1.3.1 Atorvastatin calcium
SPC, Labeling and Package Leaflet AM

Jlncrok-sriansit (OAHOBPEMEHHO MHCTPYKLMA 1O MEAWLIMHCKOMY NPHMEHEHHUIO JIEKAPCTBEHHOTO
cpencTea)

ATOPHC “ 40 mr, Tab/1eTKH, TOKPLITHIE NJICHOYHOH 060J0UKOl

Toprosoe nazpanne
Aropuc, Atoris

Me:xaynapoaHoe HemaTeHTOBAHHOE HA3BaHHe
AtopsacraTuH, Atorvastatin

JlexapeTBennas gopma
TabneTky, NOKphIThIE MIEHOYHOMH 060JI0UKOF

Cocrasn

1 Tabnetka, MOKphITad N/ICHOYHOM 060IOUKOM, CONEPIKUT AKTHBHOIO BELIECTRA aroppactatiHa 40 mr
B BHJE COJIH KaJIbLUA,

Bcnomozamenenvie Gewjecmea: NOBHIOH, HATPUS Naypuncynbhar, KalbLus KapboHat, lenmono3a
MHKPOKPHCTAJLIMYECKAs, /TAKTO3bI MOHOTMApAT, HATPHS KPOCKAapMesio3a, KPOCHOBHMAOH, MATHHS
cTeapar.

Obonouka: runpomennosa, Tutana anokcua (E171), makporon 400.

Onucanne
Kpyrasie, cnerka spinykisie TabieTku, MOKPLITHIE IUIEHOYHOMR 060TOUKOH 6e0ro LBeTa.

®apmakoTepaneBTHIECKAN Ipynna
l'unonunuaemuyeckoe cpencrso. Muruburopsl TMI-KoA penykrass. Kog ATX: C10AA05.

PapmMaKoJIOrHYecKHe cBOHCTBA

DapmakoOUHAMUKA

ATOpBACTATHH MPEACTABJIAET COGOMH CelleKTHBHbIH KOHKYPEHTHBII unruouTop F'MI-KoA-penykrasst,
perynupyioiero (epMeHTa, KOTOPBI y4acTBYeT B MpeBpallleHHH 3-runpoxcu-3-MeTHI-rTyTapu-
KO3H3MMA A B MEBAIOHAT, SABJISIOLIMIACS NMPE/IILIECTBEHHUKOM CTEpOJIOB, B TOM YHCIIe XosiecrepuHa. B
TI€4eHH TPUTTTHUEPHb! H XOJICCTEPHH HHKOPIIOPHPYIOTCA B JIMNONPOTEUHbI 0Y€Hb HU3KOM TNOTHOCTH
(JITIOHII), noctymaior B mnnasMy KpOBM M TPaHCHOPTHDYIOTCS B nepuepuyecKkie TKaHu.
Jlunonporeuns! Husko# mnorHocrn (JITHII) obpasyorcs na JIIIOHIT u KatabonusupyroTes
NPeHMyIECTBEHHO Yepes pelenTop, obnajarouui BeicokuM cpoacteom ¢ JITTHIT (penerrrop JITTHIT).
ATOpBACTaTHH CHHXKAET KOHLEHTPALMIO XONECTEPUHA B IUIa3Me U KOHLICHTPALHIO JIKIIONPOTEHHA B
CHIBOPOTKE TIOCpeACTBOM HHrHbuposanus I'MI-KoA-penykrassi u, clienoBarensHo, OGHocHHTE3a
XOJICCTEPUHA B MEHCHH, a TAKKE YBCNHYHBACT KONMHECTBO Me4eHOuHbIX peuentopor JITTHIT ma
NOBEPXHOCTH KIIETOK, YTO CrIOCOOCTBYET YCHIIEHUIO 3axBaTa U kataboamusama JITTHIL

ATopBacTtaTul cHwkaet Beipabotky JIITHIT 1 konuuectso JITHII-yacTuir ATOPRaCTATHH BLI3bIBAET
abCoMIOTHOE U THTENBHOE YCHIIEHHE aKTUBHOCTH JIMMHIT-peuenTopos B coyeTanuu ¢ 61aroTBOpPHBIM
U3MEHCHHEM KauecTBa LwWpkyaupyromux JIHIT-yactuu, Atopeactatid shdeKTHBHO CHwKaeT
yposexb Xc-JITTHIT y nauueHToB ¢ roMO3HroTHOH ceMeiino -FHECPXONeaTePIMHEMHEH, Pe3HCTEHTHOH
K Tepanuy ApYruMy FUTONUNHACMUYECKUMH CPEACTBAMM. | cxvtnmias arrom afang s + o .o

B xoze mcenenosanms nososasucumoro sddexra npu Wgﬁ@%ﬁgma OTMEHAaJIOCh
CHWXEHWE KOHUEHTpauuu obwero Xc (xonectrepuna) (3D%y.ns46%), Xc-JITHIT (41% - 61%),
anonuanonporenda B (34% - 50%) u tpurnuuepumos (14% Dml#@s.gﬁﬁ.‘f;’rom {abonanocs

Bapuabe/bHOEe NOBLILUEHHE KOHLGHTPALMIi XONnecTepyuHa JOTEUHOB BLICOKOMH cti (Xec-
JIIBII) u anonunonporenna Al. JlanHbie ycToiumebie pés i?'n._l Ha MOfANUL/ Y HaLHeHT OB C
reTepo3NroTHOH cemeiHOR THNEPXO0JleCTepHHEMHEE; ~—HeCeMEHHbIMH - . DOpMaMu
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FHNCPXONECTEPHHEMHWH W CO  CMELIAHHOW THNCPIMMMOEMHMEN, BKIIOYAaS MALMEHTOB
HEMIICYTHHO3aBMCUMBIM CaxapHbIM JHAGETOM.

JlokasaHo, uTO CHMXEHHE KOHLEeHTpauuid obumero Xc, Xc-JIITHIT u anurnonporerHa B ymenpmaer
PHCK CEpPACYHO-COCYAMCTIX NATOJIOTHH U CEPAEYHO-COCYANCTOM CMEPTHOCTH.
I'omosuroTHas cemeilHas runepxonecTepuHeMus

ITpoBonuiock MHOTOUEHTPOBOE 8-HEAENBHOE OTKPLITOE MCCAELOBaHME (M3yHanoch NpUMEHEeHHe ¢
(pakynbraTuBHON azoit pasnuuHOM mnuTensHocTH). JINg yuacTHS B MCC/€OBaHMM BbLIHM OTOOpaHsl
335 naumentos, 89 M3 KOTOpBIX CTpajaji rOMO3HIOTHON CeMeiiHoi rUnepxoiecTepHHeMueii. Y
AauHpix 89 mnauuenTtoB konuentpaums Xc-JIITHII B cpeanem cHusunack nprmepHo Ha 20%.
ATopBacTaTHH npuMeHscs B 103ax 10 80 Mr/aeHs.

ATepockiepos

B wucenenosannu noa Haspanwem REVERSAL mayuanace PEBEPCHS aTepOCKIepo3a MOCPEACTBOM
MHTEHCHBHOH TUMOMUMUAEMHYECKOH Tepanmid. O(QeKT HHTEHCHBHOrO TMMOMMMMIEMHYECKOrO
JIeYeHIs KOPOHAPHOTO aTEpOCKIIepo3a ¢ NPUMEHEeHHeM aTopsacTaTiHa 80 Mr cpasHuBancs sddexrom
CTaHAapTHOH rMMONHITUAEMUYECKON Tepanuu ¢ NpUMEHEHHeM npaeacTaTiHa 40 Mr. Ipu npoeeneHnu
peHTreHorpagun KpOBEHOCHBIX COCYNI0B Y MALHEHTOB C KOPOHAPHOMH GoNIe3HbI0 cepAaLa NPUMEHANOCh
BHYTpHCOCYHCTOE ynbTpasBykosoe uccnenosanue (BY3H). B manHOM paumomMmsupoBaHHOM,
ABOHHOM CJIENOM, MHOIOLIEHTPOBOM, KOHTPOJIHPYEMOM Hccrenosanuu BY3U B nauane HCCNed0BaHHS
W uepes 18 mecAues yuacTsoanu 502 mauwenrta. B rpynne atopsactaruua (n = 253)
TIPOTPECCHPOBAHHE aTepOCKIep03a OTMEUEHO He BbLTo.

Mezuannoe M3MEHEHHe OT MCXOAHOTO YpOBHS OBLiero obbema aTepoMbl B TNMpOLEHTaX (OCHOBHOMH
KpuTepui uceneaosanus) coctaBuio -0,4% (3nauenue p = 0,98) B rpynne aropeactarvHa H + 2,7%
(3nagenue p = 0,001) B rpynne npasacratuna (n = 249). Ilpu cpaBHEHHM C NPaBACTATHHOM agdexTsl
aTopBacTaTHHA MMENM CTATHCTHYECKYIO 3HAYMMOCTh (3HaweHue p = 0,02). BnusHue MHTEHCHBHOL
THTIONMIUAEMHYECKOH Tepanud Ha CepAeYHO-COCYNHCTBIE KOHEYHBIE TOYKH (morpebHocTs B
PEeBACKY/IApU3ALMM, HECMEPTENbHBIH HHQAPKT MHOKapla, KOPOHapHas CMEpTh) B JaHHOM
UCC/IEOBAHHH He U3Y4anock.

B rpynne atopeacratuna konnentpauus Xc-JIITHIT cHU3HAACH OT HCXOLHOTO ypoBHs 3,89 Mmons/n +
0,7 (150 mr/nn + 28) no cpeawnero 3HaueHus 2,04 mMmons/n + 0,8 (78,9 mr/nn + 30), a B rpynne
npasacTaTiHa KoHUeHTpauua Xc-JITTHIT cuusumack oT HCXofHOro yposHs 3,89 MMonb/1 + 0,7 (150
mr/an + 26) no cpemHero 3Hauenus 2,85 mmons/n + 0,7 (110 mr/mn £ 26) (3Hauenue p < 0,0001).
ATOpBACTATHH TAKXKE 3HAYUTEINBHO CHH3HII CPE/IHIOIO KOHIIEHTPALHIO 061Iero xonectepuHa Ha 34,1%
(npaBactatun: -18,4%, 3Hauenue p < 0,0001), cpeanioro KOHLEHTPALMIO TPHUITHIEPHAOB Ha 20%
(npaBactatun: -6,8%, 3nauenue p < 0,0009) u cpensioo KOHUEHTPALIMIO anosMionporeyHa B Ha
39,1% (npasacratun: -22,0%, 3Hauekue p < 0,0001). Ilpu npumeneHuu aTopBacTaTHHA HA6IIOAANOCH
yBennuenue cpenueii konuentpauun Xc-JIIBIT Ha 2,9% (npaBacratus: +5,6% NPH HECYLIECTBEHHOM
3HayeHuu p). Konuenrpauus C-peakTuBHOro Geska B rpynne aTopBacTaTWHa CHU3MNAch Ha 36,4%, a
B rpynrne npaBacTaTuHa — Ha 5,2% (3Hauenue p < 0,0001).

Pesynetare! GbITH MONyYeHB! NPH TIpUMEHEHHH 0351 80 M. ITostomy ux Henb3s skcTpanonuposars
Ha MEHbIUHE JO3UPOBKH.

[Tpodmny GesonacHoCTH 1 NEPEHOCUMOCTH B ABYX rpynnax 6su1H cxoxue.

BnusHHe MHTEHCHBHOM TIHNOAUNHOCMHYECKOI: A A~ OCHOBHBIE~ eePAECHHO-COCY AHCThIE

@ ACIENTIFIC CENTRE OF ORUG ARD WEDIC AL TECHM
KOHEYHbBIE TOYKH B JAaHHOM HUCCJIEJOBAHUH HE H2YYaJIOCh. H CBA3H C 3THM, khl‘lﬂﬂ‘-{em{aﬂ 3HAYHUMOCTE
NpEeACTaBIEHHBIX pe3yNbTaToOB B INAHE nep

EXPERTISE € » NN GA y |
YHOH mﬁubﬁ Hpodiakruku  cepaeuno-
COCYAUCTBIX NATOJIOrHil HEM3BECTHA. , = ——— R

Expertt _

OcTpblit KOPOHAPHBIH CHHAPOM o Y WA
B uccnenoBannu nox Hassanuem MIRACL shdertiopraarima—8
mauueHToB (rpynna aropsactatvHa n = 1538, qpypﬁt_lﬁiﬁﬁéﬁo—n:--l;
cunapomom (Q-Heobpasytommii HiapkT muokapza ‘nih A pans). Tepanus
HadHHaNach BO BPEMA OCTPOH (asel Mocie NOCTYIUIEHHS B CTALMOHAP H [PONOMKANACH Ha
NpoTsKeHHH 16 Henens. B rpynne atopsactatuna 80 mr/aens Habnromanocs YBENIHYEHHE BpEMeHH [0
HACTYMNICHHsS OCHOBHOrO KOHEYHOTO NOKasaTens (CMepTh 1O MOGOH NpUUMHE, HECMepTembHbIH

UH(apKT MUOKap/a, peaHHMHpPOBAaHHAS OCTAHOBKA CepAua, CTEHOKAp/Hs ¢ NpU3HaKaMH Tpebylowieit

3 7 |
E eHHpancs y 3086

5% KOPOHapHLIM

| SmPCPIL064665 2 [ 11.06.2015 — Updated: 11.06.2015 | Page 2 0f 14 |




1.3.1 Atorvastatin calcium
SPC, Labeling and Package Leaflet AM

FOCHUTAIN3ALUNHE MHOKApIHANbHOH HILEMHH), YTO YKa3blBaJlo HAa CHIDKEHHE pHcka Ha 16% (3Hayenmue
p = 0,048). lanneiit pesysnsTar B ocuoniom ofycnopien ciikelineM 1ia 26% nokasatens NoBTOpHOi
TFOCHHTANHM3ALHH MO MOBOAY CTEHOKAPAMM C NPU3HAKAMH MUOKapAMaNbHOM HileMuH (3HAYeHHe p =
0,018). Hdpyrue HONONHHUTENbHEIE KOHEYHBIE MOKA3aTeNH, B3AThIE MO OTHEABHOCTH, HE NOCTHIVIM
YPOBHS CTATHCTHYECKOM 3HAYMMOCTH (B Lenom: mnauebo 22,2%, atopsactaTiH 22,4%).

Ilpopune GesonacHocTH artopsactathHa B uccrenoaHud MIRACL cooTsercTBOBan AaHHbIM,
NpuBeNeHHBIM B paszene «IloGounbie ahdexTsi».

Tpodunaxruka 3abonesanuii cepaeyHO-COCYAUCTONH CHCTEMBI

OdexT NpUMEHeHNs aTOPBACTATMHA AN TEPalMM HECMEPTeNbHON KOPOHApHOM GonesHu cepaua
W3y4anci B XOA€ pPaHNOMH3HPOBAHHOIO, JBOHHOTO cnenoro, maLe60-KOHTPOTHPYEMOro
uccnenosaust ASCOT-LLA (anriio-ckaHauHaBckoe HCCNeA0BaHKUE CEPACUHO-COCYNHCTBIX MCXO/IOB C
rpynnok runonunuaeMuieckolt tepanuu). MecnenyeMyio nomynsumio cocTaBunM rUNEpTEH3HBHbIE
nauuenTbl B Bo3pacte 40-79 sier Oe3s AMarHOCTHPOBAHHOrO MH(APKTa MHOKADAA, HE NMPOXOAMBLIME
paHee Tepamnuio OTHOCHTE/ILHO CTEHOKapAMH, ¢ ypoBHeM obuiero Xc < 6,5 mmonw/n (251 mr/an). V
BCEX MaUMEHTOB UMEMCh KAK MUHHMYM 3 3apaHee yCTaHOBJIEHHbIX (haKTOpa CepAe4HO-COCYMCTOr0
PHCKA H3 MEPEe4HCICHHbIX Nanee: MyXKCKOH mnom, Bospact > 55 ser, TabakokypeHue, auaber,
KkopoHapHas Gonesus cepaua (KBC) y 6Gnwxaitero poxactsenHuka, obumii Xc: Xc-JI[IBIT > 6,
Gostestb  nepudepuuEcKHX COCYHOB, TrHMNEpTPOdMA JIEBOTO  IKeya0uKa, npeiluecTRyOLIEe
LepeOpoBacKyNIIPHOE HApyUIEHHE, XapaKTepHOe OTKIOHeHMe pesynbratos KT, NnpoTeHHypHs /
ansGyMHHYpus. He y BCeX OTOOpaHHBIX MALMEHTOB OTMEUAICS BBLICOKMH PHCK PasBUTHS nepeoro
CEpAEYHO-COCYAUCTOrO CODBITHS.

[TaunenTsl NPOXOAMNM AHTUIWINEPTEH3HBHYIO Tepanuio (C NpHMEHEHHEM AaMJOMMMMHA Wi
aTeHONIONA), TePANKIO ¢ NpUMeHeHueM atopeactaTiHa 10 Mr/aess (n = 5168) wim nonyyanu miauebo
(n=5137).

ekt aGCONOTHOrO W OTHOCHTENBHONO CHWKEHHMS PUCKa MPH NPHMEHEHUH aTopBacTaTHHa ObUI

CJIeAYIOLHM:
3abonepanne OrxocutensHo | Konuuectso ABComoTH
€  CHHXKeHHMe | 3aboneBaHuii | oe
pucka (%) (aTopBacTaTHH | CHHXKEHHE
B CPaBHEHHH C | pucka 1 | 3Hauenne
miaue6o) (%) p
CMeprenbHas KBC + | 36% 100 mportus | 1,1% 0,0005
cmeprenbHblit UM 154
Cepaeuno-cocyqucTeie 20% 389  mporus | 1,9% 0,0008
cOOBITHS " NpoLeayps! 483
peBacKyAspU3alluM B LIEIOM
Koponapuele  npuctymst B | 29% 178  nporus | 1,4% 0,0006
LenoMm 247

"Hcxons M3 pasHOCTH nokasaTesne obLueli 4acToTs! CoOLITHH 3a NepHOA MoCAeAyIoero HabmoaeHus
C MEJIMaHHOI NPOACIKHTENBHOCTEIO 3,3 roja.

KBC = koponapHaa 6one3ns cepaua; UM = nadapkr Muokapa.

CylnecTBeHHOE CHWXKEHHE TOKasaTenedl kak obmweil, Tak u CEpAeYHO-COCYAUCTOM CMEepTHOCTH
oT™MeueHO He 65110 (185 cobeiTuii npotus 212, sHauenue p = 0,17; 74 cobuiths npotus 82, sHauenue
p = 0,51). Bausnne daxropa mosoBoii NPUHANIEKHOCTH TO Pe3y/IbTATAM AHANM3A B NOATpynHax
(81% - myscunHbl, 19% - xeHUMHEI): oTMeyeH GraronpuaTHbIH 3ddexT y MysxuuH, ONPENENHTh
3QQEKT y JKEHIMH HEe NpPENCTABHIIOCh BO3MOMKHSIM,-BEPOSTHO,. BCIIENCTBHE HEBBICOKOM YacTOThI
cobuitiit B noarpynne. [Tokasarenu kax oﬁmeﬁ; TAR"'I CepaeyHo=eocyanoTol» eMBPTHOCTH GBUIH
BBILIE Y NALMEHTOB KeHCKoro nona (38 ciyyaes apcma'@;m»aemﬂp@ma 12), onHako oHM He
OBUIN  CTATHCTHYECKH  3HAYHMBIMM. Oimeqhnocm_. HOE. BJIHSHME CO  CTOpPOHSBI

aHTHIMIIEPTEH3UBHOH TepamuM Ha HCXONHOM| YPOBH LylecTBEHHOE . CHIKEHHE OCHOBHOTO
KOHe4YHOIo nokasareins (cmeprensHas KBC + Hecm HOHAOER [B pe3ynbTare
TEpanuy aTopsacTaTHHOM y NMaUMEHTOR, Nonyyaguyx amaoaunus (HEA47 (0,32-0,69), 3Hauenue p

| " . e I/JV{CK‘.M/__S_" '

—— T = = e
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= (,00008), 4yero Henn3s cKazaTb O OauMeHTax, monaydaBwux arexoson (HR 0,83 (0,59-1,17),
snavenue p = 0,287).

Hccnenosanve noa HasgaHueM CARDS (cosmecTHOE MccneioBaHHE NMPHUMEHEHUS aTOPBACTATHHA Y
nuaberuueckux GONBLHBIX) NMPOBOAMIIOCE C LENBIO U3YUEHUs! BIMAHUS NPUMEHEHHMS aTOPBACTATHHA Ha
CMepTeflbHOE M HeCMepTeSibHOEe  cepleuHo-cocyaucroe 3aGoneeanue. JIng  yuactHs B
PaHIOMU3HPOBAHHOM,  ABOHHOM  CHEMOM,  MHOTOLEHTPOBOM,  MIaue60-KOHTPONHPYEMOM
uccnenosanud ObuiM oToOpanbl naumenthl ¢ auaberom 2 TunoB B Bospacre 40-75 ner Ges
NPEALIECTBYIONIEr0 CEPAEYHO-COCYAMCTOro 3abonesaHus ¢ KoHueHtpauued Xc-JITTHIT < 4,14
mMMoab/1 (160 Mr/an) 1 ¢ ypoBHeM TpurnuuepuaoB < 6,78 mmons/n (600 mr/mwr). V Bcex naLueHTOB
MMeNics Kak MuHHMHMYM | M3 cie;yrowmux (akTOpoB pHCKa: apTepHaibHas THIEpTEH3HS,
TabakoKypeHHe, peTHHONATHS, MUKPOATE0YMHUHYPHS HIIH MaKpoans0yMUHYpHS.

[lauuentsr mony4anu atopeactatiH 10 mr/aeds (n =1428) win mnauebo (n = 1410), menuanHas
MpOJOIDKUTENBLHOCTE NEePHOAa NocheAylouero Habmoaeuus coctapuna 3,9 roza.

Oddexr abCoONOTHOrO M OTHOCHTENLHOrO CHIXKEHHS PHCKA NMPH NMPHUMEHEHHM aTOPBACTATHHA GbUI
CIIEAYIOLHM:

Otnocurens | Konuuecrso AbGcomotHoe | 3nauenu
HOe 3abonesanuii CHH)KEHHE ep
3aGonepaHue CHHIKEHHE (aroppactarin B | puckal (%)
pucka (%) CpaBHEHHH c
niauebo)
OcHoBHele cepieyHo- | 37% 83 mpotus 127 3.2% 0,0010
COCYIHCTBIE cobbITHS
(cMepTenbHBIA U HECMEePTENbHBIHH
OHM, 6Geccumnromueiii UM,
cMmepTh Benteacreue octpoit KBC,
HecTabunbHasn CTEHOKapaus,
AKIIL YTKA,
peBacKyNIpU3aLus, HHCYNLT)
501 (cMepTenbHbIi u|42% 38 nporus 64 1,9% 0,0070
HECMepTeIbHbIH OHM,
6eccumnromuelii M)
Hucynstel  (cMmeprensHeie  u | 48% 21 npotus 39 1,3% 0,0163
HECMepTEbHBIE)

"Hcxonist M3 pa3sHOCTH mokasaTeseii ob1lel 4acTOTsI COBBITHI 3a NepHOA moceytoLero HabmoaeHus
C MEAHAHHOMH NPOAOIKUTENLHOCTRIO 3,9 neT

OMMU = ocrpetii nudapkT Muokapna; AKIII = aopTo-koponapHoe uynTHpoRauue; KBC = KOpOHapHas
bonesur cepaua; MM = undapkr muokapaa; UYTKA = upeckoxHas TPaHCMIOMUHANIBHAA KOPOHAPHAS
aHI'HOIIACTHKA.

Oddekr Tepanuu He 3aBuCes OT MOJNOBOH NPUHANIEXHOCTH, BO3PACTA M MCXOJHOIO YpPOBHS Xc-
JIIHIL. Otmeuanace GnarompusTHas TEHACHLUMS K CHHXKEHUIO YPOBHS cmeptHoCcTH (82 cmeptH B
rpynne ruraue6o npotTus 61 cMepTH B rpynne aTopBacTaTHHa, suauenue p = 0,0592).

BTopuuHBIH HHCYIILT

B wuccrenoBaHud MpoQuIAKTHKA MHCYNbTA TOCPEACTBOM WHTEHCHBHOTO CHHXKEHHS YPOBHSA
xonecrepuna (uccnenosanne SPARCL) yuyacteoan 4731 nauuvenr. VyacTHHKH MOy4any
atopeactratud 80 mr/nens unu mnauebo. Bee orebpanmsie-manments 6€3 kopoHapHoi GonesHu
cepaua (KBC) B anamuese Ha npoTsxeHun 6 npeiietFEyiSiix Mecslen ‘TlepeHecay MHCYJIBT MM
TPAH3UTOPHYIO HIemMHueckylo ataky (THA). M éfﬁiiis‘Wﬁﬁ“%‘ﬁ%“ydmmnma, cpenmuit
BO3pacT nauueHToB — 63 roxa (ot 21 roaa ao 92 ner);epéantit yporers JITTHII Ha uexoaHom YPOBHe
cocraBun 133 mr/an (3,4 mmone/n). Ipu npoaenenﬁpprh ) '__Xc-Il'l'[%T[ B rpynmne
aTopeactaTvHa coctasun 73 mr/an (1,9 mmons/n), {as lﬁyﬂm 9/mr/an (3,3 Mmonb/i).
Menuatnas Npo/IO/KHTENBHOCTS NIEpHOZa nocaeaypowero #aGdaenus 74,9 Ty, A, ~|
B cpaBnennn ¢ nnauebo aropsacratud 80 mr/aeny chudtin 'pucﬁ‘bcnonuq/xﬁ_i_ggﬂf_:};uéﬁo‘ niokasarens
(cmepTenbHbIi WM HecMepTeNBHBIR HHCYTBT) Ha 15% (HR 0,85; 95%-He1i noBepUTENBHbIN HHTEpBAN
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(OK) 0,72 - 1,00; 3nauenue p = 0,05 unu 0,84; 95%-uwiii U 0,71 - 0,99; 3Hauenue p = 0,03 nocne
KOPPEKTHPOBKH C Y4YeTOM WCXOAHBIX ¢akropos). ITokasarenu oOwmel cmepTHocTH: rpynna
aropsacTaTiHa — 9,1% (216/2365), rpynna nnaue6o — 8,9% (211/2366).

HaHHble PETPOCNEKTUBHONO aHanu3a: NPUMEHeHHe aTopeacTaTiHa 80 MI CHM3WIO YACTOTY CJIyyaes
Hwemuyeckoro uHcynera (218/2365, 9,2% npotuB 274/2366, 11,6%, 3HaueHue p = 001) u
YBENHYHIIO HaCTOTy CNyHaeB reMopparnveckoro mHcynsta (55/2365, 2,3% nporus 33/2366, 1,4%,
3Hayenue p = 0,02) mo cpaBHeHHIO ¢ Mnaueto.

0 TloBblueHHBIH PUCK TeMOpPPAarH4ecKOr0 WHCYIbTA OTMEYANcs y MALMEHTOB, HA MOMEHT
BKJIOHCHHA B MCC/IE/IOBAHNE YK€ MEPEHECUIMX remopparuyeckuii nHcynst (7/45 B rpynme
aToppacTaTiHa NpoTHB 2/48 B rpynne nnaue6o; HR 4,06; 95%-uwiii JIU 0,84 — 19,57). Puck
WILEMUHYECKOr0 MHCY/IbTA OBLT NpaKTHYECKH ONMHAKOBBIM B o6eux rpynnax (3/45 B rpymne
aropsacTaTiHa npoTHs 2/48 B rpynne miaue6o; HR 1,64; 95%-usiii JIH, 0,27 — 9,82).

0O TloBbieHHbIH PUCK FeMOPPAarHuECKOTO WHCYNbTAa OTMEYAICS y NALMEHTOB, HA MOMEHT
BIJIIOUEHHA B HCCIENOBAHME TMEPCHECIIMX JlakyHapHpiH uHdapkr (20/708 B rpynne
aropsactatita npotus 4/701 B rpynne nnaue6o; HR 4,99; 95%-uwiit TU 1,71 — 14,61), npu
9TOM y JiaHHBIX NAaLMEHTOB HAG/IONANCS MNOHMIKEHHBIH DHCK HLIEMHYECKOr0 WHCYJbTA
(79/708 B rpynne aropsactatuna npotus 102/701 8 rpynne nnaue6o; HR 0,76; 95%-up1ii U
0,57 — 1,02). MoXHO NpPeANmONOKUTh, YTO NMOBBILIEHHBIH PHCK HHCYNIBTA XapaKTepeH ajs
NMAUKMEHTOB C PAHEE NEPEHECEHHBIM JIAKYHapHbIM HH(GAPKTOM, TOyYaBIIMX ATOPBACTATHH 80
MI/neHb.

ITokasatenn ofluel CMEPTHOCTH B MOArPYINE NALHEHTOB C PAHEE MEPEHECEHHBIM reMopparu4ecKum
WHCY/IbTOM: Tpynna aTopacTaTvHa — 15,6% (7/45), rpynna nnaue6o — 10,4% (5/48). INokasarenu
oLiell CMEPTHOCTH B MOArpYNME MAaLMEHTOB C PAHEEe MEpPEHECEHHLIM JIaKyHapHBIM HHBapKTOM:
rpynna aropsacratiHa — 10,9% (77/708), rpynna nnaue6o — 9,1% (64/701).

[lauuenTs! nerckoro Bospacta

Temepozucomnas cemeiinas cunepxonecmepuremus y nayuenmog 8 gozpacme om 6 0o 17 nem
OtxpeiToe 8-HenenbHOE uccnenoBanue hapMaKOKMHETHUECKUX W (apmakoauHamuyeckux cBoiicTs, a

Taioke 6e30MacHOCTM M MEPEeHOCHMOCTH AaTOPBACTATMHA MPOBOAMIOCH C ydactdem jered M
TOAPOCTKOB C FeHETUYECKH NOATBEPIACHHON IeTEPOSHIOTHOMN CeMeliHOM runepxonecTepuHeMyel u
koHuenrpauuei Xc-JIITHIT > 4 Mmonb/n1 Ha McxoHOM ypoBHe. B 0bwieii CIoKHOCTH B HCCNeIOBAHHH
NpUHHMaTH y4acThe 39 fieTe ¥ MOAPOCTKOB B BO3pacTe OT 6 no 17 jer. B rpynmmy A Bomunu 15 aereii
B Bo3pacte or 6 no 12 ner (craaus 1 no Tauuepy). I'pynna B 6sm1a chopmupoBana u3s 24 aeteii B
Bozpacte OT 10 no 17 (craaus > 2 no Tauuepy).

B rpynne A HauaibHas cyTouHas 2103a aTopBacTaTHHa B JOPME KeBATENLHOMN TAGNETKH COCTABIIA 5
mr, a B rpynne B — 10 mr (B dopme Tabnetku). VcaoBusMu MccnenoBaHus JONYCKAaNOCh YABOEHHE
A03bI B CNyHae XOpOLeH NepeHOCHMOCTH aTOPBACTATHHA, €C/TH B OTMeTke Bpemenu «Hemens 4» He
AOCTHrancs UeneBoH nokasarens ypoeHs Xc-JIMTHII < 3,35 mmosns/n.

K ormetke Bpemenu «Henmens 2» y Bcex CyGbeKTOB HCCIENOBAHUS OTMEYANIOCh CHHKEHHE CPEIHHX
nokasareneit Xc-JIITHII, o6mero Xc u anonunonporeusa B, ¥ NaUHUEHTOB, MOJYYaBIIHX YABOSHHYIO
AO3y, NOMONHUTENLHOE CHIDKCHHE HAabMIOAnoch yke uepes 2 HeNenM MpH NpPOBEAECHMH nepeoi
OLCHKH TI0CTe yBeIUICHHA A03bl. CPEJHUE CHIDKEHMA MOKasaTeneil JIMMMAOB B NPOLEHTaX ObLTH
CXOJHBIMH B OBenx rpynmax He3aBHCHUMO OT TOrO, NPOJOKANM U OHH NnomyyaTh Ha4aabHYIO H03Y
WK TIONy4alin yNBOSHHYHO N03y. B oTMerke Bpemenu Henens 8 usmenenus ypoeHeit Xc-JITTHIT u
obuero Xc oT UCXOAHBIX 3Ha4eHHU cocTasuiu 40% u 30%, cOOTBETCTBEHHO, HE3ABMCUMO OT JO3bI.
Lemeposucomnan cemetinan eunepxonecmepunemus y na 6 6o3pacme on 10 0o 17 nem
Heoiitoe crnenoe, nnaue6o-koHTponupyemoe HGCJ'IB.EI,%B&HHB "UK'HODﬂERyI_i)LE-éﬁ.--QTKpLWOﬁ dazoii
MpOBOAMIOCL C y4acTveM 187 peTedl (MaibuMKOB B MeBOMGKs: Yo KOTOPBIX, YIKE Obila neppas
MeHcTpyauus) B Bospacte ot 10 mo 17 ner (cpeanuit qupacn lﬁ;j‘j@) _C reTepO3HIoTHOH cemeiHoii
rurnepxonecrepunemueii (CI') mnu ¢ Taxenolt runepxonecrepuHeMHeii. [ocne panpomuszauun 140
CyObeKTOB HCCIeIOBAHHUS MO/Ty4aiH ATOPBACTATHH, a 4{— Mﬁ@éﬁuuu ‘Herénk

4Ero B TeHCHHE CleAyowHux 26 Hepgenb Bce cyﬁhelérbi--ﬁqcae,qgﬁgl@a rnon - .
CyTouuas nosa atopeactaThHa (3a OJMH NpHeM) ¢ apnsfa 10 mr p TEHEHH d&@‘ﬁﬁ}ﬁ"‘ /Henens.
ITocne sroro, ecnn yposens Xc-JIITHIT npessiman 3,36~ mMmons/r, 1o3a “THTPOBaJach ,uo'“bO' mr. Ha
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NpoTSKEeHHH 26-HelenbHOH NBOHHOM caenoli daskl MccneaoBaHus NPH NPUMEHEHHUU aTOPBACTATHHA
OTMeYanoCh CYLIECTBEHHOE CHIKeHMe ypoBHel obwmero Xc, Xc-JITTHII, Tpurauuepuaos M
anonunonporedHa B B mnasme. Cpennuii yposens Xc-JIITHII cocrasun 3,38 mmons/n (auanasow:
1,81 = 6,26 mmons/n) B rpynne aropsactatuHa K 5,91 mmons/n (auanason: 3,93 — 9,96 mmons/n) B
rpynne nnauebo B TeyeHne 26-HenenbHOR NBOHHOM cnenoii dassbi.

B J1ononHuTENbHOM HCCNENOBaHMM C Y4acTHEM TNalMeHTOB HeTckoro Bospacta (10 — 18 ser) ¢
rUNepXojieCTepUHEeMHEll Tepanus aTopBacCTaTHHOM CPaBHHMBANACh C Tepanued KosecTurnonom. B
orMerke BpemenH «Henens 26» B rpynne aropsacratiHa (N = 25) oTmedanoch 3HAYHTENILHOE
cHibkeHue koHueHTpauuu Xc-JITIHIT (3nayenne p < 0,05) no cpaBHeHHIO C pe3ynbTaTami,
noyTy4eHHbIMM B rpymnne konecrunona (N = 31).

Hcenepoanue npUMEHEHHs aTOPBACTATHHA TAK JKe MPOBOAMIOCH C YYACTHEM NALMEHTOB OETCKOro
BO3pACTA C TAXKENOH THMeEpXoNecTepHHEMHeH (BKIOYas NOMO3HMIOTHYIO TMIIEPXONECTEPHHEMHIO), 46
AeTed Nojy4any aTOpBacTaTHH, 03a KOTOPOTO THTPOBANACh B COOTBETCTBUM C OTBETOM Ha TEPATHIO
(HekoTopble HenbITyeMble nofty4dany 80 Mr aropsactatiHa B JeHs). MccnenoBanue npoBoaunoch Ha
npotskenn 3 net: ypoeeHb Xc-JITTHIT Gein chuxen na 36%.

Honrocpounas 5(¢eKTUBHOCTE TepanmMM aTOPBACTATHHOM, NpPOBOAMBLIEHCA B JIETCTBE, B IUIAHE
CHH)XEHHs 3a60/1eBaEMOCTH M CMEPTHOCTH BO B3POC/IOM BO3pacTe He Gbina onpeneneHa.

EBporefickoe areHTCTBO J€KApPCTBEHHBIX CPEACTB He TpebyeT NpeaoCTaBNeHUs pe3y/IbTaToB
HCCIeNIOBaHMH MPUMEHEHHUS aTOPBACTATHHA JUIS JIEYEHHH TeTEPO3MIOTHOM MMMEPXO/ECTEPUHEMUH Y
netel B Bospacte oT 0 10 < 6 JeT U U1 JIeYEHM TOMO3UTOTHON CeMeHHON runepXxonecTepuHeMUH,
KOMOMHUPOBAHHOH (CMEINaHHON) IUNEPXONECTePHHEMHH, MIEPBHYHON MHNEPXONCCTEPUHEMHH U 1A
NpoQuIaKkTHKH CepIeYHO-COCY ANCTEIX 3aboneBaHnii y neteii B Bozpacte ot 0 g0 < 18 ner.
DapMaKOKHHETHKA

Beaceisanue

Tlocne nprema BHYTPb aTOpBACTATHH GBICTPO BCACHIBACTCS, MAKCHMAIIbHBIE KOHUEHTPALIMH B TUIa3Me
(Cmax) Habmionaiorcs vepes 1 — 2 yaca. CTeneHb BCachiBaHMS BO3PACTAET NPONOPLHOHANLHO HO3E
aTopeacTaTHHa. bBuojocTynHOCTh aropacTaTMHa B (opMe TaGNETOK, NOKPHITHIXIIEHOUHOM
060n04KOH, Mocne npremMa BHYTpb cocTasnseT 95% - 99% no cpaBHEHMIO ¢ aTOPBACTATHHOM B (JopMe
pacTBopa I TNEpOpanbHOro BBeAeHMs. AGcomoTHat OHONOCTYNHOCTb AaTOPBACTATHHA paBHa
npumepHo 2%, a cHCTeMHas JOCTYNHOCTE HHrHOMpYrolel akTHBHOCTH 110 oTHOWEHHI TMK-KoA-
penykrase coctasiser okono 30%. Huskas cucremHas JOCTYNHOCTb OGYCNOBEHA MPECHCTEMHBIM
KIIHPEHCOM B CIIM3MCTOH 0GO/NOYKE JKENyAOYHO-KHIIEHHOTO TpakTa W/unu MetaGoNu3MOM TMpH
«TIEPBOM NPOXOXKAECHHH) Yepes NeyueHb.

Pacnipenenetue

Cpenuuit o6beM pacnpeneneHust atopBacrtaTHHa npuMepHo pasen 381 a1, CreneHb CBA3bIBAHUS
aTopBacTaTHHa ¢ Henkamu rmiasmel > 98%.

Buotpanchopmaltis

AtopBactaThH  MertaGonmsupyerca umroxpomom P450 3A4 ¢ ofpazosanueM opro- U
NaparuIpoOKCHINPOBAHHBIX NPOH3BOAHBIX, 2 TAKKE PpasiIHYHBIX MPOAYKTOB 6GETa-OKHUC/IEHHS.
Hanshelimuii  Merabomvsm naHHEIX TPOAMYKTOB MPOXOAMT IyTeM TMIIOKYpOHHAAUuH. JlaHHble
MCCIE/IOBaHMH  in  Vitro mnOKaselBalOT, 4YTO moAaBneHMe penykTassi | MK-KoA opTo- H
MaparuJIOKCHIMPOBAHHEIMU  META00IMTAMUM  3KBHUBAICHTHO €€ MNONABNCHUIO ATOPBACTATHHOM.
Hurubupyiowas akrusHocts B otxowenun I'MI-KoA-penykrassi B nnasme npumepro Ha 70%
06ycnoBieHa aKTHBHOCTEIO LIMPKYIUPYIOLHX MeTaboIHUTOB.

Brisenenre ————

ITocsie  MEYEHOMHOr0  W/MIH  BHEMEUYEHOYHOrO aGONH3MA " CATOPBACTATHH. .., BEIBOANTCH
MPeHMYLIECTBEHHO C JKeubio. Bmecte ¢ Tem, atopsagrerims @PraeTCs, B, 3HAYHTEIbHOM
CTENEHH KMUIEUHO-NIEYEHOYHON PelMpKyIALMH. CpeiHuid Hepmo IBEICHHs ATOPBACTATHHA U3
MyIa3MBl KPOBH MeJIOBeKa COCTABNseT okono 14 uacos. [Mbwym rubupyteiuei akTHBHOCTH Mo
orHowenuo k I'MI-KoA-pepykrase paseH npnmepiqo 206 45 adap, 0
NPHCYTCTBHEM AKTHBHBIX METAGOHTOB. | g7, Assem__ S

Ocobbie rpynns! NauUeHToR | % v o AVOC. 10,5 }

e . p——
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HagHeHTbl NOXXHJION0 BO3pacTa: KOHUEHTpaLuKHu ATOpBacTaTHHA WU €ro AKTHBHBIX MeTabonuToR B

fUIa3Me Yy 3N0pOBbIX MOMKWIBIX MALHEHTOB BEHILIE, ueM Y MONOABIX NIOAeH, NOCTHruIMx
COBEPIICHHONETHA; B TO K€ BPeMs JUIHIHbIE sbdexThl  comoctaBumel ¢ spdexramu,
Hab/II0AaBLIMMUCS Y NALMERTOB 60Tee MONOOro BO3pacTa.

INauwmenTsl netckoro pospacra: B OTKPBITOM 8-HeMlebHOM HCCIeIoBaHKHM (cramun I (N=15)u>2 (N
= 24) no Tannepy) netu (Bospact 6 — 17 JIET) C FETEPO3UrOTHOMN ceMelfHO THIIEPXONECTEPHHEMHUEI U
yposHeM Xc-JITTHIT Ha ucxonHom ypoere > 4 Mmos/n nojiy4anu aropeactaTu 5 mr unu 10 mr B
dopwme xesarensHbix TabneTok, Au60 10 Mr wig 20 MI' B (opme TabIeToK, MOKPHITBIX MIEHOYHO
00ONOYKOH, ONMH pas B JIeHb, COOTBETCTBEHHO. Macca Tena 6ebina eguucTBeHHO HE3ABHCHMO#H
MEPEMEHHON B (hapMaKOKMHETHYECKOH Momenu ToNynAunK aroppactatuia. Kaymmiics KITHpEHC
1IpH TIEPOPATIEHOM NPHEME aTOPBACTATHHA Y CYOLEKTOB HCCIENOBAHMS HETCKOro Bo3pacta Gbin cxoxi
C aHAJTIOTMYHBIM M10Ka3aTeNIeM y B3POC/BIX NPH YCIOBHH a/1/IOMETPHYECKOr0 MePeCcYeTa 10 Macce Tena.
Vcroliyusoe cHukeHHe ypoBHel Xc-JIITHIT u obmero Xc HabmioNanuch Mo BCeM aMAMazoHaMm
BO3/IEHCTBHS aTOPBACTATHHA H O-THAPOKCHOATOPBACTATHHA.

(Dam'og NOJIOBO#H NPUHANNTEIKHOCTH: KOHLEHTpauuu aTOpBAacTaTHHA H €ro aKTHBHBIX MeTabonuros B

JKEHLUMH HE OTMEYEHBI.
[ToyeyHas HENOCTATOYHOCTD: HanHuHE HOYEUHO] HEOCTATOYHOCTH HE BIMSET HA KOHLEHTPALMIO B
[I1a3Me ¥ Ha TMNYAHbIE 3GEKTHl ATOPBACTATHHA U €10 AKTHBHbIX MeTabonuTos.

[leyeHouHas HenocTaToOUHOCTS: ¥ MalHeHTOB C XPOHHYECKOH alKoronsHo 60Me3HsI0 neuenu (knacc
B no wxane Yaiina-TTeto) KOHUCHTPAIHH aTOPBACTATHHA M €0 AKTHBHbBIX MeTabonuToB B mnasme
3aMeTHo Gosiee Bricokue (Cmax u AUC NPEBLILICHEI, COOTBETCTBEHHO, B 16 1 11 pa3).

Honumopdusm SLCOIBI: B neuenounom 3axpaTte BcexX HHru6GuTopos I'MI -KoA-penykrassi,
BKJIIOYad AaTOpBACTATHH, Yy4acTByeT TpaHcrioprep OATPIBI. IMauwments: c NoauMopgu3MOM
SLCOIBI nogsepxens: PHCKY YCHJIEHHS BO3AeHCTBHS aTOpBACTATHHA, YTO YPEBATO YBENHYEHHEM
Prcka passutua pabaomuonusa. ITonumopdusm B reme ¢ konom OATPIB1 (SLCO1B1 ¢.521CC)
CBA3AH C yBEJIHYEHHEM BO3AEHCTBHA aTOPBACTATHHA B 2,4 pasa (AUC), ecnu CPaBHHMBATh C JTHLAMU
6e3s nanHoro BapuamTa remoTHna (c.521TT). B xaxoii crenenu AaHHOe 0OCTOATENBLCTBO MOJKET
OTPasuTbCA Ha 3)PEKTHBHOCTH, HEH3BECTHO.

Ilokazannna k npuMeHenmIo
lunepxonecreponemus
ATOpBAacCTaTHH Ha3Ha¥aeTCs B KayecTse AOTIONHEHMS K JMeTe JNs JleueHHs MALMEHTOR C
MOBBILICHHEIM  ypOBHEM 06Luiero Xonmecrepuua, Xonecrepuna JIHIT (n@nonporernoB muskoii
TUIOTHOCTH), anoiMnonpoTerHa B 1 TPHIITALIEPH/IOB, A TAKXKe AA MOBBIILEHUS YPOBHS XOJleCTEpPUHA
JIBII (nunonpotenna BeicOKOi IJIOTHOCTH) Yy GOJBHBIX ¢ TNEPBUYHON runepxonecrepunemueii
(HacnencTeenHoi reTEPO3HIOTHOH H HEeHaceCTBEHHOH Tanepxonecrepunemueii),
KoMOuHHpOBaHHON (cMewranHo¥)  runeprunuaeMueit (®peapuxconosckuii Tun Ila u IIb),
TIOBBILICHHBIM YDOBHEM TPHITIHLEPHIA B MJ1a3Me (Ppenpuxconosckumii Tun I, B Tex enyuasx, Korga
AHETA HE OKA3BIBAET JOCTATOYHOTO 3(dekTa.
ATOpBACTATHH TakKe NOKA3aH A7 TOHMKEHHS YPOBHA 061Ero XonecTepuna u xonecrepuna JIHIT y
TMAalHCHTOB C rOMO3HIOTHOM HAacNeNCTREHHOI] THIIepXoiec HeMHeli-B.Tex_Clyyasx, koraa Her
AOCTATOUHOH peaKuMu Ha AHETY UITH Apyrue HeNeKapcTBeHHHIE MEPBTFM T ras v sue ..,
IIpodmnakTuka cepreuno-cocynueTEIX OC/IOMKHEHM FAPERTIS pyeR agaglinc en ..., ”
[auuentam Ges winHHYecKuX NPHU3HAKOB CepAeYHO-cocy &wo%,hc IUCTHNHaeMHCI
WK 6e3 Hee, HO ¢ MHOMKECTBEHHbIMU (axropamu pucka nmf: orgi] CEPILA, TAKHMH Kak
KypeHHe, aprepuanbHas runeprensus, caxapHelii quaber, Hﬁsgmmﬂ (XcAIBEY) nnu c
paHHel Hwemuyeckoll GonesHsio cepaua B cemeﬁnr}m&iﬂam,_ _NOKa3aKe7, sipxMeteH e
aTopBacTaTHHA [Is: SN e £ e . Lou” .'I

U yMeHblleHHs pHCKa NeTanbHOCTH NPH HILEMHYECKOH GONE3HH Cepaua-# HedaranbHOro

nH(apkTa Muokappa;
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0 yMeHbIIEHHS PHCKA PAa3BHTHA HHCYILTA;
0 yMeHbUIEHHs PHCKa MOOBEPTHYTECA ONEpalMM PeBaCKYAAPH3AUMH H pHUCKA pasBUTHS
CTEHOKapAUH;

0 ymeHbLIEHHA pUCKA rocnyTanusaluy no nosony XCH;

0 yMeHbUIEHHS PHCKA Pa3BHTHSA CTEHOKapIHH.
[pumeneHye y gereii (nauuenTsl B Bo3pacte 10 — 17 sier)
AropBacTaTHH MNOKa3aH B Ka4yeCTBE JOIOJIHEHMA K JHETe J1d CHWXEHHS YPOBHA obLuero
xonecrepuHa, xonecrepuna JIHII (nMmonpoTeMHOB HM3KOH MIOTHOCTH), amonumonporenHa B y
JeBOYEK MOC/Ie MEHapXe W Yy MaJibuMkoB B Bodpacte 10 — 17 neT ¢ reTepo3uroTHol HacneacTBeHHON
runepxojieCTepiHeMuell B aHaMHe3e, €CiIM TOCIIE COOTBETCTBYIOLIEH IpobHOM neueOHOM AMeTH!
MMEIOTCA CIIEYIOIIHE NOKa3aTeu:
a. ypoBeHb xonectepuna — JIHIT octaercs > 190 mMr/pn unu
6. yposenb xonectepuna — JIHIT ocraerca > 160 mr/an u npu atom:
* HMeeTCsl HACNeNICTBEHHas MpPENPAaCcroIOKEHHOCTh K PaHHEMY Pa3sBHTHIO CepAEYHO-COCYIAHCTHIX
3aboneBaHui UK
* Ha JaHHbIA MOMEHT y Aetel umerorcs 2 unu Gonee Apyrux (GakToOpoB pHCKa pasBHTHS CepAEHHO-
COCYAMCTHIX 3a601eBaHui.

IIporuBonokasanus

IToBbliieHHas 1yBCTBUTENLHOCTL K aKTHBHOMY BELIECTBY MM K JIIO60MY U3 KOMIIOHEHTOB npenapara.
3aboneBaHus nMeyueHH B aKTHBHOM CTafuH.

IlepcucThpyrouiee NOBLILIEHHOE CONEPXKAHHE CHIBOPOTOYHBIX TpaHcamuHas (Gonee uem B 3 paza)
HEesICHOr0 reHesa.

bBepeMeHHOCTD ¥ NEPHOJ JIAKTALMH.

Cnoco® npumeHnenys 4 Z03bl
Mo Hayana neveHHs ATOPHCOM NALMEHT NO/KEH ObITh NepeBefieH Ha AMeTy, ofecneuuBaroLLyi0
CHWXKEHHE CONCPXaHHA JIMMKWAOB B KPOBH, KOTOPYIO HEOGX0AMMO coOMIOfaTh B TEYEHME Tepanuu
npenaparom.

Pexomennyemas wauanbHas nosa cocraBiaser 10 mr exemHesHo. B 3aBucuMocTH oT Tpebyemoro
abdekra cyrounas no3a Moxer ObiTh yBenmueHa He Gonee, uem no 80 mr. ITauMeHT MOMKEH
NPUHUMATh ATOPHC ONHOKpaTHO B so60e BpeMs AHSA, HO B OJHO M TO k& BpeMs KKAbI [eHb.
Ilpenapar NpUHHMAIOT HE3aBHCHMO OT mphema M. CyWECTBEHHBIH TepaneBTHYeCKHii a¢dexT
OTMEYaeTCs MOCAe ABYX HEAENb JICUCHUA, a MAKCUMAIbHBIA 3((eKT pasBHBAaEeTCS uyepes HEThIpe
Hepenu. [ToaTomy 103MPOBKY He CENYeT U3MEHATh PaHbILE, YEM Yepe3 HEThIpe HeeNu Nocie Hayana
npueMa npenapara B NpeaslAyLlei qose.

Ilepsuunas (2emepo3uzomnas cemeiinan u NONUZEHHAS) ZuUNePXORECMEpUHeMUs (Mun IIa) u
cmewiannan aunepaunvdemus (mun I1b)

Jleyenne HauMHAeTCA C PEKOMEHIYEMOH HAuanbHOW [03bl, KOTOPYIO B 3aBUCHMOCTH OT s dekra
YBENHYHBAIOT MOCNE HEThIPEX HEJEINb JIeYeHHs NEPBOHAa4albHO BBHIOpaHHOH 1030i. MakcumanbHas
cyTouHas fo3a cocTapnset 80 mr.

T'omosuzomuan cemeiinan zunepxonecmepunemus

Bspocnoie nayuenniv. luanazoH [03 Takod ke, KK M NPH APYFHX THNAx rHOEPAHNHAESMHH.
Hauanbnasi nosa noabupaercs MHAMBHIYanbHO B 3aBHCHMOOTH.-OT-BBIPAKEHHOCTH 3aGonesanus. V
DOMBLUIMHCTBA NALIEHTOB C FOMO3KHIOTHOM Hacne,ucmeuﬂglm rifiepRonecTepuHeMHEN ONTUMaNTbHBbIIH
addekt Habmonancs Npu HCNONL3OBAaHUK Npenapata B cyToUHoH 80ypp. ATOpHC HCnoNb3yeTes
B KaYeCTBE JOTIOJIHUTENEHOH Teparuy K APYrHM METoaaM muﬂm;)ea) WIIM KaK OCHOBHOE
JIEUEHHE, EC/IH TEPANHA C MOMOLLIBIO APYTHX METOLOB HeBoiMma.__ v
YV nuy noowcunozo eospacma u 'y 6onvusix ¢ noveynoi w docmm@ugz tﬁé ci
peKoMeHIyeMble 103kl ATOpHCA. a7 N

|
i £ Lo, 2oy

Y nayuenmoe ¢ napywenusymu gynxyuu nevenu Heobxonuma OCTOPOMXKHOCTL B C 3H6€: 3&MeﬁﬂeHHeM

BbIBEICHHA Mpenapara W3 opraHusMa. B nonoGHo# cuTyauuu crneayer TuiaTensHo KOHTPO/IMPOBAaThL

KJIMHWYECKHE W J1abOpaTOpHBIE MOKA3aTeNd, W TMpPH BBISBJICHUH 3HAYUTENBHBIX MNATONOrUYECKUX

€ M3MEHATH
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1.3.1 Atorvastatin calcium
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W3MeHeHUH 1032 NO/KHA ObITe YMEHbLIEHa, WM JIEYEHHE JODKHO ObITb NpeKpameHo. ATOpHC
MPOTHBOMOKA3aH MalMeHTaM C 3a00NeBaHUAMM NEYEHW B AKTHBHOW crajauu. Ilpu ycroiiumsom
MOBLILUCHHM BEPXHCH rpaHulbl HOPMBI YPOBHS TpaHcaMmMHa3 Gosiee wem B 3 pasa pekoMeHmyercs
CHHM3HTL IO3HPOBKY MpenapaTa HiH NpeKpPaTHTh ero NPUMEHEHHE.

IIpumenernue ¢ neduampuu

Knunnueckne nannsie 06 spdekrTBHOCTM M Ge3omacHOCTH TpHMeHeHMs mpenapata y noereii
OTCYTCTBYIOT. ATOpHC MOXeET ObITh Ha3Ha4eH AETIM TOMBKO BPa4OM-CIIELHATHCTOM. OMNbIT
MPUMEHCHHA aTOpPBAaCTATHHA JUIA JIEYEHHMs JeTed OrpaHWuYMBAeTCS TOABKO JIMIIL HeBOMBLION
nomynauuer GoneHeix (Bospact 10 — 17 ner), crpajamommx HEKOTOPHIMH (OPMaMH  THKENIOH
AMCTUNUAEMHH (KK, HAIPHMEP, FOMO3HIOTHaA CeMeiiHasi THIlepXONeCTePHHEMHAS). Pexomennyemas
HauanbHas CyTOYHas 103a ATOpHCa Uis 3TOH rpynnbl GOMbHBIX COCTaBaseT 10 Mr; B 3aBUCHMOCTH OT
3 (EKTHBHOCTH W NEPEHOCHMOCTH MNpEnapaTa OHa MOXET GLITh yBenu4ena no 80 mr B cyrkm.
ITocnenytomee HabnroneHue 3a pasBUTHEM STHX JeTeil He OCYILECTBISNOCH.

T'emeposuzomnas nacnedcmsennas 2unepxonecmepunemus y demeii (6 eospacme 10— 17 nem)

PexoMeHIOBaHHAs CTapTOBas [103a aTopBacTaTWHa coctaBiser 10 Mr/aeHb, MaKCHMATLHAS
pexoMmeHoBaHHas n03a — 20 Mr/aeHs (103bl Bbie 20 Mr HE NpPEACTAaBiEHbl B MCCIENOBAHMAX y
AaHHOHM nonynsunk nauuentos). Jlody crneayer noaGupars HHIMBUAYAIbHO B 3aBMCHMOCTH OT
PEKOMEHOBAHHOH LenH JieueHus. MaveHeHne J03bl ClielyeT NpOBOAMTL C MHTepBaiamu 4 Hemenu
unu Gonee.

IToGounoe aeiicTeue
[Tono6Ho /to6bIM APYrHM NEKaPCTBEHHBIM CPENICTBAM ATOPHC MOXET BbI3bIBATS HeXKesaTeNbHbIe
peakuyuH, XOTsl OHH NPOABIAIOTCS HE Y BCEX MalHeHTOB.
[Mo6ounsle 3(dexThl, KOTOpEIE MOrYT BO3HHKHYTH B npolecce JIeYEHWs AaTOPBACTATHHOM,
NOApa3AeNAOTCA Ha CIIEYIOLIME IPYIINLI [0 YaCTOTE BO3HHKHOBEHHS:
O4eHsb yactele (>1/10),
yacTeie (=1/100 mo <1/10),
HeyacTsle (>1/1000 mo <1/100),
peakue (=1/10000 o <1/1000),
ouenb penkue (<1/10000), HeusBecTHbie (He MOryT GbITh OLEHEHBI HAa OCHOBE HMEIOIHXCH
JNAaHHBIX).
Hugperxyuu u uneazuu
0 uyacTble: Ha30(apUHTUT.
Hapywenusn co cmopone: cucmemsi xpogemeopenus
0 peaxue: TpomGonrTonenus.
Hapywenun co cmoporv ummynHoii cucmemst
0 wuactele: anneprudeckue peakuuu
0 oueHs penkue: aHagunakcus
Hapywenus memabonuzma u numanua
O wyacTeie: runepriukeMus
0 HeyacTsle: rUTOrIMKEMHS, TIOTEps Beca, aHOp
Hcuxuampuyeckue paccmpoiicmsa
0 HevacThle: KOMIMAPHBIE CHOBHEHMS, GecCOHH "a
Hapywenus co cmopone nepenoii cucmems A
O wu4acrTsle: ronosHas 6016 Expona -,
0 HeuyacTble: roNIOBOKPYsKEHHIe, TAPECTE3Ns, rHTlecTedin uht-ﬁﬁ@nes 2
U penkue: nepucpepuueckas Heiiponatus | E’* Aowoery______
Hapywenus co cmopons opeana spenus ’ k3
[ wuacrete: pacdokycupoBaHHOe 3peHHe TR ——— ————
0 peakwe: 3puTeNbHOE HApyLIEHHE
Hapywenus co cmoponw opeana cnyxa u cucmeme: rabupunma

Oooooaoa

. e
e —
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1.3.1 Atorvastatin calcium
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0 HeyacTble: THHHUTYC (LIyM B yuiax)
0 oueHb penxue: NOTeps ciayxa
Hapywenun co cmoponst OvixameinsHotl cucmemst, 2pyOHOU KIemKky U cpedocmenus
0 wuacTele: MIOTOYHO-TOPTaHHAA 60JIb, SMHCTAKCHC
Tenamobunuapuvie Hapyuerus
0 HeuacTele: renaTUT
0 penxue: xonecTas
0 oueHb pelKHe: MeYEHOYHAsd HENOCTATOUHOCTE
Hapywenun co cmoponst JKKT
U wacTsle: TOLIHOTA, METEOPU3M, JHUCIIENICHA, 3aMOp, AUapes
O Hewactbie: ppoTa, GonH B 061aCTH KMBOTA, OTPHDKKA, TAHKPEATHT
Hapywenua co cmoponsl kosicu u nooxosxcnsix mrareti
[ HeuacThle: KpanMBHHLA, KOXKHAS CbINb, 3YA, AIONELIHA
U penkue: aHrHOHEBPOTHYECKHH OTek, OymnnesHas ceinb (MynbTHhOPMHAA pHTEMA, CHHAPOM
Crusenca-J[OHCOHA, TOKCHYECKHEl SMUaepMaIbHbIH HEKPOIU3)
Hapywenua co cmoponst CKenemHo-muliueyHotl cCucmemsl
0 wuacTele: Muanrus, aprpanrud, Gonk B criuHe, 60b B KOHEYHOCTAX, MBILIEYHbIE CMA3MB,
OIyXaHHE CYCTABOB
O weuacteie: 6ok B IIee, MBIILIEYHOE YTOMIIEHHE
U peakue: MHONATHs, MAO3HUT, pabIOMHMONN3, TEHANHONATHS, WHOTJA OC/IOMKHEHHAs Pa3phIBaMH
Hapywenus co cmoponbvl penpodykmugHoti cucniemsl 4 MOROYROI Jicenesel
O oueHb peaKUe: FTMHEKOMACTHS
O6yue napywenun
U HewacTsie: acTeHus, nepudeputueckue OTeKH, HelOMOraHue, GoJib B pyAH, YTOMIAEMOCTb,
HHpeKcHs
Jlabopamopmvie noxasamenu
0 wuacTele:  OTKJOHEHH  (QYHKUHOHAIBHBIX Npo6  NEeYeHH, [MOBLILIEHHBIE  YPOBHH
kxpeatnHuHKHHA3E! (KK) B kpoBH
0 wHewacThI€: MONOXKHUTENBHbIE PE3YNIBTAThI AHANM3A HA JEHKOLUTEI B MOYeE.
Kax u B cnyyae ¢ apyrumu unruburopamu I'MI-KoA-penyKTasel, Npu Tepanuu aToOpBACTATHHOM Y
MALMEHTOB OTMEYANHCh MOBBILIEHHBIE YPOBHH TpaHCaMHHA3 B ChIBOpOTKe. JlaHHBIE W3MEHEHHS
HOCHIHM, KaK TNpaeuio, cnabbiii, NpexoAswyii XapakTep W He TpeGOBaIM NpephIBAHHA TEPAMHH.
Kinnuuecku cyluectsenHble (NMPEBBILIEHHE BEPXHEro MpeAesia HOPMbl > 3 pasa) MOBBILIEHHBIE
YPOBHM TpaHCaMHHa3 B CbIBOPOTKe oTMeuanuch y 0,8% nauuenToB, momy4aBlumMx aTopsacTaTHH.
HauHble OTKIOHEHHS OBLTM 0303aBHCHMBIME W 0OPaTHMBIMH Y BCEX MALIHEHTOB.
MoseiweHuble yporuu kpeatuHkunassl (KK), npesblnasuine Gonee yem s 3 pasa BepXHHH npenen
HOpMbl, Habmoganuck y 2,5% NalMeHTOB, MNOJNYYaBLIMX ATOPBACTATHH, CXOXKHE pe3ynsTaThHl
OTMEYEHbl MpH TIPUMEHEHWH ApYyruX uHruburoposB I'MI-KoA-peaykrasbl B KIMHHYECKHX
HMCCNIeNIoBaHMAX. YPOBHH, mpesbiliaswue B 10 pas BepxHuii mpegen HOpMsi, oTMeuanucs y 0,4%
I1aLIHEHTOB, IPHHIMABLIHX aTOPBACTATHH.,
[lepeunicnenHsle nanee HexenarenbHble ABNEHMA HAGIONAIMCL NPU NPUMEHEHHH OTAENbHBIX
CTATUHOB:

0 CexkcyanpHas guChYHKLHS ———————
D nOIlaBJTEHHOC COCTOsIHHE ] FENTIFIC Canrng OF DRUS Amps 1, -'|r(_'u.. -‘: ,.u:.
ZEEAT - - Gy
O Penkue citydan MHTEPCTHLMAILHOIO wﬁonemnié% . !EEF’W;-THOCTH TPH, ,E_u:'_]}l'l"e.l]'leOﬁ
Tepanuu ' < & SR |

i’ Expar: 7 ) |

IlepenoznpoBka f . °"'2QC[ i: by

§ e e s
Creunduyeckas Tepanus Ans JNeUeHUs MEPENO3UPOBKH BACTATHHOM _0TCYTC
Nepesio3MpoBKH NP  HEOGXONMMOCTH NpHMeHAeTCs | cHMITOMaTHuecKoe  wlsTdiep ee
neuenue. Creflyer NpoBeCTH QyHKUMOHANbHbIE MPOOB! TMEYeHU M KOHTPONMpoBaTh ypoHW KK B
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CBIBOPOTKE. Bcenencteue 3HAYHMTEJIBHOIO CBA3LIBAHHA aropsacTtaTHHa ¢ Oenkxamu [11a3MBI1
CYLUECTBEHHOE YBENHYEHHE KIIMpEeHca 4TOPBACTaTHHA MpPH TeMOHaNH3e He NpOrHo3upyeTcs.

Bsanmopeiicrene ¢ ApyruME NexapeTBeHHBIMH CPeacTBAMH, a TaKiKe [pyrHe BHABI
B3aHMojeiicTBHA

UekcTare NpenapaTos Ha aTOPBACTATHH P OZIHOBPEMEHHOM MPUMEHEHUHU

ATopBacraTiH MeTaGonusupyetcs uuroxpomoM P450 3A4 (CYP3A4) u sensercs cyberpatom o
OTHOLUEHHIO K TPaHCNOPTHbIM Gellkam, Hampumep K bepmenty-neperocuuky OATPIB] B neuenu.
OnuospemenHoe npuMeHeHHe uHrubuTopos CYP3A4 unu TPaHCTIOPTHLIX BE/IKOB MOMKET MPUBECTH K
TMOBBILICHUIO  KOHUEHTPAUWH AaTOPBACTATHHA B MJAa3ME M YCHIWTH DPHCK PasBUTHA MHONATHH.
YBENMYEHHIO JaHHOTO PHCKA MOXET TaKKe CrocoGCTBOBATE OJJHOBPEMEHHOE IPHUMEHEHHE
aropeactatha M Apyrux JEKapCTBEHHBIX TNpENapatoB, BLI3HIBAIOLIHX MHOMNATHIO, HanpuMep,
NpOH3BOAHBIX (HPUOPOEBOI KUCIOTHI M 53eTUMHUOA.

Huzubumopwr CYP3A4

Ilpy npumenennu cunbHeIX uUHrMGHTOpoB CYP3A4 ormeuanocs 3HaYHTE/ILHOE YBEJIHYEHUE
KOHUEHTpauuK atopsactatiHa. Ilpu Bo3MOXHOCTH crenyeT usberaTs COBMECTHOrO [pUMEHEHH
aTOpBaCTaTHHA U CUIIbHBIX MHrHOKTOpOoB CYP3A4 (umknocnopus, TENUTPOMHLIMH, KITADUTPOMHLIUH,
ACNIaBHPAHH, CTHPHIIEHTO/I, KETOKOHA30/, BOPHKOHA30/1, HTPAKOHA30, M03aKOHA301 K HHrHOMTOpBI
BHY-nporeassl, Bkmouas puTonaBup, JIONMHABHD, aTa3saHaBMP, NapyHaBUp u Ap.). B cnyuasx, korna
COBMECTHOE NPUMCHEHMe AAHHBIX MpENapaToB M aTOPBACTATHHA HeH3BexHO, peKoMeHayeTcs
MPUMEHATE GoJiee HU3KMe HayalbHLIE M Go/lee HU3KHE MAKCHMAbHbIE Z03Bl aTOPBACTATHHA, TAKKE
CNICRYET OpraHn30BaTh HA[JIEKALUEE KIIHHUYECKOE Hab/IOIEHHE 32 COCTOSHHEM NALUEHTOR,
Ymepentbie uHrubutopsr CYP3A4 (3puTpoMHLMH, AMATHaseM, Bepanamun (nykonaszon) moryr
YBEIHUMBATE KOHLUEHTPALMIO aTOPBACTATHHA B IUIasMe. [IOBBIEHHBI PHCK pa3sBHTHA MHOINATHH
HabMoNaNCs NpyU COBMECTHOM NpPHMEHEHHU SPHTPOMHULIMHA W cTaTHHOB. HMccnenopanus neiicTsus
aMHONapOHa ¥ BepanaMmu/ia Ha aTopBacTaTHH He MpoBogmmHch. Kak aMHOZIapOH, TaK W Bepanamun
aBnstoTes unrnGuropamu CYP3A4, nosromy cosmectHoe NIpHMEHEeHHe C aTOPBACTATHHOM MOMKET
MPUBECTH K yBEIHYEHHIO CTENEHU BO3NEHCTBHS nocnenHero. [T03ToMy npi coBMeCTHOM NPHMEHEHHH
aTopBacTaTiHa M ymepenHblX unruburopos CYP3A4 cremyer npumensts Gosee HH3KYIO
MAKCHMAJILHYIO 103y aTOPBACTATHHA, TAK)XKE PEKOMEHIYETCA HAMJIEKALLEE KIHHUYECKOe Habmonenue
3a cocroanueM nauueHTtos. [locie Havana npUMeHEeHUs waH KOPPEeKUHH 036l HHrHOUTOpA chexyer
OpTaHH30BaTe HA/IekKalllee KITHHHYECKOe HabloeHNe 38 COCTOSHUEM NAlMEeHTOB.

Hudyxmoper CYP3A44

[Ipn coBmecTHOM npumeHeHuH aTopBacTaTHHa ¢ MHIyKTOpamu uutoxpoma P450 3A (manpumep, ¢
3¢asupenuem, pudamnHHOM, 3BepoGoem OGBIKHOBEHHBIM) MOXET HabmomaThes BapHabenbHoe
CHIKEHHE KOHLCHTPAaLUM aTopBacTaTWHa B Tuiasme. Bnaropaps ABOHHOMY MEXaHH3MYy AEHCTBHS
pudamnuna (MHAYKUHS wMToXpoma P450 3A W nopaeienue (epmenTa-nepenocynka OATPIBI s
MeYeHH) PeKOMEHYeTCH ONHOBPEMEHHOE NMPHMEHEHHE aTOPBACTATHHA W PU(AMIHMHA, NMOCKOMNbKY
OTJIONEHHO® NPUMEHEHHE AaTOPBACTATHHA MOC/HE NPHMEHEHUs pudamnuba 6Gbino ceA3aHO C
CYLUCCTBEHHBIM CHI)XEHHEM KOHLIEHTPAlMK aTOpBACTATHHA B IUIasme. TeMm He MeHee, HEH3BECTHO,
BIIUACT JIA NPUMEHEHHE PUDaMITHHA HA KOHUEHTDALMIO aTOPBACTATHHA B KIETKAxX neyeHu. [Toatomy,
€CIIH ONHOBPEMEHHOTO MPUMEHEHMA aTOPBACTATHHA M pudamnuua u3bexars HENb3s, Cheiyer
OpraHM30BaTh HaaNexallee HabNIOIEHHE 38 COCTOSHUEM MaLeHTOR.

Hrzubumoper mpancnopmusix 6enxos

[lpn npumenenun HHruGuTOpOB TPAHCTIOPTHEIX as-(naﬁpnmep;“nnxnocnopuﬂa) MOXer
OTMeYaThCs yBENMYeHHe CHCTEMHOrO BO3ZICHCTBHS ATOPHACTATHAL Bliusiniie npouecca noaasnenus
TPAHCIIOPTEPOB, YYACTBYIOMMX B NEYEHOUHOM 3aXEB e}m*w ATOpBACTATHHA B KJeTKax
neueHH HeussecTHO. Ecnu opHoBpemeHHoe npuMererue- Sen >~ CNENyeT -OpnaHu30BaTh
IJIHHHYECKO® HAG/IONEHHE C LIENBIO OLEHKH 3 (eKTHBROCTH. )~ 11’ "l
Lemcpubposun / npouzeodnvie ubpoesoii xucromu o...-:? 2. QL:Z? ,

Ilpy moHoTepanuu ¢ubpatamu oTmeuens! PEAKHE ‘LYW " MLHHeUHBIX ~11] i, BrmoYas
pabpomuonus. Puck passuTus nauHeIX 33607eB H% roxer D*Bbapaeﬁ? npu ‘_ogrfg;pemeuuom
TPUMEHEHHH NPOM3BOMHBIX (HGPOEBOi Kucnoﬂ:tﬁ’r"ﬁﬁfdm?ﬁhi. ~ Ecnu  onHoBpemenHoro

| SmPCPIL064665 2 | 11.06.2015 — Updated: 11.06.2015 | Page 11 0f 14|




1.3.1 Atorvastatin calcium
SPC, Labeling and Package Leaflet AM

NPHUMEHEHH s HeNb3sa n3bexkaTh, PeKOMEHIyeTCs NPUMEHSTh MUHMMANBHYIO 103y aTOpBacTATHHA, NpPH
KOTOPOH TepaneBTHYECKas 1IENb MOXKET OBITh JOCTHTHYTA, TAKOKE ClIefyeT OPraHHW30BaTh HaIeKallee
HaONIOAEHHUE 32 COCTOAHHEM MALIUEHTOR.

Dzemumub

[Ipy MOHOTEpanuH 33eTHMHOOM OTMEYEHbl DPEAKHE CilyYaH MblILEYHBIX HapYLIEHWH, BKJIOYas
pabaomHonus. B cBA3M C 3THM, PHCK pasBUTHA JaHHBIX 3a0oneBaHHH MOKET BO3PACTH TpH
O[HOBPEMEHHOM NpHUMeHeHWH 33eTumuba W aropeacTaTHHa. PekomeHpayeTcs OpraHM3oBaTh
Haanexaluee KIHHHYeCcKoe HabnmoaeHue.,

Konecmunon

[Ipd COBMECTHOM TPHMEHEHMH C KOJECTHIONOM OTMEYaloCh CHHDKEHHEe KOHLIEHTpaLuH
aTOpBacTaTHHA W ero aKTUBHbIX MerabomauTos B nuasme (npumepHO Ha 25%). BMmecte ¢ Tem, npu
COBMECTHOM TpPHMEHEHHMM aTOpBACTATMHA W KojecTHnona naunuiHeie a¢dektst Gbuin  Gonee
BBIPO)KEHHBIMH, YEM B CJIyYae COOTBETCTBYIOINX MOHOTEPAIHIA.

Dysudosasn kucroma

Hcenenosanus B3aUMOAEHCTBIS MeXIy aTOPBacCTaTHHOM M (by3HIOBOH KHCIOTOH HE NPOBOJIMIIMCE.
Kak u B cioyyasX ¢ APYrMMHM CTaTHHaMH, MbILICHHbIE HapyLIeHWs, BKIOYas pabaoMHUONM3,
OTMEYAIIHCh B TOCTPErdcTpalHOHHEIH NMEepHOA NMpH OJHOBPEMEHHOM IPUMEHEHHH aTOpPBACTATHHA U
dy3unoBoii KHCIOTH. MexaHu3M JaHHOTO B3aMMOAEHCTBUA HeU3BeCTeH. PexomMeHayeTcs TiarensHoe
HabmoneHye 3a COCTOSHMEM TMAaLMEHTOB, MOXET MNOHafo0OMTECA TNpephiBAHME TEpanuu

aTopBacTaTHHOM.
ﬂeﬁcrsgg aTopBaCcTATHHA Ha OAHOBPEMEHHO MPHMEHAEMBIE JIEKAPCTBEHHBIE NpEnapaThl
,QHE’O.‘CCNH

Ilpx COBMECTHOM MHOTOKPATHOM [PHMEHEHMH AWrOKCHHa M 10 Mr aropsacTaTMHa OTMEYEHO
HE3HAUYMTENIbHOE YBENHYeHHe KOHLEHTPAUWM AUCOKCHHA B PAaBHOBECHOM COCTOSHHH. IlallMEHTSL,
MPHHUMAIOLLIHE JWrOKCHH JOJKHEI HAXOAUTHCS MO HAA/IEKALUM HabnoaeHHEM.,

Opanbubie KORMPayEnUesl

Ilpy CcOBMECTHOM TPHUMEHEHMM aTOpBacTaTHHAa W OpANbHBLIX KOHTPALENTHBOB Habnropanocsh
yBeJIHYeHHe KOHLUEHTPALIMH HOPITHHPAPOHA U 3THHUIIICTPAIHOIA B 11a3Me,

Bapgapun

B xope xnMHHYECKOro HCCIEJ0BAHHMA C Y4aCTHEM MAlMCHTOB, MPOXOAMBIUMX JIHTENBHYIO TEpaMHio
Bap(apUHOM, PY OXHOBPEMEHHOM NPHMEHEHHH CYTOYHOH 03b1 aTopBacTaTHHa 80 Mr u Bapdapuna
B mepBble 4 AHA HaOMIOHANOCh HE3HAUMTENBHOE YMeHblueHue (npumepHo Ha 1,7 cekyHm)
npoTpoMOrHOBOro BpemeHH. B Tewenue 15 aueit Tepanuu atopBacTaTHHOM MPOTPOMOHHOBOE Bpems
MpHULIO B HOpMY. BaxkHble ¢ KAMHMHECKON TOYKM 3peHMs CIyuyaM aHTHKOAryJisSHTHOro sddexra
OTMEuaNUCh KpaiiHe penko. BmecTe ¢ TeMm, ompezneneHue NpOTPOMOMHOBOrO BPEMEHM CJEAYET
NpPOBOAHTL MEpe/i HAUAIOM NPHMEHEHHUs aTOPBACTATHHA Y NALIHEHTOB, NPUHUMAIOLIMX KyMapHHOBbBIS
aHTHKOAryJIsIHTBl, M TIOBTOPATH €ro JOBOJBHO HacTO Ha paHHEH CTAagMM Tepandd ¢ LENBIo
NOATBePXKAEHUs:  OTCYTCTBHMSA  CYLUECTBEHHOTO W3MEHeHMs JaHHOro rnokasarens. Ilocne
NOKYMEHTANLHO MOATBEPKACHHOH cTabHNH3aUMK NPOTPOMOHHOBOIO BPEMEHH MOKHO MPOAOMKATH
KOHTPOJIHPOBAThL €r0 C MHTEPBANIAMM, NPHUHATHIMH NPH JICYCHHU KYMAPHHOBBIMH AHTHKOATY/ISTHTAMH.
[IpH M3MEHEHHM 103kl ATOPBACTATHHA WM NpPEKPAIIEHHH ero NPHMEHEHUs ONHCAHHYIO NPOLEAYpY
cneayer MosTOpUTh. IlIpy NMpOBEAEHMH TEpamHM aTOPBACTATUHOM Y MAlMEHTOB, HE MPHHHMAIOLHX
AHTHKOAryJISHThI, CTyYad KPOBOTEUYEHHS WK U3MEHEHHUS TT OMOMHOBOrO BPEMEHH HE OTMEHAJIMCh.
Hayuenmyt denickozo 8o3pacma «BCIENTIFIC CENTRE OF OPUG ARD MiDIC
HccnenoBaHus NeKapCTBEHHOrO B3aHMOJEHCTBHS MPOBOIMIINGE KOwiC » YUACTHEM. . B3POCHEIX
nauuenTos. CTeneHs eKapcTBEHHOrO B3aUMOJeicTBIA Y NamueHTDBAETCKOro BO3pacTa Hen3BECTHA.
[TpuBeneHHble BbllIE CBEACHWS O JIEKAPCTBEHHOM B3aMMOAGHOTBUHM, a Taloke RPEAYAPENACHUS W
Mepbi IPeNOCTOPOXKHOCTH CIIEAYET YUHTHIBATE IPUMEHHTENbHO K aunbu{ah aefokor Bo3pa

-yl Afplicent___

Mepbl nIpeaOCTOPOKHOCTH | Wh . o B, & _ 205 |
eilicTBHe Ha neueHb e —— e

AtopHC cnefyeT ¢ OCTOPOXKHOCTBIO MPHMEHATh Y IALMEHTOB, 3IOYNOTPEONAOUNX ATKOrojeM, a
Takke ¢ 3aboeBaHHAMM MEYeHH B aHaMHe3se.
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JleueHue ATOPHCOM MOXKET MPHBECTH K MOBBILIEHHIO AKTUBHOCTH «IMEYEHOYHBIX» (EPMEHTOB B
CBIBOPOTKE. JTO MOBLIILEHUE, KaK MPaBHII0, HEOOMBIIOE ¥ HE UMEET KIMHHUYECKOTO 3HAUYEHHS; OIHAKO
pEeKOMEHAyeTCs OMpeeNuTh aKTHBHOCTE «MIEYEHOYHBIX» (JEPMEHTOB B CHIBOPOTKE KPOBM Z0 Hauama
JIeYeHHs, a4 3aTeM PEeryaspHO KOHTPOJIMPOBATh MX AKTHBHOCTh B XOJNE JiedeHHa. Ecnu oTMmeuaeTcs
Gonee uem TpexkpaTHoe noBbilieHne akTHBHOCTH ACT w/mwnu AJIT mo cpaBHeHHIO ¢ BepxHeil
rpaHuLied HOPMANTBHOTO IHANA30HA, TO IEYEHHE ATOPRACTATHHOM CJIEJlyeT MPEKPATHTb.
[podunakrika HHCYNLTA NOCPEJICTROM UHTEHCHBHOIO CHIKEHUS YPOBHS XOJICCTEPHHA

B xone npoBeJieHHBIX HCCEOBAaHMi ObUIO YCTAHOBJICHO, YTO CPeAW MALMEHTOB, HE CTPAAAIOIMX
KOPOHapHO¥ GoJie3HbIO CepAua, HEAABHO NEPEHECLIMX MHCYJIbT WIH TPAH3MTOPHYIO MIIEMHYECKYIO
araKy reMOopparu4eckiii MHCYJIbT OTMEYANCs Yallle Y NaurueHTOB, momyyasiuyx 80 Mr aroppacTaTuHa,
YeM y MALMEHTOB, MOJy4YaBWIMX ruiauebo. B ocofeHHOCTH nOBBIUEHHBIH puck Habmopancs y
NalHEeHTOB, YXXe MNepeHeclinX reMOpparnyeckuii MHCYNLT WM JIaKyHapHBIH HWH(APKT HA MOMEHT
Hauana uccneaoBaHns. [IpuMEHUTENLHO K MALMEHTaM C paHee MEPEHECEHHBIM IeMOPpParH4ECKHM
MHCYJIbTOM WJIH JIaKyHapHbIM MH(apKTOM GanaHC COOTHOIEHHs PUCK/TIONb3a 10361 aTopBacTaTHHa 80
MT HE ACEH; CNeAYeT TUIATEJbHO OLEHHTH BO3MOXHBIH PHCK eMOPpPAardyeckoro WHCyJIbTa, Tpexe
YeM Ha4yMHaTh Tepanuio

BospeiicTBrE Ha CKENETHBIE MBILLLbI

Jleuenne ATOPUCOM peKHX Clydasx MOXKET OKa3blBaTh BO3JEHCTBHE Ha CKENETHYIO MYCKYNaTypy,
BBI3BIBAS MHAITHIO, MHO3HT W MHOMATHIO, KOTOPbIE MOTYT TIPUBECTH K paGaOMHONM3Y H MOYEYHOM
HEJOCTATOYHOCTH. PHCK 3THX OCNIOMKHEHHH BO3pacTaeT MPH OQHOBPEMEHHOM TIpHEME C ATOpHMCOM
OAHOrO HJIM HECKONbKHMX M3 CIEAYOIMX JIEKapCTBEHHbIX MpPEnapaToB: MPOW3BoAHbIE (GHEPOEBOl
KUCNOTHI, HHALWMH, LHMKIOCMOPUH, He(pasolOH, HEKOTOpPhle aHTHOMOTHKH, NPOTUBOrPUOKOBbLIE
CpeACcTBa M3 rpynnbl "a30/08" u uHrubuToper BUU-nporeas. [Ipu nossnesu: CHMITOMOB MHONATHH
PEKOMEHILYETCA ONpEAeNUTh AKTHBHOCTb KPEaTHHKHHA3bl B CHIBOPOTKE. IIpH CyIECTBOHHOM
TNOBBILIEHWH AKTUBHOCTH 3TOro (epmenTa (Gosee yem B 10 pa3 OTHOCHMTENBHO BepXHEH rpaHuMIbI
HOPMBI) C/IEAYeT OTMEHHMTH JiedeHHe. [loBblUleHME AKTMBHOCTH KPEATHHKHMHA3bI NPH NEYeHHH
ATOpHCOM  crlieflyeT [OpWHAMATL BO BHHMaHue npu  auddepeHUHansHON  AMATHOCTHKE
peTpocTepHabHBIX Goneit.

HurtepcTrumransHoe 3aonepaHue Nerkux

Ilpn npoBeneHuu Tepanuu ¢ NPUMEHEHHEM HEKOTODBIX CTATHHOB, B OCOGEHHOCTH MPH JTHTENbHOM
Tepanuy, KpaiHe peako HabMIOfANKMCh CNy4aH HHTEPCTHLHMANBHOIO 3a60NeBaHHd  JIErKuX.
[lpossnienna 3abonepaHns BKIFOMAIOT TAKME CHMIITOMBI, KAK JHUCIHOI, CYXOH KalleNb M yXyAlleHHe
06uiero CoCToAHUS 310POBbA (YTOMISEMOCTb, CHIKEHHE MacCh! Tejla 1 JTMXOPAJI0UHOE COCTOsHME). B
Cllyuae MOZAO3PEHMS HA WHTEPCTHUMANBHOE 3a00N€BaHME JIETKHX TEPANMIO CTATHHAMH CJIEyeT
[PEeKpaTHUTh.

Ilo Havana Tepanuu

ATOpBACTATHH CIIEAYET Ha3HAYaTh C OCTOPOXXHOCTBIO NIALIMEHTAM C MPEPACTIONOKEHHOCTBIO K
pabnomuonusy. Yposetb KK ciienyer onpenenars 10 Hauaia TEpanuu B CAeRyIOWHX CIyYasx:

O T[Noye4yHas HEOOCTATOYHOCTH
0 TI'unorupeos
O HacnencteeHHble MbllIEUHBIE 3260I€BaHUS B HHAMBHIYATLHOM HIIH CEMEHHOM aHaMHe3e
O IlpenuiecTyromas Mblle4Has TOKCHYHOCTb B CBS3H ¢ IPUMEHEHHEM CTATHHOB HIIH
¢ubparos
U Ilpenwecryiowtee 3abonesanye neveH: W/nim 310ynorpebieHne ankoroiem
0 TMauwmentst noxunoro ozpacta (crapwe 70 jiet) — HeOBXOAUMOCTD AAHHBIX J1aboparopHbIX
MCCIEIOBaHHMi B 3TOM CITy4ae BbI3BaHA TAKXKE HaJ‘IH'-IHQM npymx tbalcropoa
NpeApacnofioKeHHOCTH K pabAOMHONU3Y «STIENIIFIC CLNIeE 64 0
0 Cnyyan noBbIEHHOM KOHUEHTPalK B U1a3Me (Hanprvep; cjlysau B3auMOneHCTBUS 1
MPUMEHEHHA B 0COOBIX MONYNALMAX, BKIIOUAd TEHETHHEOKIE IONYAALMM).
B nepeuucieHHbIX BBILIE CIy4asX CEAYET OLEHUTD coomm{[eune.‘me CKOM M BO 95?{
TNOJIE30H, PEKOMEHAYETCs KIMHHYeCKoe HaboeHue. Dais _ L9 ;
Ipu cymecTeeHHOM NOBbIWLEHHH KOHUeHTpauun KK (npeaumeﬂue Bepxﬂero_npe bl Gonee
4eM B 5 pa3) Ha HCXOIHOM YPOBHE HAYMHATD JICYEHHE HE CNEyerT. * poe  L3.C6. LO7)”
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Creyuansras uxgpopmayus o 6cnomozamensHblx 6eujecmeax NeKApCmeeHHozo cpedcmea

ATopHC coepxHT 1akTo3y. JlaHHBIi Npenapat He NOAXOAMT MALWEHTaM ¢ PeNKON HACHeACTBEHHOM
HETNePEeHOCHMOCTBIO FIaKTO3bl, AEHHLMTOM (epMeHTa JIaKTasbl MAH CHHIAPOMOM Maneabcopbiuu
PJIFOKO3bI M FaNaKTO3BI.

bepemennocme u naxmayus

Y OKEHIUIMH J[eTOPOAHOTO BO3PACTa, HEe NPHMEHSIOUWMX HA/eXHbIE CpPeNCTBa KOHTpalEenLH,
ucnone3oBaHHWe ATopHca He pekomenayerca. Eciu miaHupyerca GepemMeHHOCTB, TO NaLMeHTKa
AOJKHA NPEKPATHTL NPHEM ATOPHCA MO MEHbLIEH Mepe 3a MECALl 0 HACTYIUIEHHA 3aTIaHHPOBAHHOM
GepeMenHOCTH,

ATOpHC MPOTHBOMOKAa3aH GePEMEHHBIM JKEHILMHAM ¥ KOPMALLMM MaTepsiM. B xone Hecnenosanuii Ha
JKHBOTHBIX OBUIO IPONEMOHCTPHPOBAHO, YTO PHMCK Uil BHYTPUYTPOGHOrO pasBHTHA IUIO4a
npesbiwaer GnaronpuaTHoe Bosaeficteue Ha math. HeussecTHo, 3KCKPETHPYETCA JIH aTOPBACTATHH C
IPYAHEIM MOJIOKOM. ¥V HEKOTOPBIX BHAOB >KHBOTHBIX KOHLEHTpALMA ATOPBACTATHHA B KpoBH 6bina
TaKOH K€, KaK ¥ B MATEPHHCKOM MOJIOKE.

Bnusnue Ha cnocobnocmw ynpaensamv asmomobunem u pabomy ¢ nomenyuansHo onacHviMu
MexanusMamu

ATOpHC He OKasblBaeT BIHMSHMS Ha CIOCOGHOCTL YNpAaBASTH aBTOMOGHIEM M paborats ¢
MEXaHH3MaMH.

Popma BLINYCKA H YIIAKOBKA
TabneTkn, NoKpeITEIE MIEHOUHOM 0607104KOi, 40 Mr. 10 TaBneTok B Grmcrepe. Tlo 3 unu 9 6mucTepos
B KapTOHHO# ravke BMECTe ¢ MHCTPYKUMEH 10 PUMEHEHHUIO,

Ycnosun xpanenus
Ilpu Temneparype He Bbiwe 25°C.
XpaHuTh B HEAOCTYITHOM JUIA fieTel MecTe.

Cpox rogsocrn
2 ropga.
He wcrionb308aTe 1nocne ucreueHns cpoka roaHOCTH, YKa3aHHOIO Ha yrnakoBKe.

YcnoBus oTmycka H3 anTek
Ilo peuenty.
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