTpALMM aTOPBACTaTMHA M €ro aKTUBHBIX MeTa0oNMTOB B IUIa3ME KPOBH aHAJIOTHYHBI
TAKOBBIM B MOJIOKE. B CBfA3M C BO3MOXHOCTBIO Pa3BHTHA CEPBE3HbIX HEKENATENbHBIX PeaKUHi
JKEHIMHAM, PUHAMAIOIM JIUNpUMAp, ClleyeT NPEeKPATUTh IPyAHOE BCKapMIiBaHue (cM. pasden 4.3
«IIpomueonokazanusy). TlpuMeHeHHe aTOpBacTaTWHA B TNEPHOJ TIPYNHOrO  BCKapMJIHBaHHA
TPOTUBOIIOKA3aHO (CM. pasden 4.3 «IIpomusonoxazanusy).

DepTHILHOCTD
B HccneoBaHUAX HA JKMBOTHBIX aTOPBACTATMH HE OKa3blBaJl BIMAHMSA HAa MYXXCKYIO WM XKEHCKYIO

($epTUNBHOCTD.

4.7. Bansinve Ha cnoco0HOCTHL K BOMKAEHHMIO ABTOTPAHCHOPTA M 00C/Hy’)KMBAHHIO MeXaHH4eCKOro
oGopyaoBaHMS

ATOpBACTaTHH OKa3bIBAET HE3HAYUTENILHOE BIMUSAHHE HA CTIOCOOHOCTH K BOXACHHIO aBTOTPAHCIIOPTa
06CITy)KEHHIO MEXaHUUECKOro 060py10BaHMUS.

4.8. IloGounoe neilicTBHe

CorjacHo CBeleHHMAM 0a3bl JABHBIX IUIALeGO-KOHTPOJIUPYEMBIX KIMHHYECKHX MCCIIeIOBAHUH
aTopBacTaTHMHA, B KOTOPHIX MpPHHIH y4yactie 16 066 mauuentoB (8755 MalMEHTOB NPUHUMAIH
Jlunarop vs 7311 nanueHTos - miuane6o), NpOXOAUMBLIMX JIEYCHHUE B CPETHEM B TCHEHHE 53 Heneny, 5,2%
NalVMEHTOB B IPYIIE aTOpBacTaTHHA NPEKPATUIIN TEPalMi0 B CBA3H C Pa3BUTHEM HEXKEIATEbHBIX
peaxuuii, no cpasuenuto ¢ 4,0% nalueHToB B rpynie niaune6o.

B Tabnuiue HyKe NPUBENEHBI HEXeNaTeNbHble peaklvy, 3adMKCUPOBAHHBIE NPH MpHEMe Npenapara
Jlunipumap, B X0J€ KIMHUYECKUX UCCIENOBAHUH U OOIIMPHOrO MOCTPErHCTPALIHOHHOIO NMPHUMEHEHHS
npenapara.

YacroTa HexXeNaTeIbHbIX Peakiii, MoJydeHHash pacueTHbIM MyTeM, YNOpAJA0YeHa B COOTBETCTBHHU CO
CeAYIOIHMMH KaTeropusiMu: 4acto (ot > 1/100 xo < 1/10); newacto (ot = 1/1 000 mo < 1/100); penko
(ot = 1/10 000 go < 1/1000); ouenn peaxo (< 1/10 000) 1 Heu3BeCTHO (HEBO3MOXKHO ONMPECIIMTH MO
MUMEIOLIYMCS JTaHHBIM ).

HH!I)GKQI/IOHHBIC Y NapasUuTapHEBIC 3a00JieBaHUs

Yacto: Ha30papUHTHUT

Hapyiuesus co cTOpOHBI KPOBHU U IMMGATHUECKOH CHCTEMBI
Penxo: TpomGonmTonenus

Hapymenus co cTopoHbl HIMMYHHOMN CHCTEMBI T e e
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Yacro: anieprudeckie peakuuu 3 L1 2 - 2019
OueHb peako: aHadUIaKCchs

Hapyiuenus co cTopoHbi 06MeHa BELIECTB U NUTAHUA
Yacrto: runepriukemMus.
HeuacTo: runorinkeMusi, yBeJIMUEHHE MacChi TeJla, aHOPEKCHA

HapyiieHus ncuxuku
Heuacto: HOuHbIE KOLIMAapBhl, 0eCCOHHHMIIA

HapyiieHus ¢co cTOpOHbl HEPBHON CUCTEMEI

Yacro: rojoBHas 605b

HeuacTo: roJIOBOKpY)XEHHUE, TAPECTE3NUH, TUIIECTE3UH, TUCTEeB3HUs, AMHE3HA
Penko: nepudepuueckas Helponarus

HapyiiieHus co CTOpOHbI OpraHa 3peHus
Heudacro: HeueTkoe 3peHue
Penko: HapylieHue 3peHus

HapyiieHus co CTOpOHBI OpraHa ciyxa Y JabMpHHTHBIE HAPYIICHUS
HeuacTo: myM B ymax
OueHp peko: noTeps ciyxa

HaQYIHeHPIH CO CTOpPOHBI OPIraHOB AbIXaHHA, F[zngOi/'I KJICTKH U CPEAOCTCHUS
Yacro: (I)apI/IHI‘OIIapPlHI‘eaJIBHaSI 60.]'[]:, HOCOBOC KPOBOTCUYECHHUEC

HapyiiieHus co CTOPOHBI 2KeNnyA04YHO-KUIIEYHOrO TPAKTa
Yacro: 3anop, METEOpU3M, JUCIIENCHUs, TOLIHOTA, Mapes
Heuacro: pBoTa, 60J1b B BepXHeil U HUXKHEH YaCTH XKHUBOTA, OTPBDKKA, TAHKPEaTUT

HapyiueHusi co CTOPOHBI MEYEHH M KETYEBBIBOIAIIUX MMyTeH
Heuacrto: renatut

Penxko: xonecras

OdeHb pelKo: MEYECHOYHasi HEA0CTaTOYHOCTh

HapyinieHus co CTOPOHBI KOXH U MOJKOXKHBIX TKAHEH

Heuacto: kpanuBHMIIA, KOXKHAs ChIMb, 3y, aJIONELUs

Pe/iko: aHTMOHEBPOTHYECKHMI OTEK, OYJUIE3HbI OEPMAaTHT, BKIOYas MyJbTHGOPMHYIO OpHUTEMY,
cunipoM Ctusenca - JDKOHCOHA M TOKCHUECKHI 3MUAEPMaIbHbIN HEKPOJIU3

Hapyuiesus co CTOpOHBI CKEJIETHO-MBIIICYHON U COCJIMHHUTEILHON TKaHU
Yacro: MHUaJIrus, aprTpajirus, 6056 B KOHEYHOCTH, MBILICYHBIC CIIa3Mbl, OITYXaHHUE CYCTABOB, 00Jib B
CIIUHE

Heuacto: 60Jib B 11€ee, MbIlLIeYHasi YTOMJIIEMOCTb.
Peako: muonarus, MHO3MUT, pabAOMHOIN3, pa3pbiB MBIUIL, TCHAWHOMNATHA, HHOTAA OCJIOXKHSBLIASCA
Pa3pbIBOM CYXOXHUIIUA

OueHb peiKo: BOJYaHOMOJO0HBIA CHHAPOM

HeusBecTHO: NIMMYHOONOCPEI0BaHHAsA HEKPOTU3UPYIOIAas MUONIATHS

Hapymeﬂm CO CTOPOHBI MOJOBLIX OPraHoB H MOJIOYHOM J)KeJEe3bl
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QOueHb PE€AKO: THHEKOMACTHS

OG6u1Ke paccTpoicTBA U HAPYLICHHS B MECTE BBEICHUS
HeuyacTo: HeJOMOTaHHe, acTeHUs, 6ONb B IPYIAHON KIeTKe, NepudepuyecKuid OTEK, NOBBILICHHAs
yTOMJISIEMOCTD, JUXOpajiKa

BiusiHHe Ha pe3yNbTaThl 1a60PaTOPHBIX W HHCTPYMEHTABHBIX HCCIIEN0BAHUI

Yacto: HapylleHMs TOKasareNedl, OTPaXalomMX (QYHKUMIO NEYeHH, YBEJIMYeHHE YpOBHA
KpeatuH(pochoKHHa3hI

HeuacTo: MONOXHUTENLHBIN Pe3y/IbTaT aHaIN3a Ha COAEPXKaHUE JIEHKOLIMTOB B MOYC

Kak v mnpu npuMeHenud apyrux uHruoburopos I'MI-KoA-penyxrasbl, y NalMeHTOB, MONyYaBLIMX
Jlunpumap, GbLIM 3apErHCTPUPOBAHBI CIIy4aH MOBBILIEHUS YPOBHS TPAHCaMHHa3 B CBIBOPOTKE KPOBH.
DTU U3MEHEHHs ObUIH, KaK NPaBUIIO, MATKMMH, TIPEXOIALIMMH M HE TPeGOBaM PEPhIBAHHS JICUCHHA.
KJIMHMYEeCKH 3HAYMMOE MOBBIIIEHHE YPOBHA TpaHCaMHMHa3 B CHIBOPOTKe KkpoBu (B >3 pasa
MPEBLILAIIEE BEPXHIOK MPaHULLY HOPMBI) ObLI0 3aduKcupoBaHo y 0,8 % manueHToB, NOTyyaBUIMX
nedeHue npenaparoM Jiunpumap. DTH MOBBIIEHHS HOCHJIH J0303aBUCHMBIH XapakTep U NpeTeprneBaiy
obpaTHOE pa3BUTHE Y BCEX MAlLUEHTOB.

B xone KIMHHYECKHX HCCIeAOBaHMH y 2,5% mnauueHToB, npUHUMaBIMX Jlunpumap, Habiomanoch
NOBHILICHHE YPOBHEH KPEeaTHHKHHA3bl B CLIBOPOTKE KPOBH (B 3 pasa BbillIe BEpXHEl rpaHHULbl HOPMBI),
XapaKTepHOE M JJIsi Apyrux WHruburopoB 'MI'-KoA-penykrasbl. YposHH, B 10 pa3 npeBblaroLiye
BEPXHIOIO IPaHHIly HOPMBI, BLIABIAIM y 0,4% nauueHtoB, npuHuMaBmuX Jlunpumap (cm. pasden 4.4
«Ocobvie yrazanus u mepol RPeOOCHIOPOICHOCIU NPU NPUMEHEHUUY).

[TalyeHTsl JETCKOrO BO3pacTa

V naunueHToB AETCKOro BO3pacTa, KOTOpbIM Obu10 OT 10 mo 17 jer, neYMBLIMXCS aTOPBAaCTaTHHOM,
npoduiib HEXeNaTeNbHBIX SBIEHUHA ObUT B LEJIOM CXOX C MpoduieM y MAlMEHTOB, MOJyYaBIIMX
nnaue6o. Haubonee wacto HaboJaeMbIMU HeXeNaTeJbHBIMM SBJEHHAMM Yy OOenx rpynin BHE
33BHCHMOCTH OT OLIGHKM TNPUYMHHO-CIEJCTBEHHON cBsizu ObuM uHOexuun. He wnabmozmanocsk
KJIMHHUYECKU 3HAYMMOTO BJIMSHUS HAa POCT M NIOJIOBOE CO3PEBAHME B XO/I€ TPEXJICTHETO UCCIIEIOBAHMSA Ha
OCHOBAHMH OLIEHKH OOILEr0 CO3PEBAHUA M Pa3BUTHUSA, OLEHKH N0 mKaie TanHepa U u3MepeHus pocTa v
maccsl Tena. [Ipoduiis 6€30macHOCTH 1 IEPEHOCHMOCTH CPEI TALUEHTOB JIETCKOrO BO3PAcTa GBI CX0XK
C M3BECTHBIM Npo¢uiieM 6€3011aCHOCTH CPEM B3POCIIBIX MAIlUEHTOB.

Knunnueckas 6a3a naHHBIX MO 6€30MacCHOCTH BKJIOYAET AaHHbIE Mo Oe3omacHocTH 520 MauueHTOB
JETCKOro BO3pacTa, MOJy4aBIIMX aTOPBACTATHH, CpeJM KOTOPhIX 7 MauyeHTOB GbUIM B Bo3pacTe <6
aer, 121 nauuenT 66UTH B Bo3pacte oT 6 10 9 ner u 392 naiuenTa 66114 B Bospacte oT 10 no 17 ser.
CornacHo UMEIOLMMCS JaHHBIM, YaCTOTa, THIT H CEPbE3HOCTH HEXeJIaTeIbHBIX PEaKLUi y JeTel CX0XKHU
C TaKOBBIMH Y B3pPOCJIBIX.

le/l IPpHEME HCKOTOPBIX CTATHHOB OBLIH 33pCruCTpUpPOBaHBI CICAYIOLHAE HEXKEIAaTECIbHbIC PCAKLIMN:

® nosoBasg AUCHYHKIMS;
JeTIpeccust;

e  €JMHHMYHBIE CJTyYad MHTEPCTHLMATBHOM GOJIE3HH JIeTKHX, 0COOEHHO MPH J0JrOCPOYHO Tepanuu
(cM. pazden 4.4 «Ocobvie ykazanusi u Mepbl RPeOOCMOPONCHOCTNU-NDYU RPUMEREHUUY);
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e caxapHblii auaGer: yacToTa OyJeT 3aBMCETh OT HaJM4Usi WIM OTCYTCTBHA (hakTOpoB pHCKa
(YpOBeHb I/IHOKO3bI B KPOBU Hatowmwak > 5,6 mmons/1, UMT > 30 Kr/M?, NOBELIIICHUE YPOBHSA
TPUIJIMIEPUIOB, apTepHalbHas THIIEPTEH3HA B aHAMHE3e).

HQCQOCT&BJ’ICHI/IE CBGQCHPII’I 0 NMOJA03pEBACMBIX HEKEJIATEIbHBIX PCAKIIAAX

HpeIlOCTaBJ'ICHI/le JAHHBIX O [IOJO3pPEBAEMbIX HEXEJATCIbHBIX peaKUMAX IoCie perucrpanii
JICKapCTBEHHOI'0 CpeACTBa MUMECT 0OJIBILIOE 3HAYEHHE. ODTO I03BOJIAET NpOAOJDKUTE MOHHUTOPHHT
COOTHOHMICHHUSA MEXKAY BbII 0JIOH H PHACKOM TMpH NPHUMCHEHHUH JAaHHOTO JICKApCTBCHHOI'O CPCACTRBA.
MeauuMHCKuX paﬁon{m(os MNpocCAT coo0mark o J0OBIX MOJIO3PECBAECMBIX HEXKEIIATEJIbHBIX PCAKLUAX C
MOMOIIBIO HALIMOHATBHON CUCTEMEI perucTparui HEXCIaTC/IbHbIX peaxum‘/’l.

4.9. IlepenozupoBka

Cneupuueckoro aHTHI0Ta IS JiedeHus nepeo3upoBku Jlunpumapa Het. B cinyyae nepeno3supoBKH,
npy¥ HeOOGXOAUMMOCTH, ClIEAyeT NMPOBOAMTH CUMIITOMATHYECKOe U Mo iepxuBaioiee eueHue. Cnenyer
KOHTPOJIPOBATh OKa3aTeN i GyHKLHMM NeyeHH, a Tak xke ypoBeHb KK B CHIBOpOTKE KpOBH. YUHTBIBas
aKTUBHOE CBSI3bIBAaHME Mpenapara ¢ 6ejkaMd IUIa3Mbl, FeMOJMaIu3 BPsJ JM CIOCOOEH 3HAYHMO
YCKOPHUTh KJIMPEHC aTOPBACTaTHHA.

5. dapMaKkoJIOrH4ecKHe CBOHCTBA

5.1. ®apmakoaHHAMHKA

ATOpBacTaTHH SABISETCA CENEKTHBHBIM, KOHKYpeHTHbIM HHruburopom I'MI-KoA pexpykraser -
KJII0YeBOro (epMEHTa, KOTOpPBIM peryaupyeT npeobpa3oBaHHe 3-THAPOKCH-3-METHITIIOTapHII-
KOJH3MMa A B MEBAJIOHAT, KOTOPHIii ABISETCS NPEAIIECTBEHHHKOM CTEPOJIOB, BKJIIOYas X0JIeCTepHH. B
T€YEHU TPUIIIMLEPU/IBI U XOJIECTEPHH BKITIOYAIOTCS B COCTAB JIMIIONPOTEMHOB OYEHb HU3KO# MIOTHOCTH
(JITIOHIT), nocTynaloT B IUa3My M TpaHCHIOpTHpYioTcss B mepudepuueckue Tkanu. M3 JIITOHII
obGpasyrorcss Junonporeunsl  Huskoit miaotHoctd (JITHIT), kotopeie karabonusupyioTcs TNpH
B3aMMOJIEHCTBUM C BBHICOKOAQ(PUHHBIMH PELENTOPaMHU JIMIONPOTEMHOB HU3KOM rotHocth (JIITHIT-
peuenrop).

ATOpBacTaTHH CHWXKAET yPOBHH XOJIECTEPHHA U JIUTIONPOTEHHOB B IUIa3Me KpoBH, HHruOupys I'MI'-
KOA peaykrasy M COOTBETCTBEHHO OMOCHMHTE3 XOjeCTepuHa B nevyeHd W yenuyusas umcno JIITHII-
PEeLENTOPOB Ha MEMOPaHaX renaToLUMTOB, YTO MPUBOJUT K YCHIIEHHIO 3aXBaTa U katabonusma JIITHIL

AtopBactatH cHwxaer obOpasoBanue JIITHIT u uucno uyactun JINIHIL ArtopBacraTMH BBI3BIBacT
BEIpaXXEHHOE U CTOMKOe nosbieHue akrusHocTd JITTHII-peuentopoB B couetanuu ¢ 61aronpuATHHIMH
M3MEHEHHUAMM KauecTBa wLUpKyaupyromux uvactul JI[THIL. AtopBactatuH 3¢QEKTUBHO CHHUKAET
ypoBeHb Xc-JITTHIT y GOABHBIX ¢ TOMO3UIOTHON HAcleACTBEHHOHN rMIepXonecTepMHEMUEN, KOTOpbIE
OOBIYHO HE OTBEYAIOT Ha JICUEHHE MMITOJIUITUAEMHUYECKUMH CPEACTBAMM.

B xoxe uccnenoBanus 103a-3pdekT aTopBacTATHH CHHXKAJ KOHLEHTpaLMKU OOLIEero XojecTepuHa (Ha
3046 %), Xc-JITHII (1a 41-61 %), anonunonporenHa B (1a 34-50 %) u Tpurnauuepuaos (Ha 14—
33 %), npu 3TOM BEI3LIBas yBeNMueHKe KoHLeHTpauuu xonecteprHa JITIBIT u anonunonpotenna Al
Pa3IMYHON CTEMEeHH BBHIPAKEHHOCTH. DTHU Pe3yJbTaThl COrNACYIOTCA C TAKOBBIMHM Yy TAIMEHTOB C
TETEepPO3UTOTHOH ~ HACNEACTBEHHOH  [UIEPXONECTEPUHEMHEH, — HEHaC/eICTBEHHBIMH dbopmamu
TUNEpPXOoJieCTepUHEMHM M CMEIIAHHOM mnepnnnmemﬁém | BKAOYAs  MAUMEHTOB ¢
MHCYJIMHHE3aBUCUMBIM CaXxapHbIM JUabeTOM. -
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Bb1JI0 IPOIEMOHCTPUPOBAHO, YTO CHIDKeHHe yposHs OXc, Xc-JITTHIT n anosnunonporerHa B npuBoaur
K CHIDKEHHUIO PHCKA CEpAEYHO-COCYAUCTHIX SIBJICHUH U CMEPTHOCTH.

I'oMo3uroTHas HacjaeACTBEHHAd THICPXOJCCTEPUHEM U

B MHOroueHTpoBoe 8-HeaeNbHOE OTKPHITOE 0JaroTBOPHTENHHOE HMCCIIEN0BaHKME C JOTIOJTHUTENIbHOM
HeoGs3aTesbHOM (a30i NEPeMEHHOM MPOAOKUTEILHOCTH ObLIO BKIHOUEHO 335 MalMeHTOoB, y 89 us3
KOTOPEIX Obljia JMarHOCTUPOBaHAa T'OMO3UTOTHAs HAC/IEJICTBEHHAs TMIIEPXO0/IECTCPHUHEMMUA. VY otux 89
NaLMEHTOR cpeHee CHibkeHue yposHs Xc-JITTHIT cocrauso npumepno 20%. B 1aHHOM HCCNIe10BaHAH
aTOpBAaCTaTHH Ha3HAYaJH B 103aX, OCTUraBHux 80 mMr/cyr.

ATepockiiepos

B xoze uccnenosanns REVERSAL (Reversing Atherosclerosis with Aggressive Lipid-Lowering Study
- O6paTHOE Pa3BUTHE aTEPOCKIIEPO3a NPH HHTEHCUBHON THIONHMITMIEMHYECKOH TEpANnH) ¢ MOMOILbIO
BHYTPUCOCYAUCTOTO yiIbTpassykoBoro uccienoBanus (BCY3H), nposoaxmMoro Bo Bpems aHruorpaduy,
cpaBHMBaNach 3)(PEeKTHBHOCTH MHTEHCHBHOTO M CTaHJAPTHOTO peXHUMa CHWKEHUS YPOBHA JIMMUJOB
(aTopBacTaTuH B fo3e 80 MI/CyT U npasactatiH B 103¢ 40 MI/CyT, COOTBETCTBEHHO) Ha BBIPOKEHHOCTD
KOPOHApHOTO aTepockiepo3a y nauuentos ¢ UBC. B jaHHOM paHIOMM3MPOBaHHOM, IBOMHOM CIIENIOM,
MHOTIOLEHTPOBOM, KOHTPOJIUPYEMOM KIMHUYeCKOM HcciieioBaHul BCY3U 6bL10 BHINOIHEHO B Havase
neyeHus U depes 18 mecaues y 502 nauuentos. B rpynmne atopsacratuHa (n=253) mporpeccHpoBaHUs
aTepoCKIIep03a BBIABICHO He OBLIIO.

B rpynne atopBacTaTHHA MeIMaHa W3MEHeHHs oOIero o6heMa aTepoCKIEPOTHYECKON OJALIKH OT
HICXO/IHOTO YPOBHS B NPOLIEHTAX (NIEPBUYHBIN KpUTEPHii HccneoBaHus) coctabuia -0.4% (p=0,98), a B
rpynne mpaBactathHa (n=249) +2,7% (p=0.001). Ilo cpaBHeHHIO C TNpaBacTaTMHOM 3(QeEKTEI
aTopBaCTATHHA ABJAIMCH CTATUCTHYECKH 3HaUMMbIMU (p=0,02). BiusiHie MHTEHCUBHOTO CHMXKEHHUS
ypoBHe# JIMIMIOB Ha CEPAEYHO-COCYAMCThIe KOHEUHblE TOUKH (HanpuMep, MOTPeOHOCTh B
peBaCKyNIAPU3aLUK, HeJleTalbHbIM HHPAPKT MUOKap/la, KOPOHAPHAsA CMEPTh) B 3TOM HCCICIOBAaHUU HE
U3y4ajoch.

B rpynne atopsactatuna Xc-JITTHIT cuausuics B cpeatem Ha 2,04 mmouns/n £ 0,8 (78,9 mr/an + 30) ot
MCXOJHOTO ypoBHs 3,89 MMous/n + 0,7 (150 mr/mn + 28), a B rpynne npasacratuia Xc-JINHIT cuuzuncs
B cpeiHeM Ha 2,85 mmons/1 £ 0,7 (110 Mr/mn £ 26) ot ucxoauoro ypoHs 3,89 mmons/n + 0,7 (150 mr/an
+ 26) (p<0,0001). Kpome Toro, aTopsacTaTvd 3HauMMO CHWDKall cpenHui ypoBeHb OXc Ha 34,1%
(npaBactatus: -18,4%, p<0,0001), cpeanuit yposeus TI' Ha 20% (mpaBacTatuH: -6,8%, p<0,0009) u
cpeHuii ypoeHb anonporeuna-B Ha 39,1% (npaBacratun: -22%, p<0,0001). ATopBacTaTiH NOBBIILAN
cpennuii yposeub Xc-JITIBIT Ha 2,9% (mpaBacratun: +5,6%, p=NS). B rpynne aropBacTaTHHa
conepxanre CPB (C-peaktuBHOro 6enka) CHH3WJIOCH B cpelHeM Ha 36,4% 1m0 CpaBHEHHIO €O
CHI)KEHHEM Ha 5,2% B rpynne npasactathHa (p<0,0001).

JlaHHBIE pe3yNbTaTel OBUTM MOJYYEHBI MPU MCNONB30BaHUM 03upoBKH 80 Mr. Takum o6pasom,
pe3y/bTaThl, IOJYYEHHBIE B 3TOM HCCIEJOBAHWM, HeJb3s OKCTPANoJUMpoBaTh Ha Oojiee HHU3KHE
JO3UPOBKH.

TIpoduis 6e30MacHOCTH U MEPEHOCKMMOCTH NPEeNapaToB Obl CONOCTABUM B 00€UX JICYEOHBIX rpyImax.

BnusHue MHTEHCUBHOTO CHU)KEHUSA ypOBHeﬁ JIMITUIOB HAa OCHOBHBIEC CEPACYHO-COCYAUCTHIC KOHEUHBIC

TOYKM B 9TOM MCCIEJOBAaHMM He M3ydanoch. Takum oGpasoM, KIMHAYECKAS 3HAYAMOCTB .ITHX
Lo o 18;
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pE3yAbTaTOB BHU3yaJIM3allil B OTHOILICHUU HCpBPI'-IHOﬁ U BTOpPI‘IHOﬁ npodmnax’mm CepacyHO-
COCYyAUCTBIX SIBJICHWI1 HEM3BECTHA.

OcTpBlii KOPOHAPHBIN CUHAPOM

B xone uccnemosanus MIRACL (Myocardial Ischemia Reduction with Aggressive Cholesterol
Lowering - YMenbinenne Umemun Muokapaa npu ArpeccuBHOM CHHXKEHMM YPOBHS XonecrepuHa)
MPOBO/IMIIACH OLEHKA BO3IEHCTBIs atopBacTaTHHa B fo3e 80 mr/cyt y 3086 nanueHTos (n=15388
rpynne aropsacratia; n = 1 548 B rpynmne niaine60) ¢ OCTpbIM KOPOHAPHBIM CHHAPOMOM (urpapxTom
MHOKapia 6e3 3y6ua Q wiM HecTaGUIBHOMN creHOKapaueif). JieueHHe HauMHANOCh BO BPEMs OCTPOH
ba3bl MY NOCTYIIEHKMK B CTALMOHAP M MPOAOJDKANOCH B TeueHHe 16 Henenb. IIpueM atoppacTaTvHa B
103e 80 MI/CYT YAUTMHSAN BPEMS 10 BO3HUKHOBEHHMS KOMOHHHPOBAHHOW NEPBUYHOM KOHEUHOH TOUKH
(BKIIOYaBIIEH JeTalbHBIA MCXOA MO N0OOM mNpuduHe, HeneTanbHbli MM, ocraHOBKY cepaua,
notpe6oBaBIIyl0 pPeaHUMALMOHHBIX MEpPONPHATHH, WM CTEHOKapAWIO C TpU3HaKaMM HLIEMHH
MHOKap/a, NoTpeGOBaBIIyIO rOCIIMTANIM3ALIMHI), IPU ITOM CHIDKEHHe pricka cocTapisno 16% (p = 0,048),
YyTO OBLIO IJIaBHBHIM 0Opa3soM OOYCIOBJIEHO CHHXKCHMEM YacTOTbI MOBTOPHOM TOCMHTANM3ALMH IO
TOBOJly CTEHOKApKK C TOATBEPXKAEHHOM HilleMHreit MUokapa Ha 26% (p = 0,018). Jlpyrue BropuyHsie
KOHEYHBIE TOYKM CAMOCTOATENBHO HE JOCTHIJIM YPOBHS CTATHCTHYECKOH 3HAYMMOCTH (B LEJIOM,
manebo — 22,2 %, aropacratud — 22,4 %).

Tlpopuns GesomacHocTu atoppacTatiHa B uccnepoBannn MIRACL cootseTcTBOBan npoduio,
OMUCaHHOMY B pa3zdene 4.8 «IloboyHoe Oeticmeue .

IMpodunakTika cepaeYHO-COCYINUCTEIX 3a00J€BaHUM

B xoze uccnenopanusi ASCOT-LLA (Anglo-Scandinavian Cardiac Outcomes Trial Lipid Lowering Arm
- AHIIIO-CKaHAMHABCKOE  HCCJENOBAHME  MCXOIOB  CEPACYHO-COCYAMCTBIX  3a00.€BaHUI,
FMNOJUITHIEMUYECKas BETBb) C Y4aCTHEM MALMEHTOB C apTepHaNbHOM runepTeH3ueil B Bospacte 40-79
JIET, Y KOTOPBIX B aHaMHe3€ He GbUI0 MH(apKTa MUOKap/a WiK JIeYeHUs CTEHOKAp/IMK, a YPOBEHB 0011ero
XoJlecTepuHa coctaBisi < 6,5 mMMone/n (251 wmr/mm), u3ydanoch BIMsSHHE aTOpBacTaTMHA Ha
BEpOATHOCTH JIeTaIbHOM M HeneTanbHol UBC. ¥V Becex nmauueHToB OTMEYaloch He MeHee 3 ($akTopos
PHCKa BOSHUKHOBEHHS CEPIEYHO-COCYIUCTHIX 3a00IeBaHUii: MYXKCKOH MOJI, BO3PAcT > 55 JIeT, KypeHue,
caxapHsblii nuabet, UBC B aHaMHe3e y pOJICTBEHHHKA [IEPBOii CTENIEHH pOCTBa, cooTHomenue OXc/Xc-
JIIBII >6, 3a6oieBaHne mnepHEpUUECKUX COCYIOB, IMNEpTpodHsa JIEBOro Kejiylouka, ciydau
LepebpoBacKyIAPHEIX NPOSBIEHMH B  mpoiwioM, crenupuyeckue orkioHeHns Ha OKT,
nporerHypus/ans0ymunypusi. He y Bcex malueHTOB, BKIIOUEHHBIX B HCCIIEOBaHHE, UMENCS BBICOKHUI
PHUCK pa3BUTHS MEPBOr0 CEPACYHO-COCYAMCTOTO SIBICHUS.

B Xx0/ie 1aHHOTO MCCIENOBAHMUS MAIIUMEHTHI MOJYYald aHTUTHIIEPTEH3UBHYIO TEPANUIO (PEXHUM JICYECHHS
Ha OCHOBE aMJIOIMIIMHA WK aTeHoJ10/1a) ¥ 1ubo aropsactatuH B Ao3e 10 Mr B cyTkH (n = 5168), 1m1bo
miane6o (n = 5137).

AGCOIOTHBIE U OTHOCUTENBHBIE TIOKa3aTed BIMAHUS aropBacTaTMHA Ha CHUXKEHHME PHCKa Pa3BUTHA
3a00J1€BaHMii:

CHibKeHHe Kon-po sBnenuit CHuxkeHue
SABnenve OTHOCHTEJILHOTO (aropBacTatiH B abCoMOTHOrO p-3HaueHHe
pucka (%) CpaBHEHHH C IuiaLe6o) pucka! (%)
36% 100 vs. 154 1,1% 0,0005
HBC ¢ neTanpHBIM HCXOAO0M H
HeneTanbHbli UM

20% 389 vs. 483 . 19% - -00008 .
i 19 .
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O6i1iee KOJIMYECTRO CEPAECYHO-
COCYIMCTBIX SIBICHHH M MPOLENyp
MO PEBacKyJIspH3aLiui 29% 178 vs. 247 1,4% 0,0006
O61ee KOJIMYECTBO KOPOHAPHEBIX
SIBJICHUH
'Tlo pa3nulie NPUGIU3UTENEHBIX 3HAYEHNH YaCTOTH! SBICHUH, BOSHUKAIOIIMX B TCYEHHE MCAHMAHDI Habmonenws 3,3 roaa.
UBC — nmeMuueckas 6onesus cepaua; MM — uHbapkT MHOKapaa.

CyIeCTBEHHOTO CHKEHHUs 06LIel 1 cepaeYHO-COCY AUCTOH CMEPTHOCTH HE OTMEHaoch (185 vs. 212
ssnenni, p = 0,17 u 74 vs. 82 spaenus, p = 0,51). [1pu aHamM3e NOArpyni NayueHTOB, pa3CICHHBIX 10
nosnoBoMy npu3Haky (81% mysuuH, 19% XKeHIUH), 610 YCTAHOBJIEHO, YTO MOJIOXKHTENBHBIH sddekr
aTopBacTaTHHa HAOJIONANCA y MYXXYMH M HE BBIABJSUICA y JKCHIIHH, BEPOATHO, B CBA3M C HU3KOH
YacTOTOM pa3sBMTHUs JAHHBIX SBJEHHH B skeHCkoi moarpynmne. O6iias CMEPTHOCTb ¥ CMEPTHOCTH OT
CepEUHO-COCYIMCTHIX 3a60JeBanuii Gbl1a YHCIEHHO Bhbille Y xeHmuH (38 vs. 30 u 17 vs. 12), HO
JIAHHBIE Pa3IUyKs HE ObLIH CTATHCTUYECKU 3HAYUMBIMHU. OTMEYaICh 3HAYUMBIC Pa3/IMYHsA PE3YIbTaTOB
JeYeHUss B 3aBUCHMOCTH OT AHTHIUIIEPTEH3MBHOM Tepamiu Ha HMCXoiHoMm yposHe. [lpu npueme
ATOPBACTATHHA yAJ0Ch TIOJY4HTh 3HAUMMOE CHIDKEHHE NIEPBUYHBIX KOHEUHBIX ToUeK (JeTanbHoi UBC
wioc HeletanpHoro MM) y nmauueHnTos, nonyyasinux amiaogunus (OP 0,47 (0,32-0,69), p = 0,00008),
B OTJIMYHME OT MAlMEHTOB, nonydyasmux ateHoson (OP 0,83 (0,59-1,17), p = 0,287).

OLEHKY BIMSHHA aTOPBACTATHHA Ha aTanbHble M HedaTalbHbIE CEPACUHO-COCYUCThIE 3a60IeBaHUs
TaKKe MPOBOAMUIK B XOJAE PAHIOMH3HPOBAHHOTO, ABOMHOTO CIEMOro, MHOTOLEHTPOBOTO, miale6o-
koHTponHpyemoro uccienoanus CARDS (Collaborative Atorvastatin Diabetes Study - O6beauHeHHOE
HiCCTIeIOBAHME BIIMAHMS aTOPBACTATHHA HA MALIUEHTOB C CaXapHBIM 1MabeTOM) C y4acTHEM MalMeHTOB €
caxapHbIM JuabeToM 2 Tvna B Bospacte 40-75 net, 6e3 HATHUKA CePAEIHO-COCY AUCTHIX 3a001eBaHUH B
aHaMHese 1 yposHeM Xc-JITTHIT < 4,14 mmons/n (160 mr/mn) u TT' < 6,78 mmons/n (600 mr/nr). Kpome
3TOTO, y BCEX MallMEHTOB OTMEYAICs, N0 MeHbInel Mepe, 1 GpakTop pucka: aprepuaibHas rMIepTeHsus,
KypeHHE B HACTOSIIEE BPEMSI, PETHHOMNATHS, MAKPOAIEOYMUHYPHSA HJIM MaKpOaib0yMUHY pHL.

B x0z¢e UccIeI0BaHHs MALMEHTHI N0ydaiy aTopBacTaTid B fo3e 10 Mr B cyTku (n=1428) nnv miauebo
(n=1410) ¢ menuanoit Habmoaenus 3,9 ner.

AOGCONIOTHBIE U OTHOCHTENILHEIE TIOKA3aTeNM BJIMAHHA aTOpPBACTATHHA HA CHH)KEHHE PHCKA pPa3BUTHA
3a007€BaHUil:

CHxeHue Kon-Bo ABeHUH CHixeHue
SBneHue OTHOCHTEJILHOTO (aTopBacTaTHH VS abCoIOTHOTO p-3HaueHHE

pucka (%) 1aueto) pucka' (%)

OCHOBHBIE CEpIEHHO-COCY AUCTBIE 37% 83 vs. 127 3,2% 0,0010

OCIIOXKHEHHS (JieTanbHas U HeleTalbHas

dopma OUM, Geccumnromuslii IM,

cMepTh Beaencteue octpoit UBC,

HecTabunbHas creHokapaus, AKIII,

YTKA, peBackynspu3alLys, HHCYJbT)

UM (neranpHas u HeneraibHas dopMa 42% 38 vs. 64 1,9% 0,0070

OUM, GeccumntoMHblil UM)

MHCY BT (JIETAJIbHBIA U HENETAJIBHBIN) 48% 21 vs. 39 1,3% 0,0163

'TTo pasuuLe NPUGIM3HTENILHBIX 3HAYEHHH 4aCTOTHI ABJIEHUI, BO3HHKAIOMX B TeUeHHE MeMaHbl HabmoneHus 3,9 rona.
OUM = octpeiii undapkr muokapaa; AKILl = aoproxoponapHoe myHTHpoBanue; M= undapkr muokapna; YTKA =
Ype3KOXKHas TPAHCIIOMUHAJIbHAs KOPOHAPHAs aHTHOTLIACTUKA.

Paznuumii B TepaneBTuueckoM 3¢dexre B 3aBUCHMOCTH OT I10Jia MALMEHTa, BO3PAcTa UM UCXOIHOTO

ypoBus Xc-JITIHIT He Habmopanocs. OTmedanach IOJOXUTEIbAas ~TEHACHUHMs - B. OTHOLICHUI
Co T 20
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cMepTHOCTH (82 CMEpTENBHBIX HCX0/a B IPYIINE MIanedo Mo CPaBHEHHIO C 61 B rpymnme, NpUHAMAaBLIEH
aropsactaTuH, p=0,0592).

[loBTOpPHBIHA UHCYIBT

B xoze uccnenoanus SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol Levels -
TIpodMIaKTHKa HHCYNIBTA MyTEM MHTEHCHBHOTO CHWXKEHHS YPOBHS XOJNECTEPHHA) M3y4alloCh BIMAHUE
aTopBacTaTHHa B 1oz 80 Mr B CYTKM M Mnane60 Ha MHCYIBT y 4731 nauueHTa, NEpeHeCLICro HHCYILT
WM TpaH3uTOpHyr uiemuueckyio ataky (TUA), 6e3 UBC B aHamHe3e B TEUeHHE 6 MmecaueB 10
ucclieIoBaHUs. 60% MauveHToB GbUIM JTHIAMH MYXCKOTO 110J1a, BO3PAcT MaLMEHTOB Bapbuposa oT 21
roza 10 92 ner (cpeaHuii Bo3pacT cocTaBui 63 roaa), cpeanuii ucxoausiii yposens JITHII cocrapisin
133 mr/an (3,4 Mmons/n). Ilpu neuennn atopBacTaTHHOM cpejHui yposeHs Xc-JITTHIT cocTassn 73
mr/mi (1,9 mmons/n) u 129 mr/mn (3,3 MMouts/n) IIpu npueMe 1u1ale6o. MeanaHa NpoA0JKUTEIBHOCTH
nocjieAyromero HabmoaeHus coctasuia 4,9 roja.

TIpuem atopsacTaTuHa B 03¢ 80 MI' B CYyTKM YMEHbIIAJ PUCK MEPBUYHON KOHEYHOH TOYKH B BHAC
daTanbHOro MM HedaranbHOro MHCyNbTa Ha 15% (oTHomeHue puckos 0,85; 95% JIM, 0,72-1,00;
p=0,05 unu 0,84; 95% 1Y, 0,71-0,99; p=0,03 mocie nonpaBkx Ha HCXOAHBIC (baxTopsbl) O CPABHEHHUIO
¢ iate6o. O6mas cMepTHOCTH cocTaBuna 9,1% (216/2365) ans aroppactatuna vs 8,9% (211/2366) ans
ianedo.

ITo naHHBIM post-hoc aHanu3a aTtopBacTaTvH B J03e 80 MI CHMXKaJ YaCTOTY PasBHTHs HIIEMHYECKOTO
uncynsta (218/2365, 9,2% vs. 274/2366, 11,6%, p=0,01) 1 noseiman 4acToTy reMOpparuieckoro
uncyneTa (55/2365, 2,3% vs. 33/2366, 1,4%, p=0,02) no cpaBHeHHIO € miane6o.

e Puck pasBUTHS reMOppardyeckoro HHCyJIbTa ObLI TMOBBILEH y MAalMCHTOB, BKIIOYEHHBIX B
HCCEOBAHHE, KOTOpHIE paHee IepEeHecid remopparudeckuii umucynst (7/45 B rpynne
aropsacTaTiHa vs. 2/48 B rpynne miane6o; OP = 4,06, 95% [IU: 0,84-19,57), puck pa3BUTHSA
HIIEMHAYECKOTO MHCY/ETA GbLil OJIMHAKOBBIM B 06€HX rpynnax (3/45 B rpynmne aTopBacTaTHHA Vs.
2/48 B rpynne mnane6o; OP = 1,64, 95 % JIU: 0,27-9,82).

e Puck pasBUTHA reMOpparddeckoro MHCyJIbTa ObUl MOBBILIEH Yy NALMEHTOB, BKJIIOYECHHBIX B
HMCCIIeIOBAHUE, KOTOPBIE paHee NepeHecid JakyHapHeli uudapkr (20/708 B rpynme
aroppactatuna vs. 4/701 B rpynme miaue6o; OP = 4,99, 95% JIU: 1,71-14,61), puck
MIIEMHYECKOTO MHCYJIbTa y 3THX MaleHToB Obl1 CHIDKEH (79/708 B rpynme aropBacTaTHHa Vs.
102/701 B rpynne miaue6o; OP = 0,76, 95% JIH: 0,57—-1,02). BrnonHe BO3MOXHO, 4TO YHUCTHIN
PUCK HMHCYJbTa IOBHIIAETCS y MAlMEHTOB, paHee NEPEHECUIMX JaKyHapHbIi HHQapKT u
TIOJIYYalOIKX aTOPBacTaTUH B 03¢ 80 Mr/cyT.

O6uiasi CMEpPTHOCTH B MOArPYMIE NAMEHTOB, paHee MEPEHECHIMX TeMOPParMyecKuid HMHCYIBT,
cocraBuia 15,6% (7/45) pns aropactathHa vs. 10,4% (5/48) ana mnaune6o. OO6was cMEpTHOCTH B
MOArpyNIE MALKUEHTOB, paHee MEPEHECHIMX JaKyHapHbIi MHOapkT, coctaBuna 10,9% (77/708) nnas
aTopBacratuHa vs. 9,1% (64/701) ansa nnauebo.

[TaluKeHTh! IETCKOro BO3pacTa

Temepo3zuzomuas nacredcmeennas 2unepxonecmepunemus (THCI) y demeti ¢ éospacme om 6 0o 17
aem
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8-Heje/IbHOE, OTKPHITOE KCCIEIOBAaHUE II0 OLEHKe (hapMaKOKMHETUKH, (apMaKo AMHAMHUKH,
6e30MaCHOCTH ¥ MIEPEHOCUMOCTH aTOPBAcTaTHHA GBLIO MPOBECHO Y ACTEH U MOIPOCTKOB C FeHETHYECKH
NOATBEPXKAEHHON reTepO3UroTHOM HAC/EeICTBEHHOM TUIEPXOJIECTEPUHEMUEH U MCXOAHBIM YPOBHEM
Xc-JITTHIT > 4 MMmonb/n. B 061ieii CI0KHOCTH B JaHHOE MCCIeJoOBaHKUE ObLIO BKJIFOYCHO 39 nereii U
MOJPOCTKOB B Bo3pacTe ot 6 1o 17 ner. Koropra A Bkmodana 15 nereit B Bo3pacre OT 6 10 12 nerc 1
crajueii nosnosoro paseurus no Tanuepy. Koropra B Bkmouana 24 peGeHka B BO3pacTe OT 10 no 17
JIeT ¢ = 2 crajueii MoNoBoro paspurTus 1o TaHHeEpy.

HauaspHasi 1032 aTopBacTaTHHA B JOpMe JKeBaTebHBIX TabJIETOK B KOTOPTE A COCTaBH/Ia 5 MI' B CYTKH
u 10 Mr B cyTku B popMe Tabnetok B koropte B. B ciyuae xopouieit nepeHOCMMOCTH aTOpBacTaTHHA
paspelnanoch YBEJIUYMThH 03y aTOpBacTaTHHA B JBa pasa, €CJH NAlMEHT HE JOCTHrajl LEeieBOro
3Hauenus yposus Xc-JIITHII < 3,35 mMons/n Ha Henerne 4.

V BceX MalMEHTOB KO 2 HEMele UCCIIeI0BaHUs HAaOMOAAI0Ch CHIKeHUe cpequux 3HadeHui Xc-JINHI,
OXc, Xc-JITIOHIT u Ano-B. VYV nauueHTOB, NOJTy4YaBLIMX YBEJIMYCHHYIO B JjBa pa3a A03y Ipernapara,
yXKe TpH TEepBOM OLEHKE MOC/e MOBBILIEHHS J03b1 Ha 2 Helele MCCIelOBaHUS OTMEYanoCh
JOTIOJIHUTENIPHOE CHIDKEHHE 3HA4YeHMil JaHHBIX nokasatened.  CHukeHHe 3HauyeHMH (pakuuit
aunuaHoro npoguns (8 %), B cpesiHeM, GBUIO0 OJAWHAKOBBLIM B 00€UX KOropTax, HE3aBUCHMO OT TOrO,
TIOJy4asIy JI¥ TIAlMeHThl NMepBOHAYANBHYIO 03y TMpernapara Hili UX Jo3a yasausanack. Ha 8-it Henene
uccienoBadus npoueHtHoe usmerenue yposHs Xc-JIITHIT u OXc no cpaBHEHHIO ¢ HCXOHBIM YPOBHEM
B JIMANa3oHe BO3JAEHCTBUA COCTABMIIO, B cpeaHeM, mpumMepHo 40% u 30%, COOTBETCTBEHHO.

271 pebeHOK MY KCKOTO M )KEHCKOTO T101a B Bo3pacte oT 6 1o 15 e, crpaaatomuii THCT, 6611 BKITIOUEH
BO BTOPOE OTKPHITOE HECPaBHHUTENBHOE HCCIEJOBAHHE H IOJIy4all JI€YEHHE aTOPBACTATHHOM B TEYEHHE
Tpex ner. KputepusaMu BKTIOUEHHS B UCCIEAOBaHME SBISIOCH moaTBepxkaeHue Hamuuus T'HCT, a
Takke HMCXoAHbli yposenb Xc-JITTHIT > 4 mmons/n (npubnuzutensHo 152 mr/an). B uccieioBaHiu
yuacTBoBasno 139 nereii ¢ 1-i cTaaueii passutus no mkaine TaHHepa (KaK MpaBuIio, B BO3pacTe OT 6 0
10 ner). ATopBacTaTuH (3keBaTesibHas TabyeTka) B [03e, coCTaBisAloLIel 5 mr, npunumaics (1 pas B
cyrkn) aeTsMu Miaguie 10 net. et B Bospacte 10 et u crapiie NpUHAMANH aTopBacTaTuH B A03e 10
mr (1 pa3 B cyTku). BceM eTsM MOTJIM yBETMYMBATh 103y 10 60Jee BEICOKUX3HAUEHUM, YTOOBI JOCTHYD
ypoBHsi Xonectepuna Xc-JITTHIT < 3,35 mmounb/n. CpesiHss B3BELIEHHas 1032 VIS A€Teil B BO3pacTe OT
6 10 9 ner cocrasasana 19, 6mr, a cpelHss B3BellleHHas J03a JUis Aetelt B Bozpacte 10 siet u crapie
cocTaBjisiyia 23,9 mr.

Cpennee ucxonHoe 3Hauenwe Xc-JIITHIT (+/— CO) cocraBmsio 6,12 (1,26) Mmons/a, Kotopoe
NPUGIU3UTENBHO COCTABIIAIO 233 (48) Mr/m. IToroBsle pe3y bTaThl NPEICTAaBICHB] B TaGIMLE 3 HHXE.

JlaHHBIE TIOATBEPXKAAIM OTCYTCTBHE BO3JEHMCTBHS IperapaTa Ha KakoH-1M00 M3 nMapameTpoB pocTa U
pasBuTHs (T.€. POCT, Maccy Teja, MHAEKC Macchl Tella, CTaivIo MOJIOBOTO pa3sBUTHUA 1O 1uKaje TaHHepa,
OLICHKY HccliefioBaTeieM o0Iero co3peBaHus U Pa3sBUTHA) y MALMEHTOB AETCKOrO M MOJPOCTKOBOrO
Bo3pacta, ctpagaromux ['HCI, kotophie moJiyyanad JIEYEHHE aToOpBacTaTHHOM B XOJIC TPEXJIETHETO
uccienoBanus. COrjaacHO OLEHKE HCCIIENOBAaTeNieM Ha BU3UTaX HE OBLIO OTMEUYEHO BO3ACHCTBUA
npernapara Ha pocT, BeC M HHJEKC Macchl Tejla B 3aBUCUMOCTH OT BO3pacTa Wi 10Jia .

TABJINIIA 3 I'unoaunnaemMuyeckue 3G GeKThl aTOPBACTATHHA Y MAJILYHKOB H I€BOYCK

HOJIPOCTKOBOrO BO3PACTA, CTPAJAIONIHX IeTePO3HIOTHOH ceMeiHOoi
runepxojecrepuHeMHen (MMOJb/JI) -« : S

¢
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MoMeHT N OX (CO) Xc-JITHII (CO) | X-JIMBII (CO.) | TT (CO) Ano-B (COY¥#
BpEMEHH

Wcxomseii | 271 | 7,86 (1,30) | 6,12(1,26) 1,314 (0,2663) 0,93 (0,47) 1,42 (0,28)**
YPOBEHb

Mecan 30 206 | 4,95(0,77)* | 3,25(0,67) 1,327 (0,2796) 0,79 (0,38)* | 0,90 (0,17)*
Mecsn 240 | 5,12(0,86) | 3,45(0,81) 1,308 (0,2739) 0,78 (0,41) 0,93 (0,20)***
36/0J1

OX— o6wwit xonecrepun; Xc-JIITHIT — xosecTepuH JIMNONPOTEHHOB HU3KoM mioTHOCTH; X-JITIBII — Xonectepun
JIHINONPOTEUHOB BLICOKOM MyoTHOCTH; TI' — TpHraMuepuast; Ano-B — anonunonporeuns B; «Mecan 36/0J» — BKIOYEHBI
J@HHBIE TIOCIEIHET0 BU3KUTA MALMEHTOB, NPEKPATHBILIMX YYaCTHE [0 HCTEYEHHA 3aILIAHMPOBAHHbIX 36 MECALICB, & TAKKE BCE
JAHHBIE 32 36 MECALIER B OTHOIMICHUH IALIMESHTOB, 3aBEPIIMBIINX yYACTHE B MCCIIEIOBAHMH B TeucHHe 36 Mecaues ; «*» — N Ha
30-# Mecsn 115 3TOro mapamerpa cocTaBisio 207; «**» — N Ha HCXOHOM yPOBHE UL 3TOTO NapaMeTpa COCTaBIAIO 270; «*¥**y»
— N juist Mecsana 36/0J1 mis 3Toro napamerpa coctasisiio 243; «#» — r/x ana Ano-B.

Temepo3zuzomnas Hacredcmeennas 2unepxonecmepunemus y 0emeii 6 gozpacme om 10 0o 17 nem

B BOWHOM cllenoM, IIaLe6o-KOHTPOIMPYEMOM UCCIIEI0BaHIH C TOC/eayoLe# oTkpbiToi dasoii 187
MaJIbYMKOB M JEBOYEK B IIOCTMEHApXHMalbHEIH nmepuoa B Bospacre 10-17 ner (cpeaumii Bospact 14,1
rox), CTpajaBIIMX TeTEPO3UrOTHOM HACIEeACTBEHHOH rumepxonecrepunemueit (HI) mim Tsokenow
runepxosecTepuHeMHueli GhUTH PaHIOMM3MPOBAHEI Ha M0Ny4YeHHe MH6o aTtopBacTatuHa (n=140), 6o
miane6o (n=47) B Teuenue 26 HeleNb, MOCIe YEro BCe AETH MONy4aii aTopBacTaThH elle B Te4eHue 26
Hegenb. Jlosa aroppactatuha (1 pas/cyT) cocraBisuia 10 Mr B TedeHME MNeEpBhIX 4 Hefenb C
MOCIIeAYIOLUM THTPOBaHHEM 10 20 MT B TOM cllydae, eciii yposeHb xonectepuna JITHIT Gbut > 3,36
MMOJIb/Jl. ATOpBACTaTHH JOCTOBEPHO CHHXKAll ypOBeHb oOliero xonectepuna, Xc-JITHIL, TE u
arnonpoTenHa B B niasMe KpoBHM B TeueHHe 26 Heznenb ABOHHOM cienol dasbi kccnenoBanus. Cpenxee
JOCTHTHYTOe B Xoie 26 HelenbHOM NBOWHON cienoii (asbl uccnenoBanus 3nauenue Xc-JHTHIL
cocraBwio 3,38 mmonw/n (guanazon: 1,81 — 6,26 MMons/n) B rpynne MalMEHTOB, MPUHUMABLIAX
aTOPBACTAaTHH, MO CpaBHeHHIO ¢ 5,91 MMous/i (auanasoH: 3,93 — 9,96 Mmonb/n) B rpymnne NalHEHTOB,
N0JTy4aBII KX TU1ale6o.

JIOTIONHHTENbHOE UCCIEIOBaHME C Y4acTHEM MALMEHTOB ¢ rMIepxonectepuHemueii B Bospacte 10-18
JIET, B XOJI€ KOTOPOro MPOBOMIIOCH CPAaBHEHUE aTOPBACTATHMHA M KOJIECTHIIONA MOKa3aJlo0, YTO IPHEM
aropeactatisa (N = 25) npuBoaun k 3HauutebHOMY cHikeHuto Xc-JINHIT na 26 nenene (p < 0,05) no
cpaBHeHUIO ¢ KonectunoioM (N = 31).

B 61aroTBOPUTENBHOE MCCIIENOBAHME Y MAlMEHTOB C TAKENOH TMIepXolecTepuHeMuer (BKIOUYas
FOMO3MIOTHYIO THIIEPXOJIECTEPUHEMHUI0) OBLIM BKIIOYEHBI 46 MALMEHTOB JETCKOro BO3pacTa,
MOJNyYaBIIMX aTOPBACTATHH C TUTpALME J03bl B COOTBETCTBMU C OTBETOM Ha JIeYEHHE (HEKOTOpbIE
NMalMeHTHl MOJy4yaiy atoppacTaTvd B no3e 80 Mr B cyTku). JlaHHOe MCClIeloBaHHE MPOJAOIKAIOCH 3
roza: ypoBeHb Xc-JIITHIT cumxancs Ha 36%.

I[OJIFOBpeMCHHaﬂ BQ)CDCKTPIBHOCTB TEepanMyu aTopBaCTaTHHOM B JCTCKOM BO3pacTe€ B OTHOLICHHM
CHIKCHHMA 3200J1€Ba€MOCTH H CMCPTHOCTH BO B3POCJIOM COCTOAHNH HE YyCTAHOBJICHA.

EBpOHeﬁCKOC areHTCTBO I10 JIEKAPCTBECHHBIM CPEACTBAM OTKa3aJIOCh OT IIpaBa Tpe60BaHl/Iil BBITIOJIHCHHA

00513aTeILCTB B OTHOLICHUH peaoCcTaBJICHUs pE€3yJbTaTOB HCCIIeI0BaHU NpUMCHEHUA aTopBacTaTHHA.... ...

y Aeteii B BospacTe oT 0 JI0 6 JNeT B JICYCHUH TETEPO3UTOTHOH TMIEPXOAECCTEPHHEMHH U Y JeTelt B

23



3,12 -20138

Bospacte oT 0 g0 18 ser B JleYeHUH TOMO3HIOTHOM HACJIEICTBEHHOM TUNEPXOJIECTEPUHEMHUH,
KOMOMHMPOBaHHOM (CMELIaHHOH) TMIePX0ECTCPHHEMHH, NEepBUYHON TMIIEPXOJICCTEPUHEMUH U U
MPOGHIAKTUKYA CEPAEYHO-COCYNMCTBIX SBJICHUA (M1 MOJNydeHHs MHGOPMAIMH MO0 NPUMEHCHHIO
npemnapara B I€TCKOM BO3pacTe CM. pazoen 4.2 «/losuposka u CHOCO6 NPUMEHEHUA).

5.2. ®apMaKOKHHETHKA
BcackiBanue

ATOpBacTaTUH GBICTPO BCACHIBAETCs NOCJE NMPUEMa BHYTPb; MAKCHMAJIbHBIE KOHLECHTPALMH (Cmax) B
na3Me KpoBM JOCTHraloTcs B TedeHue 1-2 yacoB. CTerneHb BCachlBaHMs aTOPBACTaTHHA MOBBIACTCA
NPONOPLMOHAIBLHO JO3€ NpenapaTa. BHoJoCTyHOCTh TabIeTOK aTOPBAaCTaTHHA, MOKPBITHIX 0007104KOH,
M0 CPAaBHEHUIO C PaCTBOPOM /ISl IPHEMa BHYTPb COCTaBiseT 95-99%. AGconmoTHast 6MOAOCTYITHOCTE
aTOpBACTATHHA COCTAaBNIAET MPUMEPHO 12%, a CHCTEMHAs HOCTYHNHOCTh MHIMOUPYIOLIEH aKTHBHOCTH B
otHowenun 'MI'-KoA penykrassl - okoiio 30%. Huskyio cucTeMHyI0 GHOZOCTYITHOCTD CBA3BIBAIOT €
IIPECHCTEMHBIM ~ KJIMPEHCOM B CIM3MCTOM  0GOJIOYKE IKENYAOYHO-KUIIEYHOro  TpaKTa 1/unu
ouoTpaHcdopMaleil MpU NEPBOM MPOXOKACHUH Yepe3 NeUCHb.

Pacnpenenenue
Cpennuii 06beM pacnipelieNieHus aTopBacTaTHHa coctaBiser okono 381 n. CeasbiBaHue ¢ Oenkamu
IJ1a3Mbl COCTaBseT >98%.

Meraboausm

AtopBacTaTuH MetaGonmsupyercs mpu ydactuu usodpepmenta CYP3A4 ¢ obpasoBanieM oOpro- H
NMaparkAPOKCHIMPHPOBAHHBIX MPOM3BOAHBIX M DPaslMYHBIX NpPOAYKTOB Gera-okucienus. [Tomumo
APYIHX croco6oB METaGoMM3Ma, 3TH NPOAYKTHI MOABEPralOTCs JajibHEHINEH TIOKYPOHU3aLMK. [n vitro
OpTO- ¥ NAparMAPOKCUIIMPOBAHHBIC METaGONHMTHI IIPOABISIOT MHTMOMpPYIOLIYIO aKTHBHOCTb B
otHoueHun I'MI'-KoA pezyKTasbl, CONOCTABUMYIO € TAKOBOH aropsactatHa. MHrubupyrommi sp et
npenapata B oTHowmeHun ['MI'-KoA penykrassr mpumepHo Ha 70% omnpenenseTcss aKTHBHOCTBIO
LUPKYJUPYIOIUX METa0OIUTOB.

BriBeneHue

ATOpBAacTaTHH BBIBOAMTCSA, TNIaBHBIM 00Pa3soM, ¢ XeUbio [OC/e MEYeHOYHON W/WIM BHEMEYEHOYHOH
6uoTpancopMali, He [OJABEPrasch KHUIIEYHO-NEUeHOYHOM peuupKyasumu. Cpennuil  nepHoa
TONYBBIBEICHHA AaTOPBACTATHHA Yy WYEJNOBEKa COCTaBisieT npuMepHo 14 uacoB. MHrubupyroas
aKTHBHOCTb B oTHomeHnun I'MI'-KoA peaykrasel coxpaHsercs mpuMmepHo B Teuenue 20-30 yacos B
CBSI3H C HAJIMYHEM aKTHBHBIX METab0IHUTOB.

ATOpBacTaTHH sBJsAeTCA cybcTparoM 1 Tpancnoptepos pepmentos neueHu, OATP1B1 u OATP1B3.
MeraGonutsl atopBactaTuHa sBisioTcs cybcrpatamu ana OATPIB1. ArvopBactaTuH Takxe
unentuuumpyerca kak cyécrpar MJIV1 u BPPMXK, kotopele MOryT OrpaHWYvBaTh KHIICYHYIO
abcopOLMIo U GUITMAPHBIN KITMPEHC aTOPBACTaTHHA. S - e

i
-

Omoenvuvie Kamez2opuu nayueHimoe

JIvna moXxuioro Bo3pacra e s it
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V 370pOBBIX NALMEHTOB IOXMIIOrO BO3pAacTa KOHLEHTPAaUWH AaTOpBacTaTMHa H ero axTHBHBIX
MeTaGoJIMTOB B 1Ia3Me KPOBH BBILIE, YEM Y B3POCTIBIX NALIMEHTOB MOJIOJOrO BO3pacTa, B TO BpEM: kak
JNeiCTBYE Ha JUMMIHBINA MPOGHIb COMOCTABUMO B TaKOBEIM, HabMoJaeMbIM y JIMLL bosiee MOJIOA0r0
BO3pacTa.

CTH

B OTKpHITOM 8-He/IEIHHOM HCCIIEJOBAaHHH MAllMEHTh] JIETCKOro Bo3pacTa I cTajiiy 1oJ10BOro passuTus
no Taunepy (n=15) u >Il cragun nonosoro passutus mo Taunepy (n=24) B BO3pacTe 6-17 ner ¢
reTepO3UroTHOM HAC/IEACTBEHHOH TIHMIMEPXOJIECTEpMHEMHEN M HCXOAHBIM yPOBHEM Xc-JITTHIT
>4 MMOJIB/T IOJTyYai¥ aTOPBACTATHH COOTBETCTBEHHO M0 5 WK 10 MI B XKeBaTEIbHBIX TabjeTKkax, Uiy
10 u 20 Mr B Tabnerkax, MOKPHITEIX 060j10YKoM, 1 pa3s B CyTkM. B nonyisuuoHHOH MOACIH
(hapMaKOKHHETHMKM aTOpBaCTATMHA €JMHCTBEHHOH 3HauMMOW KoBapuarodi Obula Macca Tena.
Kaxyiimiicss KIMpeHC aTopBacTaTHHA MOCie MEPOPaANbHOro npremMa y nauMeHToB JETCKOro BOo3pacTa
6511 M0J06EH TAKOBOMY y B3POCIIBIX MPH aJNIOMETPHYHOM MAcIITabUpOBAaHUM NAHHBIX MO Macce Tena.
B auamna3oHe HKCMO3HIMH aTOPBAaCTaTHHA W O-MAPOKCHATOPBACTATHHA OTMEYAJIOCh YCTOWYHMBOE
cumxenue yposHeit Xc-JIITHIT u o6mero Xc.

[Mon

KOHIEHTpalM aTOpBacTaTHHA M €ro aKTHBHBIX METabO0JHMTOB B IUIA3ME Y )KEHUIMH OTJIMYAlOTCA OT
TAaKOBBIX y Myx4uH (y xeHIIHH Cmax npuMepHo Ha 20% Boime # AUC Ha 10% nwxe). OnHako 3TH
pasanuMs HE MMEIOT KIIMHHYECKOTO 3HAUEHHUS, a THIOIUNUAeMUYecKuii 3¢ dexT npenapara y MyK41H 1

KCHIIUH ITOYTH OJHUHAKOB.

IlalLiMeHTHI ¢ HAPVIIICHUEM GYHKIMM TTOUeK

3aboneBaHue NMOYEK HE OKA3BIBACT BJIMAHUA Ha KOHLICHTpAllMY aTopBacTaTUHA W €ro aKTHBHBIX
MeTaboJIUTOB B MJa3Me KpPOBH HJIK HX JeficTBHE HA 1MOKa3aTelIv JIUIMUIHOTO obmeHa.

HauI/ICHTBI C HapyINEHUEM QDYHKQI/II/I INEYECHHU

V MNalMeHTOB C XPOHMYECKOH aJKorosbHON GonesHpto nedyenu (kiacc B nmo Yaiing — Ibio0)
KOHILIEHTpAIMK aTOPBACTaTHHA M €T0 AKTUBHBIX META0OIUTOB B I1J1a3M€ KPOBH 3HAYMTENIBHO MOBBILICHBI
(Ciax npubnusurensHo B 16 paz 1 AUC B 11 pa3s).

Honumopdusm SLOCIBI1

[NeuenouHslii 3axBat Bcex HHruburopoB I'MI'-KoA-penykraspl, B TOM 4YHCJIE aTOpBacTaTHHa,
ocyiecTBiseTcs ¢ nomomsto Tpancnoprepa OATP1B1. V naumueHToB ¢ MOAMMOPOHM3MOM MO TeHy
SLCOIB1 cymecTByeT pHUCK YBEIMYEHHUs IKCHO3MLIMU aTOpBACTATHHA, YTO MOXET MPUBOAUTH K
MOBHILIEHUIO PHUCKa pa3BuTHs pabaoMuonusa (cM. pasden 4.4 «Ocobvie yxazawus u mepol
npedocmopoxcHocmu  npu npumenenuur). llomumopdusm mno reHy, koaupyiomemy OATPIBI
(SLCOI1BI ¢.521CC), accouumpopaics ¢ poctom AUC aropsactaTiHa B 2,4 pa3a o cpasHeHHI0 ¢ AUC
aTopBacTaTHHa y JIMLl, HE UMEKIUX 3Toro Bapuanta reHotuna (c.521TT). Taxoke y 3THX NalMEHTOB
BO3MOXKHO TIeHETMYeCKH OOYCJIOBJIEHHOE HapylUleHHe TME€YEHOYHOro 3axBaTa aTOpBacTaTHHA.
Bo3moxxHble nocneacTsus 11t 3pdeKTUBHOCTH Npenapara HEU3BECTHBI:™ = =

6. PAPMAIIEBTUMECKHUE CBOMCTBA
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6.1. Cpok rogHocTH
3 roga. He npuMeHATH O HCTEYEHUH CPOKA FOJHOCTH, YKa3aHHOTO Ha yNIaKOBKeE.
6.2. CnenuajbHble YCJIOBHA XPAHEHHHA
IIpu Temnepatype He Bbite 25°C. XpaHUTb B HEIOCTYITHOM JIJIfl IeTed MECTe.
6.3. YnakoBka
Ta6neTku, nokpeITEie o6onoukoii 10, 20 wiau 40 mr: no 2 6iaucrepa no 7 TabneTok wiu 3 6ancrepa no
10 TabieToK BMeCTe C MHCTPYKIMEH N0 NPUMEHEHHUIO B KAPTOHHOM IMavKe.
6.4. Yc10BHSI OTIIYCKA H3 aNiTeK
Ilo peuenrty.

7. 3BAABUTEJIb

[Tdaiizep Ditu. Cu. ITu. Kopropaiimu, CIUA / Pfizer H.C.P. Corporation, USA
8. MPOU3BOAUTEJIb

ITpousseaeno: Ipaiizep Papmacerorukans InAnCu, CILIA

Beinyck u koHTpoJb kKayectBa: [1daiizep Manydakrypusr I'epmanus [M6X, I'epmanns

IMpencraBurensctBo “PFIZER EXPORT B.V.” B Pecny6nuke benapycs: r. MuHcK, np-t
Jzepxunckoro 8-403, renedon 375-17-309-38-00, axc 375-17-309-38-19
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