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I[10 MEJUIIMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O ITIPEITAPATA
ATtopBactaTud ®apmacuHTe3
PerncrpanmonHblii HOMep:
Toprosoe HanmMeHoBaHue: AtopBacTaTudH DapmMacuHTE3
MeskayHapoaHOe HeNATEHTOBAHHOE MJIH I'PYNIIMPOBOYHOE HAMMEHOBAHHe . aTOPBACTaTUH
JlexapcTBeHHas ¢opma: TaOIETKU, TOKPBITHIE INICHOYHOI 000I0UKOM
Cocras:

Kaxxnas tabieTka, OKPEITAA IIEHOYHOU 000104Kk0#i, 10 MI' COIEPKHUT:

eiicmeytowee geuyecmeo. aTopBacTaTUHA KaJblLUs TPUTHUIPAT (M3MEIbUCHHBIN) (B IepecyeTe Ha
atopsacraTus) — 10,900 mr (10,000).

Bcnomocamenvhvie ewyecmesa: nemnmono3a Mukpokpuctamndeckas tun 102 — 50,600 mr, Tanbk
— 2,100 wmr, wMarnus creapar — 0,750 wmr, kpockapmemwioza Harpus — 4,750 wr,
KapOokcuMeTriIKpaxMan Hatpus — 4,700 mr, KpeMHUS THOKCUA Koutonanbii — 0,500 mr, HaTpus
naypwicyibdar — 0,700 mr.

Inenounas obonouxa. runpomeriosa 2910 — 1,522 mr, makporon 6000 (MOTUITHUICHTIIUKOIb
6000) — 0,196 mr, momucop6ar 80 (TBun 80) — 0,022 Mmr, TuTana auokcua — 0,435 Mr, KpacuTelnb
Kene3a okcu KpacHblil — 0,075 mr.

Kaxxnast tabieTka, MOKPBITAs INIEHOYHON 0007109K0i, 20 MI' CONEPIKUT:

Heticmsytowee eujecmso: aTopBacTaTHHA KaJbIUs TPUTHAPAT (M3MEIbUCHHBIN) (B IepecueTe Ha
atopBactatut) — 21,800 mr (20,000).

Bcnomocamenvhvie ewyecmesa: nenmono3a MUKpokpuctamudeckas tun 102 — 58,200 mr, Tanbk
— 2,500 wmr, wmarHus cteapar — 1,000 wmr, kpockapmermioza Hatpus — 5,500 wr,
KapOokcuMeTmikpaxmai Hatpus — 5,000 Mr, kpeMHUS JUOKCUA KostouaHbii — 0,500 mr, HaTpHs
naypuicynbdar — 0,500 mr.

IInenounas obonouka: runpomesosa 2910 — 1,897 mr, makporon 6000 (mOJUITHIIEHTIIMKOIb
6000) — 0,244 mr, momucopbat 80 (TBuH 80) — 0,027 Mr, TuTana auokcua — 0,542 Mr, KpacuTeb
xKenesza okcuJ kpacHbril — 0,135 wmr.

Kaxxnas Ta6J'ICTKa, MOKPBITAs ICHOYHOM O60J'IO‘IKOI\/’I, 40 MI COICPIKHT:

Heticmeyrouee seujecmso: aTOpBacTaTUHA KaJbIU TPUTHIpAT (M3METbUEHHBIN) (B epecyeTe Ha
aTopBacTtaTuH) — 43,600 mr (40,000).

Bcnomocamenvhvie sewjecmea. 1ienntono3a MUKpokpuctaiuyeckas tum 102 — 116,400 mr, Tanbk
— 5,000 wmr, marHus creapatr — 2,000 wmr, kpockapmemno3a Harpus — 11,000 wr,
kapOokcumeTuikpaxmai HaTpus — 10,000 mr, kpemHus AuoKcHa Koutouaabi — 1,000 mr, HaTpus

naypuncynbdat — 1,000 mr.
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6000) — 0,481 mr, momucopbat 80 (TBuH 80) — 0,053 Mmr, TuTana quokcua — 1,068 mr, kpacutenn
JKene3a OKcu KpacHblil — 0,356 mr.

Onucanue

Kpyrible qBOSIKOBBINTYKIIbIE TaOJIETKU, MOKPBITHIE IJIEHOYHOW 00O0JI0YKOM, OT CBETIIO-PO30BOIO
[[BETAa C KOPUYHEBATHIM OTTEHKOM JI0 TEMHO-PO30BOTO I[BETA C KOPUYHEBATHIM OTTEHKOM.

Ha nmonepeunom paspese sapo TabaeTKu OT 0eI0ro 10 MOYTH OeJIoro 1BETa.
dapmakoTepaneBTHYECKAs TPYNIA. TUIIOIUIUASMUYECKOe cpeacTBO — HruouTop ['MI'-KoA -
peayKTasbl

Kon ATX: C10AAQ05

®apMaKkoJIOrH4ecKne CBoicTBa

Dapmakoounamuxa

ATOpBacTaTUH — CENEKTHBHBIA KOHKYpeHTHBIM nHruoutrop I'MI-KoA-peaykrasbl, KIHO4EBOTO
depMeHTa,  TPEBpaIlaIIEro  3-THAPOKCU-3-MeTHITIOTapmi-KoA B MeBaloHaT  —
MPEAIIECTBEHHUK CTEPOUAOB, BKJOUas XosiecTepuH. CHHTETUYECKOE THIOJIUIIUIEMUYECKOe
CPENCTBO.

Y nmauMeHToB C TOMO3WIOTHOW M TIETEPO3UIOTHOM CEMEWHOM T'MIEepXO0JIECTEpUHEMHEH,
HECEMCHHBIMU ()OpPMaMHU THIIEPXOJICCTCPUHEMHUH H CMEIIAHHON JUCIUITUICMHUCH aTOpBAaCTaTUH
CHI)KAeT KOHIICHTpallMI0 B TutazMe KkpoBu obOmero xonecrepuna (XC), xojecrepuHa
naunonporenHoB Hu3Kkoi mioTHoctu (XC-JIITHIT) u amonunomporenna B (amo-B), a Taxxke
XOJIECTEpUHA JIUMOMPOTENHOB 0ueHb HU3KOM MIOTHOCTH (XC-JITIOHIT) u Tpurnuuepunos (T1),
BBI3BIBAET MOBBINICHUE KOHIIEHTPAIIUU XO0JIECTEPHHA JIMTIOMIPOTEHMHOB BBICOKOH moTHOCTH (XC-
JITIBI).

ATtopBactatud cHukaeT koHueHTpauuto XC u XC-JIITHIT B nnasme kposu, uarubupys I'MI -
KoA-penykrady W CHHTE3 XOJECTEpUHA B NI€YEHUM U YBEIMYMBAS YHUCIO «IE€YEHOUHBIX)
peuerniropoB JIITHIT Ha moBEpXHOCTH KIIETOK, UTO MPUBOIUT K YCHIICHUIO 3aXBaTa M KaTaboauzma
XC-JITTHIL.

ATtopBactatuH ymeHbliaer obOpaszoBanue XC-JIITHII u uwmcno wactun JIITHIL, BbI3bIBaeT
BBIDQXEHHOE€ U CTOMKOe mnoBbllieHHe aktuBHoctu JIIIHII-peuentopoB B coyeTtaHuu C
OyaronpusATHBIMA ~ KadecTBeHHbIMH u3MeHeHusmu  JI[IHII-uactum, a Taxke CHIKaer
koHueHTpauuio XC-JIIIHII y mnanueHToB € TOMO3UIOTHOM HACJIEJCTBEHHOW CeMeMHOMN
TUIIEPXOJIECTEPUHEMHEH, YCTOMUYMBOM K Tepanuu JPYyruMU THIOTUMUIEMUYECKUMH CPECTBAMHU.
ATtopBactaTut B 103ax oT 10 mr 1o 80 mr camkaet koHieHTpanuio XC Ha 30—46 %, XC-JIITHII
— Ha 41-61 %, ano-B — na 34-50 % u TI' — Ha 14-33 %. Pe3ynpTaThl Tepanmuu CXOIHBI y

MAlMEHTOB C TeTEepPO3UTOTHON CeMeNWHOW rumnepxojecTepuHeMuel, HeceMeHbIMU (opMaMu
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nuabdeToM THIa 2.

Y nanuMeHToB ¢ HM30JMPOBAHHOW  TMIEPTPUINIMLICPUIAEMUEH  aTOPBACTATHH  CHMIKACT
KOHIIeHTpanuto obmero xosnectrepuna, XC-JITTHII, XC-JIITIOHII, anmo-B u TI" u moBsimaer
koH1eHTpauuto XC-JIIIBII.

Y npanMeHTOB ¢ JAMCOETANMIIONPOTEMHEMHUEH AaToOpBAaCTaTUH CHIDKACT  KOHICHTPAILUIO
X0JIECTEPUHA JIMTIONPOTEMHOB MPOMeXyTouHOM mioTHoCcTH (XC-JITIIIT).

Y manuenToB ¢ runepnunonporenHemued tuma Ila u IIb nmo xnmaccudukanum Ppenpukcona
cpennee 3HaueHue noBwimeHus kKoHueHtpanuu XC-JITIBII npu neyenun aropBactatuaom (10 —
80 MT) 10 CpaBHEHUIO C UCXOJIHBIM TOKa3aTeneM coctapisieT 5,1 — 8,7 % u He 3aBUCHT OT J03HI.
Mmeercss 3HAYMTENbHOE J10303aBUCHMOE CHIDKEHHE BEJMYMHBI COOTHOUICHHH: OOIIMiA
xonecteput /XC-JIIBIT u XC-JIITHIT/XC-JIIIBII na 29 — 44 % wu 37 — 55 % COOTBETCTBEHHO.
ATopBactaTuH B 7103¢ 80 MI' TOCTOBEPHO CHUXKAET PUCK PA3BUTUS MILIEMUYECKUX OCIOKHEHUN U
1oKasareilb CMepTHOCTM Ha 16 % mocne 16-HenenbHOro Kypca, a pUCK IOBTOPHOU
FOCIMUTANIM3AIMN 10 TOBOAY CTEHOKAapJuHu, CONPOBOXKIAIOIIECHCS MpPU3HAKAMH UIIEMUU
MHUOKap/a, Ha 26 % (uccrneaoBaHre YMEHbIIEHUS BHIPAKEHHOCTH WIIEMHHM MHOKapjaa Ha (oHe
UHTeHCUBHOU runonunuaemuueckoil tepanuu (MIRACL). ¥V mnanueHTOB ¢ pa3au4HBIMHU
ucxoaubiMu  KoHueHTpauusimu  XC-JIITHIT aropBactaTuH BBI3BIBAET CHUXKEHUE pPHCKa
UIIEMHYECKUX OCIOKHEHHUI U CMEPTHOCTH (y MAaMEeHTOB ¢ HH(papKTOM MHOKapaa 6e3 3yoma Q u
HECTaOUJIbHOW CTEHOKapauell y My KUWH, )KSHIIUH U Y MAIUEHTOB B BO3PACTe MOJIOKE U CTaplie
65 ner).

Camxenne koHueHTpanuu B T1uiazmMe kpoBu XC-JITIHIT nyume koppenupyer ¢ 1030
aTOpBacTaTHHA, Y€M C €ro KOHIIEHTpalMed B Iia3Me KpoBH. Jl03y MoaOuparoT ¢ y4eTom
TepaneBTHUecKoro 3 dexra (cM. pazaen «Crnocod NpUMeHEeHUs U 103bI»).

TepanepTuyeckuil d3PQeKxT JocTUraeTcs depe3 2 HEAeNu IOCcie Hayajga TepanuH, JOCTUraeT
MakcHMyMa uyepe3 4 HeIesId U COXPaHseTCsl B TEUEHUE BCETo Mepro/ia Teparuu.

Ipoghunaxmuxa cepoeyrno-cocyoucmuix 0ClLOHCHEHUU

ATtopBacTaTiH B 03€ 10 MI CHMKaeT OTHOCUTENBHBIM PUCK Pa3BUTHs KOPOHAPHBIX OCIIOKHEHHH
(nmemuyeckoit Oonesnu cepauna (MBC) ¢ neranbHbIM MCXOIOM M HedaTadbHBIH HMH(MAPKT
muokapaa (MM) na 36 %, oOuue cepedHo-coCyANCThIe OCIOXKHEHU Ha 29 % (WcciemoBaHue
atopBactaThHa y maiueHToB ¢ A" u pakropamu pucka (ASCOT LLA)).

Caxapnviii ouabem

VY manueHToB C caXapHbIM UabeTOM Tepanusi aTOpBaCTaTUHOM CHMYKA€T OTHOCHUTENIbHBIA PUCK
pa3BUTHS OCHOBHBIX CEpJEYHO-COCYIUCTHIX OCIOXKHEHUH ((aranbHbli M HedatanbHbll 1M,

0e300eBas ueMHsi MUOKap/a, JIeTalbHBINA HCX0/ B pe3ynbTare oooctpenus MIBC, HectabunpHas
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KOpDOHApHasl AaHTMOIUIACTHKA, HPOLENypbl peBacKyispusanuu, HHCynbT) Ha 37 %, UM
(paranbublii 1 HedartanbHblil) Ha 42 %, uHCYNbT ((aTanpHbld U HedaTanbHbIi) HA 48 % BHE
3aBUCUMOCTH OT TII0Jla, BO3pacTa NalMeHTa WIM MCXOAHOW KoHueHTpanuu XC-JITTHIT
(uccieqoBanue aTopBacTatuHa rnmpu caxapaom auadere 2 tuna (CARDS)).

Amepocknepos

VY narnuentoB ¢ UBC aTopBactatus B 103¢ 80 MI/CyT MPUBOJIUT K YMEHBIIICHUIO 001IEero oobemMa
atepombl Ha 0,4 % 3a 1,8 mecsia Tepanuu (McciegoBaHUe 0OPAaTHOTO Pa3BUTHS KOPOHAPHOTO
aTepockiepo3a Ha (hOHe HHTEHCUBHOU runoaunuaemMudeckoii repanun (REVERSAL)).
Tlosmopnuiti uncynom

AtopBactaTiH B 103¢ 80 Mr B CyTKM YMEHBLIA€T DPUCK MOBTOPHOrO (haTaJbHOTO WIH
He(haTaIbHOTO HHCYJbTA Y MAIUEHTOB, IEPEHECIINX UHCYJIBT WIH TPAH3UTOPHYIO UIIEMUYECKYIO
ataky (THA) 6e3 UBC B anamHe3e (ucciefoBaHUE MO MNPOQPMIAKTUKE HWHCYIbTa MPU
WHTCHCUBHOM CHWXeHHMH KoHIeHTpamuu xojectepuHa (SPARCIL)), va 16 % mo cpaBHeHUIO ¢
wiane6o. Ilpu 3TOM 3HAYUTENBPHO CHMIKAETCS PHUCK OCHOBHBIX CEpAEUHO-COCYIUCTBIX
OCIIO)KHEHUH U Tpoueayp peBackymspuzauud. CokpallleHne pHucka CepAeYHO-COCYIUCTBIX
HapyLICHWH TMpU Tepamnuy aTOPBACTATUHOM OTMEUaeTCsl y BCeX TPYMI MAIlMeHTOB, KPOME TOW,
KyJla BOIIUIM TIAIIUCHTHI C MIEPBUYHBIM WIIA TOBTOPHBIM T€MOPPArHYECKUM HHCYIBETOM.
Bmopuunas npogunakmuxa cepoeuno-cocyoucmulx 0Ci0HCHEHUl

V nanuentoB ¢ UBC aTopBactatun B g03¢ 80 Mr, o cpaBHEHHUIO ¢ 10 MI, JOCTOBEPHO CHUKAET
OTHOCUTENIbHBI PHUCK Pa3BUTUS OONBIIMX CEPAEYHO-COCYIAUCTHIX coObITHIT Ha 22 %,
HedaTtanpHoro M (He cBsi3aHHOTO ¢ IpoLEeaypamMH peBacKyisipuzanun) Ha 22 %, ¢paTalbHOTO U
HedaranpHOrO MHCYIbTA HA 25 % (CpaBHEHNE BHICOKOMHTCHCUBHOM Teparuu aTOPBACTATUHOM U
Tepanuu YMEPeHHOW HHTeHCUBHOCTH Y nanneHToB ¢ UBC (mo manubiM uccnenoBanus TNT)).
DapmakoKkunemuxa

Bcacvieanue

ATopBacTaTUH OBICTPO BCAaChIBAe€TCsA TIOCIE TMpHEMa BHYTPb: BpEMs JIOCTHKEHHUS €ro
MakcuManbHOW KoHleHTpaiuu (TCmax) B miiasme KpoBU cocTaBisieT 1-2 4. YV IKEHIIHUH
MaKcHUMalbHas KOHIEHTpanus aropactatuHa (Cmax) Ha 20 % BbIIIe, a MIOMIAAL MO KPUBOU
«xoHuentpanus-spems» AUC — nHa 10 % Himke, yem y MyxuuH. CTeneHb BcachbIBaHUS U
KOHIEHTpalusi B IJJa3M€ KPOBHM TOBBIIIAIOTCS MPOMOPLHOHANIBHO J03e. buogoctynmHocTh
aTopBacTaThHa B ¢opMme TabneTok coctaBisieT 95 — 99 % mo cpaBHEHHIO C aTOPBACTATHHOM B
BUje pacTBopa. AGComoTHas OGMOJOCTYIMHOCTh — OKoylo 14 %, a cuctemMHass OMOJIOCTYITHOCTh
uHruOupyromei aktuBHoctd B oTHomeHun I'MI-KoA-penykrazsr — okono 30 %. Huskas

CHUCTEMHass OWOJOCTYIMHOCTh OOYCJIOBJIEHA TPECHCTEMHBIM METa00IM3MOM B CIU3UCTON
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[Tpriem UM HECKOJIBKO CHIKAET CKOPOCTh U cTerneHb abcopOmuu mpemapata (Ha 25 % u 9 %
COOTBETCTBEHHO, O Y€M CBHUCTEILCTBYIOT pe3yibTarhl ompeaencHus Cmax u AUC), omHako
cHmkenue XC-JIITHII cxoaHo ¢ TakoBBIM Mpu ITpueMe aTopBacTaThuHa HaToiak. HecmoTps Ha To,
YTO IIOCJIE IPUEMA aTOPBACTaTHHA B BEYEPHEE BPEMs €ro KOHLUEHTpaUus B IUIa3ME€ KPOBH HUXKE
(Cmax u AUC npumepro Ha 30 %), uem mociie mpuemMa B YTPEHHEE BpEMs, CHUKCHHE
koHuentpanuu XC-JIITHII He 3aBUCUT OT BpeMEHU CYTOK, B KOTOPOE MPUHUMAIOT Mperapar.
Pacnpeoenenue

Cpennuii 00beM pacmpeielicHUs aTopBacTaTHHA cocTaBisieT okoio 381 1. CBs3b ¢ Oenkamu
1a3Mel KpoBu He MeHee 98 %. OTHOIIEHWE CONEpKaHUsS B IPUTPOLMTAX/TUIA3ME KPOBU
cocrasiuseT okoio 0,25, T.e. aTOpBaCTaTHH IJIOXO IPOHUKAET B SPUTPOLIUTHI.

Memabonusm

ATopBacTaTUH B 3HAUUTENBHON CTEMEHH METa0ONU3UpYyeTCs € 00pa3oBaHUEM OpTO- H
naparuIipOKCHUIMPOBAHHBIX IPOU3BOAHBIX M PA3JIMYHBIX MPOAYKTOB B-okucieHus. In vitro opro-
Y TIaparuApOKCUITMPOBAHHBIE META0O0JIUTHI OKAa3bIBAIOT HHTHOMpYIomiee neficteue Ha I MI'-KoA-
peayKTa3y, COIOCTaBUMOE C TaKOBbIM atopBactatuHa. [IpumepHo 70 % CHUXEHUS aKTUBHOCTH
['MI'-KoA-penyKTa3bl IPOUCXOIUT 32 CYET JCHCTBUS aKTUBHBIX HUPKYIUPYIOIIUX METAOOIUTOB.
PesynbTarel ucciaenoBanmii iN Vitro 1aroT OCHOBAaHUS MPEINONI0KUTh, 4To n3opepmeHt CYP3A4
IIEUYCHN WrpaeT BAXHYI poJib B MeTaboimm3Me aropBacTtaTMHa. B momb3y srtoro (akra
CBUJICTEJILCTBYET IOBBIINICHHME KOHLEHTpPAaUUu aTopBacTaTMHA B IUIa3ME€ KpPOBU IIpU
OJTHOBPEMEHHOM IPHEME SPUTPOMHULIMHA, KOTOPBIH SIBJII€TCSI HHTUOUTOPOM 3TOT0 N30(epMEHTA.
Hccnenosanus in Vitro Takke Mmokasaid, YTO aTOPBACTATHUH SIBISETCS CJIAOBIM WHTHOUTOPOM
nzopepmenta CYP3A4. ArtopBacTaTWH HE OKa3bIBA€T KIMHUYECKHA 3HAYMMOTO BIIMSHHS Ha
KOHIIEHTPALUIO B TJIa3Me KPOBU TepdeHaIuHa, KOTOPbIH METab0IU3UpYETCs, INIaBHBIM 00pa3oM,
uzopepmentom CYP3A4, nosTomMy ero cyuiecTBeHHOE BIMsSHHME Ha (apMaKOKUHETHKY JPYTUX
cyoctparoB n3odepmenta CYP3A4 manosepositHO (cMm. pasnen «BzaumopeiicTBue ¢ apyrumu
JIEKapCTBEHHBIMU CPEACTBAMM).

Buigeoenue

ATOpBacTaTHH U €ro MeTabOIUTHI BBIBOJSATCS, TTTABHBIM 00pa3oM, C JKEJTYbI0 MOCIIE IIEYEHOUHOTO
W/WIM BHETIEYEHOYHOro MeTabosn3ma (aToOpBacTaTHH HE TOJBEPraeTcsl BhIPAXKEHHOM KHUIIEYHO-
neyeHouHOH perupkyisiiun). [lepuos nomyssiBenenus (T12) cocrariseT okoso 14 4, mpu 3ToM
uHrubupyoumii s3¢dext npenapara B orHomenun I'MI'-KoA-penykrassl npumepHo Ha 70 %
OTIpeIeNAeTCsl aKTUBHOCTBIO IIMPKYJIUPYIOIINUX METa00IUTOB U coxpansercst okoio 20 — 30 yacos
Onaronaps ux Hanuuuio. [Tocne npuema BHyTpb B MOue OOHapyxuBaeTcs MmeHee 2 % OT NPUHITON

JI03bI IIpernapara.
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OATPIB1 u OATP1B3. MerabonuramMu aropBactatuHa sBistorcs cyocrparsi OATPIBI.
ATOpBacTaTHH TaKkKe UACHTU(UIMPYETCS Kak cyOocTpar TpancnopTepoB ortoka MJIV1 u Genka
PE3UCTEHTHOCTH paKa MOJIOYHOM JKeJIe3bl, KOTOPbIE MOTYT OTPaHMYMBATH KHIICYHYIO aOCOpOLIUIO
¥ OMJIMAapHBIA KJIMPEHC aTopBacTaTuHa.

Ocobvbie epynnsl nayuenmos

[loskuiiple DalMeHThl

KoHueHTpanun aTopBacTaTMHAa B IUIa3M€ KPOBM MalMeHTOB cTapiie 65 ser Bbiue (Cmax
npumepHo Ha 40 %, AUC npumepno Ha 30 %), 4eM y B3pOCIBIX HAIlIEHTOB MOJIOJIOTO BO3pacTa.
Pasmuunit B addexTuBHOCTH W 0€30mAaCHOCTH Tpenapara, WM JOCTHXKEHUHM —LeJel
TUITOJIMITUIEMUYECKOM Teparuu y MOKUIbIX MallMEHTOB IO CPABHEHUIO C O0LIeH momynauueil He
BBISIBJICHO.

eTu
B 8-HenenbHOM OTKpBITOM HCCIIEOBaHMM JAeTU (B Bo3pacte 6—17 J5ieT) ¢ reTepo3uroTHou
CEMEMHON TruIepxosieCTepUHEMUE M HCXOJHOW KOHIEeHTpainue xonecrepuna-JIITHII>4
MMOJIB/JT TIOTYYal TEPANUI0 aTOPBACTATHHOM B BHJIE KEBAaTEIbHBIX Ta0aeToK 5 mMr wim 10 mMr
WK TabJIETOK, MOKPBITHIX 000J104K0ii, B 103€ 10 Mr mim 20 Mr oJiMH pa3 B CyTKH, COOTBETCTBEHHO.
EnuHcTBeHHOM 3HauMTenbHOM KoBapuaTod B (PapMaKOKMHETHYECKOH MOJeNu MOMYJISAIUH,
NOJTy4arollell aTopBacTaTuH, Obliaa Macca Tena. Kaxyuiicss KIupeHe aTopBacTaTUHA y IeTed He
OTJIMYAJICS OT TAKOBOI'O Y B3pOCIbIX MAIMEHTOB IPU AJJIOMETPUUYECKOM HU3MEPEHUHU 10 Macce
Tena. B auamasoHe [eHCTBUS aTOpBacTaTMHA M O-TMAPOKCHATOPBACTaTHMHA OTMEYAJIOCh
nocnenosarenbHoe cHkeHne X C-JITTHIT u XC.
Ioxn
Konnenrpanuu aropBactaTMHa B IUIa3ME€ KPOBU Y JKEHIIMH OTIMYAIOTCS OT aHAJIOTUYHBIX
nokasaresei y My>xuuH (mpumepHo Ha 20 % Bbime 1yt Cmax 1 Ha 10 % nmke st AUC). OgHako
KaKUX-TM00 KJIMHUYECKH 3HAUMMBIX Pa3jindMii B ACHCTBUU HA JMIUIBI MEXIY MYXYHHAMH U
KEHIIMHA He Ha0JII01aJI0Ch.

HenocraroyHocTs GVHKIIMM TOYEK

Hapymenue ¢pyHKIuM nouek He BIMSET HA KOHIEHTPAILMIO aTOpBacTaTHHA B IIa3Me€ KPOBH WIIN
€ro BIUSHHE Ha [MOKa3aTeH JUIHUIHOTO OOMEHa, B CBSA3U C 3TUM W3MEHEHHE J103bl y MAIIMEHTOB C
HapyueHneM (QyHKIMY To4YeK He Tpedyeres (cM. pasnen «Crnocol NpuMeHEHus U 103b1»).
HccenenoBanuil TpUMEHEHUsT aTOpBacTaTUHA y MAMEHTOB C TEPMHHAJIBHON CTauEl MMOYEUYHON
HEJO0CTaTOYHOCTU HE TMPOBOJWIOCH. ATOpBACTaTMH HE BBIBOJUTCS B XOJ€ TIeMoJuann3a
BCJIEJICTBHE UHTEHCUBHOT'O CBSI3bIBAHUS C O€JIKAMHU IIa3Mbl KPOBH.

Henocratounocth d)VHKHI/II/I OCYCHU
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npuMepHO B 11 pa3) y marreHToB ¢ aIKOroJIbHBIM HUPPOo30M neueHH (kinace B o mkane Yaiina-
[1610) (cM. paznen «IIpoTuBOMOKA3AHUSY).

I[Mommmopdusm SLCO1B1

[Teuenounsprii 3axBar Bcex wuHrHOMTOpOoB I['MI-KoA-peaykraspl, BKIIOYas aTOpPBACTATHH,
npoucxoauT ¢ ydactuem Tpancnoprepa OATPIB1. YV mnamueHToB ¢ TeHETHYECKUM
nonumopdusmom SLCO1B1 umeeTcst pucK MOBBIIEHUS KCIIO3UIIUHN aTOPBACTATHHA, YTO MOYKET
MPUBECTU K TMOBBIIMICHUIO pUCKA pa3BUTUs padbmomuonu3za. [lomumopdusm rena, Koaupyoumero
OATPI1B1 (SLCOIBI ¢.521CC), cBs3an ¢ noBsimenuem 3kcno3unnu (AUC) aropBacTaTuHa B
2,4 pa3a MO CpaBHEHHIO C MalUMEHTaMH 0€3 TaKoro reHotunudeckoro mmeneHus (¢.5217TT).
Hapymenue 3axBara aropBacTaTMHA II€UYEHBIO, CBSI3aHHOE C I'€HETMUYECKHMHU HapyLICHHSIMH,
TakKe MOXKeT HaOJI0JaThCsl y TaKuUX MAIMeHTOB. BO3MOXHBIE MOCIEICTBUS B OTHOIICHUU
3(PEKTUBHOCTH HEU3BECTHBI.

IToxa3anus K NpMMeHEHHUIO

o TUIEPXO0JIECTEPUHEMHUS:

- B Ka4eCTBE JIOTIOJIHEHHs K JMETe JJIsl CHH)KCHHUS TOBBIIICHHOTO o0miero xosectepuHa, XC-
JIITHII, aroB u TpurinuepuioB y B3pOCibIX, HOJIPOCTKOB U AeTell B Bozpacte 10 ser u crapie ¢
NEPBUYHON  TUIMEpXOJIECTEpUHEMHUEH,  BKIOYas  CEeMEMHYI0  THIEPXOJECTEPUHEMUIO
(reTepOo3UroTHBIM BapHaHT) WM KOMOMHHPOBAaHHYIO (CMEIIAHHBIN) TUNEPIUTUAECMHUIO
(cootBerctBenHo Tum lla u 1lb mo knaccupukanmum OpeakuHCOHA), KOT/a OTBET HA JAHMETY H
JIpyrue HeMeAUKaMEHTO3HbIE METObI JICUEHUS! HEIOCTATOUHBI.

- Ui CHIDKEHUS MOBBIIIEHHOTo ob1ero xonectepuna, XC-JIITHIT y B3pocabix ¢ roMO3UTOTHOM
CEMEMHON TMIIEpXOJIECTEPUHEMHUEN B KauecTBE JOIMOJHEHUS K JAPYTMM THIOJIUIHAEMUYECKUM
Meroaam neuenus (Hanpumep, JIITHIT-adepes) unu ecnum Takue MeTOAbI JICUSHUSI HETOCTYTTHBI,

o npoduIakTUKa CepIeYHO-COCYAUCTHIX 3a00JI€BaHUI!

- MpoUIIaKTHKA CEPACUYHO-COCYUCTBIX COOBITUI Y B3POCIHBIX MAallMEHTOB, UMEIOIIUX BBICOKUI
PUCK pa3BUTHS MEPBUYHBIX CEPAECYHO-COCYIUCTBIX COOBITUH, B KauecTBE JOIOJIHEHUS K
KOPPEKLHH Apyrux (akTOpoB PHCKa;

-BTOpUYHAs MPO(PUIAKTUKA CEPACUHO-COCYAUCTHIX OcioxHeHul y nmanuentoB ¢ MBC ¢ nenbio
CHU)KEHUSI CMEPTHOCTH, MH(APKTOB MHUOKAapJa, MHCYJIHTOB, MOBTOPHBIX TOCIHUTAIM3AIMUMN IO
MOBOJIy CTEHOKap/IMU U HEOOXOIMMOCTH B PEBACKYJISIPU3ALINH.

IIporuBonokasanus

L4 MOBBINICHHASA YYBCTBUTCIIBHOCTD K J'IIO6OMy KOMITIOHCHTY Hpcriapara,
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CTh 0005
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TpaHCaAMHHA3 B IIa3Me KPOBH HESICHOTO TeHe3a OoJiee ueM B 3 pasa Mo CPaBHEHUIO C BEpXHEH

TPAHULIEN HOPMBI;

. OEpEMEHHOCTH;

° [IEpUOJ TPYIHOr0 BCKapMIIMBAHMUS;

o KEHIIMHB  JICTOPOJHOTO  BO3pacTa, HE HCHOJB3YIOMIME aJeKBaTHBIE  METOJIbI
KOHTpALCTILIUH;

. Bo3pacT a0 18 ner (HemOCTaTOYHO KIMHMYECKMX MJAHHBIX MO 3(QQEKTUBHOCTH U

0e30MacHOCTH TpernapaTa B JIaHHOM BO3PAacCTHOW TpYIIE), 32 HCKIIOYEHHEM TeTepO3UTOTHOMN
CEMEMHON TUIepX0JIECTEPUHEMUH (IIPUMEHEHUE MPOTHUBOIOKA3aHO y JeTe B Bo3pacte a0 10
JIeT);

o OJTHOBPEMEHHOE NMPUMEHEHHE ¢ (Hy3UT0BON KHUCIOTOM.

C 0CTOPOKHOCTHIO

Y manuMeHTtoB, 3J0yNOTPeONSIONIME aNKOrojieM; Y TAallMeHTOB, MMEIOIIMX B aHaMHeE3e
3a00JIeBaHUs TICUYCHHU.

[TarenTsI ¢ HaMMYUEM (aKTOPOB PUCKA Pa3BUTHA pabaoMuoin3a (HapylmeHue (pyHKIUHN MOYeK,
TUIIOTUPEO3, HACJIEICTBEHHbIE MbIIIEYHbIE HAPYLIECHUS y MMallMEHTa B aHAMHE3€ WM B CEMEMHOM
aHamMHe3e, YXe IepeHECEeHHOe TOoKchueckoe BiusHue uHruoutopoB ['MI-KoA-pemykrassi
(cratuHOB) WM (UOpPATOB Ha MBIMIEYHYIO TKaHb, 3a00JieBaHUS IMEYCHH B aHAMHE3e W/WIH
HNAUEHTHI, YIIOTPEOJIAIONIME AJIKOT0JIb B 3HAYUTEIbHBIX KOJIMYECTBaX, Bo3pacT crapuie 70 Jer,
CUTYyalllH, B KOTOPBIX O’KHAETCSl TOBBIIIEHNE KOHIIEHTPAIIMK aTOpPBAcTaTHHA B IUIa3Me KPOBU
(HampuMep, B3aUMOJICUCTBUS C IPYTUMH JICKAPCTBEHHBIMU CPEACTBAMH).

IIpuvMeHenne npu 6epeMEHHOCTH M B IEPHO/I TPYIHOr0 BCKAPMJIMBAHUSA

HKenuwunvt 0emopooHo2o 803pacma

KeHmuHbl ~ ETOPOJHOTO  BO3pacTa BO  BpeMsl  JICUEHUS  JIOJDKHBI  IOJIb30BaThCs
COOTBETCTBYIOIIUMH METOJJaMH KOHTparenuuu (cM. paszaen «IIporuBonokasanus»).
bepemennocms

[Ipennapatr AtopBactatun ®apmacuHTE3 MPOTHBOIIOKAa3aH MpU OepeMeHHOCTH (CM. pas3zaen
«IIpotuBomnoka3anus»). be3onmacHOCTh TNpPUMEHEHHS BO BpeMs OepeMeHHOCTH He Oblia
noaTBepxkieHa. Cpenn 6epeMeHHBIX JKEHIIUH KOHTPOJIIMpYEMble KIMHUYECKHUE MCCIEeI0OBAHUS C
aTOPBACTaTMHOM HE NMPOBOAMINCH. OTMEUATUCh pelKUe CIyyau BPOXIEHHBIX aHOMAJIMN TOCIe
BozaeiicTBus uHruoutopoB I'MI-KoA-penykraspl (cTaTUHOB) Ha IJIOJ BHYTpUyTpoOHO. B
UCCJIEIOBAHMSIX Ha JKUBOTHBIX OBUIO IMOKA3aHO TOKCHYECKOE BJIMSHHE Ha PENpOIyKTHBHYIO

byHKLHIO.
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IIpu mpueme aTopBacTaTHHAa OEPEMEHHOMN KEHILMHOM B Sntoskao! chitrerne Y b ra yponueii

MEBaJIOHATa, KOTOPBIN SIBISETCS MPEIIIECTBEHHUKOM OMOCHHTE3a XOJIECTEpHHA. ATEPOCKIEPO3
ABJIAETCS XPOHMUYECKMM IIPOLIECCOM, U, Kak IpaBWJIO, OTMEHA THUIIOJIUINUAEMUYECKUX
JIEKapCTBEHHBIX CPEJICTB BO BpeMsi OEpEMEHHOCTH OKa3bIBACT JIUIIIb HE3HAYUTENIbHOE BIUSHUE HA
JIOITOCPOYHBIN PUCK, CBSI3aHHBIN C IEPBUYHON THIIEPX0JIECTEPUHEMHUCH.

B cBsa3u ¢ stuMm, npenapar AtopBactaTuH PapmacuHTE3 He cleAyeT Ha3HauyaTb OEpEMEHHBIM
KCHIIMHAM, KCHIUHAM, IJIAHUPYIOLIMM O€peMEHHOCTh, WU MPH TOJJ03PEHUH Ha OEPEMEHHOCTbD.
HeoOxoaumo otMeHuTh npueM npenapara Aropsacratud @apmacuHTe3 Ha BpeMs OepeMeHHOCTH
WM IO YCTAaHOBJICHHS OTCYTCTBUS OepeMeHHOoCTH (cM. pa3aen «IIpoTuBonokazanus»).

Ilepuoo epyonozo eckapmausanus

HewnszBecTHO, BBIIEISIOTCS JIM aTOPBACTATHH M €r0 METAaOOJINTHI B TPYAHOE MOJIOKO Y uesnoBeka. B
WCCJIEIOBAHMSIX HAa KpbICaX KOHIEHTPALUKM aTOPBACTATHHA W €ro aKTHUBHBIX METa0OIUTOB B
IJIa3Me€ KpPOBU AHAJIOTMYHBI TaKOBbIM B MoJoke. [lo mpuumHe pa3BUTUSA pUCKA CEPBE3HBIX
no00uYHBIX 3()()EeKTOB, KEHIIUHBI, TPUHUMAIONINE Npernapar AtopBacTatuH PapmacuHTE3, HeE
JOJDKHBI KOPMUTH CBOUX JeTeil rpyabto (cM. pasgen «lIporuBomnokaszanusy»). Ilpumenenue
npenapara AtopsactatiH PapmMacuHTE3 IPOTUBOIIOKA3aHO B MEPUOJ IPYJHOTO BCKapMIIMBAHUS
(cMm. pazpen «IIpoTuBOMOKa3aHUAN).

DepmunbHocms

B nccnenoBanusax Ha )KMBOTHBIX aTOPBACTATHH HE OKA3bIBAJl BIHMSIHUSA Ha PEPTHILHOCTH y CAMIIOB
1160 CaMoK.

Cnocod npuMeHeHus U 103bl

Buytps. [IpuHuMars B m1000€ BpeMs CyTOK HE3aBUCUMO OT MpUeMa MHILH.

[lepen nauyanom nedeHusi mpemnapatoM ATtopBacTaTUH DapMacuUHTE3 CleAyeT IONbITaThCS
JTOOUTHCS KOHTPOJISI TUTIEPXOJIECTEPUHEMUU C TOMOIIBIO JUETHI, (PU3UUECKUX YMPAKHEHUH U
CHU)KEHUSI MACChI TeJa y MAIIMEHTOB C OKUPEHUEM, a TAK)Ke Tepanueil OCHOBHOTO 3a00JIeBaHHUS.
[Ipy Ha3HaueHHWM T@pernapara MAlKUEHTy HEOOXOJAMMO pPEKOMEHJO0BaThb CTaHJAPTHYIO
TUIIOXOJIECTEPUHEMUYECKYIO JTUETY, KOTOPOH OH JOJDKEH MNPUIEPKUBATHCA B TEUEHHE BCETO
nepuo/ia Tepamnmu.

Ho3a npenapata BappupyeT oT 10 mr 10 80 mr 1 pa3 B CyTKH M TUTPYETCS C yU€TOM KOHIIEHTPALIUU
XC-JIITHII, tenun Tepanvuu U MHAUBUIYAJIbHOTO OTBETA HA TPOBOAUMYIO TEPAIUIO.
MakcumanibHas CyToO4YHas J103a npenapara coctapiset 80 mr.

B nHauane neueHus w/uiM BO BpeMs MOBBIIICHHS 03Bl MpemapaTa AtopBactatuH PapMacuHTE3
HEOOXO0UMO KaXKble 2—4 HeJeNu KOHTPOJIUPOBATh KOHIICHTPAIUIO JUIHIOB TUIa3Mbl KPOBU U
COOTBETCTBYIOIIUM 00pa3oM KOPPEKTUPOBATH 03y Mpernapara.

llepsuunas cunepxonecmepuremusi U KOMOUHUPOBAHHAS (CMEULAHHASL) 2UNEPAUNUOEMUS]
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cocraBiuseT 10 mr 1 pa3 B CyTKH; TepaneBTUYECKOE AEUCTBUE MIPOSBIISAETCS B TEUEHUE 2 HEENb U
0OBIYHO JOCTUTAET MakcuMyMa uepes 4 Heaenu. [Ipu mmrenbHOM 1edeHnH 3P PEKT COXpaHIETCS.
T'omo3uecomnas cemetinas cunepxonecmepunemust

B GonpmmmHcTBe ciydaeB HaszHadaroT 1o 80 mr 1 pa3 B cyTku (CHMXeHHE KoHIeHTpauuu XC-
JITHIT na 18-45 %).

l'emeposucomnas cemeiinas eunepxonecmepuremusl

Hauanpnas no3a cocraBisier 10 mr B cytku. [lo3y cieayeT moadupaTh WHAMBUAYAIbHO U
OLICHUBATh aKTyaJIbHOCTb J03bI KaXk/Ible 4 He/leIH ¢ BO3MOKHBIM MOBBIIIEHHEM 10 40 MI' B CYTKH.
3arem 1100 1032 MOXKET OBITh YBEIHUYEHA 10 MaKCUMaIbHOU — 80 MI' B CYyTKH, THOO BO3MOKHO
CoueTaTh CEKBECTPAHTBI KEIYHBIX KUCIIOT C IPUEMOM aTOpBacTaTHHA B 103€ 40 MI' B CYTKH.
Ipogpunaxmuxa cepdeuro-cocyoucmoix 3a0071€8aHUL

B uccnenoBanusix nmepBUYHON MpO(UIAKTUKH 1032 aTOPBACTaTHHA cocTaBiisiia 10 MI' B CyTKH.
MoskeT NOHAAOOMUTHCS IIOBBIICHHE J03bI C IENbI0 JocTiokeHus 3Hadenui XC-JITTHII,
COOTBETCTBYIOIIHUX COBPEMEHHBIM PEKOMEHAIIUSIM.

Ilpumenernue y demeti ¢ 10 0o 18 nem npu cemepo3ucomnoul cemetiHol eunepxoyecmepurnemuu
Pexomennyemas HauanbHas n1o3a — 10 mr 1 pa3 B cyTku. Jlo3a MoxeT ObITh yBenuyeHa 0 80 Mr B
CYTKH B 3aBUCUMOCTH OT KIIMHHYECKOTO dPPEeKTa U IEPEHOCUMOCTH.

Jo3y mnpenapara HEOOXOAMMO TUTPOBATh B 3aBUCUMOCTH OT LEIM THIIOJIUIHIEMUYECKON
Tepanuu. Koppekius 1036l JOKHA TPOBOAUTHCA ¢ MHTepBaiaMu 1 pa3 B 4 Hejenu win OOJIbIIe.
Heoocmamounocme ¢pynkyuu nevenu

[Ipu HenocraTouyHOoCcTH (YHKUIMM TI€YEHHM J03y Inpenapara AtopBacTatuH PapMacuHTE3
HEOOXOJUMO CHUXKaTb, IIPU PETYJISIPHOM KOHTPOJIE€ aKTUBHOCTH «II€UEHOUYHBIX» TPaHCAMMHA3:
acniapraramuHoTpancdepasbl (ACT) u anannHamuHoTpanchepassl (AJIT).

Heoocmamounocms ¢pynkyuu nouex

Hapymenue ¢pyHKIuM nouek He BIMSET HA KOHIEHTPALMIO aTOpBacTaTHHA B IIa3Me KPOBH WIIN
creneHb cHUxeHUs koHieHTpamuun XC-JIITHII, mosTomMy KOppeKIMu 103bI Ipenapara He
Tpebyercs.

Toowcunvie nayuenmoi

Paznuunii B TepaneBTHUecKOM 3(PGEKTUBHOCTH M 0€30IacHOCTH TMpernapara ATOpBacTaTUH
@®apMacuHTe3 y MOKWIBIX MAIlEHTOB MO CPaBHEHHUIO C OOIed momyssinueld He oOHapy:KeHo,
KOpPPEKIHH 7036l He TpedyeTces (cM. paznen «DapMakOKHHETHKA ).

Ilpumenenue 6 komouHayuu c Opyeumu 1eKapcmeeHHbIMU CPeOCcmeamu

[Ipy HeoOXOIMMOCTH COBMECTHOTO TNPUMEHEHHUS C LUKIOCIOPUHOM, TeJIalpeBUPOM,

KOMOWHAIMEW THUMPAHABUP/PUTOHABUD WU TJICKAIPEBUP/MTUOPEHTACBUDP J103a TIpermapara
10
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yYKa3aHUs»).

He pekomennmyercs mpUMEHSATh aTOPBACTATHH  MAal[MEHTaM, TOJYYalOUIMM  TEpaIuio
JICTEPMOBHPOM COBMECTHO C IUKIIOCTIOPUHOM.

DapMaKOKMHETUYECKUE JIEKApPCTBEHHBIE B3aUMOJICUCTBHUS, KOTOPbIE MPUBOAAT K MOBBILICHHUIO
CHCTEMHOW KOHLIEHTpAIMH aTOpBAacTaTHHA B IJIa3Me KPOBH, TAaKXKE OBLIIM OTMEUEHBI C IPYTUMHU
MHIHOUTOpaMu IIPOTEA3I BHpyCa UMMYHOJEPHUIIUTA YeJI0BEKa (BHNY)
(JTOoMMHABUPOM/PUTOHABUPOM,  CAaKBUHABUPOM/PUTOHABUPOM,  JapyHABHPOM/PUTOHABUPOM,
dbocammpeHaBupoM, (pocamMnpeHaBUPOM/PUTOHABUPOM ¢ HEJI(PUHABUPOM), HWHTHOUTOpaAMHU
npoteassl rematuta C (GouenpeBup, 310acBUP/TPa30NpeBUpP, CUMENPEBUP), KIAPUTPOMHUIIMH,
UTpaKkoHa30d u JjerepMoBHp. Crenyer coOm0AaTh OCTOPOKHOCTH TPU  OJHOBPEMEHHOM
HA3HAYCHUHM C aTOPBAaCTaTHMHOM. PekoMeHyeTcsi MPOBECTH COOTBETCTBYIOUIYIO KIMHHUYECKYIO
OILICHKY M IIPUMEHSITh CaMyl0 HU3KYI0 3¢ (heKTUBHYIO 103y aTropBacTatuHa (cM. pa3zaeinsl «Ocobbie
yKazaHus» U «B3anMoeiicTBre ¢ IpyTrUMU JIEKaPCTBEHHBIMHU CPEICTBAMIE).

ITob6o4uHoe neiicTBHE

ATopBacTaTUH OOBIYHO XOPOLIO MEPEHOCHUTCS; MOOOYHBbIE peaKIMH, KaK IMPaBWIIO, JIETKHE U
MPEXOIAIIHE.

[ToGouHble peakuuMu pachpenesieHbl IO YacTOTe B COOTBETCTBHM CO  CIIEAYIOMICH
kiaccudukanueit: gacto —>1/100 mgo <1/10; mewacro —>1/1000 mo <1/100; peaxo —>1/10000 go
<1/1000; ouenr peako— <1/10000, HeuW3BECTHO — HEBO3MOXHO OIICHUTh Ha OCHOBAaHUHU
UMEIOIIUXCS JaHHBIX.

Hugpexkyuonnvle u napasumaphvie 3a00.1€6aHUA:

Yacmo — Ha30(apuHTUT.

Hapywenusa co cmoponst Kpoeu u 1umgpamuueckon cucmemol:

Peoxo — TpomOonMTONEHUS.

Hapywenua co cmoponst UMMYHHOI CUCIEMDBL:

Yacmo — anneprudeckue peakimu.

Ouenwv pedxo — aHauIaKcusl.

Hapywenusa co cmoponst 00mena geuiecme u NUMAaHuA:

Yacmo — runepriukeMus.

Heuacmo — runoriaukemMus, yBeJIMueHHE MacChl Teja, aHOPEKCHSL.

Heussecmno — caxapHblii AMa0eT: 4acTOTa PA3BUTHUS 3aBUCHT OT HAJIMYUS WU OTCYTCTBHS
(bakToOpoB prcka (KOHIIEHTpAIUs TIIOKO3bl KPOBH HATOLIAK > 5,6 MMOJIb/JI, HHJIEKC Macchl Tea
(UMT) > 30 xr/m?%, MOBBIIIEHHAs KOHIIEHTPALMS TPHIIMIEPHIOB, apTepUanbHas TUIEPTEH3HS B

aHaMHe3e).
11
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TENEHOCTE 0005)

Hapywenusa ncuxuxu: (NOCNEOOBA

Heuacmo — «xonimapHbie» CHOBUICHHUS, OECCOHHUIIA.

Heuzeecmno — nenpeccusi.

Hapywenua co cmoponbt HepEeHOIL cucmembl:

Yacmo — ronoBHast 00J1b.

Heuacmo — ronoBOKpy>X€HHE, NapecTe3usi, TMIECTEe3Usl, HapylIEHUE BKYCOBOT'O BOCIIPHUSTHS,
aMHe3usl.

Peoko — nepudepuueckas HeiiponaTus.

Heuzgecmno — oTepsi WIA CHUKCHHUE NTaMATH, MUACTEHUS TPaBUC.

Hapywenusa co cmoponul opzana 3penus:

Heuacmo — BO3HUKHOBEHHUE «IIEJIEHBD» NIEPE] IT1a3aMH.

Peoxo — Hapy1ieHust 3peHusl.

Heuzeecmno — rna3Has MUACTEHUS.

Hapywenusa co cmoponst opzana ciyxa u 1a0upunmuble HAPYWeHUA:

Heuacmo — myM B ymax.

Ouenwb pedko — OTeps CllyXa.

Hapywenusa co cmoponbvi 0ObixamenbHOoll CUCHEMbl, OP2AHO06 ZPYOH O K1eMKU U CPEOOCMEHUA:
Yacmo — 60716 B TOpIIE, HOCOBOE KPOBOTECUCHHE.

Heuzsecmno — enMHUYHbBIE CIy4Yal HHTEPCTULUAIBHOIO 3a0oseBaHMs JIETKUX (OOBIYHO IpU
JUINTEJIbHOM IPUMEHEHUN ).

Hapywenua co cmoponul 3ceny00uHo-KUmeuHo20 mpaKkma:

Yacmo — 3amop, METEOPU3M, IUCIIENICHS], TOIIHOTA, JUapes.

Heuacmo — pBoTta, 00J1b B )KUBOTE, OTPBIKKA, TAHKPEATUT, AUCKOM(OPT B KUBOTE.

Hapywenua co cmoponl neueHu u Hcenuegoble00AmuUx nymei:

Heuacmo — renatur.

Peoxo — xonecras.

OdeHb peIKo — MeYeHOYHas! HeI0CTATOYHOCTb.

Hapywenua co cmoponst Kocu u nOOKOIHCHbIX MKAHE:

Heuvacto — xpanuBHUIA, KOYKHBIN 3Y]], ChIIb, aJONELH.

Penko — aHTHOHEBPOTHYECKH OTEK, OyIie3Has ChIlb, MOJIUMOpP(]HAs SKcCyAaTUBHAsA dpUTeMa (B
ToM ymciie cuHapoM CtuBeHca-/[?>KOHCOHA), TOKCHYECKUH AMHIePMaTIbHBIN HEKPOJIu3 (CUHIPOM
Jlaiienna).

Hapywenusa co cmoponsl cKenemHo-MblUledHOI CUCHEMbL U COCOUHUMETbHOU MKAHU:
Yacmo — muanrus, apTpairuy, 00jib B KOHEYHOCTSX, CYyIOPOTH MBIIIL, IPUITYXJIOCTh CyCTaBOB,

00/Ib B CITHMHE, MBIIIIEYHO-CKEJIETHEIEC OO,
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 09.08.2024 N= 16438

(NOCNEQCBATENEHOCTE 000%)

Heuacmo — 605 B 111€e, MBIIIEYHAs CJIA00CTb.

Peoxo — muonatusi, MHO3HUT, pabJOMUONIN3, TEHANHONATHUS (B HEKOTOPBIX CIy4asiX C pa3pbIBOM
CYXOXKUJIUSA).
Heuzgecmno — MMMyHOOMIOCpEI0BaHHAS HEKPOTU3UPYIOIIAs MUOTIATHS.
Hapywenus co cmoponsl H07108b1X 0P2AH0E U MOTOYUHOIL HCee3bl:
Heuacmo — nmnoreHuus.
Ouenb pedxko — THHEKOMACTHSI.
Oobugue paccmpoiicmea u HaApyuieHUsA 6 Mecme 66€0CHUA:
Heuacmo — Hepomoranue, acTeHWYECKUN CHHIPOM, O0ib B Tpyau, nepudepuyecKkue OTeKH,
MOBBIIICHHAS YTOMJISIEMOCTb, JINXOPAJIKA.
Bnuanue na pesynomamaol 1a00pamopHslx U UHCMPYMEHMATbHBIX UCCTE008AHUL
Yacmo — OTKIIOHEHHE OT HOPMBI pe3yIbTaToB «meuyeHOUHbIX» TecToB (ACT u AJIT), noBeieHue
aKTHBHOCTH CBIBOPOTOYHOM KpeatrHpochokuHaszsl (KDK).
Heuacmo — neiikouutypusi.
HeusgecmHno — NOBBIIIIEHUE KOHIICHTPAIINHU TIMKO3WINPOBaHHOTO remorinoouna (HbAl).

eTH
[ToOouHble peakiuu, CBS3aHHBIE C MpHEMOM Mpemnapara ATopBacTatuH PapMmacuHTE3 IO
KOJIMYECTBY, HE OTIMYAINCh OT peakiuid Ha ¢oHe mpuema ruianebo. Hambonee wacTeiMu
peaKuusMHU, BHE 3aBUCUMOCTH OT YaCTOThI KOHTPOJIS, SIBISLITUCH HH(CKITUH.
Jetu u noapoctku B Bo3pacte oT 10 mo 17 meT, KOTOphIe JIEYHIIUCh aTOPBACTaTUHOM, MMENN
npoduns mMoOoYHBIX IPPEKTOB, KOTOPHIM COOTBETCTBOBAI OOBIYHO MAIlUEHTY, MOJTy4YaBIIEeMY
miane6o. Haunbonee pacnpocTpaHeHHbIMH MOOOYHBIMH 3 (deKTaMH, KOTOpble HaOII0AaIUCh
HE3aBUCHUMO OT OIIEHKH MPUUYMHHO-CJICICTBEHHBIX CBsI3el B 00euX rpynmax, Obuii nHpeknuu. B
xoJie 3-IETHETO UCCIeI0OBAaHUS ISl OIIEHKHU OOIIEro CO3peBaHus U pa3BUTHS, cTaauu 1o TaHHepy,
a Tak)Ke U3MEpPEHHs POCTa U Beca, He HaOII01aJI0Ch KIIMHUYECKU 3HAYUMOTO BIUSHUS HA POCT U
noyioBoe co3peBanue. [Ipoduins 6e30macHOCTH U MEPEHOCUMOCTH Yy JeTeH W TOJPOCTKOB B
OCHOBHOM COOTBETCTBOBaJl M3BECTHOMY MNpOQMII0 OE30MaCHOCTH aTOpBacTaTHHA y B3POCIBIX
MAIUEHTOB.
ba3za maHHBIX MO KIMHUYECKON OE30MaCHOCTH TaKke BKIIOYAEeT B ce0s TaHHBIE, MOTYyYEHHBIE OT
520 mammeHTOB JETCKOTO BO3pacTa, MOJy4YaBIIUX aTopBacTaTUH. M3 HUX: 7 mManuMeHToB OBLIH
miaame 6 jer, 121 mamueHT — B Bo3pacte ot 6 10 9 neT, u 392 nanuenTa HaXOIWJIUCh B BO3PACTE
ot 10 mo 17 net. Ha ocHOBaHMY MMEIOIIUXCS JaHHBIX YacTOTA, THII U CTENEHb TSHKECTH TOOOUHBIX
3¢ (HEeKTOB y eTeil CX0KHU C AaHATIOTUYHBIMU TTOKA3aTENISIMUA Y B3POCIBIX.
[Ipu nmpuMeHEHUN OTIETHHBIX CTATUHOB HAOIIOJAINCH CICAYIONINE HEXellaTeIbHbIE TTOO0YHBIS

3¢ dexTsI:
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COOTEBETCTEYET 3KI(
ot 09.08.2024 N= 16438

(NOCNEQCBATENEHOCTE 000%)

- HapyUIeHHE MOJIOBOM QPyHKINU;

_NNEPTHOMY OTYETY

- JIenpeccust;
- B HCKJIIOUUTENBHBIX CIy4asx, 0COOCHHO MPH JUIUTEIBHON Tepanyuu, MHTEPCTHIIHATbHAs 00JIe3HB
nerkux (cMm. pasaen «OcoOble yKa3aHus»);

- caxapHblii 1ua0eT: 4acToTa 3aBHCUT OT HAJU4YUs MM OTCYTCTBHUS (PaKTOPOB pUCKa (caxap B
KPOBH HATomaKk > 5,6 mmons/n, UMT > 30 kr/M? mHOBBIIIEHHbIE YPOBHH COJEPIKAHUS
TPUTIIULEPUIOB, HMEIOLIAsICS TUIIEPTOHHS).

Ilepeno3upoBka

Crenuduueckoro aHTUIOTa JUId JIEYEHHUS IEpelO3UpPOBKM IpenapaTtoM ATOpBacTaTHH
®apmacunTe3 HeT. B ciyuae nepeno3upoBKH ClelyeT MIPOBOJUTh CUMITOMATUYECKOE JICUCHUE
no wmepe HeoOxoaumoctu. Creayer TpoBecTH (PYHKUMOHAIBHBIE TECThl TICUCHH U
KoHTpoaupoBath akTMBHOCTh K®K. IlockonbKy mpemapaT akTHBHO CBSA3BIBAaeTCS C Oellkamu
IUIa3Mbl KPOBH, FEMOINAIN3 HEAPPEKTUBEH.

B3aumogeiicTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPeACTBAMH

Bo Bpems neuenus unruouropamu I'MI'-KoA-penykrasel npu 0JIHOBPEMEHHOM NPUMEHEHUU
UKIIOCTIOpUHA, (UOPATOB, HUKOTHHOBOM KUCIIOTHI B JIMMUCHIKAIOMUX 103ax (Oonee 1 r/cyT)
win uHrubutopo m3odepmenta CYP3A4/rpancnioptHoro Oeska (Hampumep, SPUTPOMHIIMHA,
KJIApPUTPOMHIIMHA, TPOTHBOTPHUOKOBBIX CPEICTB — IMPOU3BOJHBIX a30J1a) TOBBIIIACTCS PHUCK
Muonatuu (cm. pazaensl «Crocod mpuMeHeHus U J03bD», «Oco0ble yKazaHus»).

Hnzuoumoput uzogpepmenma CYP3A4

[Tockonbky  aTtopBactaTMH  MeTaOonusupyerca  uzodpepmentom CYP3A4,  coBmecTHOE
npUMEeHeHHe aTopBacTaTHHa ¢ uHrHOMTOpamMu u3odepmenta CYP3A4 MoxeT NpHUBOAWTH K
YBEIMYCHUIO KOHIEHTPAIIMM aTOpBAacTaTWHA B Ila3Me KpoBU. CTeneHb B3aUMOJCHCTBUS U
apdeKxTa MOTEHUUPOBAHUS ONPEACIAIOTCS BapuaOelbHOCTBIO BO3JACHCTBUS Ha H30(EPMEHT
CYP3A4.

beuto  ycranoBieHo, 4to MomHble HHruoOuTopsl m3opepmenta CYP3A4 mpuBomaT K
3HAYUTEIHHOMY IIOBBIIICHUIO KOHIIEHTPAIlMM aTopBacTaTHHa B Iuia3me KpoBH. Cremnyer mo
BO3MOXKHOCTH HU30eraTb OJHOBPEMEHHOI'O NMPUMEHEHHUS MOIIHBIX MHTHOUTOPOB H30(epMeHTa
CYP3A4 (nmanmpumep, UMKIOCHOPHH, TEIUTPOMUIMH, KIAPUTPOMUIMH, JIEIaBUP/AMH,
CTHPHUIICHTOJI, KETOKOHA30Jl, BOPWKOHA30Jl, HWTPAKOHA30J], TI03aKOHA30J] W HHTHOUTOPHI
npotea3sl BUY, BKitouasi puTOHABUD, JIONIMHABUD, aTa3aHABUDP, WHAWHABUD, JApYHABUD U JP.).
Ecnu oHOBpeMEeHHBIH pUeM 3THX MPErnapaToB HEOOX0IUM, CIEIYeT PacCMOTPETh BO3MOKHOCTD
Hayaja Tepanmuu C MUHUMaIbHOM JI03bl, a TaKXe OLEHUTh BO3MOXHOCTb CHI)KEHUS

MaKCHMAaJIbHOM J03bI aTOpBaCTaTUHA.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 09.08.2024 N= 16498

L

Ymepennbie uHruoutopel mzodepmenta CYP3A4 (HQEB%JI@HC’%%E&EEEIE,T&&%%M,

BepanamMmiI U (IyKOHa30J7) MOTYT NMPUBOJUTH K YBEIHMUCHHIO KOHIIEHTPAI[MH aTOpBacTaTHHA B
wiazmMe kpoBu. Ha ¢one ogHOBpemenHoro mpumeneHusi nHruouropoB [I'MI'-KoA-pemykra3zsl
(cTaTMHOB) U SPUTPOMULIMHA OTMEYAJIU MOBBILIEHHBIN PUCK pa3BUTUS MUonaTuu. McciaenoBanus
B3aMMOJICHCTBUS aMUOJIapOHa WJIM BepalaMuiia U aTopBacTaTUHA HE NMPOBOAMIMCH. M3BecTHO,
4TO0 M aMHOJApOH, M BepamaMuWil WHTHOMPYIOT akTuBHOCTH u30(depmenta CYP3A4 u
OJTHOBPEMEHHOE NPUMEHEHHE STUX INpenapaToB C aTOPBACTATUHOM MOXKET TPHUBECTH K
HOBBIIIEHUIO 3KCIO3UIMM aTopBacTaTMHAa. B CBSI3M ¢ 3TUM, PEKOMEHIYETCS CHU3UTh
MaKCHUMaJIbHYIO 103y aTOpBacTaTMHA U IMPOBOJUTH COOTBETCTBYIOLIMA MOHUTOPHHI COCTOSHUS
NalMeHTa NPy OJHOBPEMEHHOM NPHUMEHEHHH C YMEPEHHBIMH HHTHOMTOpaMH H30(pepMEeHTa
CYP3A4. KoHTponb clieyeT OCyIIeCTBIATh MOCIe Hadaaa Tepaniy 1 Ha (JOHE M3MEHEHHUS 1035l
WHTUOUTOpA.

T'emghubposun/ pubpamer

Ha ¢one npumenenus ¢puOpaTroB B MOHOTEpanuy MEPUOJUYECKH OTMEYAIH HEKeJIaTelIbHbIE
pEaKIyu, B TOM YUCIie PabIOMHOIN3, KACAOIINECs CKEIETHO-MBIIIEUYHOW CUCTEMBI. PUCK Takux
peakuuii Bo3pacTaeT Npu OJHOBPEMEHHOM NpuUMeHeHuHu (pubpaToB u aropBacTatuHa. B ciydae
€CIIM OJIHOBPEMEHHOTO HPHUMEHEHMs 3TUX IpernaparoB HEBO3MOXHO H30€XaTh, TO CIEXyeT
NPUMEHATh MUHUMAIBHYIO (G (EKTUBHYIO 03y aTOpBAaCTaTHHA, a TAaKXKe CIEAYeT MPOBOIHTH
PETYJISPHBII KOHTPOJIb COCTOSHUS TTAlUEHTOB.

Izemumud

[IpumeHeHne 533eTMMHOA CBSA3aHO C PA3BUTHEM HEXKENATENbHBIX pEaKkIHil, B TOM YHUCIEe
pabaoMHOIU3a, CO CTOPOHBI CKEJIETHO-MBIIIIEUHON CHUCTEMBI. PUCK TaKUX peakluil MOBBIIIAECTCS
Ipd OJHOBPEMEHHOM IPHMEHEHWH »H3eTHMHOa M aTopBacTaTHHA. /[ TakWX MalueHTOB
peKOMeH1yeTcs TIAaTeIbHOE HaOII0IeHHe.

Dpumpomuyun/Knapumpomuyun

[Tpu ogHOBpEMEHHOM MTPUMEHEHUHU aTopBacTaTHHA U dpuTpomuivHa (o 500 mr 4 paza B CyTKH)
wim kiaapurpomuimHa (mo 500 mr 2 pasza B cyTtku), uHruomropo m3odpepmenta CYP3A4,
HaOJI01a7I0Ch TMOBBIIIEHHE KOHIIEHTPALMM aToOpBacTaTMHAa B IUIa3Me KPOBH (CM. pa3fesbl
«Oco0ble ykazaHus» 1 «DapMaKOKMHETHKAY).

Hneubumoper npomeas

OnHOBpEeMEHHOE TPUMEHEHHE aTOpBacTaTWHA C HWHTHOMUTOpPAMH TpPOTeas, W3BECTHBIMH Kak
unruburopsl  uzopepmenta CYP3A4, compoBoxgaercs yBETMUYEHHEM  KOHLEHTpAIUU
aTopBacTaTHHA B IJIa3Me KPOBH.

Junmuazem
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 09.08.2024 N= 16438

CoBMeCTHOE MPUMEHEHHE aTOpBacTaTUHA B 103§ 40 Mr éﬁﬁh&ﬂ%“g E&’L;Iélj%l\]l_l‘_;' le'a'lgénm

K YBEIMYEHUIO KOHLEHTpAlMM aTopBacTaTMHa B  IUla3Me KpoBH  (cM.  paszen
«DapMaKOKUHETHKAY ).

Lumemuoun

Knunuuecku 3Ha4MMOro B3aMMOJICUCTBUS aTOPBACTaTHHA C [IUMETUIUHOM HE OOHAPYXKEHO (CM.
paznen «DapMaKOKMHETHKAY ).

Hmpaxonaszon

OnHOBpEMEHHOE IPUMEHEHUE aTOpBAacTaTUHA B J103ax OT 20 mMr 10 40 MI ¥ UTPAaKOHA30J1a B 103€
200 Mmr mpuBomwio K yBenmueHuro 3HadueHus AUC artopBactatmHa (CM.  pazzen
«DapMaKOKUHETHKAY ).

I'petingppymosuoiii cox

[Tockonbky Trpedn@pyTOBbII COK COAECPKHUT ONWH WM OoJiee KOMIIOHEHTOB, KOTOpbIE
uHruoupyrot uzodepment CYP3A4, ero upesmepHoe norpedienue (Oonee 1,2 1 B 1eHb) MOXKET
BbI3BaTh YBEJIMYEHHE KOHIIEHTpAIlMM aTopBacTaTMHa B IUIa3Me€ KpoBH (CM. paszzen
«DapMaKOKUHETHKA).

Hneubumopwvl mpancnopmnozo 6enka

ATopBacTaTUH MpEJCTaBIsIeT coOoi cydcTpar TpaHCHOPTEPOB (HEPMEHTOB MEYCHH (CM. pasfeln
«DapMaKOKUHETHKAY).

CoBMmecTHOE MTpUMEHEHHE aTopBacTaTHHA B 103€¢ 10 M M HUKJIOCHOpPHHA B A03€ 5,2 MI/KI/CyT
MPUBOJIMIIO K MOBBIIMICHUIO YPOBHS BO3JIEHCTBUS aTopBacTtatuHa (cootHomenue AUC: 8,7) (cMm.
paznen «®PapmakokuHeTuKa»). LluknocnmopuH sBIseTCs HMHIMOMTOPOM  TPAHCIIOPTHOTO
nonunenTuaa oprannyeckux noHos 1B1 (OATP1B1), OATP1B3, npoTenHa, acCOMUPOBAHHOTO
C MHOKECTBEHHOM JiekapcTBeHHOW ycToWunBocThio 1 (MJIY 1) m Genka pe3ncTEHTHOCTH paka
MOJIOYHOM >kene3bl, a Takke CYP3A4, cienoBaTelbHO, OH MOBBIIAET YPOBEHb BO3JACHCTBUSA
atopBactatuHa. CyTouHas J103a aTopBacTaTWHA He JOJDKHA mpeBblmarte 10 mr (cM. pasgen
«Croco® MpuMEeHEHUs U JI03b1»).

I'nexanpeBup u nubpenracBup apisaoTcs nuaruouropamu OATP1B1, OATP1B3, MJIVY 1 u 6enka
PE3UCTEHTHOCTH paKka MOJIOYHOM JKeJe3bl, ClIe0BAaTENIbHO, OHH MOBBIIIAIOT YPOBEHb BO3ICHCTBUS
atopBactatuHa. CyTouHas J103a aropBacTaTWHA He JOJDKHA mpeBblmate 10 Mr (cMm. pasgen
«Crioco6 MpuMEHEHHUs U JTO3bI»).

CoBMmecTHOE NTPUMEHEHHE aTopBacTaThHa B 103€¢ 20 Mr u serepMmoBrpa B A03e 480 Mr B CyTKH
IPUBOJNJIO K MOBBIIIEHUIO YPOBHS BO3/1€HCTBHS aropBacTatuHa (cooTHomenue AUC: 3,29) (cm.
pasnen «DapMakoKWHETHKa»). JleTepMoBUp sBIsieTCs MHTHOMTOpPOM TpaHcmopTepoB P-gp,

BCRP, MRP2, OAT2 wu mneuenounoro tpancnoprepa OATP1B1/1B3, Takum oOpa3oMm, OH
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 09.08.2024 N= 16498

CHJIMBAET YPOBEHL BO3JCHCTBUA aTOpBacTaTHHA. cﬁ&‘&é«fﬂﬁég’ %foﬁ%%hg %9 :}:'r-(';'iBKHa
y yp p

npesbimaTh 20 Mr (cM. pasznen «Crnocod mMpuMeHEHUs U J103b1»).

Benuunnaa omocpenoBaHHBIX NekapcTBeHHBIX B3ammojeiicteuiit CYP3A u OATPIB1/1B3 nHa
COBMECTHOE IMPUMEHEHHE IPEenapaToB MOXKET OTIUYAThCA MPHU OJHOBPEMEHHOM Ha3HAUYEHUU
JeTepMOBHpa ¢ IUKJIocopuHoM. He pexomeHzyercs MPUMEHSTh aTOpBACTaTUH MallEHTaM,
MOJTYYArOIIUM TEPAIHUIO JIETEPMOBHPOM COBMECTHO C IIUKJIOCIIOPUHOM.

DOnbacup u rpazonpeBup sBisiroTcs uaruouropamu OATPIBI1, OATPIB3, MJIY 1 u Genka
PE3UCTEHTHOCTH paKa MOJIOYHOH >KeJIe3bl, CJIe0BaTEIbHO, OHHU MOBBILIAIOT YPOBEHb BO31EHCTBUS
aTopBactatuHa. CieayeT NpUMEHSATh C OCTOPOKHOCTBIO M B CaMOM HHU3KOM HEOOXOIMMOM 103e
(cM. pa3gen «Criocod MprUMEHEHHs U J03bD»).

Huoyxkmopul uzogpepmenma CYP3A4

CoBMecTHOE NMpUMEHEHHE aTropBacTaTuHa ¢ MHAyKTopamu uzopepmenta CYP3A4 (manpumep,
a¢daBupeH3oM, pUGaAMOUIMHOM WIA MpernaparaMu 3Bepo00s MPOABIPSIBIEHHOT0) MOXKET
NPUBOJUTh K CHIDKCHHIO KOHIIGHTPAIlMM aTOpBacTaTHWHA B IUIa3Me KpPOBU. Bceiencteue
JBOMCTBCHHOTO MEXaHHM3Ma B3aWMOJCHCTBHS C pHPAMIHIMHOM (MHIYKTOPOM H30(epMEeHTa
CYP3A4 u unruburopom tpancnoptHoro Oenka remarorutoB OATPIBI), pexomenmyercs
OJIHOBPEMEHHOE MPUMEHEHHUE aTOPBACTaTUHA U pUdaMIUIHA, IOCKOJIBKY OTCPOYEHHBIHN MpuemM
aTopBacTaTHMHA IIOcie mpueMa pudaMOUIMHA TPUBOAUT K CYIIECTBEHHOMY CHHKCHHUIO
KOHIIGHTpAIlMM aTopBacTaTHMHa B IUIa3Me KpoBU (cM. pazuen «DapmakoKuHETHKay»). OIHAKO
BIUSHUE pudaMIUIMHA HA KOHIEHTPAIMIO aTOPBACTaTHMHA B TeMAaTOIMTaX HEM3BECTHO, U B
clly4ae, €Ccld OJHOBPEMEHHOIO NPUMEHEHUS HEBO3MOXXHO M30€XKaTh, CIEAyeT TIIAaTeIbHO
KOHTPOJIUPOBATh 3 (HEKTUBHOCTH TAKOW KOMOWHAIIMU BO BpEMs T€paIuu.

Anmayuosi

OnHOBpeMEeHHBI TIpUEM BHYTPb CYCIEH3HH, COJEpKallel MarHus TUIAPOKCUI U aTIOMUHUS
THIPOKCH], CHI)KAJI KOHIIEHTPAILMIO aTopBacTaTHHa B ruiasme kposu (u3menenne AUC: 0,66),
OJIHaKO cTeneHb cHmxeHus kKoHueHTpauuu X C-JITTHII npu 3ToM He u3meHs1ach.

Denazon

ATopBacTaTHH HE BIMsET HA (papMaKOKUHETUKY (peHa30Ha, TOATOMY B3aUMOJICHCTBUE C APYTUMHU
npenapaTamMu, MeTabOTH3UPYIOIIUMUCS TEMHU Ke H30(epPMEHTAMU IIUTOXPOMA, HE OKUIAETCS.
Konecmunon

[Tpu 0THOBpEMEHHOM MTPUMEHEHHH KOJIECTHITOJIA KOHIIEHTPAIIHSI aTOPBACTaTHHA B TUTa3Me KPOBU
cHmwkanace (um3menenue AUC: 0,74); onnako runoiunuieMuyeckuii 3¢ ¢dext komMOuHanmu
aTOpBACTaTHHA U KOJIECTHUITOJIA TPEBOCXO I TAKOBOM KaXKIOTO Mpernapara B OTACIbHOCTH.

Jueoxcun
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 09.08.2024 N= 16438

[Ipy TNOBTOPHOM mMpUeMEe JUTOKCHMHA U LTopBaCI(Hh_'}:;é_IEB]C;ﬁS%J EllyHE Eﬁgéf;@nme

KOHIIEHTPAIIUHU JUTOKCHHA B TUTa3Me KPOBU HE MeHsUTHCh. OTHAKO TPU MPUMEHEHUH TIMTOKCHHA B
KOMOMHAIMM C aTOpBAaCTaTUHOM B 03¢ 80 MI/CyT KOHUEHTpAIMs JUTOKCHHA YBEIHMYHBAIACH
(m3menenne AUC: 1,15). IlarmenTsl, mMoaydaromue TATOKCHH B COYETAHHHM C aTOPBACTaTHHOM,
TpeOyIOT COOTBETCTBYIOIIETO HAOIIOICHUSI.

Azumpomuyun

ITpu ogHOBpEMEHHOM NIPUMEHEHUH aTopBacTaTuHa B 03€ 10 Mr 1 pa3 B CyTKu U a3uTpOMULIMHA
B 7103¢ 500 mr 1 pa3 B CyTKU KOHIIEHTpAIMsI aTOpBacTaTHHA B IJIa3Me KPOBU HE U3MEHSIACh.
IlepopanvHule konmpayenmugol

[Ipy OXHOBpPEMEHHOM MPHUMEHEHHHM aTOpBAacTaTUHA M MEPOPAITBbHBIX KOHTPAILCTITUBOB,
COJepKALIMX HOPATUCTEPOH M STHHWIACTPAIUON, HAOIIOAANOCh IMOBBIIICHWE KOHIIEHTPAIIMH
Hopatuctepona (u3menenne AUC 1,28) u stunmictpaguona (m3menenne AUC 1,19). Dtor
¢ ekt cremyer yuuTHIBaTH MPH BHIOOpPE MEPOPAILHOTO KOHTpAIeNTUBA MJi KCHIIUHBI,
NPUHUMAIOIIEH aTOpPBACTATHH.

Tepgpenaoun

[Ipy ogHOBpeMEHHOM NPHUMEHEHWHW aTopBacTaTHHA U TepeHaauHa KIMHUYECKH 3HAYMMBIX
M3MEHEeHUH (apMaKOKMHETUKH TepdeHaHa HE BBISABICHO.

Bapgapun

B KJIMHUYECKOM HMCCIIEJOBAHUY Y MAIMEHTOB, PETYISPHO MOIYYAIONINX Tepanuio BaphapruHOM
IIpU OJJHOBPEMEHHOM MPUMEHEHHH aTopBacTaTUHA B A03€ 80 Mr/cyT, MPUBOJIMIIO K HEOOIBIIOMY
YBEIMUYEHUIO TPOTPOMOMHOBOTO BpEMEHU MPUONU3UTENHHO Ha 1,7 ¢ B TeUeHHe MepBbIX 4 nHen
tepanuu. [lokazarenp Bo3Bpamaicss K HOpME B T€YeHHE |5 IHEW Teparmuu aTopBacTaTHHOM.
HecmoTpst Ha TO, 94TO TOJNIBKO B PEAKHX CIIydasX OTMEYalId 3HAYUTEIHLHOE B3aMMOJCHCTBHE,
3aTparuBarollee aHTUKOAryJISIHTHYIO (YHKIIHIO, CIelyeT ONPEAeTUTh IPOTPOMOMHOBOE BpeMs 10
Hayajga Tepaluyd aTOPBACTATUHOM Yy TMAIMEHTOB, MOMYYaOIIUX TEPaNui0 KyMapHHOBBIMU
AQHTUKOATYJIIHTAMH, W JIOCTaTOYHO YacTO B TMEPUOJ TepamnuH, 4YTOOBI MPEIOTBPATUTH
3HAYUTEIHHOE M3MEHEHHE MPOTPOMOMHOBOTO BpeMeHH. Kak TONBKO OTMEYaroTcs CTaOMIIbHBIC
UG psl TPOTPOMOMHOBOTO BPEMEHHU, €r0 KOHTPOIb MOKHO MPOBOIUTH TAK)KE, KAK PEKOMEHIYIOT
JUIST TIAIUEHTOB, TIOJMYYAaroIIMX KyMapUHOBBIE AHTHUKOATYJSHTHL. [Ipu W3MEHeHHH 03Bl
aToOpBacTaTHHA WM TPEKPAIICHUH Teparud KOHTPOJIb MPOTPOMOMHOBOTO BPEMEHH CIIEIyeT
MIPOBECTH IO TEM K€ MPUHIIUIIAM, YTO OBLTH OITMCAHKI BhIIIE. Teparust aTopBacTaTHHOM He ObLIa
CBs3aHA C pa3BUTHEM KpPOBOTCUEHHUS WM W3MEHEHUSMH TMPOTPOMOMHOBOTO BpPEMEHU Y
MAIMEHTOB, KOTOPBIC HE MOTYyYalld JICUeHUE aHTUKOATYJITHTaMH.

Konxuyun
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il b arbp i tatisa

T0OC OB
Hecmotps Ha TO, 4TO HCCIeI0BaHUS OJTHOBPEMEHHOTO nbﬂmeﬂggﬂiﬁé

HE MPOBOJAWINCH, MMEIOTCS COOOILEHHUS O pa3BUTHH MHUOINATHH NpPU NPUMEHEHUU JAaHHON
koMOuHarmu. [lpy OJHOBpEeMEHHOM MPUMEHEHHHM AaToOpBacTaTWHA W KOJXHUIMHA CJIEIyeT
coOII0aTh OCTOPOKHOCTb.

Amnoounun

B wuccrnenoBaHuM J1IeKapCTBEHHOTO B3aWMOJAEWUCTBUS Y 3J0POBBIX HCIBITYEMBIX, COBMECTHOE
IpUMeHEeHHe aropsactaTuHa B o3¢ 80 Mr m amnogunuHa 10 Mr OpuBENO K KIMHUYECKU
HE3HAYMMOMY YBEJIMYEHUIO KOHIIEHTpaluu aropBacratuda (m3menenne AUC: 1,18).

Dys3udosas kucioma

Bo BpeMs MOCTMapKETHHIOBBIX HCCIIEAOBAHHHA OTMEUAlM CIIy4aud Pa3BUTHA pabaoMHONU3a Y
NAIMEeHTOB, MPUHUMAIOUINX OAHOBPEMEHHO CTAaTHHBI, BKIIIOYas aTOPBACTATHH U (PYy3UIOBYIO
KUCTIOTy. MeXaHu3M JaHHOTO B3aUMOJICHCTBUS HEU3BECTCH. Y TMAIMEHTOB, JUIS KOTOPBIX
UCIOJIb30BaHue (Py3UI0BOM KUCIOTHI CYUTAIOT HEOOXOJUMBIM, JICUEHHE CTATUHAMHU JOJKHO OBITH
IpEKpaIeHo B TEUSHHE BCETO MepHoAa MpuMeHeHus: Gpy3naoBoit Kuciotel. Tepamust craTHHaMu
MOJKET OBITh BO30OHOBJIEHA Yepe3 7 IHEH IMociie MocleHero mprueMa (Qy3uaoBoi KUCIOTHL. B
UCKITIOYUTEINIbHBIX CIIy4asx, IJe He00X0AuMa MPOJOJKUTENbHAS CUCTEMHas Tepanus Qy3ua0Bon
KHUCIIOTOM, HampuMmep I JIeYeHUs TSKeNbIX HH(QEKIii, HeoOXOAUMOCTh COBMECTHOTO
NPUMEHEHHs aTOpBAacTaTHHA M (Y3HMJOBOH KHCIOTHI JODKHA OBITH PAacCMOTPEHa B KaXKIOM
KOHKPETHOM cJy4yae W TOJ CTPOTUM HaOdrogeHueM Bpada. llanmeHT AO0mKeH HEeMeIIEHHO
0o0paTUThCS 32 METUIIMHCKOW IMOMOIIBI0 MPHU MOSBICHUM CUMIOTOMOB MBIIIEYHON clabocTy,
YyBCTBUTEIHLHOCTH WM OOJIH.

Hpyzas conymcmeyiowas mepanus

B KIMHUYECKHX HMCCIEOBAHUSAX AaTOPBACTATUH MPUMEHSUIM B COYETAHWU C TUIOTEH3WBHBIMU
CpeACTBaMU M 3CTPOI€HaMH B paMKax 3aMEeCTUTENbHOM ropMoHanbHOM Tepanuu. IlpuznakoB
KJIMHUYECKH 3HAYMMOTO HEXeNaTeJbHOI0 B3aUMOJCHCTBUS HE OTMEUYEHO; MCCIEOBaHUS
B3aMMOJEHCTBUS CO CIEM(PUUECKUMH ITpernapaTaMi He TPOBOAMIIUCE.

Kpome TOro, ormedanoch MOBBIIIEHWE KOHILIEHTPALIMM aTOpBacTaTWHA IPH OJHOBPEMEHHOM
NPUMEHEHUH ¢ HHruoutopamu mpoteassl BUY (koMOMHAIIMKM JIONMWHABUpA W PUTOHABUPA,
CaKBMHABHpa M PUTOHABHpA, JlapyHABUpa U PUTOHABUpa, (hocammpeHaBup, (pocammpeHaBup c
PUTOHABUPOM M Hel(QUHaBUpP), HUHrHOUTOpamMu mpotea3sl rematuta C  (Oomenpesup,
2710aCBUP/TPA30NIPEBUP, CHUMENPEBUP), KIAPUTPOMHUIIMHOM © HTpakoHazonoM. Cremyer
cOOJIIO/IaTh  OCTOPOXKHOCTh IpPHU OJHOBPEMEHHOM IPHUMEHEHHHM STHX NpenapaToB, a TaKkKe
OPUMEHSATH CaMyl0 HU3KYI0 3()(peKTHBHYIO 103y aTOpBacTaTHHA.

Bimsgune APVYIux rnpernaparoB Ha d)aDMaKOKI/IHeTI/IKV aTopBacTaTuHa
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i Ikl"i"'('igl)tnﬁlu I:Li-;-“I“I:J [ERLU T UULD)
IIpenapar, 103MpoBKa NU3MeHeHUe
Jlo3a, Mr U3smenenne Cmax!
AUC!
10 mr oauH pa3 B
Huknocriopun 5,2 Mr/kr/cyr,
CyTKH, B TeueHue|l B 8,7 paza 1 B 10,7 paza
IIOCTOSIHHAs 7032
28 nueit
Tunpanasup 500 mr 2 paza B
10 mr,
cytku/putonaBup 200 mr 2 pasa B 1 B 9,4 pa3a 1 B 8,6 paza
OJIHOKPaTHO
CyTKH, B T€UEHUE 7 AHEU
I'nexanpeBup 400 mr 1 pa3 B|10 mr ogun pa3 B
cytku/mudpentacsup 120 mr 1 pa3|cyTku, B Teuenue |l B 8,3 paza 1 822,00 paza
B CYTKH, B TEUCHHUE 7 THEMN 7 nHen
Tenanpesup 750 Mr kaxabie 8 4, B|20 Mr,
1B 7,9 pa3a 1 B 10,6 paza
TeyeHue 10 muel OJHOKPATHO
OnbacBup B no3e 50 mr 1 pas B
10 mr,
cytku/rpaszonpeBup 200 mr 1 pa3 B 181,95 paza 1 B 4,3 paza
OJIHOKPAaTHO
CYTKH, B TeueHue 13 nuei
bouenpesup 800 mr 3 paza B|40 wmr,
1 B 2,3 pa3a 1 B 2,7 pa3a
CYTKH, B T€UEHHE 7 THEN OJIHOKpPaTHO
CumenpeBup B no3e 150 mr 1 pa3 |40 mr,
182,12 paza 1B 1,7 paza
B CyTKH, B TeueHue 10 queit OJIHOKpPaTHO
JlonunaBup 400 mr 2 pasa B|20 mMr oauH pa3 B
cytku/putonasup 100 mr 2 pasa B|cyTku, B TeueHue|T B 5,9 pasza 1 B 4,7 paza
CYTKH, B TeueHue 14 nuei 4 mHen
°Cakpunasup 400 mr 2 pasa B|40 Mr oauH pas B
cytku/putronasup 400 mr 2 pasa B|cyTkH, B TeueHue |l B 3,9 paza 1 B 4,3 paza
CyTKH, B TeueHue 15 nuei 4 nHen
80 Mr oguH pa3 B
Knaputpomunmua 500 mr 2 pasa B
CyTKH, B TeueHue|T B 4,5 pasza 1 B 5,4 paza
CYTKH, B T€UeHHE 9 THEN
8 nHei
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I[aPYHaBHp 300 mr 2 pasa B 10 Mr oxgu paz B UTULTTEAUBA THITERUL Tb UULh)
cytku/putoHaBup 100 mr 2 pasa B|cyTku, B TeueHue |l B 3,4 paza 1 B 2,2 pa3a
CyTKH, B TeUeHUE 9 nHen 4 naen
Wtpakonazon 200 mr oaun pa3 B |40 mr,
1 B 3,3 paza 1 B 1,20 pa3a
CYTKH, B TeUeHHE 4 JHEN OJIHOKPATHO
JlerepmoBup 480 mr onun pa3 B|20 wmr,
1 B 3,29 pasa 182,17 paza
CyTKH, B TeueHue 10 nueit OJHOKPATHO
®ocamnpenasup 700 mr nBa paza|l0 mMr oguH pa3 B
B cyTtku/putonaBup 100 mr 2 pa3a|cyTku, B TeueHue|T B 2,5 paza 1 B 2,8 pa3a
B CyTKH, B TeueHue 14 queit 4 nuen
10 Mr onun pa3 B
®ocamnpenasup 1400 mr 2 paza B
CyTKH, B TedeHue|T B 2,3 paza 1 B 4,0 paza
CYTKH, B TeueHue 14 nuei
4 naen
HendunaBup 1250 mr 2 pasza B|10 Mr omuH pa3 B
CYTKH, B TeueHue 14 qHei CyTkH, B TeueHue |l B 1,74 pa3a 1 B 2,2 pa3a
28 nueit
I'peiindpyroBeiii  cok, 240 mi|40 mr,
1 B 1,37 pasza 181,16 pa3a
OJINH Pa3 B CYTKH> OJIHOKPaTHO
Huntnazem 240 mMr omuH pa3 B|40 mr,
181,51 pasza 1 B8 1,00 pa3za
CYTKH, B T€UeHHE 28 IHEH OJIHOKPATHO
Oputpomunud 500 mMr 4 pasa B|10 mr,
1B 1,33 pasza 1B 1,38 paza
CyTKH, B T€UEHUE 7 AHEU OJHOKPATHO
80 mr,
AwmmoaunuH 10 Mr, OZHOKPATHO 181,18 paza 180,91 paza
OJIHOKPATHO
10 Mr onuH pa3 B
Humernaun 300 mMr 4 paza B
cyTku, B TeueHue|| B 1,00 paza | 80,89 paza
CYTKH, B T€YEHHUE 2 HEJEb
2 HexI
40 mr oxuH pa3 B
Konectumnon 10 Mr 2 pasa B cyTkH,
cyTku, B Teuenue |He ycranosneno || B 0,74° pasa

B TeueHue 24 Henenb

28 Heneab
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(MOCHEQOBATENEHOCTE 0005]
10 Mr oguH pas B
Maanoke TC® 30 mn oaus pas B
cyTkH, B TeueHue|| B 0,66 pa3a | B 0,67 paza
CyTKH, B TeueHue 17 nHeut
15 nuen
Odasupenz 600 mr omuH pa3 B|10 Mr, B TeueHue
1 80,59 paza 1 80,01 paza
CYTKH, B TeueHue 14 aueit 3 nHen
Pudamnuuun 600 mr oguH pa3 B
40 mr,
CyTKM, B TeUeHHEe 7 JHEH 1B 1,12 paza 1 B 2,9 paza
OJIHOKPAaTHO
(OIHOBpEMEHHOE TIpUMeHeHwHe) 4
Pudammunua 600 Mr oguH pas B
40 mr,
CyTKHM, B Te4YeHue S5 JHeH 1 80,20 paza | 80,60 paza
OJIHOKPATHO
(pa3menbHEI puem) 4
I'emdudpo3mn 600 mr 2 pasa B|40 mr,
1B 1,35 paza | B 1,00 paza
CYTKH, B T€UeHUE 7 THEH OJIHOKPaTHO
®denodudbpar 160 mMr ogun pa3 B|40 mr,
1 B 1,03 paza 1B 1,02 paza
CYTKH, B TeYeHUE 7 JHEN OJHOKPATHO

Mpencrapieno oTHoLleHHE TUMOB Tepamuu (COBMECTHOE HMPUMEHEHME Mperapara BMECTE C
aTOPBAaCTaTHHOM B CPaBHEHHUH C IPHMEHEHUEM TOJIBKO aTOpPBAacTaTHHA);

’[Tpu 3HAYMTENHLHOM NOTPedIeHnH rpeindpyToBoro coka (= 750 M — 1,2 1 B CyTKH) OTMEYaH
oompiree yBenmmuerre AUC (o 2,5) w/mmi Cmax (10 1,71);

3Ha ocnoBanuH 06pasiia, B3ATOTO OHOKPATHO depe3 8-16 4acoB mocie mpreMa mpenapara;

*Tak kak pudaMmuIUH 00IagaeT JBOWHBIM MEXaHU3MOM B3aMMOJEHCTBHUSA, PEKOMEHIyeTCs
BBOJIUTh aTOPBACTaTHH U pU(aMIUIMH OJHOBpeMeHHO. bosee mo3aHuii mpuem aropBacTaThHa
nocie pudaMIuIHa CBS3aH CO 3HAYMTEIBHBIM CHIDKEHHEM KOHIICHTPAIMW aTopBacTaTHHA B
TuIa3Me KpOBH.

°J103bl CAKBUHABMPA/PUTOHABMPA, NPUMEHSBIIMECS B JAHHOM HCCIEIOBAHMH OTIMYAOTCS OT
JIO3UPOBOK, KOTOpPbIE MCIOJb3YIOTCS B KIMHUYECKOW mpakTuke. Cleayer yduThIBaTh, UTO
MOBBIIIIEHUE SKCIIO3UIMH aTOPBACTaTHHA MPH KIMHUYECKOM NMPUMEHEHWH CKOpEE BCETO BHIIIE,
yeM HaOJrogaeMoe B JaHHOM HCCIICAOBAaHUH. B CBSI3W C ATHM CleyeT MPUMEHATh HauOojee
HU3KYIO /103y aTOpBacTaTHHA.

BiusgHaue aropBacTaThHa Ha d)aDMaKOKI/IHCTI/IKV APYrux npernaparoB
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MOCHEOOBATENEHOT TS U0US]
IIpenaparel, NpUMeEHAEMbIE 0THOB) DBACTATHHOM,

ATopBacTaTHH
103UPOBKA
HN3menenne
Ipenapar/a03a, Mr Hsmenenne Cmax'
AUC!
80 Mr oguH pa3 B
cyTku, B TedyeHue 15|Antunupun 600 Mr, 0OJHOKpaTHO 181,03 pa3a || B 0,89 paza

THEN

80 Mr oauH pa3 B
Hurokcun 0,25 Mr oJiuH pa3 B CyTKH,
CyTKHM, B TeueHue 10 1t B 1,15 paza (1 B0,20 paza
B Teuenue 20 quei
IoHen

[TepopanbHble KOHTpPALENTUBBI OAUH
40 mr 1 pa3 B cyTkH, B|pa3 B CYTKH, B T€UEHHE 2 MECALEB
TeueHue 22 nHei - HOP3TUHAPOH 1 Mr

- ATUHUJIACTPAIUON 35 MKT T B 1,28 paza|t B 1,23 paza

Tunpanasup 500 mMr 2 pasa B
10 Mr, OJTHOKpaTHO cytku/puronasup 200 mr 2 pasa B|1 B 1,08 pa3a |1 B 0,96 paza

CYTKH, B T€4eHHE 7 ITHEH

10 Mr omuH pa3 B
®ocamnpenaBup 1400 mr 2 pasa B
CyTKM, B TeueHue 4 1 80,73 paza || B 0,82 pa3a
. CYTKH, B TeueHue 14 nuei
JTHEH

10 mr omun pa3 B|@PocammpenaBup 700 mMr 2 pasa B
cyTku, B TeueHue 4|cytku/putoHaBup 100 mr 2 pasa B|T B 0,99 paza |1 B 0,94 paza

JHen CYTKH, B TeueHue 14 nuei

pencrapneno oTHomeHMe TUMOB Tepamuu (COBMECTHOE MPUMEHEHME MperapaTa BMECTE C
aTOPBACTATMHOM B CPAaBHEHUU C IPUMEHEHHEM TOJBKO aTOpBacTaTHHA)

Oco0ble ykazanus

Brusanue na neuenw

Kak n Ipru IPpUMECHCHUHU APYTUX TUITOJUIIUACMUYICCKHUX CPEACTB OTOr0 Kjlacca, Mpru NpuMCHCHHNU
npenapata AropBactatud PapmMacuHTe3 OTMEUaIl YMEPEeHHOE MOBBIIeHHe (Ooiee ueM B 3 pasa
M0 CPaBHEHUIO C BEpXHEH rpaHuIleld HOPMBI) aKTUBHOCTH «IE€YeHOYHBIX» TpaHcamuHa3z ACT u
AJIT. Croiikoe TOBBIIICHHE CHIBOPOTOYHOW AKTUBHOCTH «IIEYCHOUYHBIX» TpaHcamHuHa3 (Ooiee

4yeM B 3 pasza mo CpaBHEHHWIO C BEpPXHEW TpaHulled HOpMBI) HaOmonainock y 0,7 % manueHTos,
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0GR ibwbrekuir npu

T DB
NOIy4YaBIIMX IIpernapat ArtopsacTaTuH MDapMACHHTE3! (erbral o

npUMeHeHHH npemnapara B go3ax 10 mr, 20 mr, 40 mr u 80 mr cocrasnsna 0,2 %, 0,2 %, 0,6 % u
2,3 %, coorBercTBeHHO. [lOBBINNIEHNE AKTUBHOCTU «IIEUYEHOYHBIX)» TPAHCAMUHA3 OOBIYHO HE
COIIPOBOKIANIOCH XKEATYXOH WU IPYTMMHU KIMHUYECKUMU NposiBiIieHUsAMU. [1pu cHIKeHNH 10361
npenaparta AtopBactaTid @apmacuHTe3, BpeMEHHOMN WM IOJIHOM OTMEHE Npenapara akTHBHOCTb
«TEYEHOYHBIX» TPaHCAMWHA3 BO3BpAIlAIACh K UCXOJHOMY YPOBHIO. BOJBIIMHCTBO MalMEHTOB
IPOJIOJDKAIY TIPHEM TpenapaTta ATopBactaTiH @apMacuHTE3 B CHU)KEHHOM /103€ 0e3 KaKux-1100
KJIMHUYECKHUX MOCIIECTBUH.

Jlo Hauama Tepanuu, 4yepe3 6 Hexenb W 12 Henmenb Iocie Hayaja NPUMEHEHUsS Ipernapara
ATtopBactatuH @apMacuHTE3 WM TOCIE YBEIMYEHHS €ro J103bl HEOOXOAMMO KOHTPOJIUPOBATH
nokazarenn (QyHKUuMM TnedeHH. DyHKIMIO TMEYEHH CJeIyeT KOHTPOJIHPOBATH TaKXKe IpU
HOSBJICHUM KJIMHUYECKUX NPU3HAKOB MOPAXKEHUs Me4YeHU. B ciydyae NOBBIIEHHUS] aKTUBHOCTH
«neyeHouHbIx» TpaHcamuHas, AJIT nu ACT cnengyer KOHTpoJIUpoOBaTh O TEX MOp, MIOKA OHA He
HopManusyercs. Ecinu nosbienne aktuBHocTd ACT min AJIT Gosnee uem B 3 pas3a 1o CpaBHEHUIO
C BEpXHEW TpaHHUIE HOPMBI COXPAHSETCS, PEKOMEHAYETCS CHI)KEHHE J03bl WM OTMEHa
npenaparta AtopBactatu ®apmacunTtes (cM. pasaen «[lobounoe neicTBre»).

ATtopBactatuH ®apmacuHTe3 CileqyeT NPUMEHSATb C OCTOPOXKHOCTHIO Yy IAlMEHTOB, KOTOpbIE
NOTPEONIAIOT 3HAYMTENFHBIE KOJIMYECTBA AalKOTOJII W/WIM MMEIOT B aHaMHe3e 3a0oJeBaHue
neueHn. AKTHBHOE 3a00J€BaHME TI€YEHHW WM TIOCTOSHHO TIOBBINICHHAst aKTUBHOCTh
«TEYEHOYHBIX» TPaHCAMUHAa3 IUIa3Mbl KPOBHU HESCHOTO IeHe3a SBJISIOTCS MPOTUBONOKA3aHUEM K
npuMeHeHuto npemnapara Aropactatud ®apmacunTes (cM. pasaen «[IpoTuBonokasanus»).
Jleticmeue Ha ckejlemuvle MblULYbL

VY manmenToB, monydaBmmx AtopBactaTHH (dapmacuHTE3, OTMEYanach MUANTHS (CM. paszen
«ITobounoe neiicTBrey). Jlnarno3 MUOMaTHH CIeIyeT MpeanoaraTb y NalueHToB ¢ 1uddy3Hoi
Muanruen, OOJE3HEHHOCTbIO WM CJIA0OCThIO MBI W/WIM BBIPAXKEHHBIM TOBBILICHUEM
aktuBHOCTH KDK (607mee uem B 10 pa3 mo cpaBHEHUIO ¢ BepXHEH rpaHuiieil HopMbl). Tepamuto
npenapatoM ArtopBactatuH ®dapmacuHTE3 CleayeT MPEeKpaTUTh B CIy4yae BBIPAKEHHOTO
nosbleHus aktuBHocTH KK, npu Hanuuuu noATBep kK I€HHONH MUOMATUHU WK MOAO03PEHUN Ha
ee pa3BuTHE. PUCK MUOMATUM MOBBILIANCSA MPH OJHOBPEMEHHOM NPUMEHEHUH JIEKAPCTBEHHBIX
CPeACTB, TIOBBIIIAIOIIMX CHUCTEMHYIO  KOHIICHTPAIMIO  aTopBacTaTMHa (CM.  pas3zien
«BzaumMopeiicTBue ¢ APYTUMHU JIEKaPCTBEHHBIMU CpecTBaMu» U «DapMakOoKHHETHKa»). MHorue
U3 3TUX MpPEernapaToB MHTUOMPYIOT MeTaboiM3M, ornocpenoBaHHbI nzopepmentom CYP3A4,
W/WIN TPAHCHOPT JEKapCTBEHHBIX BemecTB. M3BectHo, uTo m3odpepment CYP3A4 — ocHOBHOIM

n30(epMEHT MEeYeHH, YUaCTBYIOIINM B OMOoTpaHCPOopMaIi aTopBacTaTHHA.
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[Ipumensis AtopBactatun PdapMacuHTE3 B CO‘IeTall-IHIl)I'I:"C_I EM% %F'%ﬁhﬁﬁ&ﬁmﬂﬁﬁom

UMMYHOJICTIPECCAaHTAMH,  a30JbHBIMH ~ MPOTUBOTPHOKOBBIMU  CPEJICTBAMHU, WHTHOUTOpAMU
npotreassl  BUY/BI'C, unruburopamMum HeCTpyKTypHOro Oenka BupycHoro rematuta C
(NS5A/NS5B), teTepMOBHPOM HJIM HUKOTHHOBOW KMCJIOTOM B JIMITHACHMKAIOMIMX 033X (boiee
1 r/cyT), Bpad JAOKEH TILATEIbHO B3BECUTh OKUAAEMYIO TOJIb3Y JICUCHUS U BO3MOXKHBIN PHCK.
Crnenyert peryyisipHO HaOII0JaTh MAIMEHTOB C SN0 BBISIBICHUS 00JIeH M c1abOCTH B MBIIIIIIAX,
0COOEHHO B TEYECHHE IEPBBIX MECSIEB TEpalMM U B MEPUOJ YBEJIWYECHHUS 03Bl JIIOOOro M3
YKa3aHHBIX CpelacTB. B ciydae HeoOXOIMMOCTHM KOMOMHUPOBAaHHOW Tepamuu, CJIeayeT
paccMaTpuBaTh BO3MOXKHOCTh MPUMEHEHUs 0oJiee HU3KUX HAYalbHBIX U MOJACPKUBAIOUINX /103
BBIIICTIEPEUUCIICHHBIX cpecTB (cM. pasaen «Crnoco0 mpuMeHeHus U 103b1»). He pexomenayercs
OJTHOBPEMEHHOE HCIIOJIb30BaHUE aTOpBAcTaTHHA U (Py3UIOBOM KHCIOTHI, MO3TOMY BO BpeMs
nedeHus Gy3ua0BON KUCIOTONW peKOMEH0BaHAa BpEMEHHAsi OTMEHA aTOpBacTaThHA. B moaqo0HbIX
CUTYallUAX MOXXHO PEKOMEHJOBaTh NepUoAnuYecKuid KOoHTposb akTuBHOCTH KDK, x0T Takoe
MOHUTOPHPOBAHNE HE IO3BOJISIET MPEJOTBPATUTH PAa3BUTHE TSDKEIOH MHONMATHH (CM. pas3ien
«B3aumozeiicTBue ¢ APYTUMH JIEKAPCTBEHHBIMH CPEICTBAMMIY).

3aperucTpupoBaHbl OYEHb pPEIKHE COOOLIEHHS O Pa3BUTHM HMMYHO-OIOCPEIOBAaHHON
HekpoTusupyromiei muonatuu (MOHM) Bo Bpemst wiu nocie JeueHUs] HeKOTOPbIMU CTaTUHAMU
(em. pasmen «llobouynoe pefictBue»). MOHM knMHWYECKH XapaKTepU3yeTcs CTOMKOMN
IPOKCUMAJIbHON MBIIIEYHOH CITa00CTHIO M MOBHIIIEHHBIM YPOBHEM KPEaTHHKHHA3HI B CHIBOPOTKE
KPOBH, KOTOPBIE COXPAHSIIOTCS HECMOTPS Ha MpEKpalleHHe JIeYeHHUs] CTaTUHAMHU, HAIUYUEM
antuten kK HMG CoA penykrase u yiydiieHHEM PU TPUMEHEHUN UIMMYHOIETIPECCAHTOB.

Jlo nauana neuenus

ATOpBacTaTHH CIIEyeT C OCTOPOKHOCTBIO Ha3HayaTh TNalMeHTaM ¢  (aKTopamH,
mpepacroiaralonumMi K pa3Butuio pabmomuonusa. Kontpons aktuBHoctu KOK crnemyer
MPOBOAMTH B CIEAYIONINX CIyYasiX A0 Havaja Tepanuu aTopBacTaTUHOM:

- HapylieHue (PyHKIIUA TTOYEK,

- THIIOTHPEO3,

- HaCJIe/ICTBEHHBIE MBIIIICYHbIC HAPYIICHUS y MAllUeHTa B aHAMHE3€ UM B CEMEMHOM aHaMHe3e,

- y’Ke TepeHeceHHOoe TOKCHUecKoe BIusiHie HHruoutopoB I'MI'-KoA-penykrasbl (CTATUHOB) WK
(GuOpaTOB HA MBIIICYHYIO TKAHb,

- 3200JIeBaHUs MTEYCHU B aHAMHE3€ W/HJTH TIAIIUEHTHI, YIIOTPEOIISIONINE aJTKOTOIh B 3HAYUTEIIBHBIX
KOJIMYECTBAX,

- y MaiMeHToB B Bo3pacte crapiie 70 JIeT ciieayeT OLeHUTh HeoOXoauMocTh KOHTpoist KDK,
YUUTBIBAS TO, YTO Y ATHX IMAIMEHTOB YK€ UMEIOTCS (PaKTOPHI, TPEAPACIIONATalOIINe K Pa3BUTHIO

pabmoMuonm3a,
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- CHUTYalluH, B KOTOPBIX O)KUJACTCS MTOBBIIICHHE KOHHG]—[”Q%&%@ECE%Q ';: IHEI%NJC 'i'('?)bBI/I,

TaKMe Kak B3aUMOJCHCTBHA C JPYIMMH JICKAPCTBEHHBIMH CpEACTBAMHU (CM. pasjen
«BzaumMopeiicTBUE ¢ IPYTUMU JIEKAPCTBEHHBIMU CPEICTBAMUIY ).

B Takux cuTyanusx cieyeTr OleHUTh COOTHOIICHUE PUCK/TI0b3a U OCYIIECTBISATH MEIULIMHCKOE
HAOJI0/IEHUE 32 COCTOSIHUEM TMalUeHTa.

B cnydae 3HauntensHOro moBbimeHus aktuBHocTH K@K (Oosee yem B 5 pa3 Belie BepxHEH
IPaHULIbI HOPMBI), HE CJIEyEeT HAUUHATh TEPAINIO0 ATOPBACTATUHOM.

[Ipu mpumenenuun npenapara AtopBactatud @apMacuHTe3, KaKk U Apyrux uHruouropos I'MI -
KoA-penykrasel, omnucanbl pelkue ciaydaun pabaoMuonu3a €  OCTpOH  TOYEHHOH
HEIOCTaTOYHOCTBhIO,  OOYCJIOBJICHHOW  MuOrjaoOunypueil. dakropoMm pucKa pPa3BUTHSA
pabaoMHuOIM3a MOXKET OBITH MPEAIIECTBYIONIEe HapyIIeHne (DYHKIMH MOoYeK. TakuM manueHTam
cienyer oOecreunTh OoJiee TIIATENBHBI KOHTPOJb 32 COCTOSIHHEM CKEIETHO-MBIIIEYHON
cuctembl. [Ipu MOSBICHUM CHMIITOMOB BO3MOKHON MHUOMNATHH WM HAIUYUHU (PAKTOPOB pHCKA
pa3BUTHS TOYEYHOW HEIOCTATOYHOCTH Ha (poHE pabmommonnia (Hampumep, TsoKeNas OocTpas
UHQEKIMs, apTepuaibHas TUIOTEH3Us, OOIIMPHOE XHUPYPTrUYEeCKOe BMEMIATEIbCTBO, TPABMBI,
MeTabonnyecKue, SHAOKPUHHBIE M BOJHO-DJIEKTPOJIUTHBIE HAPYIICHHs, HEKOHTPOJIUpPYEMbIe
CyJIOpOTH) Tepanuio npernapatoM AtopsactatuH PapmacuHTe3 claeayeT BPEMEHHO MPEKPATUTh
WM [TOJIHOCTbEO OTMEHUT.

Buumanue! IlanneHTOB HEOOXOAMMO MNPEAYNPENAUTh O TOM, YTO WM CIIEJYeT HEMEIJIECHHO
0o0paTUThCs K Bpauy MpH MOSBICHUN HEOOBICHUMBIX 00JIeH HIIM MBIIIEUHOM ¢1a00CTH, 0COOEHHO
€CJIM OHHM COIIPOBOKJIAIOTCSI HEAOMOTaHUEM WJIN JIMXOPATKOM.

T'emoppacuueckui uncynom

[Tocne cnenuaibHOTO aHaM3a KIMHUYECKOTO MCCIe0BaHus ¢ ydyactueM 4 731 manueHToB 0e3
NBC, nepeHecmMx HWHCYJIbT WIM TpPaH3UTOpHYIO uiiemuueckyto araky (THA) B TeueHue
npeapAyuX 6 MecsieB, KOTOpbIM OblT Ha3Ha4deH aTopBacTaTHH 80 Mr/cyT, BBIBWIN Ooliee
BBICOKYIO YaCTOTY T€MOpparuueckKux UHCYJIbTOB B IpyIie aropBacTatnHa 80 Mr 1o CpaBHEHUIO C
rpynnoi ianebo (55 B rpymmne aropBactatuHa npoTtuB 33 B rpymnmne ruiane6o). Ilanuentsr ¢
reMopparu4eckiM MHCYJIbTOM Ha MOMEHT BKJIIOUEHMs B MCCIIEJOBaHUE MMETH 0oJiee BBICOKHMI
PHCK /17151 TIOBTOPHOT'O T'€MOPPAaruueckoro MHEynpTa (7 B TpyIe aTopBacTaTMHA MPOTHB 2-X B
rpynne miane6o). OnHako y MalMeHToB, MOIy4YaBIIMX aTopBacTaTUH 80 Mr/cyT ObLIO MEHbIlE
MHCYJBTOB Jit00oro tuma (265 mpotuB 311) u MeHbIIe cepleyHO-COCYTUCTBIX coObITUM (123
npotus 204) (cMm. pazaen «PapMakoAUHAMUKAY).

Caxapnviii ouabem

HekoTtopsie nanHble MOATBEPKIalOT, uTo0 MHruOUTOphl ['MI'-KoA-peaykrasbl (CTaTHHBI), Kak

KJIaCcC, MOT'YT IPUBOAUTE K IMTOBBIMICHUIO KOHICHTPAIUU I'TFOKO3BI B INIa3ME KPOBH, a4 Y OTACIIBHBIX
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MAlMCHTOB C BBICOKUM PHUCKOM pa3BUTHUS CaXapHOTO 'Eﬁ%é&%%k“&%éﬁi;ﬁc;:'céc'l"(;dHHe

_NNEPTHOMY OTYETY

TUIIEPTINKeMUH, TpeOyrolee KOppeKLUU KakK MpHu caxapHoM nuadere. Tem He MeHee, ITOT PUCK
HE MPEBBIMIALT MONIB3Yy OT Tepanuu uHruouTopamu ['MI'-KoA-penykTassl (cTaTuHaMU) ¢ TOYKU
3peHUs COCYAUCTBIX PUCKOB, IIO3TOMY 3TO HE MOJKET SIBIATHCS IPUYNHOM JJI1 OTMEHBI TEPAIINH.
[TanmeHTsl, OTHOCALIMECS K IPYyIINe pUcka (KOHIIEHTpALKs ITII0KO3bl B KPOBU HATOILAK OT 5,6 10
6,9 mmons/n, UMT >30 kr/m2, mOBBIIIEHHAS KOHIEHTPAIUS TPUIIMIEPUIOB B IIa3Me KPOBH,
apTepualibHas TMIIEPTEH3Us), JOJDKHBI HAXOJIUTHCS I0J MEIUIMHCKUM KOHTpPOJIEM, BKIIIOYas
KOHTPOJIb OMOXMMHMYECKHX ITapaMEeTPOB KPOBU, B COOTBETCTBUU C MECTHBIMU PEKOMEHJALIMSMU.
Hnumepcmuyuanvnoe 3a60neeanue ne2kux

Ha ¢one tepanuun nekotopbimu uarudutopamu ' MI'-KoA-peaykrassl (ctaTiHaMu ), 0COOCHHO Ha
(doHe IUTENBHON Tepanuu, OTMEYATUCh €AMHUYHBIC CITyYyan MHTEPCTULHATFHOTO 3a00JIeBaHUs
Jgerkux. Moryt HaOmogaTbes OABIINIKA, HENPOAYKTHUBHBIM Kalledb M yXYJIIEHHEe OOIIero
COCTOSIHUS 3/10pOBbsI (YTOMIIIEMOCTh, CHUKEHHE Macchl Tela U Juxopajaka). B ciydae, eciau y
NalUEeHTa M0J03PEBAETCS HHTEPCTULIMAIBHOE 3a00JI€EBaHUE JIETKUX, CIIEYET OTMEHUTh TEPAIIUIO
aTOPBAaCTaTHUHOM.

DHOOKpUHHAsA yHKYUsL

[Ipu npumenenun wunHruOutopoB I'MI-KoA-penykrassl (CTaTMHOB), B TOM 4YHCIE H
aTopBacTaTHHA, OTMEUYAIIUCH CIy4Yad MOBBIIICHHS TTMKO3WIMpOoBaHHOTO remorinoouna (HbAI) u
KOHLEHTPALUMU TJIIOKO3bI B IJIa3M€ KPOBU HATOIAK. TeM He MeHee, PUCK TMIIEpIIIMKEMUN HUXKE,
YeM CTENEeHb CHI)KEHUS PUCKAa COCYAUCTBIX OCIOXKHEHUH Ha (oHe nmpuema uHruouropos I'MI -
KoA-penykrassl (CTaTUHBI).

Muacmenus

CooOmianoch, 4TO B HECKOJbKUX ciydasax HHruoutopsl I'MI-KoA-peaykrassl (cTaTuHBI)
BBI3bIBAIM pa3BuThe O€ NOVO Wi yCyryOJisuld paHee CYIIECTBOBABINYHO TeHEPATU30BAHHYIO
MHACTEHUIO I'PAaBUC WIM IVIa3HYI0 MHUAcTeHuio (cM. pasznen «llobounoe aeiictBue»). B ciaydae
BO3HUKHOBEHUS WJIU YTSDKEIEHHMs] CUMITOMOB MHUAcCTEHHM IpHUEM Ipemnapara ATOpBacTaTUH
®apmacuHTe3 cienyer mnpekpatuTh. CooOlanoch TakkKe O peluIMBax MHUACTEHUU IpU
MOBTOPHOM IIpHEME TOr0 K€ CTaTMHAa WU NpH NpUMeHeHHH Jpyroro uHruouropa I'MI-KoA-
pENyKTa3bl.

Bunsinne Ha cI0COOHOCTH YHPABJIATH TPAHCIOPTHBIMHU CPeACTBAMM, MEXaHU3MAMH
Jannblx o BiMsHUM Tmpenapata ATopBacTaTMH PapMacuHTE3 Ha CIIOCOOHOCTH YIPaBIATH
TPAHCIIOPTHBIMHU CPEJICTBAMHU U 3aHUMAThCS MMOTEHIIMAIBHO ONACHBIMHM BUIAMM AESITEIBHOCTH,
TPeOYIOUMMH MOBBIIIEHHOW KOHIIEHTPALUN BHUMAHUS U OBICTPOTHI IICUXOMOTOPHBIX PEaKIIHiA,
HeT. OnHako yuYuThIBasi BO3MOXKHOCTb pa3BUTHS TOJIOBOKPYKEHHS, CJEIyeT CcoOJ01aTh

OCTOPOKHOCTB IIPH BBIMTOJTHCHUH MEPCUUCIICHHBIX BUAOB ACATCIBHOCTH.
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(NOCNEQCBATENEHOCTE 000%)

®opma BBINLYCKA

TabneTku, MOKPHITHIE TIEHOYHOU 000104k, 10 Mr, 20 Mr, 40 MT.

[To 10 TabneToK B KOHTYPHYIO SIMEUKOBYIO YIIAKOBKY M3 IJICHKY MOJIMBUHIIXJIOPUTHON U (DOTBTH
AJTIOMUHUEBOU NI€YaTHOMN JIaKUPOBAHHOM.

ITo 14, 20, 28, 30, 35, 40, 45, 50, 56, 60, 90, 98, 100 wim 135 TabmeTok B OaHKY U3 MOJIMMEpPA
HU3KOTO JABJICHUS C KPBIIIKOM, HATATUBAEMON C KOHTPOJIEM MEPBOTO BCKPBITHUS, U3 MOJUMEpa
HU3KOTO M BBICOKOTO mnaBiieHus. CBOOOJHOE TPOCTPAHCTBO MOKET OBITH 3alOJHEHO BaTOM
MeauiHckor. Ha GaHKM HaKJIEWBAOT ATUKETKH M3 OyMard 3THKETOYHOW WJIM MUCYCH, WU U3
MOJIMMEPHBIX MAaTEPUATIOB, CAMOKJICSIIIHECS.

Mo 1, 2, 3, 4,5, 6, 9 mwmu 10 KOHTYpHBIX STYEHKOBBIX yHmakoBOK 1Mo 10 TabimeTok BMecTe ¢
WHCTPYKIMEH 10 IPUMEHEHUIO MTOMEINA0OT B TTAYKy U3 KapTOHA I MOTPEeOUTEIbcKON Tapsl. Ha
MaYKy MOXET HaKJIEHBAThCSI CAMOKIIESAIAsCS ITUKETKAa ¢ MApKUPOBKOM U3 OymMaru STUKETOYHOMN
WJIU TIMCYCH, WU U3 TTOJIMMEPHBIX MaTepHaIOB.

[Io 1 Ganke BMecTe ¢ MHCTPYKUHEW MO MPUMEHEHHUIO MOMENIAIOT B MAayKy W3 KapToHA s
noTpeOuTensCckod Tapbel. Ha mauyky MOMKET HaKJIeUBAThCS CaMOKJICSIIAsCs DSTHKETKa C
MapKUPOBKOW M3 Oymaru STUKETOYHOW WM MHUCYEH, WK U3 MOJUMEPHBIX MarepuanoB. [lauku
MOMEIIAIOT B TPYMIIOBYIO YIIaKOBKY.

YciaoBus XxpaHeHust

XpaHuTb 1pu Temieparype He Boiie 25 °C.

XpaHUTh B HEJOCTYITHOM IS IETEeH MecTe.

Cpoxk rognocTun

3 roxa.

He npuMeHsTh MO HCTEYEHUU CpOKa TOAHOCTH, YKa3aHHOTO Ha YIIaKOBKE.

YcaoBus ornycka

OTIycKarT MO peuenTy.

IIpousBoaurenn

Poccniickas @enepanns

000 «PapmacunTe3-TIOMEHBY

r. Tromens, 7-oi kM Bemmkanckoro Tpakra, 1. 2.

Ten.: +7 (3452) 69-45-10

Anpec 3nekTpoHHOM mouThl: INfo-pst@pharmasyntez.com

WIH
Poccniickas @enepanvs
AO «DapmacuHTE3»

r. UpkyTck, ya. P. JlrokcemOypr, 1. 184.
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Ten.: +7 (3952) 55-03-55 (NOCNEOOBATENLHOCTL 0005)

Anpec anektponHO# mouThl: Info@pharmasyntez.com

Baagenen perucTpanuoHHOro yaocroBepeHusi/OpraHu3anusi, NPUHUMAIOIIAS MPeTEeH3UH
norpeounTesiei

Poccuiickas @enepanus

000 «®apmacunTe3-TIOMEHBY

625059, r. Tromens, 7-oi kM Benmkanckoro TpakTa, 1. 2.

Ten.: 8-800-100-15-50

Anpec aiekTpoHHO#M mouThl: INfo-pst@pharmasyntez.com
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