OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI' O IIPEITAPATA

Aropsactatun - TAJI, 10 mr, TabneTku, MOKPHITHIC IIJICHOYHON 0007I0UKON
Aropsactatun - TAJI, 20 mr, TabeTKH, MOKPHITHIC IIJICHOYHON 000I0UKON
AropsacratuH - TAJl, 30 Mr, TabieTKH, TOKPHITHIE TUIEHOYHOH 000JI0UKOMH
ATtopBactatut - TAJl, 40 mr, TaGieTKu, MOKPHITHIE MIJICHOYHOW 000JI0UKOi
AropBactatun - TAJI, 60 Mr, TabIeTKH, MOKPHITHIC IIJICHOYHON 0007I0YKON

AropBactatus - TAJI, 80 Mr, TabneTKH, MOKPHITHIC TJICHOYHON 000I0YKOM

2. KAUECTBEHHBIN U KOJIUYECTBEHHBI COCTAB
JleiicTByO1IIEE BEIIECTBO: aTOPBACTATHH.

Aropsacratud - TAJl, 10 mr, Ta0aeTKH, IOKPBITHIE JIEHOYHOU 000JI0YKOHI

Kaxnas Tabmerka comepxwut 10,845 mr atopBacraTmHa Kanblus TPUTHApPATA, SKBUBAJICHTHO
10 mr aTopBacTraTuHa.

BcnomorarensHble BEIIECTBa, HAIMYME KOTOPBIX HA/JO YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJakTo3bl MOHOTHIpaT, KpocKapMerio3a HaTpus (cM. pasaensl 4.3., 4.4.).

AtopBacratud - TAJ], 20 mr, TaOJIETKHA, DOKPHITHIE INIEHOYHON 000JIOYKON

Kaxnas Tabnerka comepxut 21,69 Mr atopBacTaTiHa KallbIus TPUTHAPATa, SKBUBaJIEHTHO 20 MT
aTopBacTaTHHA.

BcnomoratenbHble BelecTBa, HAJMYME KOTOPBIX HA/J0 YYHUTHIBATh B COCTaBE JICKAPCTBEHHOI'O
npenapara: JJaKTo3bl MOHOTHJIpAT, KpocKapMeIto3a HaTpus (cM. pazuensl 4.3., 4.4.).

Atopsacratud - TAJI, 30 mr, TaOJIETKH, TOKPHITHIE IIIEHOYHOW 000JI0YKOMI

Kaxnas Ttabnerka comepxut 32,535 Mr atopBacTaTHMHa KalbliUsi TPUTHIpPATa, SKBUBAJIEHTHO
30 Mr aropBacTaTHHa.

BcnomoratensHbie BemecTBa, HAMYME KOTOPBIX HAJ0 YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJaKTo3bl MOHOTHJIpAT, KpocKapMeto3a HaTpus (cM. paznensl 4.3., 4.4.).

Atopsacratut - TAJl, 40 mr, TabGaeTKH, IOKPBITHIE IJIEHOYHOU 000JI0YKOMI

Kaxnas rabnerka conepxut 43,38 Mr aTopBacTaTHHa KaJIbLUs TPUTUAPATa, SKBUBAJICHTHO 40 MT
aTopBacTaTHHA.

BcnomoratenbHble BellecTBa, HaJIMYKWE KOTOPBIX HAJO YUUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
Ipernapara: JakTo3bl MOHOTHAPAT, KpOCKapMeIlo3a HaTpus (cM. pazzensl 4.3., 4.4.).

Atopsacratut - TAJl, 60 mr, TabaeTKH, TOKPBITHIE INIEHOYHOU 000JIOYKOM

Kaxxnas tabnerka comepxut 65,07 Mr aropBacTaTHHa KaJabIlis TPUTHIPATA, SKBUBAJIEHTHO 60 Mr

aTopBacTaTHUHA.



BcnoMorarensHbie BeleCTBa, HAJMYME KOTOPBIX HAJO YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: JJaKTo3bl MOHOTHJIpAT, KpocKapmellio3a HaTpus (cM. paznaensl 4.3., 4.4.).

AropBacratud - TAJI, 80 mr, TaOJIETKH, TOKPHITHIE ILIEHOYHOW 000JI0YKOI

Kaxxnas Tabnerka comepxut 86,76 Mr aropBacTaTHHA KaJbIlUs TPUTHIPATA, SKBUBAJIEHTHO 80 Mr
aTopBacTaTHHA.

BcmoMoratenbHbIe BEIIeCTBa, HATUYHE KOTOPBIX HA/IO YYHTHIBATH B COCTABE JIEKAPCTBECHHOIO
npenapara: JJaKTo3bl MOHOTHJIpaT, KpocKapmellio3a HaTpus (cM. pasznaensl 4.3., 4.4.).

[ToHBIN TTepevYeHbh BCIIOMOTATEIBHBIX BEIIECTB MPUBEICH B paseie 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000IOYKOM.

Aropsacratud - TAJL, 10 mr, Ta0aeTKH, IOKPBITHIE IJIEHOYHOU 000JI0YKOH

Kpyriibie, ABOSIKOBBIMYKIIbIC TAOJIETKH, MOKPBITHIC IUICHOYHOW OOOJIOYKOH OENoro WiM MOYTH
6emoro 1BeTa, ¢ hackoii.
Bun Ha n3nome: Oenast win moytu Oejiasi MepoxoBaTas Macca ¢ IUICHOYHOI 000JI0YKOi Oeoro
WITH TIOYTH OEJI0ro IBeTa.

Atopsacratud - TAJL, 20 mr, Ta0IeTKH, IOKPBITHIE JIEHOYHOU 000JI0YKOMI

Kpyrible, 1BOSKOBBINYKIIbIE Ta0IETKH, MOKPBIThIE MJICHOYHOW 000JI0YKOW Oenoro miM mnodtu
Oenoro 1BeTa, ¢ packoi.
Bun Ha uznome: Oenast win nmodtu Oenas mepoxoBaTas Macca C IUIEHOYHOM 000510uKoil 6enoro
WM TIOYTH Oeoro 1BeTa.

Aropsacratut - TAJL, 30 mMr, Ta0IeTKN, IOKPBITEIE IJIEHOYHON 000JI0YKOH

Kpyrible, 1BOSKOBBINYKIIbIE Ta0IETKH, MOKPBIThIE MJICHOYHOW 000JI0YKOW Oenoro miM mnodtu
6emoro 1BeTa, ¢ hackoii.
Bu Ha u3nome: Oenast win modtH Oenas IepoxoBaTasi Macca ¢ IJICHOYHOH 000J04KOi 6enoro
WJIY IOYTH O€Ioro mBera.

Atopsacratud - TAJI, 40 mr, TaOJETKH, TOKPHITHIE IIEHOYHOW 000J0YKOM

Kpyrible, TBOSKOBBIYKIIbIE TaONETKH, MOKPBITHIE MICHOYHOW 00OJOYKOW O€NOoro WM MOYTH
6emoro 1BeTa, ¢ Hhackoil.
Bunx Ha uznome: 6enas niau mouTu Oenas mepoxoBaTas Macca ¢ MJICHOYHONW 0007I0YKON Oeoro
WJIY IOYTH O€Ioro IBera.

Atopsacratut - TAJl, 60 mr, TabaeTKU, OKPBITHIE IJIEHOYHOU 000JI0YKOMI

OBaJibHBIC, ABOSKOBBIITYKIIbIE Ta0JIETKU, MOKPBITHIE TUIEHOYHONH 000JI0YKOW O€Ioro WiM IMOYTH

OeJoro mBera.



Buna Ha uznome: Genast wim moyTH Oemas Imepoxoparasi Macca ¢ TUICHOYHOM 000JI0UKO# 6e1oro

WY D0YTH Oenoro nsera.

AropBacratud - TAJI, 80 mr, TaOJIETKH, TOKPHITHIE ILIEHOYHOW 000JI0YKOI

OBaJ'IBHBIC, JABOSKOBBIITYKJIBIC Ta6J'ICTKI/I, IIOKPBITBIC IUIEHOYHOM 000JI0YKOM 0€I0ro MIIM ITOYTH

OeJoro mBeTa.

Bun Ha u3nome: Oenast wiim modty Oemnas mepoxoBaras Macca ¢ IIIEHOYHOW 000109K0M 6ernoro

WY D0YTH Oenoro nsera.

4. KNIMHUYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

e ['unepxonecrepuHeMus:

B KaueCTBE JIOMOJIHEHHS K AUETE JJISi CHIDKEHHSI TIOBBIIIEHHOTO OOIIET0 X0JecTepruHa
(XC), xonmecrepuHa  JUNOONPOTEMHOB  HHU3KOM  miuotHoctH  (XC-JIITHII),
anonunomnporerHa B (ano-B) u tpurnunepunos (T1') y B3pocibix, HOJPOCTKOB U AeTeH
B Bo3pacte 10 jmer unm crapuie ¢ NEpBUYHOM TUIIEPXOJIECTEPUHEMHEH, BKIIOYAst
CEMENHYIO TUIIEPXOJIECTEPUHEMHUIO (reTepo3uroTHHIN BapHUaHT) W
KOMOMHHPOBAaHHYIO (CMEIIAHHBIN BapUaHT) TUIEPIUINAEMUIO (COOTBETCTBEHHO THUI
ITa u IIb mo xmaccupuxanuu PpeapukcoHa), KOrIa OTBET Ha AUETYy U JpyrHe
HEMEJIMKaMEHTO3HbIE METO/IbI JICYEHUSI HEJOCTATOYHBI;

Uit cHbkeHust oBbiteHHoro oomero XC, XC-JIITHIT y B3pociabix ¢ TOMO3UTOTHOM
CEeMEHHON  TUMEepXoJIeCTepUHEMUE B  KAdyeCcTBE JIOMOJHEHHS K  JAPYTHM
TUMNOJUMNHIEMUYecKUM MeTojnam JedeHus (Hampumep, JIITHII-adepes), wunu ecnu

TAKHUEC MCTOABI JICUCHUS HEAOCTYIIHBI.

e [IpodunakTuka cepedHO-COCYAUCTHIX 3a00JI€BaHUM:

MpOPUITAKTHKA CEPICUHO-COCYAUCTHIX COOBITUN Y B3POCIBIX MAIMEHTOB, WMEIOIINX
BBICOKHW PUCK Pa3BUTUS TEPBUYHBIX CEPJICUYHO-COCYAUCTBIX COOBITHN, B Ka4eCTBE
JIOTIOJTHEHHUS K KOPPEKIUH IPYTUx (aKTOPOB PUCKA;

BTOpUYHAS TPOPUIAKTHKA CEPACUHO-COCYIUCTBIX OCIOKHEHUN Yy MAIUEHTOB C
utemuueckoit 6onesnnio cepama (MbC) ¢ nenpio CHIKEHUS CMEPTHOCTH, HH(PAPKTOB
muokapaa (MM), HHCYJIBTOB, TOBTOPHBIX TOCTIMTAIM3AIMHN 10 TTOBOIY CTEHOKAPIUH U

HEO0OXOJJUMMOCTH B PEBACKYJIIPU3ALUH.

4.2. PesxuMm 103MpOBaHNs U C1IOCO0 NPUMEHEHUs

[lepen navanom nedeHus: mpemnapatoM AtopBacTaTtuH - TAJ] criemyer mombITaThesi TOOUTHCS

KOHTPOJIA THUIICPXOJCCTCPUHEMHUN MW CHHXKCHHUA MACChl TCjIa Yy HAOUCHTOB C OXHUPCHUEM C

MOMOIUIBIO AUETHI, PU3NUECKUX YIIPAKHEHUHN U aJIeKBaTHOM Tepanuy OCHOBHOI'O 3a00JIeBaHUSI.



[Ipy Ha3HaueHWH TpermapaTa HEOOXOAMMO PEKOMEHJOBaThb MAlMEHTy CTAaHJAPTHYIO
TUTIOXOJIECTEPUHEMHUYECKYIO JHETY, KOTOPOH OH JOJIKEH MNPUIIEPKUBATHCS B TEUECHUE BCETO
nepuoja Tepamnum.

PexxuM 1o3upoBaHus

Ho3a npenapata AtopBactatun - TAJl Bapsupyercsa ot 10 Mr g0 80 Mr oiuH pa3 B CyTKH U
nonbupaercs ¢ yderomM konmeHtpammu XC-JIITHIT B mnma3me KpoBW, LEIH Teparnvdd U
WHJUBU]IyaJIbHOTO OTBETA HA MTPOBOJIUMYIO TEPAIHIO.

MakcumanibHas cyTo4Has 103a npenapara Atopsactatut - TAJL cocraBnsier 80 mr.

B nauane nedeHus w/unM BO BpeMs TMOBBIINICHHUS J03bl mpernapata AtopBactaTH - TAJ]
HE0OXOAMMO KaxkJible 2—4 Heen KOHTPOJIMPOBATh KOHIIEHTPAIIMIO JIMITHIOB B IJIa3Me KPOBH U
COOTBETCTBYIOIINM 00pa30M KOPPEKTUPOBATh 03y Ipenapara.

Ilepsuunas cunepxonecmepuremus u KOMOUHUPOBAHHAS (CMEUWLAHHAS) SUNEPAUNUOeMUs

Jns OonplIMHCTBA MAllMEHTOB peKOMEeHJyeMas Jo3a mpemnaparta AtopBactaTuH - TA/]
coctaBisier 10 Mr oguH pa3 B CYTKH, TE€pPANeBTUYECKOE JCUCTBUE MPOSBISETCS B TEUCHUE
2 HeleNTb ¥ OOBIYHO JOCTUTAET MakcUMyMa uepe3 4 Heaenu. [Ipu qmrenbHOM NeueHun 3P PexT
COXpaHsETCA.

Tomosucomnas cemeiinas sunepxonecmepuremus

B GonpmmHCTBE cimyyaeB HazHAvaroT 1o 80 MT OJIMH pa3 B CYTKU (CHUKEHUE KOHIIeHTparuu XC-
JITTHIT B rua3me kpoBu Ha 18-45 %).

T'emeposucomnas cemeiinas sunepxoiecmepunemus

Hauanpnas nmo3a coctaBiser 10 mr B cyTku. Jlo3y ciemyeT moaOupaTh WHAMBHAYAIbHO W
OIICHUBAThH aKTYaJbHOCTH JI03bI KaX bl 4 HEJIeTU C BO3MOXKHBIM MOBBIIIEHHEM 70 40 MT B CYyTKH.
3areM 00 7032 MOKET OBITh YBEIMUYEHA JI0 MaKCHMaIbHOW — 80 MI B CyTKH, 00 BO3MOXHO
COUYeTaHME NMPUEMa CEKBECTPAHTOB JKETYHBIX KUCIOT U aTopBacTaTuHa B 03¢ 40 MIr B CyTKH.
Ipogpunaxmuxa cepdeuro-cocyoucmoix 3a0071€8aHUll

B uccnenoBanusix mepBuUHON NMPOGUIAKTAKH 7032 aTOpBAcTaTHHA COCTaBisuia 10 Mr B CyTKH.
MoskeT TOHAZOOMTHECS IOBBINICHHE 03Bl C IIeJIbI0 HOCTWKeHus 3Hadenmii XC-JIITHII,
COOTBETCTBYIOIINX COBPEMEHHBIM PEKOMEHAALIUSIM.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmsl ¢ neyeHouHoOU HEOOCMAMOYHOCHbIO

[Tpu HapymeHNN QyHKIMU NTeYeHH 03y npenapaTta AtopBactatuH - TAJl HE0OX0AMMO CHIXKATh
IPU PETYJISIPHOM KOHTPOJIE CHIBOPOTOYHOM AKTUBHOCTH «II€YEHOYHBIX» TpaHCaAaMHHA3:
acriapraramuHoTpancdepasbl (ACT) u anannnamuHoTpancgepassl (AJIT).

HauueHmbl C NOYeqHol HedoCMamoyHoOCmbIO



Hapymienne QyHKIMM TOYeK HE BIMAET Ha KOHIIEHTPALMIO aTOpBacTaTHMHA WIIM CTENEHb
cumxenus konueHTpauuu XC-JIITHII B miiazme kpoBu, MO3TOMY KOPPEKIIUHU JI03bI MperapaTa He
TpeOyercsl.

Ilayuenmur nodcunoco eospacma

Paznuunii B TepaneBTrueckoit 3 (HEKTUBHOCTH B O€30NMaCHOCTH ITpenapara AtopBactaTtuH - TAJ]
y TMalueHTOB MOXHIOTO BO3pacTa, MO CPABHEHUIO C OOIIeH momyisnued, He oOHapy>KeHO,
KOPPEKIHUHU 7036l He TpedyeTcs (cM. pazmen 5.1.).

[IpuMmeHeHnEe B KOMOMHAIIAU C JAPYIUMHU JICKAPCTBCHHBIMU TIpCIIapaTaMu

[Ipy HEOOXOAMMOCTH OJHOBPEMEHHOTO TPUMEHEHHsS] C [HMKJIOCHOPUHOM, TEIAlPEBUPOM,
KOMOWHAIMe TUIpaHABUP/PUTOHABHp J03a mpemapara ArtopBactatuH - TAJl HE nomkHA
npesbimath 10 Mr B cytku (cM. pasaenst 4.4.,4.5. u 5.1.).
He pexomenayercss MOpUMEHSITh aTOpPBACTATHH MAIlMEHTaM, [OJYYalOIIUM  TEpanuio
JIETEPMOBUPOM OJTHOBPEMEHHO C IIUKIOCTIOPUHOM (CM. paznensl 4.4. u 4.5.).
DapMaKOKHHETUYECKHE JIEKAPCTBEHHBIC B3aWMOJICHCTBHS, KOTOPHIE MPUBOIAT K MOBBIIICHUIO
CHCTEMHOW KOHIIEHTpAIH aTOpPBACTAaTHHA B IJIa3Me KPOBH, TaK)Ke OBLIM OTMEYEHBI C IPYTUMHU
MHTHOUTOpaMU MpoTeasbl Bupyca uMMyHoaeduuta yenoseka (BUY) (monuHaBup/puTOHABHD,
CaKBHHABHpP/pUTOHABUD, JapyHaBUP/pUTOHABHD, (hocammpeHaBup, pocamMnpeHaBUp/pUTOHABUD U
HenuHaBUp),  WMHrHUOMTOpamMu  mporea3bl  BupycHoro  remaruta C  (Oouenpesup,
70acBUP/TPa3oNpPEBUpP, CUMENIPEBUP), KIAPUTPOMUIIMHOM, HUTPAKOHA30JIOM H JIETEPMOBHPOM.
Crnenyer co0ar0aTh OCTOPOKHOCTD MPH OJTHOBPEMEHHOM MPUMEHEHUHU YKa3aHHBIX MpenapaToB
C aropBacTaTUHOM. PeKOMEeHIyeTcs NpPOBECTH COOTBETCTBYIOUIYIO KIMHUYECKYIO OLIEHKY U
IPUMEHSTh CaMyl0 HU3KYI0 3 (EeKTUBHYIO 103y aTopBacTaThHa (cM. pasaensl 4.4. u 4.5.).

eTH
[Tpumenenue npemnapata AtopBactatul - TAJ y nereit B Bozpacte 10 18 et mpoTHBONOKa3aHO,
3a UCKJIFOYEHUEM Te€TEPO3UTOTHOM CEMEWHOMN T'MIIEPXOJIECTEPUHEMHH (110 JaHHOMY IOKa3aHUIO
MpUMEHEHNEe MPOTUBOIOKAa3aHo y JeTed B Bo3dpacte Ao 10 mer). HemocTtarouHo KIMHHYECKUX
JaHHBIX 10 3G (HEKTUBHOCTH U O€30MaCHOCTH Mpernapara B JaHHOW BO3PACTHOU TPYIIIIE.
Hemu c 10 0o 18 nem npu cemepo3ucommoui cemeinou eunepxoiecmepunemuu
Pexomennyemas HauanbHast 103a — 10 Mr pa3 B cytku. [lo3a MoxkeT ObITh yBenuueHa 10 80 mr B
CYTKH C y4€TOM KIMHUYECKOTO 3 (PeKTa u mepeHOCUMOCTH.
Ho3y mnpemapata AtopBactatud - TAJl HeoOxomumo moaOuWpaTh B 3aBUCUMOCTH OT IIEJH
TUTNONTUIHAEMUYecKoi Tepanuu. Koppekius 1036l JOHKHA MPOBOIUTHCS C MHTEpBAJIaMU OJIUH
pa3 B 4 Heaenu 1M OOoJIbIIIe.

Croco0 rIpuMeHeHus

Buytps. [IpunumMats B 110060€ BpeMs CyTOK HE3aBUCHMO OT MpHeMa MHIIH.



4.3. [IpoTuBONOKA3aAHUS

e [ UNepuyyBCTBUTEIBHOCTh K aTOPBACTATHHY W/HWIM K JIOOOMY M3 BCHOMOTAaTEIbHBIX
BELIECTB, [IEPEUNCIIEHHBIX B pa3zeie 6.1.

e AKTHBHOE 3a00JI€BaHHME TI€YEHH WIM TOBBIIICHUE AaKTUBHOCTU «IIEYCHOYHBIX)
TpaHCaMHMHA3 B IUIa3M€ KPOBU HESACHOTO TeHe3za Oosiee ueM B 3 pa3a IO CPaBHEHUIO C
BEPXHEU I'PaHULIEN HOPMBIL.

e OnHOBpEeMEHHOE MPUMEHEHHUE C Py3UTOBOM KUCIOTOM.

e [lpumMeHeHHE NMPOTHUBOBUPYCHBIX CPEACTB, MPEIHA3HAUEHHBIX JIs JICUEHUS BUPYCHOIO
rermatuta C, TIeKanpeBupa/ muOpeHTacBupa.

e bepeMeHHOCTb U Nepuo/] IPYAHOr0 BCKapMIIMBaHUs (cM. pa3zaen 4.6.).

e OKeHIMHBI JE€TOPOJHOrO BO3pacTa, HE UCHOJIb3YIOUIME aJEKBATHBIE METOMbI
KOHTpALEIILUH.

e Bospact mo 18 ymer (HEmOCTAaTOYHO KIMHMYECKHX JAHHBIX IO J(PPEKTUBHOCTH H
0e30macHOCTH Ipenapara B JaHHOW BO3PAaCTHOM TIpymme), 3a HCKIIOYEHUEM
reTepO3UrOTHON CeMEHHON THUIepXOJecCTepUHEMUH (IPUMEHEHHE MPOTUBOIIOKA3aHO Y
neteit B Bo3pacte 1o 10 ner).

e Pezxo BcTpeuarolasicsi HacaeACTBEHHAsI HENIEPEHOCUMOCTh rajlakTO3bl, 1e(UIINT JIaKTa3bl
WY TIIIOKO30-TaJlaKTO3Hask MalibabcopOuus.

4.4. OcoOble ykazaHMsl M1 MepPbl IPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

VY manueHToB ¢ HamuuueM (aKTOPOB pUCKA Pa3BUTHUs pabaoMuonu3a (HapylleHue (QyHKIMU
IIOYEK, TUIIOTUPEO3, HACIEACTBEHHbBIE MBIIICYHbIE HAPYIICHUs y MAIUEHTa B aHAMHE3€ WIN B
CeMEWHOM aHaMHe3e, YK€ NMEePEeHECEHHOE TOKCHYECKOE BIHMSIHHE MHTUOMTOPOB 3-THIPOKCH-3-
metmirmoTapui-KoA-penykrazsr  (I'MI-KoA-penykrasel) (ctatusbl) win ¢ubOpatoB Ha
MBIIIEYHYIO TKaHb, 3a00JeBaHMs I€UYEHHM B aHAMHE3€ W/WIM IpPHUMEHEHHE Yy MAalMeHTOB,
YHOTPEOIIAIOUINX AIKOT0JIb B 3HAUUTEIbHBIX KOJMUECTBAX, Bo3pacT crapuie 70 JeT, CuTyaluu, B
KOTOPBIX OXHJAETCs MOBBIIIEHWE KOHIIEHTpAI[MM aTOpBacTaTHHA B IUIa3Me KpOBU (HampHuMep,
B3aMMOJICICTBHE C APYTUMHU JIEKAPCTBEHHBIMH CPEICTBAMU)).

Biausnue Ha neYeHb

Kak u npu npuMeHeHun Jpyrux rurnoaunuaeMUYeCKuX CPeCTB 3TOTO Kilacca, PU MPUMEHEHUN
aTopBacTaTHHA OTMEUYAIH YMEPEHHOE MOBBIIIEHUE (00Jee 4eM B 3 pasa 1o CpaBHEHHIO ¢ BEpXHEH
TpaHUIEH HOPMBI) aKTHBHOCTH «redeHouHbIX» TpancamuHasz (ACT u AJIT) B mimasme KpoBH.
Croiikoe MOBBIIIEHUE CHIBOPOTOYHON AKTHUBHOCTU «IIEYEHOYHBIX» TpaHcamHuHa3 (0ojiee yeMm B
3pa3za Mo CpaBHEHUIO C BepXHEH rpaHuield HOpMbI) HaOmomanock y 0,7 % mMmanueHToB,

MOoJIy4yaBIINX aTOPBACTATHH. YacroTa HOI[O6HBIX N3MEHECHUH npu NpUMCHCHHUHU aTOpBACTaTUHA B
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nmo3zax 10 mr, 20 mr, 40 mr u 80 mr cocraBnsiaa 0,2 %, 0,2 %, 0,6 % u 2,3 % COOTBETCTBEHHO.
[ToBblIeHNE AaKTHMBHOCTH «IEUYECHOYHBIX» TpaHCAMHWHA3 B IUIa3Me KpPOBU OOBIYHO HE
COIIPOBOKIANIOCH KEATYXOH MM IPYTUMHU KIMHUYECKUMU NposiBiIeHussMU. [Ipyu cHIDKEHUH 103b1
aTopBacTaTMHA, BPEMEHHOW WM IIOJIHOW OTMEHE IIpernapara akTHBHOCTb «I€YEHOYHBIX)»
TpaHCaMMHa3 B IUIa3M€ KPOBU BO3BpALIAJach K UCXOAHOMY YPOBHIO. BOJIBIIMHCTBO NallMEHTOB
IpOJOIDKAIM TPHEM aTOpBacTaTMHA B CHUIKEHHOW J03e¢ 0e3 Kakux-TMOO KIMHHUYECKUX
IIOCJIEICTBHM.

Jlo Hayana tepanuu, yepe3 6 Heaenb U 12 Helenpb nocie Hayala IPUMEHEHUs aTOpBacTaTHHA UITH
[OCJ€ YBEJIMYEHUS €ro J03bl HEO0O0XOAMMO KOHTPOJIMPOBATh MOKa3aTelud (PyHKIUM IMEYEHH.
OYHKIHUIO TEYSHH CIIeAyeT KOHTPOJIMPOBATH TAKXKE MPH TOSBICHUN KIMHUYECKUX NMPU3HAKOB
NOpakKeHUs Me4YeHu. B ciryuae MOBBIIEHUS! aKTUBHOCTH «IIEYEHOYHBIX» TPAaHCAMUHA3 B TUIa3Me
KpOBH ciefyeT KoHTposuupoBaTh akTUBHOCT AJIT u ACT B muta3mMe KpoBH 0 TeX MOp, IOKa OHA
He HopManu3yercs. Eciu nossimienne aktuBHocTH ACT unmu AJIT B rutasme kposu Oojiee ueM B
3 pa3za, IO CpPaBHEHHIO C BEPXHEH IpaHHIICl HOPMBI, COXPAHSETCS, PEKOMEHIYETCS CHIDKEHHE
J103bl WJIM OTMEHA aTopBacTaTuHa (cM. paszzen 4.8.).

ATOpBacTaTUH ClIeAyeT MPUMEHSTHh C OCTOPOXKHOCTBIO Yy IMALMEHTOB, KOTOpPbIE YHOTPEOISIOT
3HAYUTEIBHOE KOJUYECTBO AJIKOTOJIS M/MIIM UMEIOT B aHaMHe3€e 3a00JieBaHue TIeueHH. AKTUBHOE
3a00JIeBaHNEe TIEUYEHHU WIIM TIOCTOSHHO TOBBIIIEHHAS aKTUBHOCTH «IIEYEHOUYHBIX» TPaHCAMHHA3
TUTa3Mbl KPOBHM HESICHOTO TeHe3a SBIISIOTCS NMPOTHUBOIOKAa3aHWEM K IMPHUMEHEHHIO IIperapara
AtopBactatut - TA/] (cm. pa3aen 4.3.).

JlelcTBHE Ha CKEJIETHBIE MBIIIIITHI

VY manueHToB, MOJYy4YaBIIMX aTOPBACTaTHH, OTMedajach Muairus (cMm. pazzaen 4.8.). Jluarxos
MUOIATHHN CIEAYET MpeAnosaraTe y MauueHToB ¢ aud@y3Hoit Muanruei, 00JI€3HEHHOCTHIO WU
Ca0OCThI0 MBI W/WIM  BBIPQKEHHBIM  IIOBBIIIEHHEM  CHIBOPOTOYHON  aKTHBHOCTHU
kpeatuHpochokunassl (KDOK) (Gonee uem B 10 pa3 mo cpaBHEHHUIO ¢ BEPXHEH TpaHUIICH HOPMBI).
Tepanuio aropBacTaTHHOM CJEIyeT MPEKpaTUTh B CIydyae BbIPAXKEHHOTO TOBBIIICHHUS
cpIBOpoTOYHOM akTuBHOCTH K@K mpu Hanmmyumu noATBEpKI€HHON MUOIIATHH WJIU MTOJO3PEHUH Ha
ee pa3BuTHE. PHUCK pa3BUTMS MHONATUM MOBBILAICA IPH OJHOBPEMEHHOM IPUMEHEHUU
JIEKapCTBEHHBIX CPEJCTB, IOBBIIIAIONIUX CHUCTEMHYIO KOHIIGHTPALMIO aTopBacTaTMHA (CM.
paznenst 4.5., 5.1.). MHOTHE U3 3TUX MpEnapaToB WHTHOUPYIOT METa00JIU3M, OMOCPEIOBAHHBIN
n3opepmertom CYP3A4, w/mnum TpaHCHOPT JIEKAPCTBEHHBIX BemiecTB. M3BecTHO, dYTO
uzopepmeHT CYP3A4 — ocHOBHOW M30()epMEHT IEUYEHH, YUaCTBYIOLUMI B OHOTpaHchopMauu
atopBactaTuHa. [IpuMeHss aTopBacTaTMH B COUYETaHMU C (uUOpaTaMu, SPUTPOMHUIIMHOM,
UMMYHOJIETIPECCAaHTAMH,  a30JIbHBIMH ~ IPOTHUBOTPUOKOBBHIMU  CpEJICTBAMHU, HHTHOWTOpaMu

nporeassl  BUY/Bupyca renmatuta C, JETEPMOBHPOM WJIM HUKOTHHOBOW KHCJIOTOH B
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JMITUICHIDKAIOMNX 033X (0oxee 1 r B CyTKH), Bpad JOJDKEH TIIATEIHFHO B3BECHTH 0XKHUIAEMYIO
NOJIb3Y JICYEHHUS M BO3MOXHBIN puck. Cieayer peryiaspHO HaOMOJaTh MALUMEHTOB C IIETbIO
BBIABJICHHsI 00JIeil Ml ctaboCcTy B MBIIIIIAX, OCOOCHHO B TEUCHHE MEPBBIX MECSIIEB TEPANUU U B
NEepHO/ YBEMUUYCHHS [O3bI JIIOOOT0 M3 YKa3aHHBIX CpeacTB. B ciaydae HeoOxoammocTH
KOMOMHHPOBAaHHOW TEpalHMH CIeIyeT PacCMaTpUBaTh BOSMOKHOCTh IPMMEHEHHUs 00jIee HU3KUX
HAaYaJIbHBIX W MOJCP’KUBAIONIMX JI03 BBILICIIEPEYUCIICHHBIX CpelncTB (cMm. paszaen 4.2.). He
PEKOMEH/IyeTCs OJTHOBPEMEHHOE MTPUMEHEHHE aTOpBacTaTHHA U (PY3UI0BOI KHCIOTHI, TIOITOMY
BO BpeMs MpUMEHEHUs (py3uT10BOI KHCIOTHI PEKOMEH0BaHa BpEMEHHasi OTMEHA aTOpBacTaTHHA.
B monoOHBIX CHTyanusx MOXKHO PEKOMEHJOBaTh IEPHOJUYECKHI KOHTPOJIb CHIBOPOTOYHOM
aktuBHOCTH K®K, X0TsS Takoe MOHHTOpHMpPOBAHHE HE MO3BOJSET NPEAOTBPATHUTH PA3BUTHE
TsOKeIor Muonatuu (cM. paszaen 4.5.).

Coo0mianoch, 4To B HEKOTOpBIX ciydasx uHruoutopsl ['MK-KoA-pemykrassl (craTuHbl)
BBI3bIBAIM pa3BuThe € NOVO WM yCyryOJsuid paHee CYHIECTBOBABIIYID T€HEPAIN30BAHHYIO
MHUACTEHMIO TPABUC WM IJIa3HYIO MUACTeHMIO (cM. pa3zen 4.8.). B ciyyae BOSHUKHOBEHUS WU
YTSDKEJIIEHUS CHMITOMOB MHAcTEHHMHM TpueM mpemapara AtopBactatuH - TAJ[ cnemyer
npekpatutb. Coo0Ianock TakKe O PeUUAMBAX MHACTCHUU NPH MOBTOPHOM MpPUEME TOTO K
CTaTWHA U NpU npuMeHeHuu apyroro uaruountopa [ MK-KoA-peaykra3sbl.

Jlo Hayaja Je4eHus

ATopBacTaTUH CcleAyeT C OCTOPOXXHOCThbIO Ha3HauaThb MalMeHTaM ¢  (akTopamu,
npeapacnoiaralolluMid K pa3BUTHIO pabaomuonu3a. Jlo Hawanma Tepanmuu aToOpBAacTaTUHOM
ClIelyeT NPOBOAUTHh KOHTPOJb akTuBHOCTH KDK B 1azMe KpoBH B CIEAYIOIIUX CIydasX:
e HapylleHue QyHKIUHU TOYEK;
® TUIIOTHPEO3;
® HACJICJICTBEHHBIE MBIIICYHbIE HApPYIICHHUS y NAlEHTa B aHaMHE3€ WM B CEMEMHOM
aHaMHE3E;
® yXe IepeHeceHHOe TOKCHUecKoe BiusiHue HHruoutopos ' MI'-KoA-penykrassl (CTaTHHBI)
win (puOpaToB HA MBILIEYHYIO TKaHb;
e 3a0oyieBaHUS I€YEHM B aHAMHE3€ W/WIM MALUEHTHI, YNOTPEOAIOIIME aJKOrojb B
3HAYUTEIBHOM KOJINYECTBE;
® y MalMeHToB B Bo3pacte crapuie 70 JeT ciexyeT OLEHHUTh HEeOOXOIUMOCTh KOHTPOJI
nokazarenst KOK B masme KpoBH, yUUTBIBasl TO, YTO Yy 3TUX MAlMEHTOB, KaK MPaBUIIO,
YK€ UMEI0TCsl (haKTOpPbl, peipacioiaraloiye K pa3sBUTHIO pabIoMHUOIN3a;
® CUTyalluu, B KOTOPBIX OXMJAETCs MOBBIIIEHNE KOHLEHTPALMM aTOpBacTaTUHA B IJa3Me

KpPOBH, TaKH€ KaK B3aUMOJICHCTBUS C IPYTUMHU JIEKAPCTBEHHBIMU CPEICTBAMU (CM. pa3ien

4.5.).



B Takux curyanusax ciueayer OLEHUTh COOTHOLIEHHE «IIOJIb3a — PHUCK» M OCYIIECTBIATH
MEIUIIUHCKOE HAOII0IEHHE 32 COCTOSIHUEM TaIlUEeHTA.

B cnyyae 3HauNTENTFHOTO MOBBIIIEHUS CHIBOPOTOUHOM akTBHOCTH KDK (Goee yem B 5 pas Bbiie
BEpXHEH I'paHUIbl HOPMBI) HE ClIeAyeT HAUMHATh TEPANTUIO aTOPBACTATHHOM.

[Ipu npuMeHeHnH aTopBacTaTHHA, KaK U Apyrux HHruoutopoB I'MI'-KoA-penykTa3bl, onucaHbl
penkue ciiydad pabIoOMHONIN3a C OCTPOM TIOYEYHOH HEIOCTATOYHOCTHIO, OOYCIOBICHHOMN
MuoroOuHyprei. MakTopoM pUCKa pa3BUTHA PabIOMMOJIM3a MOXKET OBITh MPEANIeCTBYIOIIEE
HapyuieHne (yHKUUU MOoYeK. TakuM MNanueHTaM cieayeT obecrneduTh Ooliee TIIATEeNIbHbIN
KOHTPOJIb COCTOSIHUSI CKEJIETHO-MBIIIEYHOU cucTeMbl. [Ipy MOsSIBIEHWHM CHUMIITOMOB MHOIATUU
WIA HATMYAKA (DaKTOPOB PUCKA PA3BUTHUS MOYEUYHOW HEAOCTATOUYHOCTH Ha (PoHE pabroMuoin3a
(HampuMep, TSDKEIOe TEYeHHWE OCTpOH HH(GEKUWHu, apTephajbHas THIIOTCH3Hs, OOIIMPHOE
XUPYpPru4eckoe BMENIaTeNbCTBO, TPaBMbl, MeTaOONMYECKUEe, DSHIOKPUHHBIE U  BOJHO-
AIEKTPOJIUTHBIE HAPYILIECHUS, HEKOHTPOJIUPYEMbIE CYJOPOTH) TEPANNIO aTOPBACTATHHOM CJIETyET
BPEMEHHO IIPEKPATUTH WM OJHOCTHIO OTMEHUTb.

OTMmeueHbl OYeHb PEIKHE Clyyau pa3BUTUS HMMYHOOIOCPEIOBAaHHOW HEKPOTH3UPYIOLIEH
MUONATUM BO BpeMsi Tepamuud WIM [pU  [PEKPAlIEHUU MPUMEHEHUs CTAaTUHOB.
NMMyHOONOCpeAOBaHHAsI HEKPOTU3UPYIOIIAsi MUOTIATHS KIIMHUYECKU XapaKTepU3yeTcsl CTOMKOM
C1a0OCThIO MPOKCUMAJIbHBIX MBILI] W MOBbIIIeHHEM akTuBHOCTH K®K B ChIBOpOTKE KpOBH,
KOTOpBIE COXPAHSIIOTCS, HECMOTPS Ha MPEKpaIleHNE JeUeHUsI CTATUHAMHU.

Buumanue! IlanveHToB HEOOXOAMMO NHPEAYHNPEIUTH O TOM, YTO MM CIEAyeT HEMEIJICHHO
00paTUTHCS K Bpauy MpH MOSIBIEHUN HEOOBSICHUMBIX 00JIeH MIIN MBIIIEYHOM €1a00CTH, 0COOEHHO
€CJIM OHM COIIPOBOXKJIAIOTCS HEJIOMOTAHUEM HIIN JIMXOPATKOM.

I'eMopparnueckuii HHCYJIbT

[Tocne cnennanbHOrO aHalIM3a pE3yJbTATOB KIMHUYECKOTO HCCIENOBAHUSA C y4acTUEM
4731 nanumenta 6e3 UBC, nepeHecinx MHCYJIbT WM TPAH3UTOPHYIO HilleMuyeckyto ataky (THA)
B T€UEHHUE MPEIbIAYIINX 6 MecsleB, KOTOPHIM ObLIT Ha3Ha4YeH aTopBacTaTUH 80 MI B CyTKH, ObLiIa
BbIsIBJIEHAa 00Jiee BBICOKAs 4acTOTa reMOpparvyeckKux HWHCYJIbTOB B IpYIINE aTopBacTaTHHA IO
CpaBHEHMIO C Ipymnmnoii miamnebo (55 — B rpyrmne atopBacTaTuHa OIpOTUB 33 — B rpymIe mianedo).
[TaneHTHI ¢ reMopparnyeckuM MHCYJIHTOM Ha MOMEHT BKJIIOUEHHSI B UCCIIEZIOBaHUE UMENH Ooee
BBICOKMI PUCK AJIi MOBTOPHOTO T'€MOpPparuyeckoro MHcyipra (7 — B Ipymnme aTopBacTaTHHA
MpOTHB 2 — B rpyme miarne6o). OTHaKo y MalUeHTOB, TOMyYaBIIMX aTopBacTaTuH 80 MT B CYTKH,
ObUIO MEHBIIIE WHCYJIBTOB JIt0OOro THma (265 mpotuB 311) U MeHbIIE CepAECYHO-COCYIUCTHIX
coObrtii (123 mpotus 204).

CaxapHblii fuadeT




Hekotopsie manHbIe mOATBEpkaatoT, 4to MHTHOUTOPH ['MI'-KOA-penaykTasbl (cTaTWHBI) Kak
KJIaCC MOTYT HPHUBOJMUTH K IOBBIIICHUIO KOHIIGHTPALMU TJIFOKO3bI B KPOBHU, @ Y OT/AEJbHBIX
MAIUEHTOB C BBICOKMM PHUCKOM Pa3BUTHS CAaXapHOTO JMa0eTa MOXET Pa3BUTHCS COCTOSHUE
TUIEePIIIMKeMHUH, TpeOyroliee KOPPEKIINK, KaK IpU caxapHoM nuadere. Tem HE MeHee, 3TOT PUCK
HE TIPEBBIIIACT MOJIB3Yy OT Tepanuu uHruomropamu ['MI-KoA-peaykTasbl (CTaTUHBI) C TOYKH
3pEHHS COCYIUCTHIX PUCKOB, IO3TOMY ATO HE MOXKET SIBJISATHCA MPUUMHOMN ISl OTMEHBI TEPAIUH.
[TanieHThl, OTHOCAIIMECS K TPYIIE pUcKa (KOHIIEHTPALMS TJIFOKO3bI B KPOBH HATOIIAK OT 5,6 110
6,9 mmoute/i1, maAeKe Maccel Tena (MMT) > 30 KI/M?, IOBBILICHHAS koHueHtpanus TI' B urazme
KpPOBH, apTepuaibHas TUIEPTEH3Hs), IODKHBI HAXOAUTHCA MO MEIUIIMHCKUM KOHTPOIIEM,
BKJIFOYAsi KOHTPOJIb OMOXMMHUYECKUX MapaMeTpOB KPOBU, B COOTBETCTBUU ¢ HammonambHbIMU
PEKOMEHIalUSIMHU.

HHuTepcTunnaibHOe 3a00/1€BaHUE JIETKUX

Ha ¢one tepanuu HekoropeiMu unrudutopamu 'MI-KoA-penykTassl (cTratuHbl), 0cCOOEHHO Ha
(doHE NIUTEIBHON Teparuy, OTMEYAIUCH CIUHUYHBIC CITy9ar WHTEPCTUIIUAIBHOTO 3a00ICBaHMSI
nerkux. MoryT HaOOIAThCS OJBIINIKA, HEMPOAYKTHBHBIA Kallelh W YXYAIICHUE OOIIEero
COCTOSIHUS 3[I0POBbsI (YTOMIIIEMOCTh, CHUKCHHUE MacChl Tejla M Juxopajaka). B ciaydae, eciu y
MaIUeHTa MoJ03peBaeTcsi MHTEPCTUIIMATBHOE 3a00JIeBaHUE JIETKUX, CIIEyeT OTMEHUTh TEPAITUIO
aTOPBACTATHHOM.

3HI[OKDI/IHHa$[ d)VHKHI/ISI

[Tpu npumenennn nHruOuTOopoB 'MI'-KoA-peaykra3sl (cTaTHHBI), B TOM YUCIIE U ATOPBACTaTHHA,
OTMEYaJIMCh CIyyau MOBBIMIEHUs KoHUEeHTparuu HbA1 M KOHIEHTpauuu IIIIOKO3bI B KPOBU
HaTolIaK. TeM He MeHee, pUCK TUIIEPTIMKEMUN HUXKE, YEM CTETIEHb CHU)KEHUS pUCKA COCYIUCTBIX
ociokHeHu# Ha poHe npueMa nHruouTopo 'MI'-KoA-penykrassl (CTaTUHBI).

BcnomoraTensHbI€ BelllecTBa

Jlakmo3svl monozuopam

[TanmeHTaM € peako BCTPEYAOUIEHCS HACIEACTBEHHONM HENEPEHOCHMOCTBIO TallaKTO3blI,
ne(UIUTOM JIaKTa3bl WK TIIOKO30-TalakTO3HOM ManbabcopOIueil He ciieyeT NpuHUMaTh 3TOT
npemnapar.

Hampuu

Jannslit mpenapat coaepkuT meHee 1 mmonb (23 mr) HaTpus B 1 TabneTke, TO €CTh, IO CYyTH, HE
COJIEP’KUT HATpUS.

4.5. B3amMmopeiicTBHMe ¢ JPYTHMH JICKAPCTBEHHBIMHM MNpenapataMH H JApyrue BHIbI
B3aMMOJEHCTBHUA

Bo Bpems nedennst uaruoutopamu ['MI-KoA-penykrassl nmpu OJHOBPEMEHHOM MPUMEHEHUN

UKJIOCTIOPUHA, HUKOTUHOBOM KHCIIOTHI B JIMIUACHIKAIONMX A03ax (Ooyee 1T B CyTKH) WK
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uaruoutopoB  m3odpepmenta CYP3A4  (manpumep, OSPUTPOMHIIMH, KIAPUTPOMHUIIMH,
MIPOTUBOTPUOKOBBIE CPEJICTBA — MPOU3BO/IHEIC 230JI1a) MTOBBIIIACTCS] PUCK PA3BUTHS MHOTIATHH (CM.
paznen 4.4.).

HNuru6utopsl nzobepmenta CYP3A4

ITockonpky atopBactatTuH MeTabonusupyercs wuszohpepmentom CYP3A4, omHOBpeMeHHOE
npUMEHEeHHe aTopBacTaTHHa ¢ uHruomropamu mzopepmenta CYP3A4 moxeT NpUBOAUTH K
YBEJIMUEHUIO KOHIIEHTpallMM aTopBacTaTMHAa B IUIa3Me KpoBH. CTeneHb B3aMMOJCHCTBUS U
3¢ ¢exra MOTEHUUPOBAHUS OIpPENENIAETCS BapHAOEIBHOCTBIO BO3AEHCTBHS Ha H30(EpPMEHT
CYP3A4 (cm. paznen 5.2.).

beuto  ycranoBmeHo, uTto MomHble uHrHOMTopel m3opepmenta CYP3A4 mnpuBomaTr K
3HAUUTEIBHOMY IIOBBIIIEHUIO KOHIEHTpPAllMU aTopBacTaTMHa B Iuia3Me Kposu. Crexyer mo
BO3MOXKHOCTH HU30eraTb OJHOBPEMEHHOI'O NMPUMEHEHHUS MOIIHBIX MHTHOUTOPOB H30(epMeHTa
CYP3A4 (takux Kak UUKIOCHOPHH, TEIUTPOMHUIMH, KIAPUTPOMMIMH, JeIaBUPIMH,
CTUPUIIEHTOJI, KETOKOHA30J, BOPUKOHA30Jl, MTPAKOHA30Jl, I03aKOHA30J, HEKOTOphIE
IIPOTUBOBUPYCHBIE MpEnaparthl, IpUMEHseMbIe 1Jis JiedeHUs] BUpycHoro renarura C (Hampumep,
3516acBUp/Tpa3onpeBup), U MHruOuTOphl nporeassl BUY, Bkmrouas pUTOHABHUp, JIOIMMHABUD,
aTa3aHaBUpP, WHJIWHABUD, NapyHaBUp U Ap.). Eciau oIHOBpPEMEHHBIN MpUEM ATHX IPENapaToB
HE00X0UM, CJIETyeT pacCMOTPETh BO3MOXKHOCTh Hayasla Tepalui ¢ MUHUMaJIbHOU J103b1, @ TAKXKe
CJIeTyeT OLIEHUTh BO3MOKHOCTh CHM>KEHHUSI MaKCUMaJIbHON JI03bl aTOPBACTATHHA.

VYmepennsle uHruoutopsl uzopepmenta CYP3A4 (Hampumep, SpUTPOMHUIMH, JHITHA3EM,
BepanamMuil U (hIyKoHa30J7) MOTYT MPUBOJIUTH K YBETMUYEHUIO KOHIIEHTPAIMM aTOpBacTaTHHA B
mwiasme kpoBu. Ha ¢one onHoBpemenHoro npumenenust uHrubutopos I'MI'-KoA-peaykrass
(cTaTuHBI) U SPUTPOMHUIIIHA OTMEYAJIU MMOBBIILIEHHBIH PUCK pa3BUTHUs MuomnaTuu. MccnenoBanus
B3aMMOJEMCTBYS aMUOJIapOHa WJIM BepalaMuiia U aTopBacTaTHHA HE MPOBOIMIMCH. M3BecTHO,
4TO M aMHOJApPOH, M BepamamMuil HHTUOUPYIOT akTHBHOCTH u3odepmenta CYP3A4, u
OJIHOBPEMEHHOE IPUMEHEHHE OSTUX I[pernapaToB € aTOPBACTATUHOM MOKET TIPUBECTH K
MOBBIIICHUIO JKCIIO3UIMU aTopBacTaTMHA. B CBA3M € 3TUM PEKOMEHIyeTcs CHHU3UTh
MaKCHMaJbHYIO /103y aTOPBAaCTaTHHA U MPOBOJUTH COOTBETCTBYIOIINN MOHUTOPHHI COCTOSTHUS
HalyveHTa Npu OJHOBPEMEHHOM MPUMEHEHMHM C YMEPEHHBIMH WHTHOMTOpaMH H30(epMeHTa
CYP3A4. KoHTponb clieyeT OCyIIeCTBISITh TTOC/Ie Havana Teparnui U Ha (OHE H3MEHEHHUSI 1036l
uHruourtopa nzopepmenta CYP3A4.

Temdudpoznn/dpudbparsl

Ha ¢one npumenenuss ¢pubGpaTtoB B MOHOTEpanmuM NMEPHOAMYECKH OTMEYAIH HEXKEJIaTelIbHbIC
pEaKINK, Kacaroluecs CKeJIETHO-MBIIICYHON CUCTEMBI, B TOM 4Hcie padaomuonns. Puck takmx

peakiuii Bo3pacTaeT MpU OJHOBPEMEHHOM MpHMEHeHHUu (ulOpatoB U artopBacTatuHa. Ecnm
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HEBO3MOXKHO M30€KaTh OJJTHOBPEMEHHOTO MPUMEHEHHS 3TUX MPENapaToB, TO CISAYET MPUMEHSTh
MUHUMAITBHYIO 3(QPEKTUBHYIO 103y aTOpPBACTaTHHA, a TAKXKE CIEAYeT MPOBOIUTH PETyIISPHBINA
KOHTPOJIb COCTOSIHUS TTAI[UCHTOB.

D3eTUMHO

[TpuMmeHeHHe 3eTUMHOa CBSI3aHO C Pa3BUTHEM HEXKEIATEeIbHBIX PEAKIUil CO CTOPOHBI CKEJICTHO-
MBIIIEYHON CUCTEMBI, B TOM YHCJIC Pa3BUTHE pabaoMuoin3a. PUCK TaKuX peakiuii MOBBIMIASTCS
IpH OJHOBPEMEHHOM MPUMEHCHHH 33€TUMHOA ¥ aropBactatuHa. /s Takux NAIMEHTOB
PEKOMEHIyeTCs TIIATeIbHOE HAOIOICHHE.

DPUTPOMULIMH/KIAPUTPOMHULINH

[Tpu olHOBpEMEHHOM NPUMEHEHUH aTOpBacTaTHHA U dpuTpoMuuMHa (110 500 Mr yeTbipe pas3a B
CyTKH) win kiaputpomunmHa (mo 500 Mr nBa pasa B CyTKH), WHTHOMTOPOB H30(pepMEHTa
CYP3A4, nabmojanoch NOBBIIIEHHE KOHIEHTPALMK aTopBacTaTWHA B IIa3Me€ KpPOBH (CM.
pasznenst 4.4. 1 5.2.).

MHruburopsl mporeas

OnHOBpeMEHHOE NPUMEHEHUE aTOpBacTaTMHA C WHTHOMTOpaMU MpOTea3, M3BECTHBIMH Kak
unruoutopel  m3odpepmenta CYP3A4, compoBoxmaercs yBEIMUYEHHEM  KOHIEHTpalUu
aTOpBaCTaTHHA B MJ1a3Me KPOBH.

[{untnazem

OnHoBpeMeHHOE TpUMEHEHHEe atopBacTathHa B go3e 40 Mr c¢ amirtuazemom B go3e 240 mr
NPUBOJIUT K YBEINYCHUIO KOHIIEHTPAIIUU aTOPBACTaTHHA B T1a3Me KPOBH (CM. pasaen 5.2.).
[{umeTnanH

Knunuyecku 3Ha4MMOro B3avMOJEUCTBUS aTOPBACTATUHA C IIUMETHIMHOM HE OOHApYKEHO (CM.
pasaen 5.2.).

HrpakoHazon

OnHOBpeMEHHOE MPUMEHEHHNE aTOpBacTaThHA B 103ax OoT 20 Mr 10 40 Mr 1 UTpakOHA30J1a B 103€
200 Mr IPUBOJMIIO K YBEIMYCHHUIO 3HAYCHHS IUIOMIAJN TIOJ] KPUBOH «KOHIICHTPAIUSA-BPEMSD
(AUC) aropBacratuHa (cM. pazaen 5.2.).

['peiindpyTOBbIIA COK

[Tockonbky TpeindpyToBBII COK COAEPKUT OAMH MM HECKOJIBKO KOMIIOHEHTOB, KOTOpBIE
uHruoupyrot uzopepmeHT CYP3A4, ero upesmepHoe norpedienue (Oonee 1,2 1 B 1eHb) MOXKET
BBI3BIBATh YBEIIMUCHHUE KOHIIEHTPAIIMH aTOPBACTaTHHA B IIa3Me KPoBH (CM. pasaen 5.2.).

MHruduTopsl TPAHCIIOPTHOTO OEJIKa

ATOpBacTaTHH SIBJISIETCS CYyOCTPAaTOM TpaHCHIOPTEPOB (hepMEHTOB medeHH (cM. paszzen 5.2.).
OnHOBpEeMEHHOE TPUMEHEHNE aTOPBAacTaTHHA B 103€ 10 MT U ITUKIIOCTIOpHHA B J103€ 5,2 MI/KI/CyT

NPUBOJIMIO K MOBBIIICHUIO YPOBHS CHCTEMHOIO BO3ACWCTBUS aTopBacTaTUHA (yBeIMUYEHUE
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nokazatenst AUC B 8,7 paza) (cMm. pazmen 5.2.). LluxmocrnopuH sBIsSE€TCS HHTHOUTOPOM
TPaHCIIOPTHOIO MOJMIENnTuaa opraHudeckux anuoHos 1B1 (OATP1B1), 1B3 (OATPIB3),
nportenHa, accouuupoBanHoro ¢ MDR1 u BCRP, a Ttakke wusodepmenta CYP3A4,
CJIEIOBATENbHO, OH MOBBIIIAET YPOBEHb CUCTEMHOT'O BO3/IeHCTBUS aTopBacTaTiHa. CyTo4Has 1032
aTopBacTaTHHA HE JIOJDKHA MpeBbimath 10 mr (cM. pasnen 4.2.).

OnHOBpeMEHHOE IPUMEHEHHUE C TpenapaTaMu, COASPKALMMHE IIIEKalpeBUp WA MUOPEHTACBUD,
MIPOTUBOIIOKA3aHo (cM. paznen 4.3.).

OnHOBpEeMEHHOE MPUMEHEHHE aTopBacTaThHa B 103€ 20 Mr u JieTepMoBHupa B 703¢€ 480 MI B CyTKH
IPUBONIIO K MOBBIIIEHUIO YPOBHS BO3/1eHCTBHS aropBacTatuHa (cooTHomenue AUC: 3,29) (cm.
pazzgen 5.2.). JlerepMOBHp SIBISI€TCSI MHTMOMTOPOM TpaHCHOPTEPOB mpocrarianauHa, BCRP,
MRP2, OAT2 u neuenounoro tpancrnoprepa OATP1B1/1B3, Takum 0o0pa3oM, OH yCHIMBAET
ypOBeHb BO3jelcTBUsA atopBacTatuHa. CyTOYHas J03a aTOpBacTaTWHA HE JOJDKHA MPEBBIIATH
20 mr (cMm. paznen 4.2.).

Benuunna omnocpenoBaHHBIX JIEKAPCTBEHHBIX B3aumojencTBuil uzodepmenta CYP3A wu
tpancnoprepoB OATP1B1/1B3 Ha coBMecTHOE IPHUMEHEHHE TPEnapaToB MOXKET OTJINYATHCS IIPH
OJIHOBPEMEHHOM Ha3HAYCHUU JIETEPMOBHUpA C IUKIOCIIOpUHOM. He pexomMeHayeTcsl MpuMeHsITh
aTOpBAaCTaTHH MAalMEeHTaM, I[OJIyYalolUM TEpanuio JETEPMOBHUPOM  OJHOBPEMEHHO C
LUKIJIOCTIOPUHOM.

OnbacBup u rpasomnpeBup sBisaTcs uaruounropamu OATP1B1, OATP1B3, MDRI1 u BCRP,
CJIEIOBATEJIbHO, OHM IIOBBIIIAIOT YPOBEHb CHUCTEMHOIO BO3JEHCTBUS aropBacTtathHa. [lpm
OJTHOBPEMEHHOM NPUMEHEHUH CyTOYHasl 71032 aTOpBacTaTHHA HE J0JDKHA MpeBbImaTh 20 Mr (cM.
paznmen 4.2.).

HUnaykropsl uzodpepmenta CYP3A4

OnHOBpeMEHHOE TMpHMEHEHHE aropBacTaTMHa ¢ MHIyKTOopamu wu3opepmenta CYP3A4
(HanpuMmep, 3(QaBupeH3, pUGAMIUIUH WIK TpenapaTrsl 3BepoOosi MPOJBIPSIBIECHHOI0) MOXKET
IPUBOJIUTh K CHIDKEHHIO KOHILIEHTPAallUM aTopBacTaTMHAa B IUIa3Me KpoBU. Bcenenctsue
JBOMCTBEHHOIO MEXaHH3Ma B3aUMOJEHCTBUS ¢ pUbaMIUIMHOM (MHAYKTOp H30(pepMeHTa
CYP3A4 u wunruburtop TtpancnoptHoro Oenka remaronutoB OATP1B1) pexkomennmyercs
OJTHOBPEMEHHOE NMPHUMEHEHHE aToOpBacTaTUHA U pU(aMITUIIIHA, TOCKOJIbKY OTCPOUYEHHBINA ITpUeM
aTopBacTaTMHa ToOcje MpHeMa pudaMmnuirHa TMPUBOJAUT K CYIIECTBEHHOMY CHHKEHUIO
KOHIIEHTpAllUU aTOpBAaCTaTHHA B IU1a3Me KPOBH (cM. paszzen 5.2.). OqHako BiausHUe prudaMuinuHa
Ha KOHLEHTPALMIO aTOPBACTaTHHA B I€NAaTOLUTAaX HEU3BECTHO, U B CIIydae, €CJIU OJTHOBPEMEHHOTO
MPUMEHEHUS HEBO3MOXKHO H30€KaTh, CIEAYyeT TIIATEIhbHO KOHTPOIUPOBATH 3()PEKTUBHOCTH

TaKol KOMOWHAIIMU BO BpeMs Tepanuu.

AHTanmae!
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OnHOBpEMEHHBIN NIPUEM BHYTPb CYCIIEH3MH, COAEPKALIEH MarHus THAPOKCHU] U/WIIN alTFOMUHUS
TUAPOKCHUJ, CHUYKAJI KOHILIEHTpALMIO aTopBacTaThHa B Iu1asme Kposu (u3menenue AUC: 0,66),
OJIHaKo cTerneHb cHKeHus konueHnTpauun XC-JITTHII B mna3zmMe KpoBU Ipy 3TOM HE U3MEHSIACH.
deHazoH

ATOpBacTaTHH He BIUSET Ha (PapMaKOKUHETUKY ()eHa30Ha, IOITOMY B3aUMOJEHCTBUE C APYTUMHU
npenapaTtamM, MeTaOOJM3UPYIONIMMUCS TEeMH K€ H30(epMEHTaMH CHCTEMBl LUTOXpOMa, HE
OKU/IaeTCs.

Konectunon

ITpy 0THOBpEMEHHOM IIPUMEHEHUH KOJIECTUII0JIa KOHLIEHTpAIHsI aTOpBacTaTHHA B IU1a3Me KPOBU
camwkanace (m3menenue AUC: 0,74), ogHaKo THIONMUMUAEMUYCCKANR IPPEKT KOMOMHALIUU
aTOpBAacTaTHHA U KOJIECTUIIONA MTPEBOCXOAMI TAKOBOW KaXIOTO Mperapara B OTACIHHOCTH.
JINrokcun

[Tpu moBTOpHOM NpUEMe AUTOKCHHA M aTOpBacTaTUHa B 03¢ 10 MI paBHOBECHBIE KOHLIEHTPALU
JUTOKCHHA B IJIa3Me KPOBH HE MEHSUTHCh. OTHAKO IPY MPUMEHEHUH TUTOKCHHA B KOMOMHAIINY C
aTopBacTaTHHOM B 03¢ 80 MI' B CyTKM KOHLIEHTpAIMs JTUTOKCHHA YBEJIWYHMBAJIAch (M3MEHEHHE
AUC: 1,15). TTarneHTaMm, MOJTy4YarOIUM JUTOKCHH OJJHOBPEMEHHO C aTOPBACTATHHOM, TpeOyeTCs
COOTBETCTBYIOIIEE HAOIIOJCHHE.

A3UTPOMUIIMH

[Ipy omHOBpEeMEHHOM NpPHUMEHEHHMH aropBacTaTMHa B no3¢ 10 Mr oxmH pa3 B CyTKH H
azuTpomMuLrHa B 03¢ 500 Mr OofMH pa3 B CyTKM KOHLEHTpAlMs aTOpBacTaTHHA B IJIa3Me KPOBU
HE U3MEHSJIAcCh.

HCDODaJ'II)HI)Ie KOHTPALICIITHBHEIC ITPETIapaThl

[Ipy oOJHOBpPEMEHHOM NPUMEHEHUU aTOpBacTaTMHA M NEPOPATbHBIX KOHTPALIEITUBHBIX
IpenapaToB, COJAEPKAIIUX HOPITUCTEPOH W STHHUIICTPAINOI, HAOJIIOJATIOCh 3HAUUTENBHOE
nosbimeHne AUC Hopatucrepona (u3menenne AUC: 1,28) u stuHMIACTpaauona (M3MEHEeHue
AUC: 1,19). O10T 3¢ dexT cienyer yuuTbiBaTh NpU BIOOpE MEPOPATLHOTO KOHTPALEHTUBHOTO
npernapara Jyisl >KeHIIMH, TPUHUMAIOIUX aTOPBACTATHH.

Tepdpenanuu

[Ipy onHOBpeMEHHOM NpPHUMEHEHHWU aTopBacTaTHHA M TeppeHaauHa KIMHUYECKH 3HAYMMBIX
M3MEHEeHUH (hapMaKOKMHETUKH TepdeHalHA HE BBIABIEHO.

Bapdapun

B knmuHMYECKOM HCCIEI0OBAHNHN Y MALMEHTOB, PETYJISIPHO MOJIyYAIOMIUX TEPANUio BaphapuHOM,
OJTHOBPEMEHHOE NIPUMEHEHHE aTopBacTaTuHa B Jj03¢ 80 MI' B CyTKH NMPHUBOJMIO K HEOOJIBIIOMY
YBEJIMYEHHUIO IPOTPOMOMHOBOTO BPEMEHH, IPUOIU3UTENBHO HA 1,7 CEKYH/IbI, B TEUEHHE MEPBBIX

4 nueir Ttepamuu. [lokazatenp Bo3BpamaJics K HOpME B TedeHHe 15 AHEH Tepanuu
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aTopBacTaTiHOM. HecMOTpsi Ha TO, YTO TOJBKO B PEAKUX CIydasx OTMEUAIH 3HAYUTEIbHOE
B3aMIMOJICHCTBHE, 3aTparuBaioliee AaHTHKOATYJISHTHYI (YHKIHIO, CIEAyeT ONpeAcIUuTh
MPOTPOMOMHOBOE BpeMsi 10 Havajga TEpalud aToOpPBAaCTATUHOM Yy TMAIUCHTOB, IMOIYYArOIINX
TEepanuil0 KyMapHWHOBBIMH AaHTHKOATYJISHTAMU, W PETYJSIPHO — B TEPHOJ Teparuu, 4YTOObI
MPEAOTBPATUTh €r0 3HAYMTENIbHOEe H3MeHeHHe. Kak TOJbKO IMoKa3aTelb MpPOTPOMOWHOBOTO
BPEMCHH CTa0WIM3UPYETCS, €ro KOHTPOJIb MOXHO MPOBOANTH TaK K€, KAaK PEKOMEHIYETCS IS
MAlMEHTOB, MOJTYYaIOIIUX KyMApUHOBBIE aHTUKOATyJISIHTHL. [Ipy 13MeHeHnn 10361 aTOpBAaCTaTHHA
WM TMPEKPAICHUH TEPATuu KOHTPOJIb MPOTPOMOMHOBOTO BPEMEHH CJIEAYyET IIPOBOIUTH MO TEM
)K€ TIPUHIIMIIAM, 4YTO OBUIM OIMCAHBI BhIIIE. Tepamus aropBacTaTUHOM He ObLla CBsS3aHa C
pPa3BUTHEM KPOBOTCUCHUS HIIM U3MCHCHHUSIMH TIPOTPOMOMHOBOTO BPEMEHH Y TIAIIICHTOB, KOTOPHIC
HE TOJIyYaJId JICYCHUE aHTUKOATYJISTHTAMU.

Koaxunua

HecMoTpst Ha TO, 4TO MCCEAOBAHUS OJJHOBPEMEHHOTO IPUMEHEHHS KOJIXUIIMHA U aTOPBACTaTHHA
HE MPOBOJUIUCH, UMEIOTCS COOOIICHHS O Pa3BUTUU MHUOMATHUU NPH TNPUMEHEHHH JTaHHOU
koMOuHanuu. [lpy OJHOBpEMEHHOM TPUMEHEHHWM AaTOpBACTATUHA W KOJXUIIMHA CJEAyeT
CO0JI0/TaTh OCTOPOKHOCTD.

AMIIOTUITMH

B uccnenoBannu ekapcTBEHHOTO B3aUMOJCHCTBUS Y 3JI0POBBIX TOOPOBOJIBIIEB OJTHOBPEMEHHOE
npuUMeHeHue aropBactaTuHa B 1o3¢ 80 Mr u ammjoaunuHa 10 Mr TpHUBENO K KIMHUYECKU
HE3HAYMMOMY YBEJIHUYEHHUIO0 KOHIIeHTparuu aropBactatuHa (n3menenue AUC: 1,18) B mmazme
KpPOBHU.

dy3uagosasg KuciaoTa

Bo Bpemst mocTperucTpaiioHHbIX HCCIIEIOBAHUNA OTMEYAId CITydau pa3BUTHUsSL pabIoMuONIH3a y
MAIMEHTOB, MPUHUMAIOIIMX OJHOBPEMEHHO CTAaTHUHBI, BKJIIOYAs aTOPBACTATHUH, U (PY3UIOBYIO
KHUCIIOTY. MexaHu3M JaHHOTO B3aMMOJCHCTBUS HEU3BECTEH. Y MAIlMEHTOB, JUIsI KOTOPBIX
npuMeHeHrne (Ppy3ua0BON KHCIOTHI CYUTAIOT HEOOXOIUMBIM, JICUEHWE CTATHHAMHU JIOJDKHO OBITh
MPEKPAIeHO B TEUEHHUE BCETO MEPHO/Ia MPUMEHEHUS (Py3U0BOM KUCIOTHL. Tepanus cTaTHHAMU
MOJKET OBITh BO30OHOBIIEHA Yepe3 7 MHEH Mmocie MocleqHero mpuema Qpy3uaoBoil KUCiIoTe. B
UCKITIOYUTENBHBIX CIIy4asX, KOTJa HeoOXOoAWMa TMPOJOJDKUTENbHAsS CUCTEeMHAas Tepamus
Gy3uI0BOM  KUCIOTOM (Hampumep, I JICUCHUS TSOKENBIX WH(EKINid), HEOO0XOIUMOCTh
OJIHOBPEMEHHOTO TPUMEHEHHS aTopBacTaTMHa © (y3UTOBOM KHCJIOTHI JOJKHA OBITh
paccMOTpeHa B KaXKJIOM KOHKPETHOM CIy4Yae M OCYIIECTBISATHCS IO CTPOTHMM HAOIIOJACHHEM
Bpada. [lammMeHT pomKeH OBITh MPEAyNnpekACH O HEOoOXOMUMOCTH HE3aMEMITUTEIBHOTO
oOpaillieHusi 3a MEIUIMHCKON MOMOILIBIO MPH MOSBICHUM TaKUX CHMIITOMOB KaK MBbIIIEYHAs

c1a00CTh, YYBCTBUTEIHHOCTD HIIA OOJIb.
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Jpyras conyTCTBYIOMAs TEPamus

B KIMHUYECKHX MCCIENOBAHMAX ATOPBACTATUH IPUMEHSIIM OJHOBPEMEHHO C I'MIIOTCH3UBHBIMU
CpPEeACTBaAaMU M 3CTPOr€HAMM B PaMKax 3aMECTUTEIIBHOM TOPMOHAIBHOM Tepanuu. [Ipu3Hakos
KJIMHAYECKH 3HAYMMOIO HEXKEJIAaTEeIIbHOIO B3aMMOJEHUCTBUS HE OTMEYEHO, HCCIENOBaHUs
B3aMMOJICHCTBHS CO CIeM(PUUECKUMH MTpernapaTaMu He TPOBOAMIIUCE.

Kpome TOro, ormeuanoch IOBBIIICHHE KOHLEHTpAlMM aTOPBACTaTUHA IIPU OJHOBPEMEHHOM
NPUMEHEHUH ¢ WHTuOuTOpamu mporea3sl BUU (koMOWHAIMM JIOMMHABHpA W PUTOHABHPA,
CaKBMHABHpa U PUTOHABHPA, JapyHABHpA U pUTOHABHUPA, (hocaMIpeHaBUP, a TAK)Ke KOMOMHALIUU
dbocamrpeHaBUpa C PUTOHABUPOM U HeN(UHABUPOM), HMHTHOMTOpPAMU MpPOTEa3bl BHUpyca
renmaruta C  (GomenpeBup, 3710aCBHP/TPA30NPEBUP, CHMENPEBUP), KIAPUTPOMHUIIMHOM U
uTpakoHaszojoM. Crienyer coOnroaaTb OCTOPOKHOCTh MPU OJHOBPEMEHHOM NMPUMEHEHHUU 3THX
MPernapaToB, a TAKXKe MPUMEHITh CaMyl0 HU3KYIO 3(()EeKTHBHYIO 103y aTopBacTaTHHA.
B3aumooeiicmeue c Opyzumu n1exapcmeenHviMu cpeocmeamu

Brusanue opyaux npenapamos Ha (papmMaKkoKuHemuKy amopeacmamuna

ATOpBaCTaTHH
HN3menenue
IIpenapar, 103MpoBKa i
petiapar, A03ip Mo3a (mr) Nsmenenne AUC4 MarCHMaIbHOR
KOHLEHTPauuu
(Cmax&)
TunpanaBup 500 Mr aBa
pasza B CYTKWU/pUTOHABUP
10 4 8,6
200 Mr fBa pasa B cyTKH B MT, OHOKpaTHO | T B 9,4 pa3a 1 B 8,6 pa3a
Te4YeHUe 7 THEeHn
[Muknocnopux 10 Mr omuH pa3 B
5,2 mr/kr/cyT, cyTKku B TeueHue 28 | 1 B 8,7 pa3za 18 10,7 paza
IOCTOSIHHAS J03a THen
I'nexanpeBup 400 mr
OJIMH pa3 B | 10 Mr omun pa3 B
CYTKH/TTHOPEHTACBUP CyTKU B TeueHue | 1 B 8,3 pa3za 1B 22,0 paza
120 mr onuH pa3 B CyTKU B | 7 JHEH
TedyeHue 7 THeHl
Tenanpesup 750 mMr
Kakaele 8 gacoB B | 20 mr, ogHOKpaTHO | T B 7,9 pa3za 18 10,6 paza
TeyeHue 10 mHel
JlonuunaBup 400 mr ngBa
a3a B CYTKHU/pUTOHABH 20Mr omuH pas B
P YTEHP p CyTKM B TeueHue | T B 5,9 paza 1 B 4,7 pa3za
100 mr aBa pa3a B CyTKH B .
. 4 nueit
teueHue 14 gueit

16



Knapurpomunua 500 mMr

80 Mr oguH pa3 B

JIBA paza B CYTKM B |CyTku B TedeHue | T B 4,5 paza 1 B 5,4 pa3a
TeyeHue 9 nHewn 8 nueit
Cakunasup 400 mr nBa

a3a B CYTKHU/pUTOHABH 40 wr- ozt pas B
P YIRP P cyTku B TeueHue | 1 B 3,9 paza 1 B 4,3 paza
400 mr 1Ba pa3a B CyTKH B g
TeyeHue 15 nHepn**** A
| 030 o s &
P YTRID p CyTkM B TeueHue | T B 3,4 paza 1 B 2,2 pa3a
100 mr nBa pa3a B CyTKHU B .

. 4 nuen

TeueHue 9 nHeu
Urtpakonazon 200 mr
omuH pa3 B cytku B | 40 mr, ogHOKpatHO | 1 B 3,3 pa3za 1B 1,2 paza
TeueHue 4 nHeu
JlerepmoBup 480 Mr oguH
pa3 B cytku B Teuenue | 20 mr, omHokpaTHO | T B 3,29 pasa 182,17 paza
10 nueit
®ocamnpenasup 700 mr
1Ba pasza B | 10 Mr omun pa3 B
cytku/putoHaBup 100 mr | cytku B TedeHue | T B 2,5 pa3a 1B 2,8 paza
Ba pa3a B CYTKH B |4 nHei
TeueHue 14 nuei
bouenpesup 800 mr Tpu
paza B cytku B Teuenue | 40 mr, omHOKpaTHO | T B 2,3 pasa 1B 2,7 paza
7 mHei
®ocammnpenasup 1400 mr | 10 Mr oguH pa3 B
JIBa pa3a B CyTKHU B CyTKM B TedeHue | T B 2,3 pasa 1 B 4,0 paza
teueHue 14 gueit 4 nuen
CumenpeBup B 103¢€
150 mr ogun pa3 B cytku | 40 mr, ogHokpatHo | T B 2,12 pa3za 1 81,7 paza
B TeueHue 10 nueit
Onb6acBup 50 Mr ouH pa3
B CYTKH/Ta3ONpCBUp 10 mr, ogHokparso | T B 1,95 pas 1 B 4,3 paza
200 mr oauH pa3 B CyTKH B
Teuenue 13 nHei
Hendwunasup 1250 mr na | 10 Mmr oxgmH pa3 B
pasa B CyTKHM B TEUEHUE cyTku B Teuenue | T B 1,74 paza 1 B 2,2 pa3a

14 nueit

28 nueit
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Hunruazem 240 Mr oguH
pa3 B CYTKH B TCUCHHE
28 nueit

40 Mr, OJTHOKpPATHO

1B 1,51 paza

1 B 1,0 pa3

['peiindpyToBbIil COK
240 mn ouH pa3 B
cyTku™®

40 Mr, OJTHOKpPATHO

1B 1,37 paza

1B 1,16 paza

I'empu6pos3un 600 mr aBa
pa3a B CyTKH B TCUCHHE
7 nuew

40 Mr, OTHOKPATHO

1B 1,35 paza

| B 1,0 pa3

Oputpomutird 500 mr
YeThIpe pa3a B CyTKU B
TeyeHue 7 THeu

10 mr, OJTHOKPATHO

1B 1,33 paza

1 B 1,38 pasza

Awmmomurmua 10 mr,
OJIHOKPATHO

80 Mr, O;THOKpaTHO

1B 1,18 paza

1 B 0,91 paza

Pudammunua 600 mMr
OJIMH Pa3 B CYTKHU B
TeyeHue 7 THeu
(oHOBpEMEHHOE
MIpUMEHEeHHe)***

40 Mr, OJTHOKpaTHO

1B 1,12 paza

1B 2,9 paza

®denodubpar 160 mr
OJIH pa3 B CYTKH B
TeueHue 7 THeN

40 Mr, OTHOKPATHO

1 B 1,03 pa3za

1 B 1,02 paza

Humernaua 300 mr
YeThIpE pa3a B CyTKHU B
TeUeHHE 2 HeACNb

10 Mr ommH pa3 B
CyTKH B TEYCHHE
2 Heleb

1 B 1,0 pa3

| 80,89 paza

Konecrunoxn 10 Mr aBa
pasa B CyTKH B TEUECHHE
28 Henenp

40 Mr omMH pa3 B
CyTKH B TEUYCHHE
28 Henenp

He ycranosieno

| 8 0,74** paza

Maanokc TC® 30 mn 10 Mr omuH pa3 B
OJIH Pa3 B CYTKH B cyTku B Teuenue | | B 0,66 paza 1 B 0,67 paza
Teuenne 17 qHen 15 nuei
Ddasupens 600 mMr onuH
10 Mr B TeUeHUE
pa3 B CyTKH B TEUEHUE N 1 B 0,59 paza 1 B 1,01 paza
9 3 nuel
14 nueit
Pudammununa 600 mr
OUIH pas B CYTHH B 40 mr, ogHokpatno | | B 0,2 pa3a 1 80,6 paza

TE€UEHHE 5 THEH
(pa3nenbHBIN TIpHeM )** *
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& [IpencTaBneHo OTHOMIEHHE TUIIOB Tepanuy (OJHOBPEMEHHOE IPUMEHEHHE MPENapaTa BMECTE C
aTOPBACTATHHOM B CPABHEHUU C IPUMEHEHHUEM TOJIBKO aTOPBACTaTHHA).

* IIpu 3HaUMTENBHOM yTOTpeOeHN: rpeindpyToBoro coka (> 750 mi—1,2 1 B cyTKH) oT™Meyanu
oonbmee yBenmmuenue AUC (1o 2,5 pa3) n/umu Cmax (10 1,71 paza).

** Ha ocHOBaHHMH 00pa3iia, B3SITOT0 OJJHOKpPATHO yepe3 8—16 yacoB mociie npruemMa mpemnapara.
k% Tak kak pudaMouiuH o0NagaeT IBONCTBEHHBIM MEXaHHU3MOM B3aMMOJICHCTBUS,
PEKOMEHIyeTCSI BBOJUThH aTOPBACTATUH M pUPAMIUIINH OJHOBPEMEHHO. boyiee mo3aHmii mprem
aTopBacTaTHHA Tocjie pU(aMIHUIMHA CBS3aH CO 3HAYUTEIbHBIM CHIKEHHEM KOHIEHTpALUU
aTOpBACTaTHHA B IJIa3Me KPOBH.

*A%* Jlo3bl CAaKBUHABUPA/PUTOHABUPA, IPUMCHSBIINECS B JAHHOM HWCCIICIOBAHUH, OTINIAFOTCS
OT JIO3MPOBOK, KOTOPBIC MPUMEHSIOTCS B KIMHWYCCKOW TpakThke. CleayeT yYHTHIBaTh, UTO
MOBBILICHHE YKCIO3UIMN aTOPBACTATHHA P KIMHIUYECKOM NMPUMEHEHHH, CKOPEEe BCETO, BHIIIE,
yeM HaOIto/laeMoe B JIAaHHOM HCCJIEIOBaHUU. B CBs3u ¢ 3TUM cielyeT MpUMEHSITh Haubolee
HU3KYIO /103y aTOpPBacTaTHHA.

Bruanue amopsacmamuna na papmakoKuHemuxy Opyeux npenapamos

IIpenapart, npumMeHsieMblii 0JHOBPEMEHHO €
aTOPBACTATHHOM, 103MPOBKA
ATOpBaCTATHH
) HN3menenne | U3meHnenue
IMpenapat/do3a (mMr)
AUC& Crmax®

80 Mr oaMH pa3 B CyTKH B AnTtunupus 600 mr, 181,03 1 80,89
TeueHue 15 nuen OJHOKPATHO pasa pasa
80 Mr oaMH pa3 B CyTKH B Hurokcun 0,25 mr ogun pa3 | 1B 1,15 181,23
teueHue 10 quen B CyTKH B TeueHue 20 nHel | pasza pasa

IIepopanbHbie

KOHTpAIIETITUBHbIE

npenapaThl OJIUH pa3 B
40 Mr ofMH pa3 B CyTKH B 181,28 181,23

CYTKH B TEUECHHE
TedeHue 22 nHeu pasa pasa

2 MecsI1IEeB:

- HOPATUHAPOH | mr,

- STUHUJIACTPATUON 35 MKT

Tunpanasup 500 Mr nBa

pasa B CyTKH/PUTOHABHP 181,08 180,96
10 mr, ogHOKpATHO

200 mr 11Ba paza B CyTKM B | pa3a pasa

TeyeHue 7 THeu
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®ocamnpenasup 1400 mr
10 Mr onuH pa3 B CyTKH B 180,73 180,82
JIBa pa3a B CyTKU B TEUECHUE
TeueHue 4 nHen pasa pasa
14 nuen

®ocammnpenasup 700 mMr

J[Ba pasa B
10 mMr onuH pa3 B CyTKHU B 180,99 180,94
cytku/puronasup 100 mr
TeueHue 4 nHeu paza paza
JIBa pa3a B CyTKH B T€YEHUE

14 nuen

&TIpencTaBieHo OTHONIEHKE THIIOB TEpANHH (OXHOBPEMEHHOE TIPHMEHEHHE MPernapaTa BMeCTe C
aTOpPBAaCTaTMHOM B CPAaBHEHUHU C IPUMEHEHUEM TOJIBKO aTOPBACTATUHA).
4.6. DepTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

JKeHIMHEI IETOPOAHOr0 BO3pacTa

JKeHIuHBI penpoayKTUBHOIO BO3pacTa BO BpeMs JICYEHUS JOJDKHBI 0JIb30BATHCS aJIeKBATHBIMU
METOaMH KOHTpaueniuu (cM. pasaen 4.3.).

bepemeHHOCTD

[Ipenapar AtopBacratut - TAJl mnpoTtuBonokaszan mnpu OepemeHHOcTH (cM. pasgen 4.3.).
be3onmacHocTh mnpuMeHeHUS BO Bpemsi OepeMeHHOCTH He Oblia noarBepxkieHa. Cpenu
OepeMEeHHBIX >KEHUIMH KOHTPOJUpPYyEMble KIMHUYECKHE HCCIIEIOBAaHUS C aTOPBACTaTUHOM HE
npoBOAWINCE. OTMEYaNUCh PENKHE Cllydad BpPOXKIEHHBIX AHOMAIUN IIOCIIE BO3JIEHCTBUSA
uHrn6uropoB 'MI'-KoA-penykra3ssl (cTaTHHBI) Ha 107 BHYTPUYTpOoOHO. B mccnenoBanusx Ha
YKUBOTHBIX OBLIIO MOKA3aHO TOKCUUYECKOE BIIMSHNE Ha PEIPOAYKTUBHYIO (DYHKIIHIO.

[Tpu npueme aTopBacTaTMHa OEpPEMEHHOM KEHIUHOW BO3MOYKHO CHMKEHHE Y IJI0Ja YpOBHS
MeBaJIOHaTa, KOTOPBIN SABISETCS MPEIIECTBEHHUKOM OMOCHHTE3a XOJIECTEpUHA. ATEpOCKIEpO3
ABJISIETCS.  XPOHUYECKUM IIPOLECCOM, M, Kak IIPaBUIO, OTMEHA T'HIIOJHINIEMHYECKUX
JIEKapCTBEHHBIX CPEJICTB BO BpeMsi OEpEMEHHOCTH OKa3bIBAET JIUIIb HE3HAYUTENbHOE BIUSHUE HA
JIOJITOCPOYHBIA PUCK, CBSI3aHHBIN C IEPBUYHON TMIIEPXOJIECTEPUHEMHUEH.

B cBs3u ¢ 3TMM, aTopBacTaTUH HE ClEAyeT Ha3HauaThb OCPEMEHHBIM KECHIMHAM, >KEHIIUHAM,
IUTAHUPYIOIIUM O€pEeMEHHOCTh, UITH MPH MOI03PEHUH Ha 6epeMeHHoCcTh. Heo6X01MMo OTMEHUTD
npueM npenapata AtopBactaThH - TAJ[ BO BpeMs OepeMEHHOCTH WM /0 YCTaHOBJIEHUS
OTCYTCTBHS OepeMeHHOCTH (cM. paznaen 4.3.).

JlakTanus

HeusBecTHO, MpOHUKAET JM AaTopBacTaTMH M €ro MeTaboIuThl B TpyAHOE MOJOKO. B
UCCIICIOBAaHUSAX Ha KpbICaX KOHLIEHTPALMM aTOpBAcTaTMHA U €ro akTHBHBIX METa0OJIMTOB B
IUIa3ME€ KPOBU AHAJIOTMYHBI TAKOBBIM B MoOJIOKE. [lo mpuumHe pa3sBUTHS PUCKA CEPBE3HBIX

HCXKCIaTCIbHBIX peaKuHﬁ, JKCHIIWHBI, TPUHUMAIOIIKUC aTOPBACTATHH, HC JOJIZKHBI KOPMUTH I[GTCﬁ
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rpynbto. [Ipumenenne npenapara AtopBactatuH - TAJl mpoTUBOINOKa3aHO B MEPUOJ TPYAHOTO
BCckapmiiuBaHus (cM. pazzaen 4.3.).

DdepTUabHOCTD

B nccnenoBanuyu Ha )KMBOTHBIX aTOPBACTATHH HE OKa3bIBAJI BIUSHUS HA (DEPTUILHOCTH Y CAMIIOB
1100 caMoOK.

4.7. Buusinde Ha CNOCOOHOCTH YNPABJIATHL TPAHCHOPTHBIMM CPeACTBAMHU H PadoTaTh ¢
MeXaHHu3MaMH

JlaHHBIX O BIMSHUW aTOpPBAacCTaTHHA HA CIIOCOOHOCTH YIPaBJIATh TPAHCIOPTHBIMU CPEJICTBAMH,
MEXaHU3MaMH U 3aHUMAThCS MOTEHILUATIbHO OMACHBIMH BHJIAMHU JAESITEIHLHOCTH, TPEOYIOIIUMU
MOBBIIICHHOW KOHIICHTPAIIMK BHUMAHUS U OBICTPOTHI IICUXOMOTOPHBIX peakiuii, HeT. OaHako,
YUYHUTBIBas BO3MOKHOCTh Pa3BUTHS T'OJIOBOKPYKEHHSI, CIEIYET COOII0aTh OCTOPOKHOCTH IPH
BBITIOJITHCHUH TIEPEUUCIICHHBIX BUJIOB JACATEIHBHOCTH.

4.8. HexkennaTeibHbIE peakunu

Pesrome HDOd)I/IJDI 0e30IacHOCTH

[Tpenapat AtopBactatut - TAJ] 00bIYHO XOPOLIO NEPEHOCUTCS, HEKENATEIbHbIE PEaKLuu, KaK
IPaBUJIO, JIETKHE U MPEXOIALIHE.

Pe3roMe HeXeIaTeIbHbIX PEeaKIui

YacToTra BCTpeuaeMOCTH OIpeAesieHa CIeAyIomuM o0pa3om: odeHb yacto (= 1/10), ugacro
(ot > 1/100 mo < 1/10), meuacto (ot > 1/1000 mo < 1/100), penko (ot > 1/10000 mo < 1/1000),
oueHb penko (< 1/10000), gactoTa HeusBecTHa (MCXOAS M3 HMMEIOIIUXCS JAaHHBIX YacTOTY
BO3HUKHOBEHHS ONPEACTUTH HEBO3MOXKHO).

HexenarenpHbIe peakIiuy CrPYMITHPOBAHBI B COOTBETCTBUH C IMTOPSIIKOM Ha OCHOBAHUU CHCTEMHO-
opransbix kiaccoB (COK).

HUngpexyuu u uneasuu:

4acTo — Ha30(hapuHTHUT.

Hapywenus co cmoponvl kposu u numgamuueckou cucmemvl.

PEAKO — TPOMOOIIUTOTICHHUS.

Hapywenus co cmopoHvl UMMYHHOU cucmembl:

9acTo — aJUIEPTUUYECKUE PEAKIIHH;

OUYEHb PEJKO — aHa(UIaKCHS.

Hapywenus memabonuzma u numanus:

9aCTO — TUIIEPTIIUKEMHUS;

HCYACTO — T'HIIOTJIIMKCMUS, YBCIIMYCHUC MACCHI TCJIa, aHOPCKCUS;
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4acTOTa HEM3BECTHA — caxapHbIil JuabeT (yacToTa pa3BUTHUS 3aBUCUT OT HAIMYUS WIIM OTCYTCTBUS
daxTopoB prcka (KOHIEHTpALHs TIIOKO3El B KPOBH HATOIIAK > 5,6 Mmmons/n, UMT > 30 kr/m?,
NoBbIIIeHHAs KOHIeHTpauus T1' B rma3mMe KpoBH, apTepHralibHasi TUIIEPTEH3Us B aHAMHE3E)).
Tcuxuyeckue napywenus:

HEYaCTO — «KOIIMAapHbIe» CHOBUICHUS, OECCOHHHULIA;

4acTOTa HEU3BECTHA — JEIIPECCUSL.

Hapywenus co cmoponul HepeHoti cucmemvi:

4acTo — TOJIOBHAs 00JIb;

HEYAaCTO — TOJIOBOKPYXKEHHE, MapecTe3us, TUIECTe3usi, HapylIeHHEe BKYCOBOTO BOCIPHUSATHSA,
aMHE3Us;

penko — nepudepudeckas HeMpomnarus;

94acTOTa HEU3BECTHA — MOTEPs WM CHUKCHHE MTaMATH, MUACTEHUS IPaBHUC.

Hapywenus co cmoponvl opeana 3penus:

HEYaCTO — BOSHUKHOBEHHE «IIE€JICHBD) TIEPE]I II1a3aMu;

PEeIKO — HAapYILIEHUE 3PEHUS;

4acTOTa HEU3BECTHA — IJ1a3Hasi MUACTECHHUS.

Hapywenus co cmoponvl opeana ciyxa u 1adupunma:

HEYaCTO — IIIyM B yIIIax;

OUYEHb PEJIKO — MOTEPs CIyXa.

Hapywenus co cmoponwl OvixamenbHOU cucmemsl, Op2aHo8 epyOHOU KIemKU U CPeOOCMEeHUA!
4acTo — 00JIb B TOpJie, HOCOBOE KPOBOTECUCHHUE;

YacTOTa HEU3BECTHA — €JAMHUYHBIC CITydYal MHTEPCTUIIMAIBHOTO 3a00JIeBaHUS JIETKUX (OOBIYHO
MIPH JUTUTETLHOM NTPUMEHECHHN ).

Kenyoouno-kuweunvle napyuienus:

4acTo — 3arnop, METEOPU3M, IUCIIECTICHS], TOITHOTA, JUapes;

HEYaCTO — PBOTA, 00JIh B )KHUBOTE, OTPHDKKA, TAHKPEATHT, TUCKOM(OPT B KUBOTE.

Hapywenus co cmoponvl neuenu u #enueableo0aujux nymeti:

HEYacTO — reTMaTHT;

pENKO — X0JecTas.

Hapywenus co cmoponsl Kodtcu 1 n0OOKOHCHIX MKAHEIL:

HEYACTO — KPAIMMBHUIIA, KOXKHBIN 3y/]l, KOXKHAS CHIMb, AJIOTICIUS;

PENKO — aHTHOHEBPOTUYECKUI OTEK, OyJIIe3Has Chlllb, TOTUMOp(dHAs YKCCyIaTUBHAS dSpUTEMa (B
TOM uncie curapom CtuBeHca-J»>KOHCOHA), TOKCUUECKHH SMUepMaIbHBIA HEKPOJIU3 (CUHIPOM
Jlatiemna).

Hapymeﬂuﬂ CO CMOPOHbL szmetmoﬁ, CKeNemHou U COeOUHUMEbHOU MKAHU:
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4acTO — MHUAJTHUA, apTpairus, 601b B KOHEYHOCTSX, CYAOPOTIH MBIIIL, MPHUITYXJOCTh CYCTaBOB,

00JIb B CIIMHE, CKEJIETHO-MBILIEYHbIE 00JIN;

HeyacTo — 00JIb B 1Iee, MbIIIeUHast c1ad0CTh;

pelKo — MHMONAaTHs, MHO3UT, pabJOMMOJIN3, TEHJIONATUS (B HEKOTOPHIX CIIydasX C pa3pbIBOM

CYXOXHJIUS), Pa3pbIB MBIIIIBI;

OYCHb PEJIKO — BOITYAHOYHOTIOJOOHBII CHHAPOM;

4acTOTa HEU3BECTHA — HIMMYHOOIIOCPEI0BaHHAs HEKPOTU3UPYIOIIas MUOTIATHSL.

Hapywenus co cmopoHbl nouex u Mouesbl8o0auux nymeii.:

OYEHb PEJIKO — BTOPUYHAs NI0YEeYHAast HEAOCTATOUHOCTb.

Hapywenus co cmoponbl penpooyKmuHot CUCmeMbvl U MOTOUHBIX JICENe3:

HEYacTO — UMITOTEHIINS;

OYEHb PEJIKO — THHEKOMACTHSI.

Obwue napywenus u peakyuu 8 Mmecme 66€0eHUs:

HEYacTO — HEJIOMOTaHWE, AaCTEHHUYECKUH CHHIpOM, O0ib B TIpyau, Nepu(epuvecKue OTEKH,

MOBBILICHHAS] yTOMJIIEMOCTD, JINXOPAIKA.

Jlabopamopnvle u uncmpymenmanbHvle OaHHbIE:

4acTO — OTKJIOHEHHE OT HOPMBI pe3ylbTaToB «redeHouHbIx» TecToB (ACT u AJIT) B miazme

KpPOBH, ITOBBIIICHHE AKTUBHOCTH ChIBOPOTOUHON KDK;

HEYacTO — JEHKOLUTYPHS;

4acTOTa HEU3BECTHA — MOBBIIIEHNE KOHIIEHTPALUU TIIMKO3UIMPOBaHHOT0 remoriaoouna (HbALl).
€TH

HexenarenbHble peakluy, CBS3aHHbIE C IMPUEMOM aTOpBACTaTHMHA, MO YacTOTE Pa3BUTHUS HE

OTJIMYAJINCh OT peakiuii Ha (one mpuema marnedo. Hambonmee dacTeiMuU peaxivsMH, BHE

3aBHCUMOCTH OT YaCTOTBI KOHTPOJISL, SABJSUIMCH MH(EKLINH.

V nereit B Bo3pacte ot 10 1o 17 net, nmosryyaBIIMX JIeYeHHE aTOPBACTaTHHOM, OTMeUacs Mpopuib

HE)KeNaTeNIbHbIX PEaKIUii, aHAJIOIMYHBIM TaKOBOMY Yy NAI[MEHTOB, MOJYyYaBIIMX Ianedo, npu

3TOM Haubojiee YacTO BCTPEUABIIUMHCS B O0EMX TpyIax HEXKeNIaTeIbHbIMU SIBICHUSMU,

HE3aBUCHMO OT OIICHKM NPUYMHHO-CIEACTBEHHOW CBsA3M, ObuM HHpexkuuu. B 3-netHem

UCCIIEIOBaHUU HE HAOJI0alI0Ch KIIMHUYECKU 3HAYMMOT0 BIMSHUS HA POCT U TIOJIOBOE CO3pPEBAHUE

(cormacHO OlLieHKe OOIIero co3peBaHMs U Pa3BUTHS, OLIEHKE CTaJui MOJOBOrO CO3pEBaHUs IO

Tannepy u u3MepeHHI0 pocTa W Macchl Tena). [Ipodunas 0e30MacHOCTH W TEPEHOCHUMOCTH

aTopBacTaTHHA y JeTel ObUT aHAJIOTHYEH U3BECTHOMY MPOMIII0 6€301MacHOCTH aTOpBACTaTUHA Y

B3POCJIBIX.

baza kimMHHMYECKMX HAaHHBIX IO OE30MacHOCTH BKJIIOYaeT AaHHbIE 520 meredd, MOydaBIINX

aTOpPBACTATHH, CPEAHM KOTOPHIX 7 MAaIIMEHTOB ObLIN B Bo3pacTe < 6 jeT, 121 manueHTt — B Bo3pacrte
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oT 6 o 9 et u 392 nmanmenTta ObuTM B Bo3pacTe oT 10 mo 17 mer. Ha ocHOBaHMM MMEIOIIMXCS
JAHHBIX YacTOTa Pa3BHUTHUS, BUJ U CTCINCHb TSHKECTH HEKEIATeNbHBIX peakuuid y aeTen
AQHAJIOTMYHBI TAKOBBIM Y B3POCIIBIX.

[Tpu IpUMEHEHUH OTACIBHBIX CTATHHOB HAOIIOJAIUCH CIICAYIOIINE HeKeIaTeIbHbIC PEaKInu:

® HapyIICHHUE MOJIOBOM (PYHKIINM;

e Jenpeccus;

® B HCKIIOYUTENIBHBIX CIIy4asxX, OCOOCHHO MPH JUTUTEILHOW TEpaIllii, WHTCPCTUIIHATBHAS
Oose3Hs JieTkux (cM. pazjaen 4.4.);

e caxapHbldi nua0eT: 9YacToTa 3aBUCHUT OT HAIMYUS WIU OTCYTCTBUS (PAaKTOPOB PHUCKA
(KOHIIEHTpamMs TJIIOKO3bI B KPOBM Harom@ak > 5,6 mmone/n, HMMT > 30 Kr/M2,
MOBBIIIICHHAS KOHIICHTPAIUS TPUTIUIICPUIOB B IJIa3Me KPOBHU, HMEIOINAsCS apTepHaaIbHas
TUIIEPTCH3MSA).

COO6H.I€HI/IG 0 ITOA03PECBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxHo coo0mareh 0 M0J03pEBAEMBIX HEXKENIAaTeIbHbIX pPEAKLUUAX I0CIE pPEerucTpanuu
JIEKApCTBEHHOTO Iperapara ¢ [elIbl0 00eCTIeYeHNsT HePEPHIBHOIO MOHUTOPUHTA COOTHOIICHHS
«10Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpemnapara. MeaunuHCKUM pabOOTHUKAM pPEKOMEHIYeTcs
cooluiate O JIIOOBIX MOJO3PEBAEMbIX HEXKENATENbHBIX PEeaKIHsIX JIEKapCTBEHHOIO Ipernapara
yepe3 HALMOHAJIbHBIE CUCTEMbI COOOILEHHUS O HEeXKEJIaTeNIbHBIX peakIUsIX ToCyIapCcTB — YJICHOB
EBpazniickoro 5KOHOMHUYECKOr0 COK03a.

Poccniickas @enepanns

109012, r. Mocksa, CnaBsiHcKas L., A. 4, ctp. 1

®denepanbHas cityx0a 1o HaJ30py B cdepe 3ApaBOOXpaHEHUs

Ten.: +7 (800) 550 99 03

Anpec 1. moutsl: pharm@roszdravnadzor.gov.ru

Be6-caiit: https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

Crnernuduyeckoro aHTUIOTA IS JICUEHUS TEPEAO3UPOBKH aTOpBAaCTaTHHOM HET. B cmydae
nepe03uPOBKH, IPH HEOOXOAUMOCTH, CIIEIyeT MPOBOAUTH CUMIITOMATHUUYECKOE JICUCHHUE.
Cnenyer mpoBecTH (YHKIIMOHATBHBIE TECThl TMEYEHH W KOHTPOJIUPOBATH CHIBOPOTOUHYIO
akTuBHOCTh K®K. [TockonbKy aTopBacTaTHH aKTHUBHO CBS3BIBACTCS C OCJIKAMU IJIa3Mbl KPOBH,

remoauranu3 HedpHEeKTHUBEH.

5. ®APMAKOJIOTTYECKHE CBOMCTBA
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5.1. ®apmakoauHaAaMHUYeCKHE CBOMCTBA

®dapmakoTepaneBTUUYECKas IpyIna: THnojJunuaeMudeckue cpeacrsa; uaruoutopslr I'MI-KoA-
pEeayKTa3bl

Kox ATX: C10AA05

MexaHuusM aeiictsus 1 dhapMakoarHaMuueckue 3¢ dheKThl

ATOpBacTaTUH — CEJEKTHBHBIN KOHKYypeHTHbIH uHruoutop ['MI-KoA-pemykTasbl, KIr04eBOro
depMeHTa,  TpEBpaIlaIIero  3-THAPOKCU-3-MeTWITIoTapmi-KoA B MeBaioHaT  —
MIPEALIECTBEHHUK cTepon10B, BKiIoUast XC. CUHTETHYECKOE TUITOJIMIINIEMUYECKOE CPEACTBO.

Y mnauMeHToB € TOMO3UIOTHOM M TIETEPO3UTOTHOM CEMEHHON TI'MIEepXO0JIECTEPUHEMUEH,
HECeMEHHBIMU (POPMAMHU THIIEPXOJIECCTEPUHEMUHN U CMEIIaHHOW JMCIUIAIEMHUEH aTOpBaCTaTHH
CHIDKAET KOHIIEHTpaIHIo B rmiiazme kposu odmiero XC, XC-JIITHIT u ano-B, a Takxke xonecreprHa
JUNONPOTenHOB oueHb HU3KOW T1wioTHOocTH (XC-JIIIOHIT) m TI, BbI3bIBaeT MOBBIIICHUE
CBIBOPOTOYHOI KOHIIEHTPAIIMH XOJECTepUHA JIUMTOMPOTEHMHOB BbICOKOH TioTHOCTH (XC-JITIBIT).
AropBacratud cHuxkaetr KoHueHTpauun XC u XC-JIITHII B mna3zme kpoBu, unrudupysa I'MI -
KoA-penykra3y u cunre3 XC B I€YEHH U YBEIUUYHUBAs YUCIIO «I1€YEHOUHBIX» perentopon JITTHIT
Ha TIOBEPXHOCTH KJIETOK, YTO MPUBOAUT K YCHIIEHUIO 3axBaTa u karabonuzma X C-JIITHIT.
AtopBactatuH yMmeHbinaer oOpazoBanue XC-JIITHIT u wucno wuactun JIITHIL, BhI3BIBaeT
BBIDQXKEHHOE€ U CTOMKOe mnoBbilieHue aktuBHocTH JIITHII-penentopoB B coyeTaHwu C
OyaronpusATHBIMH ~ KaduecTBeHHbIMH u3MeHeHusmu JI[IHII-uactum, a Takke CHMIKaeT
koHueHTpauuto XC-JIITHII B mumasme KpoBM y MallMEeHTOB ¢ TOMO3MIOTHOM HacJIEJCTBEHHOU
CEMENHON THNEepPXO0JIECTEpUHEMUEH, YCTOWUMBOM K Te€panmuu APYTMMH THMNOIUIUACMUYECKUMU
CpencTBamu.

AropBacratuH B f03ax ot 10 mr g0 80 Mr cHmkaeT koHrenTpamnuio XC Ha 30—46 %, XC-JIITHII
— Ha 41-61 %, ano-B — na 34-50% u TI' — na 14-33 %. Pe3ynbraThl Tepanmuu CXOIHBI Y
NAIMEeHTOB C TIeTePO3UIOTHOW CEeMEHHOW rumnepxosieCTepuHeMueii, HeceMeHHbIMU (popMaMu
TUIIEPXOJIECTEPUHEMHUH U CMEIIAHHOM TMITEPIIMITUIEMHEN, B TOM YHCIIE Y TAMEHTOB C CaXapHbIM
nuaberoMm 2 Tuma.

Y nauuMeHToB ¢ U30JMPOBAHHOW TUNEPTPUINIMIIEPUJIEMHUEH  aTOpBaCTaTUH  CHUXKAET
koHneHTpanuio obmero XC, XC-JIITHII, XC-JITIOHII, ano-B, TT" u noBeIaeT KOHIEHTPAIIUIO
XC-JITIBII. Y narnueHnToB ¢ 1ucOeTaTumonpOTeNHEMHUEH aTOPBACTATHH CHUYKAET KOHIIEHTPAITUIO
XOJIECTEpUHA JIMTTONPOTEMHOB MPOMEXKYTOUHOM motHocTH (X C-JITIIIIT).

VY mamuenTtoB ¢ runepiunonporenHemuei tuna lla u IIb mo kmaccuduxanum ®penapukcona
cpenHee 3HaueHUe NoBblIeHHUs KoHueHTpauun XC-JIIIBII B mia3me KpoBH IpU JIEYEHHUU
atopBactaTHoM (10-80 mr), Mo cpaBHEHUIO ¢ UCXOJHBIM MTOKa3zaresnem, coctasiseT 5,1-8,7 % u

HE 3aBUCUT OT JOO0O3BbI. HNmMmeercs 3HAUUTEIHLHOE J0303aBHUCUMOEC€ CHHXCHHE BCIHYHNHBI
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cootHowmeHuit: obmuit XC/XC-JIIBIT u XC-JIHIHI/XC-JIIBIT na 29-44% u 37-55%
COOTBETCTBEHHO.

ArtopBacTtaTuH B 03¢ 80 MI' JOCTOBEPHO CHUXKAET PUCK PA3BUTHUS UIIEMUYECKUX OCJIOKHEHUN U
CMepTHOCTH Ha 16 % nociie 16-HenenpHOro Kypca, a pucK NOBTOPHON FOCHUTAIU3ALUH 110 IOBOY
CTEHOKap/I1H, COMPOBOXKAAOIIEHCS MPU3HAKAMU MILIEMUU MUOKapaa, — Ha 26 % (uccinenoBaHue
YMEHBIIICHUS BBIPAKCHHOCTH UIIEMUH MUOKap/aa Ha (JOHE MHTEHCUBHOW THITOIHITHIEMUICCKON
tepanuu (MIRACL)). YV nanueHToB ¢ pa3inyHbIMUA UCXOAHBIMU KOHIeHTpausimu XC-JITTHII B
I1a3Me KPOBH AaTOPBACTAaTUH BBI3bIBACT CHIDKEHHE PUCKA HINEMHUYECKHX OCIOKHEHUH U
cmeptHocTH (y manueHToB ¢ UM 6e3 3yOua Q u HecTaOMIbHON CTEHOKapAWeW y MYKUUH U
JKEHILMH, a TAK)KE y MalMeHTOB B BO3PACTEe MOJIOXKE U cTapiie 65 jier).

Camwxkenne koHueHTpanuun B 1wia3mMe kpoBu XC-JIITHIT nyume koppenupyer ¢ 1030
aTOpBacTaTHHA, YeM C €ro KOHIIEHTpalueil B Imia3Me KpoBu. J(03y MOAOUPAIOT C y4eTOM
TepaneBTHYecKoro ddekra (cMm. pazaen 4.2.).

TepaneBruyeckuii 3pQeKT mposiBiseTcs yepe3 2 HeAeaw IOoCie Hadala Teparuu, JOCTHraeT
MakcUMyMa uepe3 4 HellesId U COXPaHsAETCsl B TEUEHUE BCETo Mepro/ia TEPaInu.

Ipogpunaxmuxa cepdeurno-cocyoucmulx 0C10MHCHEeHUl

AtopBactatuH B go3e 10 Mr cHmkaeT puck paszButus QarampHoro u HedarampHoro UM B
CPaBHEHMH ¢ IU1ane0o0 y NaleHTOoB ¢ apTepUalIbHOM runepTeHsuei u Tpems u 6osee pakropamu
pucka (AHrio-CkaHIMHABCKOE HCCIIEIOBAaHUE IO OIEHKE HCXOJa CEepJCYHBIX 3a00JIeBaHUI
(ASCOT-LLA)).

ATOpBaCTaTI/IH B 103€ 10 Mr cHIKaeT PHUCK pa3dBUTHUS CIICAYIOIINUX OCJIO)KHEHUM:

CHukeHUe pucKa
KoponapHsle 0ci105KHEHUs

36 %
(MBC ¢ neranpHBIM UCX0A0M U HedaTanbHbiii M)
OO0mue  cepAeYHO-COCYIAMCTBIE  OCIOXKHEHHS M IPOLEeAypbl 200

0

PEBACKYJISIpU3ALUN
Oo61ue cepaeuHO-COCYTUCThIC OCIOKHEHUS 29 %
Wucynbt (patanbHblil 1 HedaTanbHbIH) 26 %

Caxapmubiii ouabem

Y mnanueHToB C caxapHbIM JUAa0eTOM Tepanus aTopBacTaTHUHOM CHIDKAET PHUCK pa3BUTHUS
CJEIYIOIIUX CEPACUYHO-COCYAUCTHIX OCIIOKHEHUN BHE 3aBUCUMOCTH OT 110J1a, BO3pacTa NalueHTa
nu ucxoauoi koHreHTpanuu X C-JITTHIT (nccnenoBanne aTtopBacTaTiuHa IMpu caxapHoM Auadere

2 tumia (CARDS)) B mu1a3Me KpoBHu:

CHuxeHHe pHcKa
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OcCHOBHBIE  CEpACUYHO-COCYIUCTBIC  OCIOXXKHEHUs ((aTalbHBIA U
Hedaranpablii UM, Ge300meBast HieMusi MUOKap/1a, JIETAIbHBIN UCXO B
pesyapTate  oboctpenus  MBC,  HecraOunapHas  CTEHOKapawus, 37%
IIYHTHPOBAHUE KOPOHAPHOW apTepHH, YPECKONKHAS TPAHCITFOMHHAIbHAS

KOpOHapHasi aHTMOIIJIaCTHKA, IIPOLIETyphl PEBACKYJIIPU3ALINN, UHCYIIBT)

WM (¢atanpubiii 1 HedaTanbHbIi 1M, 6e3007eBast uieMust MHOKap/a) 42 %
WNucynbT (paTanbHbl 1 He(aTaTLHBIN) 48 %
Amepocknepos

V¥ nauuentoB ¢ UBC aropBactatun B 03¢ 80 MI' B CyTKM NPUBOJUT K YMEHBIIEHUIO OOILIEro
obvema artepomel Ha 0,4 % 3a 1,8 Mecsina Tepanuu (UccleoBaHHE OOpPAaTHOTO pPa3BUTHUS
KOPOHAPHOI'O  aTepocKiepo3a Ha (OHE HMHTEHCUBHOM TUIOJIMIIHUIEMUYECKOH Teparuu
(REVERSAL)).

Tloemopnwiti uncynom

AtopBacTaTiH B J03¢ 80 MI B CYTKM YMEHBIIAET PHUCK IOBTOPHOTO (HaTaJbHOTO HIIH
HedaTaabHOr0 MHCYJIbTA y NAllMEHTOB, nepeHecux UHCYIbT win THUA 6e3 UBC B anamHese
(uccnenoBaHue MO MPO(UIAKTUKE UHCYJIbTA IPM MHTEHCUBHOM CHIDKEHMM KoHUeHTpanuu XC B
mnazme kpoBu (SPARCL)), ma 16 % mo cpaBHeHuto ¢ ruiane6o. Ilpu sTomM 3HAYUTENHHO
CHU)KAETCS pUCK OCHOBHBIX CEPJI€UHO-COCYAMCTHIX OCIOKHEHUH U MPOLIETyp PEBACKYIISPU3ALINH.
CokpalieHue puUCKa CEpAEYHO-COCYIAUCTBIX HApyIIEHWH MpU TEpalmuu aTOpBacTaTUHOM
OTMEUAETCsl y BCEX IPYyNI NAIMEHTOB, KPOME TOW, KyJa BOLUIM MAlMEHTHI C NEPBUYHBIM WU
MOBTOPHBIM T'€MOPPAaruueCKUM UHCYJIBTOM.

Bmopuunas npogunakmuxa cepoeuno-cocyoucmulx 0C10ACHEHU

V¥ nanuentos ¢ UBC aropsacratus B no3e 80 mr, 1o cpaBHeHMIO ¢ 10 M, JOCTOBEPHO CHUXKAET
OTHOCHUTENIbHBI PUCK DPa3BUTHUSA OONBIIMX CEPJIEYHO-COCYAMCTHIX coObiTi Ha 22 %,
HedaTtanbHoro UM (He cBsi3aHHOTO € MpolieaypaMu peBacKyispuszanun) Ha 22 %, ¢aranbHOro u
He(darampHOrO HHCYIbTA Ha 25 % (CpaBHEHHE BHICOKOMHTEHCUBHOM TEpPAIUH aTOPBACTATUHOM U
Teparnuy YMepeHHOW HHTeHCUBHOCTH Y nanmenToB ¢ UBC (mo nanaeiM uccnenoBanus TNT)).
5.2. ®apmakoknHeTHYECKHE CBOHCTBA

AOGcopOnus

ATopBacTaTUH OBICTPO BCAachIBa€TCA IIOCIIE IMpHEMa BHYTPb: BpeMsl JOCTHXKEHUS €ro
MakcuManbHON KoHLEHTpauuu (TCmax) B maa3me kpoBu cocTaBisieT 1-2 gaca. Y xeHIUH Cmax
aTopBacTaThHa B mia3Me kpoBu Ha 20 % Beime, a AUC — Ha 10 % MeHblIe, 4eM y MyXK4HH.
CreneHp BcachIBaHMsI U KOHLEHTpALMs B IJIa3Me€ KPOBH MOBBIIIAIOTCS MPOMOPLIUOHATIBHO J103€.
buopoctynHocts aropBacratuHa B (opme Tabnerok cocraBisieT 95-99 % mo cpaBHeHHIO ¢

aTOPBACTAaTHHOM B BHJIE PacTBOpa. AOCOIIOTHAs OMOJOCTYMHOCTh — OKoyo 14 %, a cucreMHas
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OMOIOCTYTHOCTh MHTUOMpYIOMEeH akTUBHOCTH B oTHomeHun ['MI'-KoA-penykrassl — 0KOJIO
30 %. Hwuskas cucremHas OMOJOCTYIMHOCTH OOYCIIOBIIEHA MPECUCTEMHBIM METa0OIM3MOM B
CJIM3UCTON 00O0JIOYKE KETYJOYHO-KUIIEYHOTO TPAKTA /WU MPH «IIEPBUYHOM IPOXOXKICHUID)
yepes nevyeHsb. [Ipuem nuinu HecKoJIbKO CHIXKAET CKOPOCTh U CTeNeHb abcopOuuu mpemnapata (Ha
25 % 1 9 % COOTBETCTBEHHO, O YeM CBUACTEILCTBYIOT pe3ybTaThl onpeneiaeHust Cmax 1 AUC),
onHako cHkeHue koHueHtpauuu XC-JIITHIT B mia3mMe KpoBH CXOJHO € TAKOBBIM IIPU IIPUEME
aTopBacTaTHHa Haromlak. HecMoTps Ha To, 4TO 1ocCIe IpHUEMa aTOpBAacTaTUHA B BEUEPHEE BPEMS
€ro KoHIeHTpalus B 1ia3me KpoBu HUXKE (Cmax 1 AUC — npumepHo Ha 30 %), yem nocie npuema
B YTpeHHee BpeMs, cHikeHue konneHTpauuu XC-JIITHIT B mia3me kpoBU HE 3aBUCUT OT BPEMEHU
CYTOK, B KOTOPO€ IIPUHUMAIOT IIpenapar.

Pacnpenenenne

Cpennuii o0beM pacripeiesieHHs] aTopBacTaTHHa cocTaiseT okono 381 n. CBsa3p ¢ Oenkamu
mwiasmMbel KpoBU — He MeHee 98 %. OTHolIeHHe coAepKaHHs B SPUTPOLUTAX/TIIa3ME KPOBU
cocrasiseT okoio 0,25, T. €. aTOpBACTaTHH IJIOXO IPOHUKAET B APUTPOLIUTHI.

Buorpancdhopmariusa

ATOpBacTaTUH B 3HAYMUTEIHHOW CTENEHU METabOJIM3UpPYyeTCs ¢ 0O0pa30oBaHHEM OPTO- U Mapa-
THIPOKCHIMPOBAHHBIX IPOU3BOIHBIX M PA3IMYHBIX TIPOYKTOB [3-OKKCIeHus. B ycmoBusx in Vitro
OpTO- U TIAParuIPOKCUIUPOBAHHBIC META0OIUTHI OKAa3bIBAIOT MHTHOMpYIolee aeiicTBue Ha ['MI -
KoA-penykra3y, comoctaBuUMOe ¢ TakoBbIM y aropBactatuHa. [Ipumepno 70 % cHkeHus
aktTuBHOCTH ['MI'-KOA-penykTa3pl MpOUCXOIUT 32 CUET JACUCTBUS aKTUBHBIX LIUPKYJIUPYIOMIMX
MeTabonmuToB. Pe3ynbTaThl uUCCleOBaHMII in Vitro JarOT OCHOBAHHME MPEIINOJIOKHUTh, YTO
nzoepment CYP3A4 neuenu urpaetr BaXHYIO pOJib B METa0OJIM3Me aTopBacTaTuHa. B mosb3y
3TOro (hakTa CBHJIETENbCTBYET MOBBIIIEHNE KOHLEHTPALUK aTOpBacTaTHHA B IJIa3Me KPOBU NPU
OJIHOBPEMEHHOM TpHUEMe DPUTPOMHUIINHA, KOTOPBIN SBISETCSI HHTUOUTOPOM 3TOTO N30(hEpPMEHTA.
HccnenoBanus in vitro Takke MOKa3aJid, YTO aTOPBACTATHH SIBISETCS CIIa0bIM HHTHOHUTOPOM
n3opepmentra CYP3A4. AtopBacTaTHH HE OKa3bIBA€T KIMHWUYECKHA 3HAYMMOTO BIMSHHS Ha
KOHIEHTPAIUIO B ITUIa3Me KpOBU TepdeHaanHa, KOTOPbI MeTa0O0In3UpyeTcs TJIaBHBIM 00pa3oM
uzopepmentom CYP3A4, nosToMy ero cyiiecTBEHHOE BIMSHHE Ha (papMaKOKHHETUKY APYTHX
cyoctparoB uzodpepmenta CYP3A4 manoBeposiTHO (cM. pazaen 4.5.).

DJIMMUHALMS

ATOpBacTaTUH U €r0 METa0OJHUTHI BBIBOJSATCS TJIABHBIM 00Pa30M C JKETYbIO MOCTIE MEYESHOYHOTO
W/WJIA BHETIEYCHOYHOTo MeTabonm3Ma (aTOpBACTATHH HE TOJBEPraeTcsl BHIPAKEHHON KHUIIIEYHO-
neyeHouHou peuupkyssiiun). [lepuon nonyssiBenenus (T'2) coctaBnsier okosno 14 yacos, npu
sToM uHTHOMpYyIomui 3¢hdext nmpenapara B otHomeHun ['MI-KoA-penykrassl mpumMepHO Ha

70 % ompenensieTcss aKTUBHOCTHIO IHUPKYJIUPYIOMINUX METa0OIUTOB M cOXpaHsieTcsl okojio 20—
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30 wacoB 6marogaps ux Hanuuuto. [locne npuema BHYTphs B MOYe 0OHapy>kuBaeTcst MmeHee 2 % OT
MIPUHSATON 03Bl Mpenapara.

ATOpBacTaTUH SABISETCA CyOCTpaToM TpaHCHIOPTEPOB (HEPMEHTOB MEUYEHH, TPAHCIOPTEPOB
OATPIB1 u OATPIB3. MerabonuTel aTtopBacTaTuHa sBistorcs cyocrtpatamu OATP1BI.
ATopBacTaTuH TaKke UACHTHGUIUPYETCsS Kak cyocTpat a3 durokcHbIx TpancnoptepoB MDR1 u
BCRP, koTopble MOryT OrpaHHMYMBaTh KHUIICYHYIO aOCOPOIMIO M TIEYCHOYHBIH KIMPEHC
aTopBacTaTHHA.

Ocobvie epynnsl nayuenmos

ITaryeHThl MOXKUIOr0 BO3pacTa

KoHueHTpanuu aropBacTtaTvHa B IUIa3Me KpOBU y mamueHTOB crapmie 65 jer Boime (Cmax —
npumepro Ha 40 %, AUC — npumepno Ha 30 %), 4eM y B3pOCIBIX TAIIMEHTOB MOJIOIOTO BO3PACTA.
Pasmuunit B s¢¢dexktuBHOCTH M OE30MIACHOCTH Npenapara, a TakKe B JOCTIDKCHUH Leler
THITOJIMITAAEMHUYECKON Tepalnuy y MalMeHTOB MOXHIIOr0 BO3pacTa, MO CPaBHEHHIO C OOIIEH
HOMYJISIUEH, HE BBISBICHO.

JIeT’ ¥ NOAPOCTKU

B 8-HenenbHOM OTKpPBLITOM HCClENOBaHUM JeTH (B Bo3pacte 6—17 jeT) ¢ reTepo3uroTHou
ceMeiiHOW rumnepxonectepuHemMueil um ucxomaHoi kouuneHTpauueir XC-JIITHIT >4 mMons/n
MOJTyYaJiy TepaHio aTOpPBaCTATHHOM B JIEKAPCTBEHHOU (hopMe — skeBaTeNIbHbIE TAOJETKH 5 MT UJIH
10 mr mu TabIeTKH, TOKPBITHIE MIICHOYHOM 000104K0H, B 03¢ 10 M miui 20 Mr 0JJ1H pa3 B CYyTKH
COOTBETCTBEHHO. EMHCTBEHHON 3HAYUTENbHOI KOBapuaroil B (hapMaKOKMHETHYECKONW MOJAEIU
HOIYJISALUH, TTOJTydaroliel aTopBacTaTiH, Obli1a Macca Tena. Kaxymuiicss KmpeHe aTopBacTaTHHA
y JETEH HE OTINYAJICS OT TAKOBOT'O y B3POCJIBIX MALIMEHTOB IPHU aJUIOMETPUIECKOM U3MEPEHHUH T10
Macce Teia. B quamasone aeicTBHsl aTopBacTaTMHA M O-THIPOKCHATOpBACTaTMHA OTMEYaIoCh
rmocienoBarenbHoe cHkeHne XC-JITTHIT u XC.

Hon

KoHnenTpanuu aropBactaTuHa B IIa3M€ KPOBU Y JKEHUIMH OTJIMYAKOTCS OT AHAJIOTMYHBIX
nokasaresuei y My>4uH (mpuMepHo Ha 20 % Bbie 11 Cmax 1 Ha 10 % Hmoke g AUC). OgHako
KaKUX-TM00 KIMHUYECKH 3HAUMMBIX Pa3InyMidi B JACHCTBUU HA JMIUIBI MEXIYy MYXYUHAMH U
KEHIMHAMU He HabI0aI0Ch.

[ToyeyHas HEJOCTATOYHOCTh

Hapymenue ¢pyHKIMM moyek He BIUSET Ha KOHIEHTPAIMIO aTOpBACTaTHHA B IJIa3Me KPOBU WU
Ha [OKa3aTes | JIMIUAHOTO OOMEHa, B CBA3M C 3TUM MU3MEHEHUE J03bl y AllUEHTOB C HApYIICHUEM

byHKIMH TOYeK He TpebyeTcs (cM. pazaen 4.2.).
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Uccnenoanuii mpuMeHEHUsI aTOPBACTaTHHA y MALIMEHTOB ¢ TEPMUHAIBLHOM CTaMEH MOYEUHOM
HEAOCTAaTOYHOCTH HC IMPOBOAUIIOCH. ATOpBaCTaTI/IH HE BBIBOAUTCA B XOJA€C IcMOAHAIM3a
BCJICACTBUEC MHTCHCUBHOI'O CBA3BIBAHUSA C OeJIKaMU 1J1a3Mbl KpOBH.

IleyeHOYHAS HEAOCTATOYHOCTD

Konnentpanus npemnapata 3HauuTedbHO TOBBIMAETCS (Cmax — mpumepHo B 16 pa3, AUC —
npuMepHO B 11 pa3) y manueHToB ¢ aJKOroJbHBIM IIUPPO30M NeueHH (kiace B o kinaccuduxanmm
Yaitnn-I1et0) (cM. pa3nen 4.3.).

[Monumopduzm SLCOI1BI

[Teuenounsrii 3axBaT Bcex uHruOUTOpoB I['MI-KoA-pemykraspl, BKIIOYash aTOpPBACTAaTHH,
npoucxoguT c¢ ydactueM Tpancrnoprepa OATPIB1. VYV namueHToB ¢ TE€HETHYECKUM
nonumopdumom SLCO1B1 umeeTcs prcK MOBBIIICHUS YKCIIO3UIIUN aTOPBACTATHHA, YTO MOXKET
NPUBECTH K TOBBIIICHUIO PUCKa pa3BUTHs padbmomuonu3za. [lomumopdusmM rena, Koaupyromero
OATPIBI (SLCOI1BI1 ¢.521CC), cBsazan ¢ nossimenrem skcrnozunuu (AUC) aropBactaTuHa B
2,4 pa3a 10 CpaBHEHUIO C MalMeHTaMu 0€3 TaKoro reHoTurnuyeckoro maMeHenus (¢.521TT). V
TaKUX TAIMEHTOB TAK)KE MOXKET HAOII0AaThCs HapyIIeHHE 3axBaTa aTOpBAacTaTHHA IEYEHBIO,
CBSI3aHHOE C TCHETUYECKHMHU HapyUICHUsSMH. BO3MOXXHBIE TIOCIENCTBHS B OTHOIICHHUU

3¢ (HeKTUBHOCTH HEM3BECTHBI.

6. ®APMAIIEBTUUYECKHUE CBOMCTBA
6.1. Ilepeuenb BcoMoOraTe/ibHbIX BellleCTB
Kanpius kapbonat

I'unpono3sa

[enmono3a Mukpokpuctanueckas (tun 101)
JlakT03BI MOHOTHIPAT

Kpockapmemnnosa HaTpus

[TommcopOat 80

Maruus creapat

O06on04Ka MJIEHOYHASL:

Onaodpaii YS-1-7040 6envii:

['unpomernnosza 6 cp
Turana quokcun (E171)
Maxkporoa 8000

Tanpk

6.2. HecoBMecTUMOCTB

Henpumenumo.
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6.3. Cpok rogHoCcTH (CPOK XpaHEeHHs )

Ta6aetku 30 mr, 60 mr, 80 mr — 2 rona.

Ta6aetku 10 mr, 20 mr, 40 mr — 3 roaa.

6.4. OcoOble Mepbl MPE0CTOPOKHOCTH NPU XPAHEHUU

XpaHuTh 1pu Temneparype He Boiiie 25 °C, B OpUruHaIbHOM KOHTYPHOM SIMEMKOBOM YITaKOBKE.
6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

[To 10 TabneTok B KOHTYpHYIO SYEMKOBYIO YINAKOBKY M3 KOMOMHMpPOBAHHOI'O Marepuala
OITA/An/TIBX u oasru alfoMUHHUEBOM.

ITo 3, 6 wm 9 KOHTYpPHBIX AYEHKOBBIX YIAKOBOK BMECTE€ C MHCTPYKLHMEN MO NPUMEHEHUIO
MOMEIIAIOT B NAYKy KapTOHHYIO.

He Bce pa3mepbl ymakoBOK MOTYT OBITh IOCTYIIHBI JJISI pEaTU3alliH.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NPHM  YHUYTOXKEHMH  HCIOJIb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara WM OTX0A0B, TMOJYYEHHbIX TOcjde NPHUMEHEeHUs
JIEKAPCTBEHHOI'0 NMpPenapara, v Apyrue MaHUIMYJISIIUN ¢ PenapaTomM

Becw ocraBmmiics iekapCTBEHHBIN TTpenapar U OTXObI CIEAYET YHUYTOXKHUTh B YCTAHOBJICHHOM

MopAaKe.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
I'epmanus

TAJ] ®apma I'M6X, Xaitnu-Jlomans-Itpacce 5, 27472 Kykcxaden
Ten.: +49 (4721) 606-0

®axc: +49 (4721) 606-333

Anpec 1. moutsl: info@tad.de

7.1. IIpeacTaBuTeNb AEPKATES] PETHCTPALMOHHOIO YI0CTOBEPEHHA

[Iperen3un HOTDC6I/ITCJICI71 HalnpasJATH 110 aApECy:

Poccuiickaa ®@eoepayus

000 «KPKA-PYC»

143500, MockogBckas 061, r. Uctpa, yin. MockoBckas, 1. 50
Ten.: +7 (495) 994-70-70

daxc: +7 (495) 994-70-78

Anpec 351. moutsl: krka-rus@krka.biz

Beo6-caiit; www.krka.biz

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

31



9. JIATA TEPBUYHOH PETMCTPAIIUU (IIOJATBEPXKJIEHHS PETMCTPALIMU,
HEPEPET'UCTPAIIN)

JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO0mass xapakTepUCTHKA JICKApCTBEHHOTO Tipernapara ArtopBactatul - TAJ] moctymHa Ha
WH(OPMAIIMOHHOM TopTane EBpa3suiickoro HSKOHOMHYECKOTO COI03a B HWH(OPMAIMOHHO-
KOMMYHUKaIMoHHOU cetn «uTepHeT» https://eec.eaeunion.org.
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