COOTBETCTBYET 3KC
ot 16.01.

OBIIASI XAPAKTEPUCTHKA JI EKAP&*BEE%I%TEFMKPATA

_T1 EF'TH"_"T-T'"" OTYETY

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Hapynasup, 400 mr, TaGIETKH, MOKPBITHIC MJICHOYHOW 000JIOYKOM.
Hapynasup, 600 Mr, TaOJIETKH, MOKPHITHIC TIIICHOYHON 000JI0YKOH.

Hapynasup, 800 Mr, TaGJIETKH, TOKPHITHIE TUICHOYHON 000JI0YKOH.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB
JleficTBy1o1I€€ BEIECTBO: JapYHABHP.

JlapyHasup, 400 mr, TaOJIETKH, ITIOKPBITHIE INIEHOYHOU 000JI0YKOMU

Kaxxgas Tabnerka, moKpbITas IIIEHOUYHOM 00010uK0i, coaepxut 400 Mr napyHaBupa.

JlapyHasup, 600 mMr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKON

Kaxxnas tabnerka, HOKpbITas IJIEHOYHOU 000710UKOM, copepkuT 600 Mr napyHaBupa.

JlapyHasup, 800 mr, TaOJIETKH, ITIOKPBITHIE IUNIEHOYHOU 000JI0YKOU

Kaxxgas Tabnerka, moKpbITas IIIEHOUYHOM 000710uK0i, coaepxut 800 Mr napyHaBupa.

ITonnbI MEPCUCHb BCIIOMOT'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabneTKu, MOKPHITHIE MIIEHOYHOM 000TI0YKOM.

Jlapvuasup, 400 mr, TaOJETKH, HOKPBITHIE INIEHOYHOU 000JI0UYKON

Kpyrible OBOSIKOBBINTYKJIbIE TAaOJIETKH, MOKPBIThIE TUIEHOYHON 000JI04KOW O€l0ro Miud MOYTH
0esoro 1BeTa.

JlapyHasup, 600 Mr, TaOJIETKH, ITIOKPLITHIE INIEHOYHOU 000JI0OYKON

KarncynoBuaHble BOSKOBBIIYKIIbIE TaOJIETKM C PUCKOM, MOKPBITHIE IUIEHOYHOM OOOJIOUKOMN
0eJIoro uiax No4TH 0enoro IBeTa.

JlapyHasup, 800 mMr, TaOJIETKH, ITIOKPLITHIE INIEHOYHON 000JI0YKON

OBaJibHBIE ABOSKOBBIITYKIIbIE TAOJETKH C PUCKOH, MOKPBITHIE IIIIEHOUHONW 000JI0YKOM 6enoro uim
ouTH OeJoro 1BeTa.
Ha nonepeunom paspese TabiaeTok J1000i TO3UPOBKH AP0 MOUYTH OEJIoro 1BETa; AOMYCKaeTCs

HC3HAYUTCIIbHAA IEPOXOBATOCTL ITOBECPXHOCTHU Ta0JICTOK.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHUIO

[Tpenapat JlapyHaBup MoOKa3aH K NpUMeHeHHUto i jeueHuss BUY-undexkumun y B3pOCibIX
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HanyueHToB (B KOMOMHAILIMU C HHU3KOH 030M HTOHaﬁ:IlI_B;J:;d_I E%MI/T %%'apgéﬁﬁy'c'ﬁtmn

npenapaTami).

4.2. Pe:kuM 103UPOBAHUS M CIIOCO0 NMPUMEHEHUs
Tepanus nomkHA HA3HAYATHCS BpayoM, HMEIOIIMM OIIBIT JieueHuss BUY-undexnmn.

PexxuM J103upoBaHus

[Tpenapat lapyHaBup Bcerza cieayeT Ha3HauyaTh B KOMOMHAIIMK C HU3KOW T030i pUTOHABHpA B
Ka4yeCTBE CPEJCTBA, YIYYINAIOIIEro ero (apMakOKMHETHYECKUE XapPAKTEPUCTHKH, a TaKXKe B
KOMOMHAIIMM C JAPYTMMH aHTHPETPOBUPYCHBIMH HpernaparaMd. Bo3MOXXKHOCTh Ha3HAYEHUS
pUTOHAaBHpa JOJKHA OBITH PAacCMOTpPEHa J0 Hayajla Tepanuu KOMOWHAIMeH mpenapaToB
JapyHaBup/puTOHABUD.

[TanmeHTsl JOMKHBI OBITH TPOWHCTPYKTHPOBAaHBI O HEOOXOIMMOCTH IpHEMa Ipernapara
JlapyHaBHp C HU3KOH 10301 pUTOHaBUpA He To3/1Hee 30 MUHYT IOCiIe 3aBEepIICHHUS TpUeMa ITHTIIH.
[Tocne navama Ttepanuu npenapatoM JlapyHaBUp NALMEHTHl HE JOJKHBI HU3MEHSTh WIIH

IPEKpaIlaTh TEPANUI0 03 KOHCYIBTALUH C JIEYallUM BpauoOM.

B3pocnvie
[Tauuentsl, panee [TarueHTHI, paHee Noay4YaBIIe UHTUOUTOPHI MPOTEa3bl
HE TOJTy4YaBIINE HE  UMEIIIUEe  MYTallui, | UMEIOIIHE 1o KpaitHei mepe 1
WHTHOUTOPHI TPOTEa3hI BBI3BIBAIOIIUX MyTaluto, BBI3BIBAIOIIYIO

PE3UCTEHTHOCTh K | pe3UCTEHTHOCTh K
napyHaBUpY™ (C IJIa3MEHHBIM | TapyHaBupy™

YPOBHEM PHK BU1Y-1
< 100000 KOMU /M u
koinmuectBoM CD4+ xierok

> 100 x 10%x)

800mr 1 pa3 B cyrku B |800mr 1 paz3 B cyrkm B |600Mr 2 pasa B CyTku B
KOMOMHAIINU co 100 Mr | koMOMHAIMK  CO 100 Mr | koMOMHAIMA  CO 100 mr

puTOHABHUpA, BO BPEMA C/1bl puTOHABHUpA, BO BPEMA C/1bl puTOHABHUpPA, BO BpEMA ClIbl

* Myranuu, BeI3BIBAIONINE PE3UCTCHTHOCTH K AapyHasupy: V111, V321, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V.

Jlis manueHToB, paHee MONy4YaBIIMX HMHTHOUTOPHI MPOTEa3bl, PEKOMEHIYETCS IPOBEICHUE
TEHOTHUITUYECKUX aHAJIM30B.

[Ip HEBO3MOXHOCTH TIPOBEACHHS TaKMX aHAJIW30B, MAIlMEHTaM, paHee HE MOJydYaBIIUM
WHTHOUTOPBI IPOTEa3bl, PEKOMEHYETCS IPUHUMATh KOMOMHAIIMIO JapyHABUP/pUTOHABHD | pa3 B

cytku B 1o3e 800 mr/100 mr, a nmanueHTam, paHee MOoJIy4aBIIMM UHIHOUTOPHI poTeasbl — 2 pasa
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(NOCNEOOBATENEHOCTE 0001)

B cyTKH B 103¢ 600 Mr/100 wmr.

Tun numy He BIuseT Ha abcopOumio qapyHaBupa. Puronasup (100 mMr) nucnonb3yeTcst B KauecTBe
yeunutens papMakOKMHETHKH JapyHaBHpa.

Oco0nlie T'PpYHOIIbI TAIKMEHTOB

Tayuenmsi noscunozo 6ospacma
WNudopmanus mo NPUMEHEHHUIO Yy MOXKWIBIX MAalMEHTOB OrpaHHYEHA, MOITOMY JapyHABUDP B
KOMOWHAIMK ¢ PUTOHABUPOM Y MAI[MEHTOB JIaHHON BO3PACTHOM TPYIIIBI JOKEH MPUMEHSTHCS C
OCTOPOXKHOCTBIO (CM. pasnensl 4.4 u 5.2).
Tayuenmsi ¢ HapyweHuem QyHKyuy novex
Y mauueHToB C HapymeHHsMH (YHKIMM TIOYeK M3MEHEHHE J03 B KOMOWHAIMU
JTapyHaBUP/pUTOHABHP HE TpedyeTcs (cM. pazuenst 4.4 u 5.2).
Tlayuenmsi ¢ Hapywenuem yuKyuu neveHu
VY nanueHToB ¢ HapylieHHeM (QYHKIIUU MeYeHU JIETKOM U CpeHel CTeNeHH TsxKecTH (KiIacchl A u
B no Yaiina-I1p10) Koppekuuu 10361 He TpeOyeTcsi, HO He00X0AUMO COOTIOIAaTh OCTOPOKHOCTD
Opd TPUMEHEHWH KOMOMHamuMu mpemnapar JlapyHaBUp/pUTOHAaBHp y OSTUX IalHWEHTOB.
Wudopmarivs no npuMeHEHUIO KOMOMHUPOBAHHOM TepaIuu JapyHaBUpP/pUTOHABHUP MPH TAKEITbIX
HapylIeHUsaX (YHKIUM TEYeHH OTCYTCTBYET; CJIEOBATEeNbHO, JaTh CHenupuIecKue
PEKOMEHALMY TI0 JI03UPOBAHMIO HE NPEACTABISAETCS BO3MOXHBIM. [IpuMeHeHne KoMOMHaIMU
JapyHaBUP/PUTOHABUP y MAIIMEHTOB C TSHKEIION CTETIEHBIO IIEYCHOYHON HEOCTaTOYHOCTH (KJ1ace
C no Yaitng-IIst0) mpotuBonokasano (cM. paznenst 4.3, 4.4 u 5.2).
bepemennocms u nocrepodosoui nepuoo
He tpeOyercst xoppekuuu 1036 KOMOMHALMU JapyHABUP/PUTOHABUP y HAI[MEHTOB BO BpeMs
OepeMEeHHOCTH W B TIOCIIEpooBOM mnepuojae. Heobxomumo coOm0aaTh OCTOPOKHOCTH Y
NAalMEeHTOB, OJHOBPEMEHHO MPUHUMAIOIIMX IMpernaparbl, KOTOPble MOTYT yMEHbIIATh
KOHIIEHTPAIMIO JapyHaBUpa B T1a3Me KpoBH (cM. paznensl 4.4, 4.6 u 5.2).

eTn
He cnenyer Ha3Hauats y aereii B Bo3pacte 110 18 jieT ass 1aHHOM JeKapCTBEHHOHN (POPMBI B CBSI3U
C HEBO3MOKHOCTBIO 00ECTIEUUTh PEXHUM JJO3UPOBAHUS.

[Iponyck nmpuema KOMOHWHAILINHU npernapar I[aDVHaBI/ID/DI/ITOHaBI/ID

[Tocne Havana Tepanuu npenaparom /lapyHaBup nmanueHTsl HE TOJKHBI MPOIYCKAaTh OYepeaHON
IIpHUEM IMpernapara, a Takke U3MEHITh WIN MpeKpallarh Tepanuio 6e3 KOHCYIbTaluu ¢ Jedalim
BpayuoM.

Ecnu npuem koMOMHaLIMU TapyHAaBUP/pUTOHABUD Ha3HaueH | pa3 B CyTKU U ONO3JJaHKE B ITpUEMe
COCTaBUJIO MeHee 12 yacoB, TO MPOMYIIEHHYIO 103y ClIeyeT KaK MOXKHO CKOpee IPUHSTh BMECTE

C MUUIeH U BO30OHOBUTH OOBIYHBINA PEXHUM JO3UPOBAHMUS; €CIIM OMO3/JaHNE B MPUEME COCTABUIIO
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0osee 12 yacos, TO MPOMYIIEHHYIO 03y PUHUMATH HE '&Eh&éﬁ%ﬁe%y&%%&;f ﬁpl;/&;ll;/llMaIOT

B OOBIYHOE BpEMSI.

Ecnu npuem koMOMHamu JapyHaBup/pUTOHABUP Ha3HAYEH 2 pasza B CYyTKH U ONO3/aHUE B IpHEMeE
COCTaBHJIO MEHEE 6 4acoB, TO MPOIYIEHHYIO 03y CIeIyeT KaKk MOXKHO CKOpee IPUHATh BMECTE
C IUILEeH U BO30OHOBUTH OOBIYHBIM PEXXUM TO3UPOBAHUS; €CIIM OINO3/1aHUE B IPHEME COCTABUIIO
6ostee 6 4acoB, TO MPOMYIIEHHYIO 103y IPUHUMATh HE CIEIYET; CICAYIOIIYIO 103y IPUHUMAIOT B
0OBIYHOE BpEMS.

Croco0 rmpuMeHeHus

BnyTtpsb.

4.3. IIpoTuUBONOKA3AHUS

® TUIEPYYBCTBUTEIBHOCTh K JapyHaBUPY W/WIIK K JIOOOMY M3 BCIIOMOTATENIbHBIX BEIECTB,
MEepPEUYUCIICHHBIX B pazjene 6.1;

e TsDKeNas Me4eHo4YHast HeocTaTouHoCTh (kiace C o Yaina-I1s10);

® OJHOBPEMEHHBIH MpUEM JapyHaBHpa B KOMOWHAIMM C PUTOHABUPOM B HU3KHX 033X C
mpenapatamMi, KIAPEHC KOTOPBIX TMPEUMYIIECTBEHHO —OIpeneisieTcss H30(epMEeHTOM
uutoxpoma P450 CYP3A4, u noBbllIeHHE KOHIIEHTPALMH KOTOPBIX B ILJIA3ME COIPSIKEHO C
BO3HUKHOBEHHUEM CEPbE3HBIX W/HIM YrpOXKAIOMIMX KU3HU MOOOYHBIX 3(PGeKToB (Y3KHii
TepaneBTHUECKUi auama3oH). K TakuM mpenapaTaM OTHOCATCS acTeMH30J, al(y303HH,
KOJIXUIMH (y MalMeHTOB C MOYEYHOW WIIM MEUYEHOYHOH HEIOCTATOYHOCTHIO), CHIIIEHA(HI
(mpuMeHsfOIUICS N7 Tepanmuu JIETOYHOW apTepHallbHOM TrumnepTeH3uu), TepheHaauH,
MUa30iaM (MepopasibHO), HAJOKCEroJ, TpHa3ojiaM, UU3ampui, MTUMO3HU, JIypa3HJIoH,
paHoJIa3uH, CEPTUHJOJ], KBETHANMH, Mpenaparbl, COJEpXKAIIHe aJKaJIOUIbl CIOPBIHBI
(3protamMuH, AUTHAPOIPrOTAMUH, OSPrOMETPUH M  METHWISPrOMETPUH), UBaOpajuH,
KOMOHMHAIMS JIONMHABUP/PUTOHABUP, aMHOJApOH, OENpHAWI, APOHENAPOH, KOMOWHAIUS
rpa3ornpeBup/>10acBUp, XUHHUAWH, CHMBACTaTUH, JOBACTaTHH, AaOuratpaH, THUKarpesop,
aBaHawii, JoMUTAnua, pudaMIIUINH, NAMOKCETHH, MpPermapaTthbl, COJEpKallhe SKCTPAKT

3Bepobos mpoabipsBiaeHHoro (Hypericum perforatum) (cm. takke pasaen 4.5).

4.4. Oco0ble yka3aHus U Mepbl MPeI0CTOPOKHOCTH NMPHU NPUMEHEeHHUH

C 0CTOPOKHOCTBIO

e VYV nanmueHToB ¢ HapylleHueM (QYHKIIUU NI€UYEHH JIETKON 1 CpeHEeN CTEeNEeHH TSXKECTH (KJIacChl
A u B no Yaiing-IIs10).
e VYV manueHToB ¢ aJyieprueil Kk cyiabpoHaMuIaM.

e VYV ManueHToB, KOTOPbIE BO BPeMsl OEPEMEHHOCTH U B MOCIEPOIOBOM MEPHOI OTHOBPEMEHHO
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MPUHUMAIOT TIpernapaThl, KOTOPbIE MOTYT eHbmaﬂnk%ﬁaMﬁﬁEﬂlb%—aﬁgp% B Adzme

KpPOBH.

e 'V maiueHTOB MOXKUIIOTO Bo3pacTa (0T 65 JeT u crapiie).

o CoBMeCTHOE MPUMEHEHHE HE PEKOMEHIYeTCs CO CICAYIONIMMHU MpenapaTtaMu (CM. Toapas3el
«Oco0ble ykazaHus» W pazgen 4.5: cakBUHABUp, anukcabaH, 370kcabaH, puBapokcabaH;
pudaneHTHH; YBepoIuMYyC, HPUHOTEKaH; OeTaMeTa3oH, OyJaecoHu I, (PIyTHKa30H, MOMETA30H,
NPEIHU30H, TPUAMIIMHOJIOH, TeJalpeBUp, OOLENpeBUp, TIeKapeBUp/TUHOPSHTACBHD,
CHMETIPEBHP; CAIMETOPOJI, Taganadui (JUis JICUCHHUS JISTOYHOI apTepHaaIbHON TUIICPTCH3HH).

e C(CieqyeT MPUMEHITh C OCTOPOKHOCTBIO CO CIEAYIONIMMH TpernaparaMud (CM. ToIpa3ael
«Oco0Oble ykazanus» W pazuen 4.5: musonupamui, (ICKauHW, JHUIOKAWH (CHCTEMHO),
MEKCHJICTHH, MponadeHoH; KIApUTPOMHUIIMH; JIOMIICPHIOH; (IyKOHA30J, H3aBYKOHA30I,
WUTPAKOHA30J, TI03aKOHA30J, KJIOTPUMAa30Jl, KETOKOHA30Jl; apTemerep/iTymMedaHTpHH;
Na3aTUHUO, HUJIOTHHUO, BUHOJIACTHH, BUHKPHUCTHH; JICKCAMETa30H (CUCTEMHO); CUIAeHApHI,
taganadun, BapaeHadun (AN JIEYEHHS] DPEKTHIbHOW aucPyHKuuu); Qe3orepoauH,
conugeHaIuH.

e (Crnenyer uzberaTb COBMECTHOTO MPUMEHEHHS CO CJICIYIONIMMU MTpenaparaMu (CM. ToApasaes
«Oco0ble ykazaHus» u pazaen 4.5: peHobapOuTai, GEHUTOUH; BOPUKOHA30.

Oco0ble yKa3auus

[TarueHTOB HEOOXOAMMO MPOMH(POPMHUPOBATH O TOM, YTO COBPEMEHHBIE aHTUPETPOBUPYCHBIE
npenapatsl He u3neunBaoT BUU-undexuio u He npenoTBpamaioT nepegaay BUY, B Tom yncne
noJioBbIM  miyTeM.  [lanmeHTam  cieayer  pa3bsCHUTh  HEOOXOIUMOCTH  COOJIOJICHUS
COOTBETCTBYIOILIUX MEP MPEIOCTOPOKHOCTH.

Ha ¢one Tepamuu mpemapaToM  HEOOXOAMMO  MPOBOIUTH  PETYISPHYIO  OILEHKY
BUPYCOJIOTUYECKOTO0 OTBETa. B cilydae OTCYTCTBUS WIIM MOTEPH BUPYCOJOTHYECKOTO OTBETA
HE00XO0IMMO MTPOBECTHU UCCIIEOBAHNE HA HAJIMYME PE3UCTEHTHOCTH.

JapyHaBup NPEMMYIIECTBEHHO CBS3BIBACTCS C ayb(a-1-KUCIBIM TIIMKOMPOTEUHOM IIIa3MBl.
CremneHb CBA3BIBAHUSA 3aBUCHUT OT KOHIIEHTPAIMH CBOOOTHOTO anb(a-1-Kucaoro ramkonpoTenHa.
TakuM o00pa3oM, HeNb3sd UCKIIOYATh BIHMSHHE TIpernapatoB C OOJBIIMM CPOACTBOM K
anbQa-1-KuciaomMy MNIMKONPOTENHY I1a3Mbl Ha KOHLEHTPALIMIO CBOOOJHOTO JapyHaBUpA.
Ilayuenmul, panee nonyyasuiue neyenue — npuem npenapama 1 pasz ¢ cymxu

KoMmOuHanust napyHaBUp/pUTOHABUP HE JOJDKHA MPUMEHSTHCS C 4acToToi 1 pa3 B CyTKU y
MAIMEHTOB, paHee MOMyYaBIIMX MHTHOUTOPHI MPOTEa3bl U UMEIOIINX, M0 KpaitHeill mepe, OJHY
MYTAIIMIO, BBI3BIBAIONIYIO pe3UCTeHTHOCTH K napyHasupy (V11l, V32l, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V) unu ¢ minazmenasiM yposaeM PHK BUY-1 > 100 000 kormii/mu

1 konmruectBoM CD4+ xiretokx < 100 x 10%/1.
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[IpumeHneHne KOMOWHAIIMK JapyHABUDP/PUTOHABHUD COB@%&@Q&%%ME&BEG%H 6430Boit

tepanuet  (OBT), Brmowatomeid 2 uw  Oojee  mpemapara  kimacca  HUOT
(HyKJICO3HIHBIC/HYKIICOTHIHBIE HHTHOUTOPBI OOPAaTHON TPAaHCKPHIITa3bl), HE U3Yy4aJIOCh Y TAaKUX
nanueHToB. JlaHHble 0 mpuMeHeHUM y nauveHtoB ¢ BUY-1 apyrux rpymim, 3a MCKIIOUYEHHEM
rpynmsl B, orpaHu4eHsl.

Toorcunvle nayuenmol

WNudopmanus o neueHnr KoMOMHaIMEN 1apyHaBUp/pUTOHABUD NAllUEHTOB B BO3pacTte 65 neT u
CTaplie BecbMa OrpaHHuYeHa, HEOOXOIMMO COOJII0JaTh OCTOPOXKHOCTh IPH JICYCHUH TaKHX
NaIMeHTOB npenapaToM JlapyHaBHp, MOCKOIBKY Y HUX Yallle BCTpeyaeTcs: AUCHYHKINS TISYCHH U
OHHU Yallle CTPaJalT CONYTCTBYIOUIMMHU 3a00JIEBAHUSAMHU WM IMPUHUMAIOT KOMOWHUPOBaHHYIO
TepaIuIo.

AGcomoTHas 0M0I0CTYITHOCTD 1ociie pa3oBoro npuema 600 Mr japyHaBupa cocTaBuia IPUMEPHO
37 % wm yBenmuumiach nmpuMepHo 10 82 % rociie mpuemMa JapyHaBupa B komOuHanuu co 100 mr
pUTOHaBMpa J1Ba pasza B cyTku. CymmapHbIi 3G exT ynyuuieHus papMakOKUHETUKH JapyHaBUpa
PUTOHABUPOM BBIPA3UJICS MPUMEPHO B 14-KpaTHOM yBEIMYEHUU KOHIIEHTPALMU JapyHaBHpa B
a3Me Mociie mpuemMa OHOM 1103bl 3Toro mpemapara (600 mr) B xomOuHamuu co 100 mr
pUTOHABHpA JIBa paza B cyTku. TakuM oOpa3om, npenapar JlapyHaBup HE0OX0IMMO IPUHUMATh
TOJBKO B KOMOMHAIMM C HM3KOW /030 pHTOHaBMpa B KauyecTBe (hapMaKOKHHETHUYECKOIO
YCUITUTENS.

[ToBbileHNE YyKa3aHHOW JO3bl PUTOHABHpPAa HE MPUBOAUT K 3HAUUMOMY YBEJIWYECHHIO
KOHIEHTpAallUu JapyHaBUpa B IIJJa3Me, U IO3TOMY /03y PUTOHABHpAa HE PEKOMEHIYeTCs
MOBBIIIATh.

bepemennocms

[Ipenapat lapyHaBup clieyeT HUCIIOJIb30BaTh BO BpeMsl OEpPEMEHHOCTH TOJBKO B TOM cCllyyae,
€CJIM TMOTEHIUaNbHAs T0Jb3a MPEBbIIIAET BO3MOXHBIA pUCK. [Ipu cOBMECTHOM MpPUMEHEHUU C
npenapaTamu, KOTOpble MOTYT MIPUBECTH K CHUKEHUIO KOHIIEHTPAllUU JapyHaBUpa Y OepeMEeHHBIX
KEHIUH, CJIeAYeT COOII0AaTh OCTOPOKHOCTD.

Kooicnvie peakyuu msasicenoii cmenenu

VY 0,4 % manueHToB Mpu npueMe JapyHaBupa ObUTH 3a(UKCHPOBAHBI KOXKHBIE PEAKITUHU TSKEIOM
CTENEHHU, KOTOpble MOTYT COIpPOBOXKIATHCSA JMXOPAAKOW W/WIM YBEIWYEHHEM aKTUBHOCTH
neuyeHouyHbIX TpaHcamuHa3. DRESS cunzmpom (jexapcTBeHHas Chlllb € 303uHO(UIMENH U
CHCTEMHBIMH TIPOsIBICHUsIMU) 1 cuHIpoM CtuBeHca-/[xoncona gukcuposaics penko (< 0,1 %).
B mocrpeructpaniioHHOM mepuojie cooOLIalloch O Pa3BUTUU TOKCUYECKOTO 3MHAEPMAIbHOTO
HEKpOJIN3a U OCTPOr0 I'€HEPATU30BAHHOIO 3K3aHTEMATO3HOIO Iycryne3a. [Ipu BOZHMKHOBEHUU

IMMPU3HAKOB WJIKX CUMIITOMOB KOJKHBIX peaKL[I/II\/'I TSKENIOH CTeleHU (CLIHB TSAXKCIJIOrO TCUCHUSA HUIIN
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CBITlb, COMTPOBOXKIAEMAsT JTUXOPAIKOH, OOIIIM eJOMorﬁg%ﬁj%gﬁ)gﬁ& lﬁﬂ%ﬁ&zhﬂﬁ;gﬂﬁuax

WIM CyCTaBax, BOJABIPSAMH, MOPAKEHUSIMHU POTOBOH IMOJOCTH, KOHBIOHKTHMBUTOM, I€NaTUTOM
u/unm  303uHOQWIMEH W Jp.) TpHeM mpemnapara JlapyHaBup HEOOXOAMMO HEMEIJICHHO
IIPEKPATUTD.

Chinp yaiie HabIOAaNach y MAMEHTOB, paHee MOJIyYaBIIUX aHTUPETPOBUPYCHYIO TEpalUio U
NPUHUMAIOIIUX OJHOBPEMEHHO pAITErpaBUp M KOMOMHAIMIO JapyHaBUP/PUTOHABUD IO
CPaBHEHMIO C NAIMEHTAMHU, IOJYYaBIIMMM IO OTAEIBHOCTU PAINTETPaBUpP WM KOMOMHAIUIO
JlapyHaBUDP/pUTOHABUD.

JapyHaBup conepkuT cyiabpoHamuaHyto rpynny. Ilpumenenue mnpemnapara JlapyHaBup
NalMeHTaMH ¢ aJuleprueil Ha Cyinb(OHAMHIBI JOKHO MTPOU3BOIUTHCS C OCTOPOKHOCTHIO.
Iayuenmul ¢ conymcmesylowumu 3a001€6aHUAMU

Tlayuenmei ¢ 3abonresanuamu neveHu

JlaHHblE TIO NPUMEHEHUI0 KOMOMHALMU JapyHaBUP/PUTOHABUP Yy NAIMEHTOB C TSXKEIbIM
HapymeHneM (YHKIUMA TICYCHH OTCYTCTBYIOT, CIIEIOBATENIbHO, JaTh CIeUu(pUIecKre
PEKOMEHIAMU 0 JJO3UPOBAHHIO HE TIPEACTABISIETCS BO3MOXKHBIM. [lpueM KomMOMHAIUH
JApyHAaBUP/pUTOHABUP  NPOTHUBOMNOKA3aH Yy  MAUEHTOB €  TSOKEJIOW  MEYEHOYHOM
HenoctaToyHocThio (kmacc C mo mkane Yaitnaa-Ilero). OcHOBBIBasCh Ha JAaHHBIX, YTO
cTaOmIbHBIe (DapMaKOKWHETHYECKUE MMapaMeTphl MPH MPUMEHEHUH JTApYHABHPA Y TMAlUEHTOB C
JETKUM WM YMEPEHHOW cTeneHH HapymieHueM ¢(yHkium nedeHn (kmacc A u B mo mkane
Yaitnna-I1pt0) cpaBHUMBI ¢ TapaMeTpaMu y 310pOBBIX JIUL, KOPPEKIIHHU JJO3bI HAIUEHTaM C JIETKUM
U YMEPEHHOM CTeNeHU HapylleHneM QyHKuuu neyenu (kiacc A u B no mkane Yaitnna-ITsio) He
TpeOyercs. HeobxonuMo npuMeHeHne ¢ OCTOPOKHOCTHIO Y MAIIMEHTOB ¢ HapylleHneM (QyHKIHH
IIEYEHU JIETKOW U CPEHEN CTEIICHU TSKECTH.

I'enamomokcuynocmo

[Ipy npuMeHeHMM KOMOMHALIMM JapyHAaBUP/PUTOHABUP BO3MOXKHO pa3BUTHE TIelaTUTa,
BbI3BAHHOTO TPUMEHEHHEM JIEKapCTBEHHBIX IIpernapaToB (HampuMep, OCTPBIA TIeNaTur,
HUTONMUTUYECKUI rematutT). [ematutr HaOmoomancas y 0,5 % DanueHToB, MOJyYarOIIMX
KOMOMHHUPOBAHHYIO TepaNUio AapyHaBUP/PUTOHABHP. Y MALMEHTOB C HapyIIEHUSAMH (QYHKIUU
IIEYECHH, B TOM YHCJIE C XPOHUYECKUM aKTHBHBIM renatutoM B mmm C, nmeeTcs: MOBBIIECHHBIN
PHUCK Pa3BUTHS TSKEJIBIX MOOOYHBIX 3(PPEKTOB CO CTOPOHBI EYEHH.

HeobxoaumMo mpoBOIWTE MOHUTOPHHT COOTBETCTBYIOIIUX JTAOOPATOPHBIX TMOKAa3aTeNIed Tepen
Ha3zHaue€HHEeM KOMOWHUPOBAHHON Teparuu JapyHaBUp/pUTOHABUD U BO BpeMs jieueHus. Cienyer
paccMOTpeTh BO3MOXHOCTh KOHTpoJsi yBenundeHus aktuBHocTh ACT/AJIT y mamnueHtoB c

XPOHUYCCKUM I'€IIaTUTOM, HUPPO3OM HJIK Y MAIUCHTOB, Y KOTOPBIX Ha6n}011aﬂacr> IOBBIIICHHAA
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Mecs11eB KOMOMHUPOBAaHHOM Tepanuu KOMOMHALMEH JapyHaBUP/pUTOHABUD.

B ciryuae oOHapysxeHUs HapyIIeHUH (yHKINY TIEYSHH WM YXYIIICHUS X TSHKECTH (B TOM YHCIIE
KIMHUYECKH 3HAYMMOE YBEIMYEHHE AaKTHUBHOCTH TIE€YEHOYHBIX (EPMEHTOB W/WIK TaKUX
CUMIITOMOB, KAaK YCTQJIOCTh, AaHOPEKCHUs, TOIIHOTA, JKEITyXa, MO4Ya TEMHOrO I[BETa,
00JIE3HEHHOCTh NpU MaJbIALUKU [IEYEHH, T€aTOMETANINSA) CIEAYET PaCCMOTPETh BO3MOXHOCTh
NpepbIBaHMs UM OTMEHBI Tepanii KOMOUHAIMEW JapyHaBUP/PUTOHABHP.

Ilayuenmsi ¢ 3a001e6aHUAMU NOYEK

[Toukn WrparoT HE3HAYUTEIBHYIO POJIb B KIMPEHCE JapyHaBHpa, U MO3TOMY Y IALMEHTOB C
3a00JIeBaHUSAMU MTOYEK OOIIMK KIMPEHC JapyHaBHpa MPAKTUYECKU HE yMeHbIaeTcs. [lapynaBup
U PUTOHABUpP OONATAIOT BBICOKOH CTENEHBIO CBS3BIBAHHMS C O€JIKaMH IJIa3Mbl, MO3TOMY
reMOJIMAJIA3 WINA MEPUTOHEAIbHBIN JUAIN3 HE UTPAIOT CYIIECTBEHHON POJIM B BBIBEJACHUHU 3THUX
IpenapaTroB U3 OpraHu3Ma.

Hayuenmoi ¢ cemoghunueti

Nmerorcst coob1ieHns 00 yCuaeHUH KPOBOTEUEHUMH, BKIIIOYAsl CIIOHTAHHbBIE KOXKHBIE T€MaTOMBI U
reMapTpo3, y MalHueHTOB ¢ reModuineid TUIOB A U B, JedeHHBIX MHTHOUTOpAMU MPOTEA3bI.
HekoTtopsie U3 3THX MalMEeHTOB moiydanu ¢akrtop cBeptbiBaHus KpoBu VIII. Bonee uem B
MIOJIOBHHE OITMCAHHBIX CITydaeB JIeYeHUEe HHIMONTOpaMH MPpOTeas3sl MPOI0JDKAIOCh O6e3 mepepbiBa
WM BO300OHOBJISJIOCH I1OCJIE BPEMEHHOM MPUOCTAaHOBKU. BBIJIO BBICKA3aHO IMPENAIOJIOKEHUE O
MPUYNHHO-CJIEICTBEHHON CBSI3W MEXAY JICUEHUEM HHTUOUTOpaMH MpPOTea3bl U YCHICHUEM
KPOBOTEUCHHsI Yy MALMEHTOB ¢ reModuianel, oJHaKO MEXaHU3M TaKoH CBA3M HE yCTaHOBJEH.
[TaruenToB ¢ remouiavel, MolydaroluXx KOMOWHAIMIO JapyHAaBUpP/PUTOHABUpP, CIEAYET
pOMH(OPMUPOBATH O BO3MOYKHOCTH YCUJICHUS! KPOBOTEUEHHUH.

Caxapnovuii ouabem/cunepanuxemus

VY nanueHToB, MOJyYaroIIUX aHTUPETPOBUPYCHYIO TEPAIUIO, BKIKOYas MHIMOUTOpPHI MpOTeassl,
OIMCAHbI BIIEPBBIEC BBISBIECHHBIE CIyyau CaxapHOro Aualdera, TMIEPIIUMKEMUs WIN YXyALIEeHUe
TEYEHMsI YK€ CYILECTBYIOIIEr0 caxapHoro auadera. Y HEKOTOPBIX U3 3THUX NAIMEHTOB
TUNEPIIMKeMUs Oblia TSXKEJOM U B psAe CIydaeB COMPOBOXKAANACh KETOALMI030M. Y MHOTHUX
NalMEeHTOB MMEIM MECTO COMYTCTBYIOIIME 3a00JieBaHMsI, HEKOTOPbIE M3 KOTOPBIX TpeOoBalu
JIeYeHus pernapaTaMm, ClIOCOOCTBYIOIIMMU Pa3BUTHIO caXapHOro Juadera WK TMIepriIuKeMUN.
Bec u memabonuuecxkue napamempuoi

VY nanueHToB, MOJIYYaloUMX aHTUPETPOBUPYCHYIO TEPAIUIO, MOXKET HAOII0AaThCs YBEIUUYCHHE
Macchl TeJa, a TAK)KE MOBBIILIEHUE YPOBHS JIMIIMJIOB U TJIFOKO3bI KPOBU. Takue N3MEHEHUsI MOTYT
OBITh YaCTUYHO CBSI3aHBI C KOHTPOJIEM 3a00JIeBaHMs M 00pa3oM KHU3HU. B HEKOTOPBIX cirydasx

OBLIO AOKa3aHO, YTO MOBBIICHUE YPOBHA JUIIMI0B KPOBU CBA3AHO C IOCJICACTBHUAMU JICUCHUAA,
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OIHAKO, He OBUIO JIOKA3aHO, YTO YBEIMYEHME macchil Teifa’ Kaile6 ehidako! '::':-Ep?bg z':b frem

AHTUPETPOBUPYCHOM Tepanuu. Jlas MOHHUTOpUHIA YPOBHA JIMIUAOB U IJIIOKO3Bl KpPOBHU
HEOOXOUMO CJIE€I0BaTh COOTBETCTBYIOIIMM PEKOMEHJAIMAM [0 JIEYEHUIO NAIUEHTOB C
BUY-undexnueii. Hapymenus: nmunuaHoro oOMeHa HEOOXOIUMO JICYUTh COOTBETCTBYIOIIMMH
npernaparamm.

Ocmeonexpos

HecmoTtpss Ha MHOro(akTOpHYIO STHOJOTHIO (MCIONB30BAHUE TITFOKOKOPTHKOCTEPOUTHBIX
TOPMOHOB, YIIOTpeOJIEHHE aJIKOT0J1sl, TSHKENast CTeNeHb UMMYHOCYTIPECCUH, TIOBBIIIEHHBIN HHAEKC
Macchl Tena), ObUIM OTMEUYEHbl ClIy4ad OCTEOHEKp03a, B OCOOEHHOCTH Yy MAaIMEHTOB C
3aboneBanneM BUY Ha mo3qgHel cTaguu W/wiM y MalMeHTOB, [UIUTEIBHOE BPEMs MOTYYaIOLIIX
KOMOMHUPOBAaHHYIO  aQHTUPETPOBUPYCHYIO  Tepamuio.  [lamueHTsl  MODKHBI  OBITH
IporMH(GOPMUPOBAaHBl O HEOOXOJMMOCTH HE3aMEeUINTENIbHOTO IIOCEIEHUs] Bpaya B cCllydae
nosBJIEeHUs 00JIeil B CycTaBax, CKOBAaHHOCTH B CyCTaBaX WM 3aTPyIHEHUs JBHXKEHUI.

Cunopom eoccmarno61eHUs UMMYHUmMema

Y BHUY-uHPUUMpPOBAHHBIX MAIMEHTOB C TSDKEIBIM HMMMYHOAE()HIMTOM B  Hadaie
KOMOMHUPOBAaHHON aHTUPETPOBUPYCHOW Tepanmuyu BO3MOXHO IOSBIEHUE BOCHAIUTEIbHON
peaKkIMy OpraHu3Ma Ha 6€CCUMITOMHBIE HJIM OCTATOYHbIE ONMOPTYHUCTHYECKUE HH(EKLINH, YTO
MOJKET MPUBECTH K CEPbE3HBIM KIIMHUYECKUM OCJIOKHEHUSAM WU yXYIUIEHUI0 CUMITOMATHUKU.
OOBIYHO TakHWe peakluu HaOMIOJAIOTCS B TIEPBBIE HEACTH WM MECALbl TPUMEHEHUS
KOMOMHUPOBAaHHON aHTUPETPOBUPYCHON Tepanuu. B kaduecTBe HpUMEpOB MOXKHO IPHUBECTH
[IUTOMETATIOBUPYCHBI pPETHUHHUT, T'€HEPATU30BaHHbIE W/MJIM MECTHblE MHKOOAKTepHaIbHbIE
UH(EKIUH 1 THEBMOHHIO, BBI3BaHHYI0 Pneumocystis jirovecii. Heo6xonumo onpeaensiTe TSKeCTh
J00BIX CUMIITOMOB BOCIHAJIEHUS U TPOBOAUTH COOTBETCTBYIOILYIO TEPAIIUIO.

AyTouMMyHHbIe 3a00/eBaHMs (Takue Kak Oosie3Hb ['peiiBca M ayTOMMMYHHBIN T'elaTHT) TaKkxke
OTMEUAJINCh NPU BO3HUKHOBEHHH BOCHAIUTEIBHOIO CHHIPOMA BOCCTAHOBJIEHMSI MMMYHHOMN
cuctembl. OTHaKO BpeMs /10 Hayasia 3a00J1eBaHsl MOXKET BapbUpPOBAThCsl, U TaKhe 3a00JIeBaHUS
MOTYT HaYMHATbCS CITYCTsI MECALbI I1OCJIE Havalla Tepanuu.

B3zaumooeiicmsue ¢ Opyeumu 1exapcmeeHHbiMU npenapamamu

JlapyHaBup U puTOHaBUp sABIAOTCS HHrnOUTOpamu uzopepmentoB CYP3A4 u CYP2D6, a Takxe
MHTHOUTOpaMU P-rnmukonporenna. OnHoBpeMeHHOE pUMEHEHNE KOMOMHAINH
JapyHaBUP/pPUTOHABHUP U JIPYTHX MpPENapaToB, KOTOPbIE META0OIN3UPYIOTCS MPEUMYLIECTBEHHO
uzopepmentamu CYP3A4, CYP2D6 u nepenocstcs P-rimkonpoTenHOM, MOKET HMPUBOAUTH K
MOBBILIEHUIO KOHIIEHTPALMU TaKUX MIPENapaToB B IJIa3Me, BCIEICTBUE YETO MOTYT yCUIMBATBCS

WU YJUTHHATHCS UX TEPANEeBTHYECKUE U TOOOUHBIC (D (PEKTHI.
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JapyHaBup U pUTOHABUP METAOOTU3UPYIOTCS U o@epMeiﬁgﬁaﬁﬁ}F@‘&:ﬂg%éﬂmJ}ﬁ&ﬁﬁ'ﬁ nem

IIpenapaToB, HHAYHUpPYOMUX akTUBHOCTb CYP3A4 MokeT yBeNIUYUTh KIMPEHC AapyHaBHpa U
pUTOHABHpa, B pE3yJlbTaTe€ UEro YMEHBUIMTCS KOHLEHTpalus JapyHaBupa B muiasme. llpuem
npenapatoB, uHruOupyroumx CYP3A4, MoxkeT yMEHbIIUTh KIUPEHC TapyHaBUpa U PUTOHABUPA,
B pe3yJIbTaTe Yero yBeIUYUTCS KOHLIEHTPALUs JapyHaBUpa B IUIa3Me.

OnHOBpEMEHHOE HCIONb30BaHME KOMOMHAIMM  JapyHABHP/PUTOHABUP C KOMOMHamuen
JIOTMHABHP/PUTOHABUD, DPHU(PAMIUIIMHOM M PACTUTEIBHBIMU TIpenapaTaMu, COAEPKaIMMU
9KCTPAaKT 3Bep0o00s mpoasipsasiennoro (Hypericum perforatum), mpotuBomokasaHo.
Hcnonb3oBanue 3(haBupeH3a COBMECTHO ¢ KomOMHaIuen napynasup/putonasup 800 mr/100 mr
1 pa3 B CyTKM MOXXET MPUBOJUTH K JTIOCTHKEHUIO HEOCTATOYHOTO 3HaueHUs: Cmin JapyHaBupa.
Ecmu sdaBupen3 He0OX0IMMO MCHOJIB30BaTh COBMECTHO ¢ KOMOMHAIMEH apyHaBUp/PUTOHABHP, TO
1e7Ieco00pa3Ho MPUMEHATh KOMOMHaLMIO qapyHaBup/putonasup 600 mr/100 mr 2 paza B CyTKH.

VY nanueHToB, MOMYYaBIIUX TEPANUI0 KOIXUIIMHOM M MOIIHBIMH MHTUOUTOpamMH n30¢pepMeHTa
CYP3A4 u P-rmukonpoTrenHa, 0OTMEYaIHCh KU3HEYTPOKAIOIINE i CMEPTENIbHBIE JIEKapCTBEHHBIE

B3aUMOJIEVCTBUSL.

4.5. B3aumopeiicTBue ¢ APYrMMH JIEKAPCTBEHHBIMHM IIpeniapaTaMM W JApyrue BHIbI
B3aMMOJEHCTBHUSA

Bce uccnenoBaHus 1Mo ONpPENENIEHUIO B3aWMOJAEWUCTBUS MPOBOJMIMCH TOJIBKO Ha B3POCIBIX.
JapyHaBup u puTOoHaBHp ABIAIOTCS HHruouropamu uzodepmento CYP3A4, CYP2D6 wu
P-rnuxonporenHa. OpHOBpeMEHHOE MNpPUMEHEHHE KOMOMHALMK JapyHaBUP/PUTOHABHpP U
MpenaparoB, KOTOpble METaOOIU3UPYIOTCS TpenmyiecTBeHHO uzodepmentamu CYP3A4 w/unu
CYP2D6, unu nepeHocsITCs P-TIIMKOMpPOTENHOM, MOXKET BBI3BIBATH MOBBIIIEHUE KOHIIEHTPAIIUU
TaKuX MpernapaToB B IJa3Me, YTO, B CBOIO OuYe€pelb, MOXKET OBbITh NPUYMHON YCHIIEHUS WU
NPOAJICHUS TepaneBTUYECKOro 3P QeKTa, a TakKe NPUUNHON MOSABICHUS MOOOUYHBIX (P (PEKTOB.
He nomyckaercs coBMecTHOe NpUMEHEHHWE KOMOMHAIUMM  JapyHaBUpP/pUTOHABHpP C
JIEKapCTBEHHBIMH IIpernapaTamMH, KIUPEHC KOTOPbIX B 3HAUUTENBHON CTENEHH 3aBUCUT OT
nzopepmenta CYP3A4, u moBblIeHHE CUCTEMHOIO YPOBHSI KOTOPBIX MOXKET COINPOBOXKIAThCS
Pa3sBUTHEM CEPbE3HBIX U/WIIM YTPOXKAIOIIUX JKU3HU SABJICHUHN (y3KUI TepaneBTUYECKUA THara3oH).
OO6muit papMakOKMHETUUECKUH YCHIHUBarOIMi 3 (PeKT puTOHABUpA 3aKITI0YAJICs B YBEIUYECHUN
CHCTEMHOM KOHIIEHTpallMMl JapyHaBHpa IHpuMepHO B 14 pa3 mnpu OJHOKPATHOM IpUEME
napyHaBupa B 103¢ 600 Mr B couetanuu ¢ putoHaBupoM B 1o3e 100 mr 2 pasza B cytku. Takum
oOpa3om, mpenapat JlapyHaBUp HEOOXOJUMO HCMOIb30BATh B COYETAHUU C TOJBKO HU3KUMHU
J103aMH pUTOHABHpA KaK (PapMaKOKHHETHYECKOTO «YCHIIUTESI.

KoMmOunammio  gapyHaBHp/pUTOHAaBUpP  HE  CIEAyeT  HMCIOJb30BaTh €  JOPYTUMU
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(bapMaKOKMHETHUECKOTO «yCHIUTEIS.

B KiIMHHYECKOM HCCIIEIOBAaHUM C UCIOJIb30BAaHUEM CMECH JIEKApPCTBEHHBIX IIPENaparos,
MeTtabonuzupyeMbix nuroxpomamu CYP2C9, CYP2C19 u CYP2D6, oTmMedanocs MOBBIIIEHUE
aktuBHOCTH CYP2C9 u CYP2C19 u unrubupoanue aktuBHoctu CYP2D6 B mpucyrctBuun
KOMOWHAIINH TapyHABUP/PUTOHABUP, YTO MOXKET OBITh 00YCIIOBJICHO MPUCYTCTBUEM HU3KOU JO3BI
putoHaBupa. CoOBMECTHOE NPUMEHEHHUE JapyHaBUpa M PUTOHABUPA C JIEKAPCTBEHHBIMU
npenaparamu, MeTadboausupyemMbiMu npeumyiiectBeHHO CYP2D6 (Hampumep, diaekanHHIOM,
npornadeHOHOM, METONPOJIOIOM), MOXKET MPHUBOJUTH K MOBBIIICHUIO KOHLEHTPALMU ATHX
JICKapCTBEHHBIX NpenapaToB B IIa3Me, YTO CIIOCOOHO BBI3BATH YCHIJIGHHE WJIHM MPOIJICHHE UX
TepaneBTHUECKOro 3 (exTa u HeXKeNnaTeNbHBIX peakuuii. CoOBMEeCTHOE IPUMEHEHHE JapyHaBUpa
U PUTOHABUpPA C JICKAPCTBEHHBIMH TIpenaparaMu, MPEeUMYIIECTBEHHO METa0OIUu3UPyEeMbIMU
CYP2C9 (nanpumep, Bappapunom) u CYP2C19 (nanpumep, METaIOHOM), MOXKET MPUBOAUTH K
CHW)KCHHIO CHCTEMHOW KOHIICHTPAIUU ITHX JICKAPCTBEHHBIX CPEICTB, YTO CIOCOOHO BBI3BATH
CHW)KCHHE WJIM COKpAIlEHUE MX TepareBTHuIecKoro ddekxra.

Xors ekt B orHomenun CYP2C8 wusydancs Tosnbko in Vitr0, coBMeCTHOE MPUMEHCHHE
KOMOHMHAIIMM JTapYHaBUP/PUTOHABUP C JICKAPCTBEHHBIMHU IIperapatamu, MPEUMYLIIECTBEHHO
meTabommsupyembiMu CYP2CS8 (Hampumep, TaKIUTaKCEIOM, POCUTINTa30HOM, PEIIarInHUAIIOM),
MOKET MPUBOJUTH K CHIDKCHHIO CUCTEMHON KOHIEHTPAIIUU ITHX JIEKAPCTBEHHBIX CPEJCTB, YTO
CIOCOOHO BBI3BAaTh YMEHBIIIEHUE WU COKpAIIEHHE UX TepaneBTHIeCKOoro g dexra.

PuTtonaBup uHrubupyet TpancnopTHbie MosieKyibl P-rnukonporenna, OATP1B1 u OATP1B3, u
€ro MPUMEHEHHUE C CYOCTpaTaMH ATHUX TPAHCTIOPTHBIX MOJIEKYJ MOXKET MPUBECTH K MOBBHIIIICHUIO
KOHIIGHTpAIlMid STUX TpernapaTroB B IuiazMe (Hampumep, JaduraTpaHa STEKCWIAT, JTUTOKCHH,
CTaTUHBI U O03CHTaH).

JIekapCTBEeHHBIE IIpenapaThl, BIUIIONINE HA KOHIICHTPALNIO I[aDVHaBI/IDa/DI/ITOHaBI/IDa

B merabonusme mapyHaBupa u putoHaBupa ydactByet u3zodepmeHT CYP3A4. JlekapcTBeHHBIE
npenaparsl, MHAYIUPYOIIKe akTHBHOCTh u3odpepmernTa CYP3A4, mpeanonoxkuTenbHO YCUIIST
KJIIMPEHC JapyHaBHpa U PUTOHABUPA, BBI3bIBAas CHI)KEHHME KOHIIEHTPALMIl 3THX IpenapaToB B
Ma3Me, YTO MOXET NPUBOIUTh K CHHKEHHMIO TepamneBTu4Yeckoro sddexta U pa3BUTHIO
PE3UCTEHTHOCTH (HapuMep, ITO KacaeTcst pudammnuiimHa, 38epo0os u tjonuHaBupa). COBMECTHOE
NpUMEHEHHWE JapyHaBHUpa ¥ PUTOHABHpa C JAPYTHMMH JIEKQPCTBEHHBIMHM TperapaTaMu,
uHrHoOupyronmmu n3opepmeHT CYP3 A4, MOXKeT CHIKATh KIMPEHC TapyHaBUpa U PUTOHABUPA U
MOBBIIIATh UX KOHIICHTpAIMIO B Tu1azMe. COBMECTHOE MPUMEHEHHE C MOIIIHBIMU WHTHOUTOpaMU
CYP3A4 He pexomeHAyeTCs, CIEAyeT COONI0aTh OCTOPOXKHOCTh. Takue B3aMMOJCUCTBUS

OTMCAHbI B TA0HIIE HIDKE (HAlIpUMep, MHINHABUP, CHCTEMHBIE a30J1bl, B YAaCTHOCTH, KETOKOHA30J1
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¥ KJIOTPUMA30JI). (MOCNEOQBATENEHOCTL 0001)

Tabauia B3auMOAEUCTBUN MEXKIY penapaTaMu

IIpuBeeHHBIN HUKE CIIMCOK IIPUMEPOB B3aUMOJCUCTBUI MEXKY JIEKAPCTBEHHBIMU CPENCTBAMU
HE SIBJISICTCS MCUYEPIBIBAOIIUM, M ITOATOMY JJIS MOTYy4YeHUs: HH(OpMAIuu, CBA3aHHOU C MyTSIMH
MeTaboM3Ma, MyTSAMH B3aUMOCHCTBHUSA, MOTCHIIMAIBHBIMA PUCKAMH U JCHCTBUSAMH, KOTOPHIS
HEOOXOUMO TMPEANPHUHAITH B CIydyae COBMECTHOTO TPUMEHEHUS, CIeAyeT oOpamaTrhCs K
COOTBETCTBYIOIIEH HMHCTPYKIIMH JICKQPCTBEHHOTO IMIperapara, HCIOIb3yeMOr0 COBMECTHO C
JapYHaBUPOM.

Hekortopeie wuccienoBaHusi B3auMMOJCHUCTBHS (00O3HAUCHHBIE # B TaOIWIle HWXKE) OBUIH
MPOBEJICHBI C UCIIOJIL30BAHUEM JI03 IapYHABUPA HIDKE PEKOMEHTYEMBIX HIU C APYTUM PEKUMOM
no3upoBaHus. DPPEKThl B OTHOIICHUH COBMECTHO MPUMEHSIEMBIX JICKAPCTBEHHBIX IPEIapaToB
MOTYT, TakuM o00pa3oM, OBITb HEJOOIEHEHBI, BCIEACTBHE ATOrO0 MOXET OBbITh MOKa3aH
KIIMHUYECKHH MOHUTOPHUHT 0€3011aCHOCTH.

B3aumoneiicTBusT MEXIy KOMOWHAIMEW JapyHABUP/PUTOHABHP WM AHTHUPETPOBHPYCHBIMH U
MPOYMMH JICKAPCTBCHHBIMU CPEJCTBAMH TPUBEIACHBI B TaOMUIle HIDKEe (HE ONpPEIeIeHO
cokparraercs kak «H/O»). HanpaBnenue cTpenku 1 Kaxaoro mapamerpa GpapMaKOKMHETHKH
ocHoBaHO Ha 90 % JOBEPUTEILHOM HMHTEPBAJC I CPEAHETO T€OMETPUUYECKOTO COOTHOIIEHUS,

KOTOPOE MOXKET HaXOIUThCS B Ipeaenax («), Huke (|) uinu Boime (1) auamazona 80-125 %.

JlekapCTBEHHBII B3aumopeiicteue PexomMennamuu mo
npenapar, IpuMeHsIeMbIi Cpennee reoMeTpuieckoe COBMECTHOMY IIPUMEHEHUIO
COBMECTHO C n3menenue (%)

KOMOMHaIMel 1apyHaBup

/pUTOHABUP

AHTHpEeTpOoBHUpYCHBIE NpenapaTsl 11 JedeHuss BUYU-undexuun

Hneubumopol unmezpa3svl

JHonyrerpaBup AUC nonyrerpasupa | 22 % | KomOunaruto
Coan pomyrerpaBupa | 38 % | napyHaBup/pUTOHABUP U
Cmax nomyterpasupa | 11 % | momyrerpaBup MO>KHO
JapyHaBUp «>* UCIIONIB30BaTh 0€3 KOPPEKIUU

* Ha OCHOBaHMM CpaBHEHHUH | TO3BI.
MEXIy HCCIEIOBAaHUAMH C
HCITOJIb30BaHUEM

HCTOPUYECKUX  JIAaHHBIX  TI0

(hapMaKOKUHETHKE.

OnBUTErpaBUp AUC anButerpasupa <> IIpy coBMECTHOM NIpPUMEHEHUU

Crpanumna 12 u3 56



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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Crin D7IBUTETpaBHpA <> 100 .E%BQTEETI Eﬁ%ﬁygéﬁ%’pm "¢
Crax DIIBUTETpaBHpaA <> HU3KUMH JI03aMH PUTOHABHUPA
AUC napyHaBupa <> (600 Mr/100 mr 2 pasa B CyTKH) B
Chmin napynasupa | 17 % COYETAaHUU C DIBUTETPABUPOM
Crax lapyHaBHpa <> 7032 DIIBUTETpaBHpa  JOJDKHA

coctaBiaTh 150 mr 1 pa3 B cyTku.
dapMaKOKHHETHKA u
PEKOMEH Il U 110 I03UPOBAHUIO
JUTSL IPYTHX 103 JapyHABUPA WK
JUTSt KOMOMHAIHH
ANIBUTETPABUP/KOOUIIMCTAT  HE
ycraHoBJeHbl. Takum oOpazom,
COBMECTHOE MIPUMEHEHUE
KOMOMHAIINHN

JapyHaBUP/PUTOHABUP B JIFOOOM
no3e, kpome 600 mr/100 mr 2
pa3a B CYTKH, B COUYETAaHUH C
AJIBUTETPABUPOM HE
pexomennyercs.  CoBMecTHOE
MIPUMEHEHUE KOMOHMHAIINH
JTapyHaBUP/pUTOHABHUP u
ANIBUTETPABUPA ¢ KOOUIIUCTATOM

HC PCKOMCHAYCTCH.

Panrerpasup B  pesynbrare  HekoTophX | B HacToALIEE BpeMs
KIMHUYECKUX  HCCIIeOBaHMM | mpenmosnaraercs, 4Tto 3¢¢exT
ObUIO  NIPEANON0XKEHO, UTO | palTerpaBUpa Ha KOHLIEHTPALUIO

panTerpaBUp MOJXKET BBI3BIBAThH | JapyHaBUpa B  IUIa3ME  HeE

YMEPEHHOE CHW)KEHHUE | ABIIAETCS KIIMHUYECKU
KOHLEHTPAallUN JapyHaBUpa B | 3HAYUMBIM. Kombunaruto
IJ1a3Me. JapyHaBUDP/pUTOHABHUP nu

panTerpaBup MOXHO IMPUMEHSTh

0€3 KOPPEKIUH T03bI.

HHUOT
Hunanos3un 400 mr 1 pa3 | AUC nunanosuna | 9 % KomOunarmro
B CYTKH Cmin angano3una H/O JapyHaBUP/pUTOHABUP "
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Conox itnan03uHa | 16 % 1110 Hruio s MOkHG TrDHMCHbTS

AUC papyHnaBupa <> 0€3 KOPPEKIUH J103bI.

Chmin 1apyHaBupa <> Jnngano3ux Heo0XoauMo

Crax JapyHaBHpa <> NPUHUMATh HATOIIAK, TaKUM
o0pazom, ero clenyer

IpUHMMATh 3a 1 yac 10 win
yepe3 2 dYaca Tmocie Ipuema
KOMOMHAINU

JapyHaBUDP/PUTOHABUD C THILIEH.

Tenodosupa AUC Tenodosupa 1 22 % IIpy coBMECTHOM NIpPUMEHEHUU

mu3ornpokcun 245 mr 1 | Cpin TeHOdoOBUpa T 37 % KOMOWHAIINH

pa3 B cyTkuy Crax TeHO(OBUpa T 24 % JapyHaBUP/pPUTOHABHUP c
# AUC napynasupa T 21 % TEHO(POBHPOM  MOXET  OBITh
# Cmin mapyHaBupa 1 24 % MOKa3aH MOHUTOPHHT (DYHKIHH
# Cmax napynasupa T 16 % MOYeK, B  OCOOEHHOCTH Y

(1 KOHUEHTpauuu TeHO(OBUPA | MALUEHTOB C CUCTEMHBIMU HIIU
BCJEACTBUE  BJIMSHHMS ~ HA | IOYEYHBIMH  3a00JIEBaHMSIMU,
OIOCPEOBaHHBIN MDR-1 | nub0  mnpu  HCIOJI30BaHUU

TPaHCIIOPT B MOYCYHBIX | HEPPOTOKCHYUHBIX IPEMapaToB.

KaHaJIbIIax )
OMTpULIUTAOUH/ TenodoBupa anapenamuy <« Pexomennyemas 1032
TeHo(doBupa Tenogorup 1 KOMOWHAIIUH
anapeHaMu g AMTPHULMTAOUH/TeHO(OBHpa
anapenamug — 200/10 mr mpu
COBMECTHOM MPUMEHEHHH C
KOMOMHanuen
JlapyHaBUP/pUTOHABUP
AbakaBup He usywanocs. Ha ocnoBanuu | KomOunamus
OMTpULIUTAOWH Pa3IUYHBIX yTEeH AIIMMHUHAIIUY | TAPYHABUP/PUTOHABUP  MOXKET
JlamuByvH npounx HUOT (3upoBynuHa, | mpumensatbess ¢ atumun HUOT
CraByauH SMTPUIMTA0MHA,  CTaBYyJUHA, | 0€3 KOPPEKIMHU A03bI.
3UI0BYIUH JAMHUBY/IMHA), KOTOpBIE
AKCKPETUPYIOTCS

NpEeUMYIICCTBEHHO ITIOYKaMHU, U

abakaBupa, B MeTaboiu3Me
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KOTOpOTO HE Y‘iaCTfsl}Jfl?‘f"' IERER TSGR To BT

CYP450, HUKaKUX
B3aUMOJICCTBUIN MEXTY STUMHU
JIEKapCTBEHHBIMU

npenaparaMi ¥ KOMOHMHaIUeH
JapyHaBUP/pUTOHABUD HE

npeamnojaracTcs.

Henyxneoszuonvie/nernykneomuonsie uneubumopvt oopamuou mparnckpunmasol (HHUOT)

Ddasupens 600 mr 1 paz | AUC aasupensa 1 21 % [Ipy nmpuMeHeHHH KOMOWHAIIUU
B CYTKH Chmin 3¢aBupenza 1 17 % JapyHaBUP/pUTOHABUP B
Crax 2¢aBupensa 1 15 % coueTaHMM Cc  d(QaBUPEH30M
# AUC napynasupa | 13 % MOYKET moTpedoBaThCs
# Cmin mapynasupa | 31 % KIIMHUYECKUI MOHHUTOPHUHT
# Cmax napyHaBupa | 15 % TOKCUYHOCTH B  OTHOLIEHUH

(1 KoHUeHTpauuu 3(haBUPEH3a | LEHTPAIBbHOW HEPBHOW CUCTEMBI,
BCJIEACTBUE  WMHIMOMPOBAHMS | CBA3AHHBIM C  IOBBIILICHHON
CYP3A) KOHI[eHTpanueld  3daBupeH3a.
(] xoHuenTpauuu napysasupa | [Ipuem adaBupensa B coueTanuu
BCJIEJICTBHE UHAYKLUH | C KOMOUHaIuen
CYP3A) JapyHaBUP/PUTOHABUP B J03€
800 mr/100 mr 1 pa3 B cyTku
MOYXKET MPUBOINTH K
CyOONTUMAIBHOMY  3HAYEHMIO
Chmin JapyHaBUpA. Ecmn
s¢aBupeH3 norpedyercs
NPUHUMATh B COYETAaHUH C
KOMOUHaIuen

JapyHaBUDP/pPUTOHABUD, CIIEAYET
UCTIOJTB30BaTh pexXUM

600 mr/100 Mr 2 paza B CyTKH.

Otpasupun 100 mr 2 paza | AUC stpaBupuna | 37 % KomOunarmio

B CYTKH Chmin 3TpaBupuna | 49 % JapyHaBUP/pUTOHABUP c
Crax 3TpaBupusa | 32 % stpaBupuHoM 200 mr 2 pasza B
AUC napynasupa 1 15 % CYTKH MO>XHO HCIIOJIb30BaTh 0€3
Cmin 1apyHaBupa <> KOPPEKLIUHU J03Bl.
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Crnax IAPYHABUPA 4> (MOONEQOBATENEHOCTE 000T)
Hesupanun 200 mr 2 paza | AUC neBupanuna T 27 % KomOunarmro
B CYTKH Chmin HeBupamnuna T 47 % JapyHaBUDP/pUTOHABUP c
Cmax HeBupanuHa T 18 % HEBUPAITUHOM MOYHO

# napyHaBHUp: KOHIUEHTpPALIMHU

UCIIOJIb30BaTh 0€3 KOPPEKIUU

COOTBETCTBOBAJIIN JIO3BI.
UCTOPUYECKUM  JaHHbIM (T
KOHIIEHTpPALlUM  HEBUpAIlMHA
BCJIEJCTBHE  HMHTHOMPOBAHHS
CYP3A)
PunmuBupun 150 mr 1 | AUC punnuBupuna T 130 % | KomOunanuto
pa3 B CyTKH Chmin puitnuBupuHa T 178 % JlapyHaBUP/pUTOHABUP C
Crax punmnuBupusa T 79 % PHINMBUPUHOM MO>KHO

AUC papyHaBupa <>
Cmin napynaBupa | 11 %
Cinax 1JapyHaBHUpa <>

UCIIONIB30BaTh 0€3 KOPPEeKIHu

JIO3BL.

Uneubumopuol npomeasvrt BUY 6e3 dononnumenvrnozo npume

HEeHUsl HU3KUX 003 pUmMoHasupa

Ara3zanaBup 300 mr 1 pa3

B CYTKHU

AUC ara3zanaBupa <
Chmin aTazanaBupa 1 52 %
Crmax aTazanaBupa | 11 %
# AUC napyHaBupa <>

# Cmin JapyHaBHUpa <>

# Cmax JapyHaBHpa <>
ATta3zaHaBup: CpaBHEHHE
aTazaHaBUPA/pUTOHABHpPA

300 mr/100 Mr 1 pa3 B CyTKH U
atazaHasupa 300 Mmr pa3 B
CyTKH B  COYETaHMH C
JapyHaBUPOM/PUTOHABUPOM
400 mr/100 mr 2 pa3a B CyTKH.
JapyHaBup:

JapyHaBUpPa/pUTOHABHPA

CpaBHCHHC

400 mr/100 mr 2 pa3a B CyTKH €
JapyHaBUPOM/PUTOHABUPOM

400 mr/100 Mr 2 pa3a B CyTKH B

KomOunanuro
JapyHaBUP/PUTOHABUD 51
aTa3zaHaBUP MOHO

UCMONb30BaTh 0€3 KOPPEKIHUH

JO3BbI.
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Hl_l.-_“__‘ .'_.;.-F'_'_”.” L TH F, I—Id
COUETAaHUU C Q] a3aHaBI/f15!)M" [EAUBATENTERULTE UTUT)

300 mr 1 pa3 B cyTKH.

NuaunaBup 800 mr 2

pasa B CyTKH

AUC ungunaBupa 1 23 % [Ipu HCIIOJIb30BAaHUH B
Chmin naaunaBupa T 125 % COYETaHHU C KOMOWHAaIMEN
Crax MHIMHABHpA <> JTApyHaBUP/PUTOHABUDP  MOXKET
# AUC nmapynasupa 1 24 % noTpeOOBaTHCS KOPPEKIHS JO3bI
# Cmin napyHaBupa 1 44 % uHauHaBupa ¢ 800 Mr 2 pasza B
# Cmax napynasupa T 11 % cytku 10 600 Mr 2 pa3a B CyTKH
NunuHaBup: CpaBHEHHE | B CIIy4ae HEIIEPEHOCHMOCTH.

WHIMHABUPA/PUTOHABHPA

800 mr/100 mr 2 pa3a B CyTKH ¢
WHMHABUPOM/AapyHaBUPOM/
PUTOHABHPOM

800 mr/ 400 mr/100 mr 2 paza B
CYTKH.

HapynaBup: CpaBHEHHE
JapyHaBUpa/pPUTOHABHPA

400 mr/100 mr 2 pa3a B CyTKH €
JapyHaBUPOM/PUTOHABUPOM
400 mr/100 Mr B coueTaHuu ¢
nnauHaBupom 800 mr 2 pasza B

CYTKH.

CakBunaBup 1000 mr 2

pas3a B CYTKH

# AUC napynasupa | 26 % KomOunarmro

# Cmin napyHasupa | 42 % JlapyHaBUP/pUTOHABUP HE
# Cmax DapyHaBupa | 17 % PEKOMEHIyeTCsl TMPUMEHSTh C
AUC cakBunaBupa | 6 % CaKBHUHABHUPOM.

Chmin cakBuHaBupa | 18 %

Cmax cakBuHaBUpa | 6 %
CakBuHaBuUp: CpaBHEHUE
CaKBUHaBHUpa/pUTOHABUPA
1000 mr/100 mr 2 paza B CyTKH
u
CaKBMHAaBHpa/AapyHaBUpa/pUT
OHaBHpa

1000 mr/400 mr/100 mr 2 paza
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|
B CYTKH. 1L

I

EOCBATENBHOCTE 000T)

JapyHaBup:

JapyHaBUpa/pUTOHABHUPA

CpaBHEHUE

400 mr/100 mr 2 pa3a B CyTKH U
JapyHaBUpa/pUTOHABHPA

400 mr/100 Mr B codyeraHuu C
cakBuHaBupoMm 1000 mr 2 paza

B CYTKH.

Hueubumopol npomeasvt BUY — 6 couemanuu ¢ HUSKUMU 003aMUu pumoHasupa

JlonuHaBUp/pUTOHABUD

400 mr/100 mr 2 pasa B
CYTKHU

JlonuHaBUp/pUTOHABUP
533 mr/133.3 mr 2 paza B

CYTKH

AUC nonunasupa T 9 %
Cmin moriuaaBupa 1 23 %
Crax TortuHaBupa | 2 %
AUC nmapynasupa | 38 %**
Chmin mapynaBupa | 51 %**
Crax dapyHaBupa | 21 %**
AUC nonuHaBupa <

Chmin TortmaaBupa 1 13 %
Crax TortmHaBupa 1 11 %
AUC napynasupa | 41 %
Chmin napynaBupa | 55 %
Cmax mapynasupa | 21 %

ok Ha

OCHOBAaHUU HE
HOPpMAJIM30BaHHBIX 110 O03€

3HaYEeHUI

Bcenencrue CHUKECHUS
KOHIICHTPAILIUH (AUC)
JapyHaBUpa Ha 40 %
MOAX OJIALIINE JIO3BI 3TOMU

KOM6I/IHaIII/II/I HC YCTAaHOBJICHBI.

Takum o0pa3oM, COBMECTHOE
IpUMEHEHHE KOMOUHAIUU
JapyHaBUP/pUTOHABUP C
KOMOMHHMPOBaHHBIM
IpenapaTom, BKJIIOYAOLIIM
JIONIMHABUP/PUTOHABUD,
MIPOTUBOMNOKA3aHO.

AHTaroHUCThI peENTOPOB

CCR5

Mapasupox 150 wmr 2

pas3a B CYTKH

AUC mapasupoxka 1 305 %
Cmin MapaBupoka H/O
Crmax MapaBupoka T 129 %

KoHuenrpanun napyHaBupa u

[Tpu mpuMEHEHUH B COYSTAHHH C
KOMOMHaImen
JTapyHaBUP/pUTOHABHUP 03a

MapaBHpPOKa JOKHA COCTABIIATH

pUTOHaBHpa corjacoBbBAIKCH | 150 Mr 2 pa3a B CyTKH.
C UCTOPUUYECKUMU JAHHBIMHU.
AHTaroHUCTHI 0l-apeHOPEenTOPOB
Andy3o3un Ha ocnoBanum teopetnueckux | OTHOBPEMEHHOE  IPUMEHEHUE
COOOpaKeHHI, npenapar | KoMOMHaIUU
JlapyHaBUp J0JKEH MOBBIIATH | JapyHABUP/PUTOHABUD "
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KOHIICHTPALIUIO aJ d3y303nﬁg s E&E@“ﬂ@@b@fﬂ%&fbﬁﬁéﬁb
ia3me (3a cyeT
naruoupoBanns CYP3A4).
AHeCTeTHKHU
Andenranumi He u3yuanocs. B merabonusme | [Ipu coBMECTHOM MTPUMEHEHHH C
andenranuna y4acTBYeT | KoMOUHaIen
n30(epMeHT CYP3A4, | napyHaBUp/pUTOHABHD  MOJKET
KOTOPBIH MOXET | MOTPEOOBATHCS CHUXKCHUE 103BI
MHTUOMPOBATHCSA KOMOMHAIIMEH | ajQeHTaHua, a TaKkKe
JapyHaBUP/pPUTOHABUP. MOHHUTOPHHT PUCKOB
JUTATEIIEHOTO UM OTCPOYCHHOTO
YTHETCHUS JIbIXaHUsl.

AHTHAaHTHHAIbHBIC/AaHTHAPUTMHYECKHE MTPETIapaThI

Juzonupamua He uszyuvanocs. Heo6xoaumo cobitoaeHue Mep
dnexauHu IIpennonaraercs, 4TO | IPEAOCTOPOXKHOCTH, KpoMme
JIunokauH (CUCTEMHO) KOMOWHAIHS TOTO, PEKOMEHIyeTCs
MexkcuneTun JapyHaBUP/pUTOHABUD MOHMTOPHUHT TE€paneBTUUYECKON
ITponadenon MOBBICUT KOHLEHTPALMIO 3TUX | KOHUEHTpauuu (IpU HaAJIUYUU
AHTUAPUTMUYECKUX TAaKOM  BO3MOXHOCTH)  3THX
IpenapaToB B I1a3Me | aHTHapUTMUYECKUX IIpernapaTroB
(uHrubMpoBaHUe IIPU COBMECTHOM ITPUMEHEHHUH C

nzopepmentoB CYP3A4 n/unu | komOuHaImei

CYP2D6). JlapyHaBUP/pUTOHABUD.
Amuonapox [TpoTHBOMOKa3aHO TNpPHUMEHEHHE
benpuaun KOMOWHAIIUH
Hponenapon JlapyHaBUP/PUTOHABHP c
WBabpanun aMHOapOHOM, Oernpuauiom,
XUHUIUH JPOHEApPOHOM, HMBaOpaIuHOM,
Panonazun XUHUJUHOM WJIH PaHOJa3MHOM

(cm. paznen 4.3).

Huroxcusn 0,4 mr AUC nurokcuna 1 61 % [Tockonbky JTUTOKCUH
OJIHOKPATHO Chmin nuroxcuna H/O XapaKkTepU3yeTcs Y3KUM
Cmax murokcuna T 29 % TEpPANEeBTUYECKUM JTUAMA30HOM,

(T KOHIOCHTpAIUKU JUI'OKCHUHA | B CJIy4aC HA3HAYCHUA JUT'OKCHUHA

BCJICACTBHEC BCPOATHOT'O | MTallUCHTAaM, IoJIy4Jarouum
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WHTUOMPOBAHUS

%%E&ﬁﬁ%lt'Hl"' LT UuuT)

P-rnukonporenna)

JapyHaBUDP/pUTOHABUD,

NepBOHAYAIFHO PEKOMEHIYETCS
UCIIONIB30BATh  MUHHMMAIIBHYIO
BO3MOXHYIO JI03y JIWT'OKCHHA.
[anee  cienyer  IpOBOAUTH
aKKypaTHYI0 THUTPAIMIO  JI03bI

JUTOKCHHA C IO CJIIbIO JOCTUKCHUA

KEIaeMOro KJIMHHYECKOTO
sbpdekra HA (POHE OIEHKHU
o011ero KJIMHUYECKOTO

COCTOsAHHUA IIalIMCHTA.

AHTHOMOTUKHA

Knaputpomuiua 500 mr

2 pa3a B CyTKH

AUC xnaputpomunmaa 1 57 %
Chin kimaputpomunviaa T 174 %
Crax KmaputpomunnHa T 26 %
# AUC napynaswupa | 13 %

# Cmin mapynasupa 1 1 %

# Cmax napynasupa | 1 7%
Konuenrpanuu 14-OH-
KJIQPUTPOMHIIMHA HE
BBISIBISIIMCH TIPH COBMECTHOM
NPUMEHEHUH € KOMOMHaIuen
JapyHaBUP/pUTOHABUD Q)
KOHIICHTPALUU
KJIQPUTPOMHIIMHA BCJIEIICTBHE

MHTUOMpOBaHUS H30(pepMeHTa

CYP3A4 wu  BO3MOXKHOIO
MHTHUOMPOBAHUS P-
TJIMKOMPOTENHA).

Pexkomenayercs coOroIaTh
OCTOPOXKHOCTh MPU COBMECTHOM

MNPUMCHCHHU KIIAPUTPOMUIIMHA B

COYCTaHMH C KOMOHMHaImel
JapyHaBUP/pUTOHABUD. v
MAallUeHTOB  C  HOPMAaJIbHOM

byHKIMEeH MoYek KOMOWHAaIus
JapyHaBUpP/pUTOHABUP B
COUYCTAHWH C KIAPUTPOMHUITTHOM
MOXKET OBITh Ha3HaueHa 0e3
KOPPEKIHH JIO3BL.
PexoMeH1oBaHHYIO 03y
KJIAPUTPOMHIIMHA y TTAIUEHTOB C
HapylieHneM (QYHKIHH TOYeK
clenyeT BBIOMpPATh  COTIACHO
WHCTPYKIIMY TI0 METUITUTHCKOMY

MMPUMCEHCHUIO KIIAPpUTPOMUIINHA.

AHTHKOAryJISIHTBI/aHTUTPOMOOLIUTApHBIE TIpEenapaThl

Anukcaban
Puapoxcaban

DnokcabaH

He wu3yuanocs. CoBMmecTHOE

MIpUMEHEHNE KOMOHUHAIINH
JapyHaBUpP/pUTOHABUP c

AHTHKOAryJIsIHTaMU MOXKET

IIpumenenne KOMOWHAIUU
JapyHaBUDP/pUTOHABUP c
YKa3aHHBIMH aHTUKOATYJISTHTAMH

HC PCKOMCHOYCTCH.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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HOBBICUTh UX KOE ueHTpaL’(hyol,"' IELUBATENTBRUL TS UUUT)

YTO  MOXET TMPUBECTH K
YBEJIMYEHUIO PHUCKA Pa3BUTHUS
KpPOBOTEUECHU I

(nHTHOMpOBaHUE M30(epMEHTa

CYP3A4 u/vunm P-
TJIMKOTIPOTEHHA).
Jlaburarpan He wu3ywanocs. CoBmectHoe | COBMECTHOE MIPUMEHEHHUE
Tuxarpenop IIPUMEHEHNE KOMOMHAIMK | KOMOMHAIIH
JapyHaBUP/pUTOHABUD C | mapyHaBHp/pUTOHABHP C
JaHHBIMH ~ JIEKAaPCTBEHHBIMU | JabUraTpaHoM WIH

CPEICTBAMU MOXKET MPHUBOJIUTH | TUKArPEIOPOM
K CYILIECTBEHHOMY | IPOTUBOMNOKA3aHO (CM. pa3zaen
MOBBIIICHUIO  KOHICHTpaimu | 4.3).

naburaTpaHa Wid TUKarpenopa. | PekoMmenayercss — mpuUMeHEHHE
IPYTHX  aHTUTPOMOOLIUTAPHBIX
[IpernapaToB, Ha KOTOpbIE HE
BIUSIET HMHTUOMPOBAHUE WU

uaaykuus CYP  (mampumep,
npacyrpen).

Bapdapun He HA3y4ajocCh. IIpu | [Ipy coBMECTHOM NPUMEHEHHHU

COBMECTHOM IIPUMEHEHUHU C | BappapuHa ¢ KOMOMHauuen

KOMOMHaIueu JTapyHaBUP/pUTOHABHUP
JapyHaBUP/PUTOHABUP PEKOMEHyeTCst MOHUTOPHHT
BO3MOKHO U3MEHEHUE | MEX1yHapOJIHOT O
KOHIIEHTpaluu Bapdapuna. HOPMAaJIU30BAaHHOTO OTHOIICHUS
(MHO).

[IpoTrBOCYIOpOXKHBIE MpENapaThl

denobapouTan He uzyuanocs. KomOunamnmro

DOEeHUTONH ®enobapbutan u (QEeHUTOMH | JapyHABUP/PUTOHABUD HE

MIPENAIIOJIOKUTEIBHO  BBI3OBYT | CIEAYET IPUMEHATH B COUETAHUU
CHI)KEHHE KOHIEHTpauil | C  3TUMH  JIEKAPCTBEHHBIMU
JapyHaBUpa W PHUTOHABHpa B | CPEIICTBAMHU.

mazMe (MHAYKIus (GepMEeHTOB

CYP450).
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Kap6amazenun 200 mr 2

AUC kapbamazentina 45 164

Mﬁlﬂg ] EOEIII)T I"KEE/IIGFIPHI{-IajIL{I/II/I

pasa B CyTKH Cmin kapbamazenuna 1 54 % | napyHaBUp/pUTOHABUP HE
Cmax kapOamazernmaa T 43 % | pekomeHayeTcs. Ecmm
AUC napyHaBupa <> notpeOyercst COBMECTHOE
Cmin mapynasupa | 15 % MIPUMEHEHUE KOMOHWHAINH
Cmax JapyHaBHpa <> JapyHaBUP/pUTOHABUP u
kapbamazenuHa, HE00X0 UM
MOHHMTOPUHT  MOTEHIHMATbHBIX
CBS3aHHBIX C KapOamMa3emmHOM
HEXKEIIATEIbHBIX SBIICHUH.
Crnenyet KOHTPOJIHPOBATh
KOHIIEHTpALMI0 KapbaMmasenuHa,
KpoMme TOTO, TpeOyercs
TUTPAHS €r0 J03bl C IEIbI0
obecrnieueHus aJICKBaTHOTO
OTBeTA. Ha OCHOBaHUU
MOJIYYEHHBIX PE3yJIbTAaTOB 03y
Kapbama3enuHa B NPUCYTCTBUU
KOMOMHAIINHN
JapyHaBUP/PUTOHABUDP  MOXKET
noTpeboBaThCs CHU3UTH Ha 25-
50 %.
Knonazenam CoBmMmecTHOE npuMmenenue | [Ipy coBMeCTHOM NPUMEHEHHH
KOMOWHAIUU KOMOMHAIINH
JapyHaBUP/PUTOHABUP U | JapyHaBUP/pUTOHABUP u
KJIOHa3emamMa MOXET TPUBECTH | KJIOHa3emamMa  PEKOMEHyeTCs
K TIOBBIIICHUIO KOHIIEHTPAIIUHU | KIMHUYCCKHUH MOHUTOPHHT.
KJIOHa3emama B iasme
(uarudupoBanue CYP3A4).
AHTHUIETIPECCAHTBI

ITapokcerun 20 mr 1 pa3

B CYTKH

AUC mapokcetruna | 39 %
Chmin mapokcetuna | 37 %

Cmax mapokcetruna | 36 %

# AUC nmapynaBupa <>

# Cmin JapyHaBHUpa <>

B ciaydae COBMECTHOTI'O
IIPUMEHEHHS] aHTUAETIPECCAHTOB
c KOMOMHanuen
JapyHaBUpP/pUTOHABHUP

PECKOMCHAYCMbBIM nmoaxoJ0oM
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 16.01.2024 N= 560

Ceptpanun 50 mr 1 pa3 B

CYTKH

AMWUTpUNITAIINH
Je3unpamMuH
Nmunpamun
Hoprpuntuinn

Tpazonon

# Cmax apyHaBUpq <>

T TG = i paur U7 dser

AUC ceprpanuna | 49 %
Cmin ceptpanuna | 49 %

Crmax cepTpanuna | 44 %

# AUC napyHaBupa <>

# Cmin napyHaBupa | 6 %
# Cmax JapyHaBHpa <>

CoBmecTHOE MIPUMEHEHNE
KOMOUWHAIHH
JTapyHaBUP/PUTOHABUD C STHMHU

aHTUJACIIPpECCaHTaMU MOXCT

MTOBBICUTH KOHIICHTPAIUIO
AHTHJICTIPECCAHTOB
(uHrUOMpoOBaHUE CYP2D6
n/uma CYP3A4).

AHTHACTIPCCCAaHTa Ha OCHOBAHUU
KJIWHUYECKON OIICHKH OTBETa Ha

sTOT mpemnapar. Kpome Toro, 3a

MManyeHTaMH, MOJTYYaIOIIUMHU
CTaOUILHBIE JIO3bI
AHTHJICTIPECCAHTOB, KOTOpBIE
HAYUHAIOT TEPAITHIO
KoMOMHaLHEH

JTapyHaBUP/PUTOHABUP, CIETYET
HaOM0IaTh Ha TPEIMET OTBETa

Ha aHTUACIIPCCCAHTHI.

[Ipu coBMecTHOM NIpPUMEHEHUU
KOMOHMHAIINHU
JTapyHaBUP/PUTOHABUDP C ITHUMH
aHTHUJICTIPECCAaHTAMHU

PEKOMEHIYETCA  KIMHUYECKUUI

MOHUTOPHHT, Kpome TOro,
MOXET OTpeOoBaThCS
KOpPEKIHUs T03BI ITHX
aHTHJICTIPECCAHTOB.

HpOTHBOpBOTHLIe npenapaThbl

Jomnepuniox

He usyyanocs.

HpI/I COBMCCTHOM IPUMCHCHHUU

KOMOWHAIIUH
JapyHaBUpP/pUTOHABUP c
JIOMITIEpPUAOHOM clenyeT

coON0IaTh  OCTOPOXKHOCTh U
HaOIIO4aTe 3a  [MOOOYHBIMH
PCaKIuAMHU, CBA3aHHBIMU C

JAOMIICPUIOHOM.

[TpoTuBOrpHMOKOBEIE MTpENapaThl

Bopukonason

He n3yuanocs.
PI/ITOHaBI/Ip MOXET CHHXATh

KOHIOCHTpPAIIUKO BOPHUKOHA30JIa

Bopukonazon  He cleayer
MMPUMCHATH B COUYCTaHNN C

KOMOMHAaIen
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 16.01.2024 N= 560

o e | G0 SRR 00

dbepmentoB CYP450). HCKIIIOYEHHEM CJIy4aeB, Korja
Ha OCHOBaHUU OLICHKHU
COOTHOILICHUS M0JIb3a/PUCK
HE00X0AUMO NpPUMEHEHHUE
BOpPUKOHA30J1a.
Kerokonazon 200 mr 2 | AUC kerokonaszona T 212 % | Ilpum HCMOJIb30BAaHUH
pasa B CyTKH Cmin keTokonazosna 1T 868 % | komOuHaAIUK
Cmax keTokonazona T 111 % JapyHaBUP/pPUTOHABUP
# AUC mapynasupa T 42 % HE00X0IMMO coOroaaTh
# Cmin napynaBupa 1 73 % OCTOPO’KHOCTb, PEKOMEHJIYETCS
# Cmax mapyHaBupa T 21 % | knuHHYECKUil MOHUTOPUHT.
(uarunbuposanne CYP3A4) Eciu  TpeOyercs coBMecTHOE

MMPUMCHCHUC, TO CyTOYHasA 034
KCTOKOHA30J1a HC JOJI2KHa

npesbimath 200 Mr.

diryKoHa3011 He wusyuanocs. KomOunanus | HeoOxonumo co0Iro1aTh
ITo3zakonazoun JTapyHaBUP/PUTOHABUP MOXKET | OCTOPOKHOCTD, PEKOMEHJIYETCs
W3aBykoHazon MOBBIIIATH KOHLIEHTPALUIO | KIMHUYECKUH MOHUTOPHHT. [Ipu
HtpakoHnazomn MPOTUBOTPUOKOBBIX COBMECTHOM NPUMEHEHHU

MpernapaToB B IU1a3Me, | CyTo4Has J103a UTPaKoHa30ja He

M03aKOHA30JI, M3aBYKOHA30J, | JOJKHA IpeBbimath 200 mr.
WUTPAKOHA307 WU (IyKOHA30Il
MOTYT MOBBIIIATE
KOHIIGHTPAIlUIO  JIapyHaBUpPA
(uHrubMpoBaHue U30PepMeHTa

CYP3A4 u P-rnukonporenna).

Knorpumazon He wusyudanoce. CoBmectHoe | Ecnmu  Tpebyercs coBMecTHOe
CHCTEMHOE MIPUMEHEHHE | IPUMEHEHHE C KIOTPUMA30JIoM,
KJIOTpUMa3oja ¥ KOMOWHAIMHU | HEOOXOIUMO coOro1aTh

JTapyHABUP/PUTOHABHP MOKET | OCTOPOKHOCTh, PEKOMEHIYETCs
MOBBIIIATH KOHIIEHTPALUIO | KIMHUYECKUII MOHUTOPHHT.

JlapyHaBHpa n/unm
KJIOTpUMaszoia B IUIa3Me.

AUC24n napynasupa 1 33% (ua
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 16.01.2024 N= 560

OCHOBaHHH Horwnﬁunoﬁ-gg%: NEOQUBATENBHOCTE 000T)
Mojienu (hapMaKOKUHETHUKH).

[IpoTuBonoOIarpuyecKue npenaparsl

Konxummu He wu3yuanocs. CoBmectHoe | Eciu TpedyeTcs Teparnus

NPUMEHEHHE KOJXWIMHA W | KOMOMHAIUEH

KOMOWHAINH JapyHaBUP/pPUTOHABUP y
JTapyHaBUP/PUTOHABUP MOXKET | MAMEHTOB ~ C  HOPMaJIbHOM
MOBBIIIATH KOHLEHTPALUIO | QYHKIMEH NEeYeHW WIH IOYeK,

KkonxuruHa. (MHrubupoBaHue | peKOMEHAYETCS CHIKEHUE JT03BI

m3opepmenta CYP3A4 w/wm | KonxuiyHa 1581071
P-rnukonporenna). MPUOCTAaHOBIIEHUE MPUEMa ITOTO
npernapara. [Taruentam C

HapymeHneM (QYHKIUH TeUeHH
WIM TO0YEeK IPOTUBOIOKA3aHO
IIPUMEHSATH KOJIXHULIVH B

COYCTaHNHU C KOM6HH8L[PICI>1

JapyHaBUP/pUTOHABUP (cm.
paznen 4.3)
IIpoTrBOMAaNsApHiiHbIE MTpenapaTsl
Aptemerep/Jlymedantpu | AUC apremerepa | 16 % KomOunarmst
H 80 mr/480 wmr, 6 103 | Cmin apTemerepa <> JAapYHABUP/PUTOHABUP  MOXKET
yepes 0, 8, 24, 36, 48 1 60 | Cmax apTemerepa | 18 % IIPUMEHATBCS B COYETAaHUU C
4acoB AUC puruapoapTeMHU3MHUHA | | apTeMeTepoM/TyMedaHTpUHOM
18 % 0e3 KOppeKLHUH J103bl; TEM HE

Cmin IUTHAPOAPTEMU3NHIHA <> | MEHEE, BCIIEACTBUE TOBBINICHHS
Cmax IUTHIPOAPTEMHU3MHMHA | | KOHIIGHTpAaUU JiyMe(daHTprUHA
18 % JaHHYI0 KOMOWHAITUIO CIEIyeT
AUC nymedantpuna T 175 % | IpUMEHATh C OCTOPOKHOCTBIO.
Cmin tymedantpuna 1 126 %
Cmax Tymedantpuna T 65 %
AUC napyHaBupa <

Chmin tapynaBupa | 13 %
Cax TapyHaBHUpa <>

[IpoTuBOTYOEpKYII€3HbIE MTPETapaThl

Pudamnuuux He wusyuanocs. Pudanentun u | [Ipumenenue pudaneHtuHa ¢
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 16.01.2024 N= 560

Pucdanentun pudamMnuIuH ﬂBM}Hﬂéﬁ"'f(’ﬁ%ﬁ'ﬁﬁEéﬁt'H"‘ -Tb W)

MOIIHBIMU UHAYKTOpPAaMU | JapyHaBUP/pPUTOHABUP HE
m3odepmenta CYP3A4, oHM | peKOMEHIYETCS.

BBI3bIBAIIN BbIpaxkeHHOe | [IpoTrBOMOKa3aHa

CHIDKEHHE KOHIICHTPAIMi | KOMOMHUPOBAaHHAs Tepanus
JIPYruX MHTHOUTOPOB IMpOTeas, | pudamMInuuuHOM ¢ KoMOMHauen
YTO MOXET MPUBOANWTH K | JapyHaBUDP/pPUTOHABHUP (cm.
BUPYCOJIOTUYECKON paznen 4.3).

Hed((HEKTUBHOCTH U PA3BUTHUIO
PE3UCTEHTHOCTH  (MHAYKLIMS

dbepmentoB CYP450). B xone

IIOIIBITOK Mpeoa0JICTb
CHMXKCHUC KOHOCHTpalIun
IIoCpCaACTBOM IOBBIIICHU A

7036l IPYIMX HHTHOUTOPOB
poTeas B  COYETAaHUH C
HU3KMMH J103aMH PUTOHABHpa,
HaOJTr0/1a/1ach BBICOKAs 4acToTa
peakuil co CTOPOHBI IIEYEHH,

CBA3aHHBIX C pI/I(baMHI/II_[I/IHOM.

Pudabytun 150 mr 1 pa3 | AUC** pudadbyruna 1 55 % | [Tauuenrawm, MTOJTY4ar0 UM
B 2 HS Cnmin** pudadbyruna 1 H/O | komOuHaIHIO

Crmax™** pudalytuna < JlapyHaBUP/pUTOHABUD,

AUC napynasupa 1 53 % PEKOMEHAYETCS CHUXKEHUE J103bI
Chmin tapyHaBupa 1 68 % pudabytuna ©Ha 75 % oOT
Crax napyHasupa T 39 % o0bryHOM 10361 300 wmr/cyr
e cymma aKTUBHBIX | (Hampumep, 150 Mr yepes3 neHb),
IIPOU3BOIHBIX pudalOytuHa | a  Takke  Oojee  YacThli
(ucxonuslil npenapar + 25-O- | MOHUTOPUHT o MOBOLY
Ne3aleTHIIbHBIN MeTa0oIuT). CBA3aHHBIX C  pHUpadyTHHOM
B HUCCIIEIOBAHNU | HEXKEIaTeNbHBIX  sgBjiIeHUN. B
B3aUMOJICHCTBHS HAOMIOAATINCH | Cy4ae IpoOJieM CO CTOPOHBI
CpaBHUMBIE CyTOUHBIE | 6€30MTaCHOCTH HEOOXOJMMO
CUCTEMHBIE KOHIEHTPAIlUU | paCCMOTPETh JalbHenee

pudabyTuHa TpHU MpuUeMe B | yBEIMUEHUE HHTEpBaja MEXIY
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 or16012024 M50
no3e 300 Mr 1 pas B cyrkd B Hpremamn —prhadyruma - i/
BHJIe MOHOTepanuu u 150 Mr | MOHUTOPHUHT KOHIICHTPAIIUU
yepe3 JACHb B COYETaHWHM C | pudadyTHuHA.
KOMOUWHaLuen Heo0xoaumo HU3YIUTh

napyHaBup/putonasup (600
Mr/100 mr 2 paza B CyTKH) C
IPUMEPHO JECATUKPATHBIM
yBEIUYCHUEM CYTOYHOT'O
YPOBHS aKTUBHOT'O MeTabouTa

(25-O-ne3anermnpudadyTrna).

Kpome Ttoro, AUC cymmbl
AKTUBHBIX MIPOU3BOTHBIX
pucdadbytuna (ucxomHOTO
mpermapara + 25-0-

J€3aleTWIBHOIO MEeTaboIuTa)
noBeicwiiach B 1,6 pasa, B TO
BpeMs Kak 3HaueHHe Crmax
0CTaBaJIOCh COMOCTAaBUMBIM.

B Hacrosuee BpeMs
OTCYTCTBYIOT  JIaHHbIE  IIO
CPaBHEHHIO CO CTaHJApTHOHN
no3oi 150 mr pa3 B CyTKH.
(Pugabyrun ABJISIETCS

UHAYKTOPOM M cyOcTpaTroM

nzopepmenta CYP3A4). Ilpu

COBMECTHOM MIPUMEHEHUHN
KOMOWHAIINHU
JapyHaBUP/pUTOHABUP c

pudadyrunom (150 mr uepes
JICHB) Ha0JIIOJaJIOChH
TOBBINIICHUE CHUCTEMHOU

KOHIICHTPALIMH JTapyHaBUpa

0(1)I/II_II/IaJIBHbI€ peKOMeHI[aI_[I/II/I
oo HaJIeKaniei

y BUY-

Tepanuu
TyOepKysesa
MH(QUUIUPOBAHHBIX MAIUEHTOB.
Ha OCHOBaHUU npoduis
0e30MmacHOCTH KOMOWHAITUT
JapyHaBUpP/pUTOHABUP
yBEJIMUYEHUE KOHIEHTPAIlUU
napyHaBupa Ha (OHE Teparnuu
pudabytuHom  He  TpeOyer
KOPPEKIMHA J03bl KOMOHWHAIIUU
JapyHaBUDP/pUTOHABUP. Ha
OCHOBaHUU
(hapMaKOKHHETHYECKOTO
MOJICTTUPOBAHUSL ITO CHIDKCHUE
no3el Ha 75 % Taxke Kacaercs
MAIMEHTOB, MOJTYYaIOLTUX
pudadbyTuH B n03e,

oTnuaroteicst ot 300 Mr/cyT.

HpOTI/IBOOHYXOJ'ICBBIC nmpemnapaTsbl

JlazaTuHHnO

Hunoruauo

He n3yuanocs.

Hpennonar acTCH, 4qTo

IIpn cOBMECTHOM NIPUMEHEHUU

9TUX JICKAPCTBCHHLIX
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 16.01.2024 N= 560

Y A e w AT

Buno6maactua KOMOWHALUSA

Bunkpuctun JTapyHaBUP/PUTOHABUDP  OyJeT | JapyHAaBUP/pUTOHABUD

IOBBIIIATh KOHLOCHTpalXW 3TUX | BO3MOXHO IIOBBIIIICHUEC Hux

MPOTHBOOITYXOJIEBBIX KOHIICHTPAILlUU, TaKUM 00pa3oM,
MpernapaToB B 1a3Me | BO3MOXKHO YBEJIIMUYCHUE
(nHTHOMpOBaHUE M30(epMEHTA | HEXKEIATeIbHBIX SIBIICHUH,
CYP3A4). 00BIYHO  HAOJNIOAACMBIX  IPHU

IPUMEHEHHUU JTAHHBIX

HeKapCTBeHHBIX Cpe[[CTB.
Heob6xomumo cO0JII01aTh
OCTOPOKHOCTh NP Ha3HAYCHHUH
KaKoro-iuoo u3 ITUX
POTHBOOITYXOJICBBIX

[IpernapaToB B COYETAaHUU C

KOMOMHauuen
JlapyHaBUP/pUTOHABUD.
DBEpPOIUMYC CoBmecTHOE MIPUMEHEHHE
Wpunorexan IBEPOJIMMYCa WJIM HPUHOTEKaHa
C KOMOMHaIuen
JlapyHaBUDP/pUTOHABUP HE
PEKOMEHIyeTCs.
AHTHUIICUXOTHYECKHUE NTPenapaThl/HEHPOIENITUKI
Ksetnanuu He usyyanocs. CoBmecTHOE IIPUMEHEHHE
[Ipennonaraercs, YTO | KOMOMHAIIUU
KOMOUMHAIHS JapyHaBUpP/pUTOHABUP c
JapyHaBUP/pUTOHABUD KBETHAIIMHOM

MOBBICUT KOHIIEHTPAIIMIO 3TOTO | IPOTUBONOKA3aHO,  IOCKOJIBKY
AHTHUTICUXOTHYECKOTO BO3MOYKHO YBEIINYCHNE
mpernapara B IUTa3Me | CBA3aHHOW €  KBETHAIIMHOM
(uHruOupoBaHue n3opepMeHTa | TOKCMYHOCTH (cM. pazzaen 4.3).
CYP3A4). IToBrIIeHNE KOHIICHTPALIUH
KBETHAIIMHA MOXET IPUBOJIUTH K

KOMC.

[lepdenazun He uzyuanocs. B ciyyae COBMECTHOT'O
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 16.01.2024 N= 560

Pucniepuion [Ipennonaraercs, \ %'fﬁ)kﬁ%@ﬁ@ﬁﬂ Sk 'nﬂe_hé'm'r'rbﬁs C
Tuopunasun KOMOWHAIHS KOMOUHAaIen
JlapyHaBUDP/pPUTOHABUD JapyHAaBUP/PUTOHABUP  MOXKET

ITIOBBICUT KOHLCHTPAIOHWIO 3THUX HOTpe6OBaTBCH CHHMXXCHHE HX

AHTUTICHXOTHUYECKUX JI03BI.

MpernapaToB B 1a3Me

(mHTHOMpOBaHUE

n30()epMEHTOB CYP3A4,

CYP2D6 u/vunm P-

[JINKOIIPOTENHA).
Jlypazunion CoBmMmecTHOE MIPUMEHEHHUE
[Mumo3ug KOMOMHAIINH
CepTtunuon JapyHaBUP/pPUTOHABHUP C

JTypa3uj0HOM, MHUMO3HIOM WU
CEePTUHAOJIOM MPOTHUBOMOKA3aHO

(cm. pasnen 4.3).

Bera-anpeHo6iokaTopbl

Kapsennion He n3yuanocs. IIpn cOBMECTHOM NIPUMEHEHUU

Mertomnpoiton [Ipennonaraercs, 4TO | KOMOWHAIMU

Tumoinon KOMOWHAIHS JapyHaBUp/pUTOHABHpP C OeTa-
JapyHaBUP/pPUTOHABUD aipeHo0I0KaTOpaMH

MOBBICUT KOHICHTPAIIHUIO OTUX | pPCKOMCHAYCTCA KIIMHUYEeCKHI

OeTa-apeHO0I0KATOPOB B | MOHUTOPHUHT. ClemyeT permuTh
iazme (MHrUOMpOBaHME | BOMPOC O CHMYKEHUH 03Bl OeTa-
m3odepmenta CYP2D6). aJpeHo0IoKaTopa.

BJ'IOKaTOpBI MEAJICHHBIX» KAJIbIIUECBBIX KaHAJIOB

AMITOTMIIHH He n3yuanocs. IIpu coBMECTHOM NpPUMEHEHUU
Junnrtuazem MoOXHO TNpeAnooKUTb, YTO | ITUX IpenaparoB c
Denoaunun KOMOWHAaIMA KOMOMHaImen

Huxkapaumun JapYHaBUP/PUTOHABUP MOXKET | JapyHAaBUP/PUTOHABUP
Hudenunun NOBBICUTH KOHIIGHTPALMIO | PEKOMEHAYETCSd  KIMHUYECKHUI
Bepanamun OJI0KaTOpOB «MENJICHHBIX» | MOHUTOPUHT TEPANeBTUUYECKUX U

KaJIBIIMEBBIX KAHAJIOB B IJIa3Me | MOOOYHBIX A (PEKTOB.
(uHrubMpoBaHue

nzopepmentoB CYP3A4 n/mmm
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~ -
1 1

oT 1607 202

CYP2D6). '-

NEODBATENBHOCTE U0UT)

['JIFOKOKOPTUKOCTEPOU 1B

['MIOKOKOPTUKOCTEPOUIBI
, MeTabonu3upyeMble B
nepByto ouepens CYP3A
(B

OeTamMeTasoH,

TOM qrcie
OynecoHun, QyTuka3oH,
MOMETa30H, MPEIHU3O0H,

TPUAMIIMHOJIOH)

(DJ'IYTI/IKaSOHZ B KIIMHHYCCKOM

UCCIIEIOBAaHUH, B  KOTOPOM
putoHaBup B no3e 100 mr B
Kafncynax 2 pa3a B CYTKH
MPUMEHSIA B codeTaHuu ¢ S50
MKI' (pIIyTHKa30Ha IPOMHUOHATA
B

UHTpaHa3aJbHO (4 pasa

CyTKH) B Te4YeHue 7 JHell y

3JI0POBBIX T0OpOBOJIBIICB
Ha0JI0/1aJIoCh  CYIIECTBEHHOE
MOBBIIIIEHUE KOHIICHTpaIU

(dayTHkazoHa MpONMOHATAa B

masMe, B TO BpEMA KakK
KOHOCHTpAaIuu SHAOI'CHHOI'O
KOpTHU30Jia CHHMIXaAJIUCh

npumepHo Ha 86 % (90 %
JIOBEPUTEIIbHBIM HMHTEpBa 82-

89 %). Ilpu wHraNAMOHHOM

IIPUMEHECHHUH (ayTukasoHa
MOTYT HaOmojgaTecs  Oomee
BbIp@XEHHbIE  APPeKThl. Y
NaIMEHTOB, MOJTyYaroIuX
puTOHaBUp U (IYTUKA30H
WHTJSIIIMOHHO 170011
MHTpPAHA3aJIbHO,  OTMEYaJIHCh
CHCTEMHbIE

[JIIOKOKOPTUKOCTEPOHIHBIE

3¢ dexTh, BKIOYAS CHHIPOM
Nuenko-Kymunra u
CYIIPECCHI0  HAJANOYEUYHUKOB.
DddexTo BBICOKOI
KOHIIGHTpanuu  (UIyTHKa30Ha

Ha KOHIOCHTpAIUIKO pUTOHABUPA

[Tpu OJIHOBPEMEHHOM

NPUMEHEHHH KOMOHMHAIH
JapyHaBUP/pUTOHABUP U

TIIOKOKOPTHUKOCTCPON OB,

Merabommzupyembix  CYP3A4
(Hanpumep, (hayTukazoHa
MPOIMOHATA W JIPYTHX

MHTSIIMOHHBIX I Ha3aJbHBIX
TTIIOKOKOPTHUKOCTEPOUIOB),

MOXET BO3pacTaTh pHCK
pa3BUTHs CHCTEMHBIX 3(deKToB

TJIIOKOKOPTHUKOCTECPON 0B,

BKJIIOYasg cunapoMm MueHko-
Kymunra u CYIIPECCUI0
HA/MOYEYHUKOB. [IprmMeHeHue
OJIHOBPEMEHHO c

metabonusupyembivu  CYP3A4
IIIIOKOKOPTUKOCTEPOUIaMH  HE
peKoMeHayeTcs, 3a
UCKJIFOYEHHEM CIIy4aeB, KOrja

NOTEHIMaJIbHAs  TOJIb3a  JUIA
nalMeHTa MpeBbIaeT puck. B
TaKUX cITydasx clenyer
HaOJIIONATh 3a MallMeHTaMH Ha
HpeaMeT CHCTEMHBIX 3P (EeKTOB

TIIOKOKOPTHUKOCTCPONUIOB.

Cnenyer pPaccMoOTpeTh,
0COOEHHO B ciydae
HEOOXOJUMOCTH  JUIMTEIBHOTO
NPUMEHEHHS, aJlbTepHATHBHbIC

TIIFIOKOKOPTUKOCTCPOUAbI, MCHEC

3aBHUCHUMBIE metabonn3ma

CYP3A4,

oT

Harpumep,
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MO B RRRE PO T5 000,

B IIJIa3M€ HEU3BECTHEI.

Hpyrue MHTPaHa3aJILHOTO U
[IIFOKOKOPTUKOCTEPOUIBIL: MHTAIUOHHOIO IPUMEHEHUS.
JIEKapCTBCHHbIE

B3aUMOJCICTBUSA HE

H3Y4YaIUCH. Konuenrpanuu

9TUX TpernaparoB B IIIa3Me
MOTYT BO3pacTaTh npu

OOAHOBPCMCHHOM TNPHUMCHCHUU

KOMOUHALIMKA
JapyHaBUP/pUTOHABHD,
MIPUBOIA K CHIDKEHUIO

KOHOCHTpAallMKM KOPTHU30Ja B

CBIBOPOTKE.
JlekcameTa3oH He uszyvanocs. JlekcameTa3oH B KauecTBe
(cuctemMHO) JlekcaMeTa30H MOYKET CHUXKATh | CHCTEMHOI'0 IpenapaTa CleayeT

KOHIICHTPALUIO JapyHaBHpa B | IPUMEHATH C OCTOPOKHOCTHIO B
ia3me (MHAYKIMS | COYCTAaHUM € KOMOHWHaIuen

uzopepmenta CYP3A4). JapyHaBUDP/pUTOHABUP.

AHTaroHMCTHI OHIOTCIIMHOBLIX PCLCIITOPOB

bosenTtan He wu3yuanoce. CoBmectHoe | [Ipy coBMeCTHOM NpUMEHEHHH
IpUMEeHeHHe 0O03eHTaHa ¢ | KOMOMHAIMH

KoMOUHaIuen JlapyHaBUP/pUTOHABUP
JapyHAaBUP/PUTOHABUP MOXKET | pEKOMEHAYETCS ~ MOHUTOPHUHT
MOBBIIIATH KOHIEHTPALUIO | IEPEHOCUMOCTH OO3€HTaHa.
003eHTaHa B IUIa3Me.

bozeHTan MOXeT  CHMXKaTb
KOHIIGHTPALIMIO JapyHaBUpa U
pUTOHaBUpa B miasme

(uanyxuus CYP3A4).

AHTHBUpYCHBIE IPeNapaThl IPSIMOTo AeicTBUA s Tepanuu renatura C

Hneubumopol npomeasvr NS3-4A

Temanpesup 750  wmr | AUC tenampesupa | 35 % KomOunammro
KaX/iple 8§ yacoB Chmin TenampeBupa | 32 % JapyHaBUP/pUTOHABUDP HE
Cmax Tenamnpesupa | 36 % PEKOMEHYETCSl NPUMEHATH B
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-

AUC12h napynasupa | 40 ooﬂ':":'lg%fﬁﬁmh&%ﬁéﬂbgﬁgdﬁj !

Chmin mapynaBupa | 42 %
Cmax AapyHasupa | 40 %

bouenpesup 800 mr 3 | AUC 6onenpesupa | 32 % KomOunanmro

pa3a B CyTKH Chmin 60onienipeBupa | 35 % JapyHaBUDP/PUTOHABHUD HE
Cmax OoueripeBupa | 25 % pPEKOMEHAYeTCs TNPUMEHSTh B
AUC napynaBupa | 44 % COYETAaHHH C OOIEITPEBUPOM.

Chmin napynaBupa | 59 %
Cmax mapyHaswupa | 36 %

I'mexanpeBup/mubpentac | CoBMecTHOE npumerenne | CoBMeCTHOE MIPUMEHEHUE
BHP KOMOHWHALIUA KOMOMHAINN
JapyHaBUP/PUTOHABUD B | JapyHaBUDP/PUTOHABUD c

COYETaHUH C KOMOMHAIMEW | KoMOMHAIen
rJIeKanpeBUp/MUOPEHTACBHP TJIeKapeBUp/IUOPEHTACBUD HE
MOJKET HOBBICUTDH | PEKOMEHAYETCH.
KOHIIGHTPALIMIO TJIeKaIllpeBUpa

u nuOpeHTacBUpa B IIIa3Me

(uHTHOMpOBaHME P-
TJIMKOIIPOTEUHA, Oenka
PE3UCTEHTHOCTH paka

MOJIOYHOHW  JKeJe3bl  W/Win

OATPI1B1/3).

CumenpeBup AUC cumernpeBupa 1 159 % Komb6unamuo
Chmin cumenpesupa T 358 % JlapyHaBUDP/pUTOHABUP HE
Cmax cumenpesupa 1 79 % PEKOMEHIyeTCsl MPUMEHSTh B
AUC nmapynasupa 1 18 % COYETaHUH C CUMETIPEBUPOM.

Cnmin tapyHaBupa 1 31 %

Crax JapyHaBHpa <>

Jloza cummenpeBupa B ITOM
HCCIIEeI0OBaHUH
B3aMOJECICTBUS  COCTaBIIsJIA
50 Mr mOpu  COBMECTHOM
IMPUMCHCHUU C
JapyHAaBUPOM/PUTOHABUPOM |

150 MrB rpynmne MOHOTEpanuu
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CHMETIPEBHPOM. (MOONEQOBATENEHOCTE 000T)
I'pazonpeBup/anbacsup | [Ipenmonaraercs, yro | KomOunanuto
KOMOWHAIHS JapyHaBUP/pPUTOHABUD
JapyHaBUP/PUTOHABUD MPOTHBOIIOKA3aHO TPUMEHSTH B
MTOBBICHT KOHIIGHTPAIMIO | COYETAaHUM C  KOMOHMHaIueH
rpa3onpeBupa B Ia3Me | Tpa3onpeBup/mdacBUp (cm.
(mHTHOMpOBaHUE paznen 4.3).
modepmentoB CYP3A4 wu
OATPI1B).
PactuTenbHble mpenaparsl
3Bepoboit He uzyuanoce. KomOunanmro
MIPOIBIPSIBICHHBIH [penmonaraercs, 4TO | JapyHaBUP/PUTOHABHP

(Hypericum perforatum) | 3Bepo0oii  TPOABIPSABICHHBIN | TPOTHBOIIOKA3aHO MPUMEHSTH B
Oy/eT CHIKATh KOHIICHTPALIMIO | COYETAaHUU C  IIperaparami,
JapyHaBUpa W PUTOHABHpA B | COAEPKALIUMU HKCTPAKT
mwiazme (uaaykius CYP450). | 3Bepobos MIPOJIBIPSIBJIEHHOT O
(Hypericum perforatum) (cm.
pasznen 4.3). Eciiu manueHT yxe
MoJIy4aeT 3BepoOOi
MPOJBIPSBICHHBINA, HEOOXOIMMO
ero OTMEHHTH u, 1o
BO3MOYKHOCTH, TIPOBECTH aHAJIN3
YPOBHS BUPYCOB.

Konnentpanus napyHasupa (a
TaKk)ke€  pPUTOHABHUPA)  MOXKET
MTOBBICUTHCS npu OTMCHE
3Bepo00s  MPOABIPSBIECHHOTO.
JlaHHbI UHIYLUPYIOLIUN
3 PEeKT MOXKET COXpaHATHCS B
TEUCHHE M0 KpahHeh wmepe 2

HEACDb ITOCIC OTMCHBI 3BCpO6OH

IIPOJBIPSIBICHHOTO.
WNuruduropsl 'MI'-KOA-penykTazbl
JloBactaTuH He nzyuanocs. IToBbiIEHME KOHLEHTPALUN
CuMBacraTuH [Ipennonaraercs JI0OBacTaTMHA WJIA CUMBacTaTHHA
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|
3HAa4YUTCIBHOC I10B >IIJ_I€HI/IC|'I I

TEAREBNE Rier © Bolikhrs

KOHIICHTpALMi JIOBAaCTaTWHA M
CHMBacTaTHHa B IUIa3Me NpHU
COBMECTHOM TPUMCHEHUH C
KOMOUWHAIHeH
JapyHaBUP/pUTOHABUD
(maTHOMpOBaHUE M30(epMeHTa

CYP3A).

MMHOIIaTHUIO, B TOM qHUCJIIC

pabaomuonu3. Takum obOpazom,

COBMECTHOE HpUMEHECHHE
KOMOWHAIMU
JapyHaBUP/pUTOHABUP C

JJOBACTaTHHOM HJIN
CHUMBACTaTHHOM

IIPOTUBONOKA3aHO (CM. pas3zaen

4.3).

ATopBacTaTuH

10 mr 1 pa3 B cyTku

AUC aropBactatuna 1 B 3-4
paza

Cnmin aTopBacTatuHa 1 B = 5,5-
10 pa3

Cmax aTopBactatuHa T B = 2
paza

# napyHaBupa

B ciay4dae MPUMEHEHUS
AtopBacTaTuHa ¢ KOMOMHAIMEH
JapyHaBUP/pPUTOHABUP

peKoMeHlyeMasl HauaibHasl 103a
aTopBacTaTUHA COCTaBIIsICT
10 mr 1 pa3 B cyrku. Bozmoxxkno
IIOCTEIIEHHOE TOBBIIIEHNUE 03Bl
aTOpBacTaTUHA B COOTBETCTBUU C

KIIMHUYCCKHUM OTBCTOM.

[IpaBactatun 40 wMr

OJIHOKPATHO

AUC npaBacraruna 1 81 %*
Cmin mpaBactatuaa H/O
Cmax mpaBactatuna 1 63 %

* B OTrpaHUYEHHOU
cyononyssiuu MAIMEHTOB

Ha0II01aI0Ch YBEIMYEHHE JI0 5

pas.

Eciu TpebOyercs coBMecTHOE
MPUMEHEHHUE TpaBacTaTHHA C
KOMOMHaIHeH
JapyHaBUpP/pUTOHABHP,
PEKOMEHJIyeTCsl HauuHaTh C
MUHAMAaIbHOH BO3MOKHOM JT03BI
MpaBacTaTUHA C TUTpaAUUEH 10
JKEIIaeMOoro KIHHHYECKOTO
spdexkta ¢  MOHMTOPUHIOM

0€30I1aCHOCTH.

PosyBacrarun 10 wmr 1

pa3 B CyTKH

AUC posyBacratuna T 48 %*
Crmax po3yBactatuna 1 144 %*
* Ha OCHOBaHHUH

OHY6J'II/IKOBaHHBIX JaHHBIX.

Eciu TpeOyercs coBMecTHOE
MPUMEHEHHE pO3yBacTaTHHA C
KOMOHMHaIuen
JlapyHaBUP/pUTOHABHUD,
pPEKOMEH/yeTCsT  HauWHaTh C

MHUHHAMAJIBHON BO3MOKHOU JTO3BI
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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T PosVshtia ung Ctntparigii 1o

KEIAeMOTo KIIMHUYIECKOTO
abpdexkta ¢  MOHUTOPHHTOM

0€30I1aCHOCTH.

JIpyrue runoaunuaeMuyecKue mpenaparsl

Jlomuranmy KomOuHnamus CoBMecTHOE HCIOJb30BaHUE
JapyHaBUP/PUTOHABUP MOXKET | KOMOWHAIINH

MOBBIIIATh KOHIICHTPAIMIO | JapyHAaBUP/PUTOHABUP n
JIOMUTAIInaa HpI/I COBMCCTHOM | JIOMHUTAIINIA HpOTI/IBOHOKaSaHO
HCTIOJIb30BAHU U (cm. paznen 4.3).

(maTHOMpOBaHUE M30(epMeHTa

CYP3A4).
biiokaTopsl H2-ructaMmHOBBIX pelienTOpOB
Panutunun # AUC napyHaBupa < Komb6unanuro
150 mr 2 pasa B cyTKu # Cmin JapyHaBHUpa <> JTapyHaBUP/PUTOHABUDP  MOXKHO
# Crmax JapyHaBHpa <> IPUMEHSTh B COYETaHUH C
0JI0KaTopamMu H2-

I'HCTaMUHOBBIX PCUCIITOPOB oe3

KOPPCKIUU OO3bI.

NMMmyHOCYTIpeccaHThl

Hukmocniopun He uzyuanocs. Konuentpamus | B ciay4dae COBMECTHOTO

Cuponumyc 9TUX  UMMYHOJIETIPECCAHTOB | IPUMEHEHUSI  PEKOMEH]IyeTcs

Takponumyc MOBBICUTCS TIPU COBMECTHOM | T€PANEBTUUYECKUH MOHUTOPUHT
MPUMEHEHHH C KOMOWHAIMeW | KOHIEHTPAIuu
JapyHaBUP/pPUTOHABUD UMMYHOCYTIPECCAHTOB.
(uHrHOMpoBaHUe
uzodpepmenta CYP3A4).

DBEPOIUMYC CoBmecTHOE MIPUMEHEHHE

IBEpPOJIUMYCa C KOMOHWHAIuen

JapyHaBUP/pPUTOHABHUP HE
pPEKOMEHIyeTCH.
WHaransiuonHsie 0eTa-aIpeHOMUMETHKN
Canmerepon He wusyuanoce. CoBmectHoe | CoBMECTHOE MIPUMEHEHHE

NPpUMCHCHUC CAJIMETCPOJIa U | CAIIMCTEpPOJIa C KOM6I/IHaLII/ICI>'I
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JlapyHaBHpa ¢ HU3KUMHU noslgM;r:

AR 000 e

PUTOHABHpA MOXKET IIPUBECTHU K
MOBBIIIEHUIO  KOHLIEHTPALUH

CaJIMETEPOJIa B IJIa3MeE.

pexoMeHnayercs. B pesynbrare
UCIIOJIb30BaHUS 3TOH
KOMOUHaIUu BO3MOXHO

IMOBBIICHHUC PUCKA CCPACHHO-

COCYJIUCTBIX  HEXEeJIaTeJbHBIX
SIBJICHUH, CBSI3aHHBIX C
CaJIMETEPOJIOM, BKJIIOYAS
ymiunenne — uHTepBasia  QT,

CUJIbHOE  cepaleOueHne U

CUHYCOBYIO TaXHUKAPIUIO.

HapKOTI/I‘leCKI/IC aHaHBFCTI/IKI/I/TepaHI/IH OHHOH,HHOﬁ 3aBUCHUMOCTH

Metanou
WHJIMBUIyQJIbHBIC JT03bI B
nuamnas3one ot 55 mo 150

Mmr 1 pa3 B CyTkH

AUC R(-) meramona | 16 %
Cnmin R(-) meTamona | 15 %
Cmax R(-) meTamona | 24 %

B HaJaje COBMECTHOTO
NpPUMEHEHHs C KOMOHMHaIUen
JapyHaBUP/pPUTOHABHUP

KOPPEKIHs 703l MeTaJl0oHa He
Tpedyerca. Tem He wMeHee, B
CJIy4ae COBMECTHOT'O

OPUMEHEHHUs Ha HPOTSHKEHUH
Oosiee  JUIMTENIBHOTO IEPHOAA
BPEMEHH, MOXKET MOTPEOOBATHCS
U3MEHEHUE

O3Bl  METao0Ha.

TakuMm oOpa3om, peKOMEHyeTCs

KJIIMHUYECKUI MOHUTOPUHT,
IIOCKOJIBKY y HEKOTOPBIX
MallEHTOB MOXKET
noTpedoBaThCs KOppPEKLHU

HOI[,I[ep)KI/IBaIOH_[eﬁ TCpalru.

Bynpenopdun/Hanokcon
8 mr/2 mr — 16 mr/4 mr 1

pa3 B CyTKH

AUC 6ynpenopouna | 11 %
Cmin OymipeHOphUHA <>

Cmax Oymipenop¢una | 8 %
AUC nopbynpenopdpuna 1 46
%

Cmin HOpOyTIpeHopduHa T 71 %
Crax HOpOyTIpeHOpdUHa T 36 %

Kimmandgeckas 3HAYUMOCTD

YBEJIMYEHUS rnapameTpoB
(bapMaKOKUHETUKU
HopOynpeHopduHa HE
yctaHoBieHa. IIpu coBmecTHOM
NPUMEHEHUH C KOoMOHMHauuen

JapyHaBUP/pUTOHABUP
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>

AUC HaJ0KCOHA <«

ST

Chin HaTOKCOHa H/O

Cax HAJIOKCOHA «>

MOXET HE€ MOTpPeOOBaThCS, TEM

HE  MEHee, PEKOMEHAYEeTCs
TINATEIbHBIN KIIMHAYECKUH
MOHUTOPHUHT Ha peaMeT
CHMITOMOB OIMMaTHOMN
TOKCUYHOCTH.

®deHTaHUI, OKCHKOJIOH,

TpamaaoJ

CoBmecTHOE IpUMEHEHHE
KOMOWHAINH

JapyHaBUP/pUTOHABUD C
(eHTaHUIIOM,  OKCHKOIOHOM

WIH  TpPaMazoioM  MOXET
MTOBBICUTH KOHIICHTPAITUIO dTHX
AQHATBIETUKOB (MHTHOMPOBAHUE
nzopepmentoB CYP2D6 n/mnm

CYP3A4).

[Ipn coBMecCTHOM NPUMEHEHUU
KOMOWHAINN

JapyHaBUP/pUTOHABUP C
(eHTaHUIIOM, OKCHKOJIOHOM W
TPaMaJgojIoM  PEKOMEHIYeTCs

KIIMHUYECKUIN MOHUTOPHUHT.

DCTpOoreH-coaepKaime Ko

HTpaLENTUBHBIE IIPEIapaThl

DTUHWIACTPAAUOI
Hopatuanpon 35 wmxr/l

Mmr 1 pa3 B cyTku

AUC
44 %

STUHWIACTPAAUONA |
Chin aTHHWIIICTpaauona | 62 %
Chnax dTHHIIACTpaanona | 32 %
AUC nopatunapona | 14 %
Chmin HOpaTHHIpOHA | 30 %

Cinax HOpITUH/IPOHA <>

JpocnupeHoH
OTUHWIACTPATUOT

(3 mr/0,02 mr 1 pa3 B
CYTKH)

Bnusnne KOMOMHAINHU

JapyHaBUp/pUTOHABUP Ha
KOHLIEHTPALUIO IPOCIHUPEHOHA

HE U3YYEHO.

Ecmu 3CTPOTEHCOACPKAILINE
KOHTPALICTITUBBI IPUMEHSIOTCS B
COUeTaHMM C KoMOHWHanuen
JapyHaBUpP/pUTOHABHUP,

PEKOMEHAYECTCA HCIIOJIb30BAHUC

aJIbTePHATUBHBIX 58101
JIOTTOTHUTEIIBHBIX CpEeacCTB
KOHTpALIETIUH. 3a
MAIUEHTKAMH,  TOJIYYarOIIUMU
ACTPOTEHBI B KauyecTBe
TOPMOHO3aMECTUTENHHOM
Tepanuu, HEO00XO0INMO
HaOJIFOJaTh Ha peaMET
CHMIITOMOB ACTPOTEHOBOM
HEJI0CTaTOYHOCTH. IIpu
COBMECTHOM IPUMEHECHUN
KOMOMHAINH
JapyHaBUDP/pUTOHABHUD c
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TR R R e

npernapaTaMM  pPEKOMEHIYyeTcs

KIWMHAYECKUH MOHUTOPHUHI' B

CBA3M C PHUCKOM  pPa3BUTHUSA
TUIEPKATUEMUH.

AHTaroHUCTHI OMUOUIHBIX PELIEITOPOB

Hanoxkceron He uzyqanocs. CoBmMmecTHOE MIPUMEHEHHUE
KOMOMHAINU
JapyHaBUP/pPUTOHABUD u

HAJIOKCEroJia IMPOTHBOIIOKA3aHO

(cm. paznen 4.3).

Wuruduropst hochomuscrepassl 5 tuna (O/13-5)

Hns

SPEKTUIHLHON

JICYCHUA

TUCHYHKIINH
ABanagun
Cunpnenadun
Tamanadwun

Bapnenadun

B HUCCIEIOBAHUU
B3aHUMOCUCTBUA #
COIIOCTABUMBIE CHCTEMHEIE
KOHIICHTpalluu  cuieHaduna
HaOJIIOJATUCH rmocie
OJIHOKPATHOI'O nmpreMa

cunneHaduna B go3e 100 mr B
BHJIC MOHOTEpAaliKi U B JI03¢
25 mr B COUETaHUU c
KoMOMHanHei

JapyHaBUP/pUTOHABUP.

[lpumenenne  aBanapmina B
COYeTaHMH C  KOMOHWHAIHEil
JlapyHaBUP/PUTOHABUP

IIPOTUBONOKA3aHO (CM. pa3zaen
4.3).

Hpyrue unruduropst ®LD3-5 ms
JICYECHUS 3PEKTUIILHOMN
TUCOYHKIIMM B COYCTAHHH C
KOMOUWHAIIUEH
JapyHaBUP/PUTOHABUD CIETYET
MIPUMEHATH C OCTOPOKHOCTHIO.
Ecmu

IIOKa3aHO COBMCCTHOC

MIPUMCHCHUE KOMOHWHAIIAN
JapyHaBUpP/pUTOHABUP c
cuiiieHaduiIoM, BapaeHapHIOM
1501051 Taganaduaom,
PEKOMEHTyeTCS preM
cunaeHaduIa B pa3oBoOi 03¢ HE
Bele 25 wMr 3a 48 4acos,
BapjeHa(duIa B pa3oBoOii 103¢€ HE
BhIIE 2,5 Mr 3a 72 d4aca wiu
Taganadpuia B pa3oBOM 103€ HE

Boire 10 mr 3a 72 yaca.
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Jnsa nedeHus neroyHou

He wsyuanocs. [Comectioeq

"Besbrathhir 51 S hekiHbhan

apTepUaIbHON pUMEHEHHE cuiieHaduIa Win | 1o3a cuiaeHaduia s JTeueHus
TUIEePTEeH3UU Taganapuna B KayecTBE | JIETOYHOM apTepHalbHOM
Cunpenadun MpernapaToB  Juid  JIEUEHUS | TUIEPTEH3UHU MPU MPUMEHEHUH B
Tananadun JIETOYHOM apTepuaIbHOM | COUETaHMM €  KOMOWHaIuen
THIEPTEH3MH M KOMOWHAIMH | TapyHABUP/PUTOHABUD HE
JapyHaBUP/pPUTOHABUP MOJKET | ycTaHOBJieHa.  [loTeHuuanbHO
MPUBOJIUT, K  MOBBIIICHUIO | BOZMOXXHO yBEJIMYCHHE
KOHIIGHTpAaLlMU  CWiIJeHa(duiIa | CBA3aHHBIX C  CHJIZACHA(UIOM
Wi Tajganapuia B IUIa3Me. | HeXeIaTeIbHbBIX SIBJICHUI
(MarubupoBanue  depMeHTa | (BKIIOUas 3pUTETbHBIE
CYP3A4). paccTporcTBa, TUIOTCH3UIO,
JUTUTETHHYIO IPEKIUI0 u
CHHKOITAJIbHOE COCTOSIHHE).
Takum 00pa3oM, COBMECTHOE
MIPUMEHEHUE KOMOHMHAILIUU
JapyHaBUP/pUTOHABHUP u
cwineHaguina Ui JICUCHUS
JIErOYHOMN apTepHAIBHON
TUMEPTEH3UU MPOTHUBOMOKA3aHO
(cMm. pazzmen 4.3).
CoBmMmecTHOE MIpUMEHEHNE
Taganapuima I JICYCHUS
JIErOYHOM apTepHUaIbHON
TMIIEPTEH3UUM C KOMOMHaIuen
JapyHaBUpP/pUTOHABUP HE
PEKOMEHIyeTCs.
WHrubutopsl MpOTOHHON MOMIIBI
Owmernpazon 20 mr 1 pa3z B | # AUC napynaBupa <> KomOunanmro
CYTKH # Cmin JapyHaBupa «> JapyHAaBUP/PUTOHABUD  MOKHO
# Cmax JapyHaBUpa <> OPUMEHATh B COYETAaHMHU C
MHTUOUTOpaMU POTOHHOM

MOMTIIBI 0€3 KOPPEKIINH JT03HI.

CenatuBHBIE/CHOTBOPHBIC

npenaparsl

bycniupon

He nsyuanocs.

HpI/I COBMCCTHOM HPUMCHCHHUU
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 16.01.2024 N= 560

Kinopazenar CenaTuBHBIE/CHOTBOPHEIE (MOC %M‘ﬁﬂgﬂp EHOCTE000T)
Huazenam mpemapaTsl B 3HAYUTENBHOM | JapyHABUP/PUTOHABUDP C ITHMH
Dcrazonam o0beMe  MeTabOoJIM3UPYIOTCS | CEAaTUBHBIMI/CHOTBOPHBIMU
®dnypazenam m3odepmentom CYP3A4. cpeacTBamMu peKOMeH1yeTCs
Munazonam CoBMecTHOE NPUMEHEHUE C | KIMHUYECKUN MOHUTOPHHT,
(mapeHTepaibHO) KoMOWHaImen KpOME TOrO, CJE€AyeT peluTh
3onnuaem JTapyHaBUP/PUTOHABUP MOJKET | BOIIPOC O CHUIKEHHUH J03bI ITUX
BBI3BATh 3HAYUTENIHOE | IPEeraparoB.

ITIOBBIIIICHHUEC KOHICHTpAun

3THUX IIPENapaToB.

IIpu coBmecTtHOM npuMeHeHuu | Ecnu MH1a30J1aM
MHJ1a30J1aMa [IAPEHTEPAIbHO C | MapEHTEPAIBHO Oyner
KoMOuHanuen IPUMEHATBCS B COYETAHUU C
JapyHaBUP/pUTOHABUD KOMOMHauuen

BO3MOKHO 3HAYUTENBHOE | ITapYHABHP/PUTOHABUD, JCUCHHE
IIOBBIIICHUE KOHIIEHTPaluU | HEOOXOIMMO HAa4YMHaTh B
3TOro 6eH30/1Ma3enuHa. YCIIOBHSIX OTIEICHUSA

JlanHble 1O  COBMECTHOMY | mHTeHCHMBHOW Tepanuu (OUT)

MIPUMCHCHUTIO MHuJasojiama | UJii B aHaJIOTUYHBIX YCIIOBUAX, B
MNapCeHTCpAJIbHO €  JAPYI'MMH | KOTOPBIX MOXKECT OBITh
I/IHFI/I6I/ITOpaMI/I MMpOTCa3bIl obecrneueH TH.IaTeJ'ILHLIfI
YKa3bIBalOT HABO3MOXXHOCTb KIWMHAYECKUH MOHUTOPUHT H

ITOBBIIIICHU ST KOHHGHTpaHI/II/I HaaJexamias TepaHI/Iﬂ B Cﬂy‘lae
MUJa3oaMa BIuiasmMe B 3-4 | yrHeTeHUs IBIXaTeNbHOr0
paza. LeHTpa  W/WIM  JUIUTEIbHOU
cemaruu.  CrnemyeT  pemiuTh
BONIPOC O KOPPEKIHH O3B
MHJa30j1aMa, B OCOOEHHOCTH B

ciIydae MMPUMCHCHUA 9TOro

npernapara Oonee yem
OJTHOKPATHO.
Munazonam [Tpumenenue KOMOWHAIUU
(mepopasibHO) JlapyHaBUP/PUTOHABHP c
Tpuazonam TPHA30JIaAMOM WJIM MUAJIA3071aMOM
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(cMm. pasnen 4.3).

[IpenapaTs! 1)1 Tepanuu MpeKIeBPEMEHHOMN ISIKYIIALNUN

JamokceTun Het nagurix CoBMecTHOE MIPUMEHEHHUE
KOMOHWHAIIUU
JapyHaBUP/pPUTOHABUP U

JAaIllOKCE€TUHA IIPOTHBOIIOKa3aHO

(cm. paznen 4.3).

HpenapaTbl AJIg JICUCHU A YUYAIICHHOI'O MOUYCUCITYCKAHUA U HEACPKAHUA MOYU

®de30TepouH Het nagurix Cnenyer o0 1aTh
Conudenanun OCTOPO’KHOCTh NP COBMECTHOM
MIPUMEHEHUHN KOMOMHAIINHN
JapyHaBUP/pPUTOHABUP C
YKa3aHHBIMU npenapaTamu.

HeoOxomuMmo HaOroneHue 3a
MOOOYHBIMHU peaKIusIMH,
CBSI3aHHBIMU C (De30TEPOAMHOM U
cosu(heHAITHOM, BO3MOYKHO
noTpeOyercsi CHUKCHUE JI03bI

YKa3aHHBIX [IpEnapaTosB.

# VccnenoBanus NpOBOJWINCE C J103aMH JIJapyHAaBHpa HUXKE PEKOMEHJOBAHHBIX WM C JIPYTUM
PEKUMOM JI03UPOBAHMUSL.

T OddexTuBHOCTH M Oe30macHOCTh npenapara JlapyHasup ¢ putoHaBupoM 100 Mr u no0bIMH
apyrumu  uHruouropamu BHUY  (manpumep, ¢docammpeHaBUpoM, HeI(GUHABUPOM U
tunpaHaBupom) y BUYU-uHpUIMpPOBaHHBIX MalMeHTOB He ycTaHoBleHa. COrNacHO TEKYyLIMM
PEKOMEH/IALUAM T10 JICUEHUIO, TepaIusl, BKIOYaoas 2 UHrMOuTopa NpoTeasbl, Kak MPaBUiIo, HE
PEKOMEHYeTCs.

| UccnenoBanue npoBoIMIOCH C UCIOIb30BaHUEM TeHOGOBHUpa Au3onpokcuiia pymapara 300 mr

1 pa3 B CyTKH.

4.6. DepTUIBLHOCTD, 0€PEMEHHOCTDH U JIAKTAIUS

bepemeHHOCTD

ITonHOLIEHHBIX HCCIEA0BAHUM y 6CpeMCHHBIX JKCHIIUH I10 OLICHKC BJIMAHUA JapyYHaBHUPa HA HCXO[

6epeMCHHOCTI/I HC IMMPOBOAUIIOCH. HccnegoBanuss Ha J>KHBOTHBIX HE BBISIBHIIU Yy HAapyHaBHpa
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

¢bepTiiibHOCTE. B nccnenoBanusaX y KpbIC JapyHaBUP HE OKa3bIBaJl BIMSHUS HAa CIIOCOOHOCTH K
Pa3MHOXKEHHUIO U (PePTHILHOCTb.

Jlis HaOnrozieHus 3a BAMSHMEM Ha IUIOJ M OpraHU3M Marepu co3faH Peructp ciyuyaeB npuéma
aHTUPETPOBUPYCHBIX IpenapaToB BO BpeMs OepeMeHHOCTH (Www.apregistry.com). JlaHHBIN
pETUCTp sBISIETCS TOOPOBOJIBHBIM MTPOCHEKTHBHBIM HAOIIOIaTEIbHBIM UCCIIEJIOBAHUEM C IIEIBIO
cOopa M OLEHKHM JAHHBIX O BIUSHUM IPHUEMA AHTHUPETPOBUPYCHBIX IPENapaToB Ha HCXOJ
OepemeHHOCTH. [laHHBIE O NPUMEHEHUM [apyHaBUpa B IEPBOM TpUMECTpe OepeMEHHOCTH
JIOCTaTOYHBI JUIs OLICHKH €0 BIMSHUS Ha YBEJIMYEHUE PUCKA MOSABICHUS BPOXKIECHHBIX 1€(PEKTOB
mwioga. K HacroseMy BpeMEHHU MOKa3aHo, YTO JapyHaBUP HE YBEIMUUBAET PUCK BOSHUKHOBEHUS
BPOXKJICHHBIX JE(PEKTOB TIO/A.

KomOunanus napyHaBup/puTOHaBUp IPU COBMECTHOM IIpHUeMe ¢ 6a30BOM Teparueil olleHuBaiach
B KJIMHUYECKOM HCCIIEZIOBAaHMM C ydacTHeM 36 OepeMEeHHBIX >KEHIIMH BO BpeMs BTOPOro M
TPETBEro TPUMECTPOB OepeMeHHOCTH. DapMaKOKMHETHYECKHE aHHBIE I[OKA3alH, YTO
KOHIICHTPAallMH JapyHaBHUpa W PUTOHABHpAa BO BpeMs OEpEeMEHHOCTH OBLIM HIDKE, YeM B
nociaepooBoM nepuoze (6-12 nenens). Bupyconoruueckuii 0TBET COXpaHsUICS B 00€UX Ipymmax
Ha [IPOTSDKEHUU BCero uccaenosanusa. OTCyTcTBOBaja BEpTUKaJIbHAA IIEpejadya BUpyca OT MaTepu
K MiageHny y 31 mnauuMeHTKd, NPUHUMABIIMX AHTUPETPOBUPYCHYIO TEpAIUI0 BIUIOTH 10
ponopaspemnienus. KomOuHanus gapyHaBUp/pUTOHABHP XOPOIIO IEPEHOCHIIACH MPH MPHEME BO
BpeMsi OepeMEeHHOCTH M B mociepopoBoil nepuoj. IIpodpuns Oe3onmacHOCTH B JTaHHOM
UCCIIEIOBAaHUU OBbLT COMOCTABMM C TAaKOBBIM Y B3pOCIBIX HMallMEHTOB, HH(puIMpoBaHHbIX BUY u
MPUHUMAIOIINX KOMOWHAIUIO IapyHABUP/PUTOHABHD.

Komb6unanuio napyHaBup/puTOHaBHpP MOXKHO Ha3HauaTh OEPEMEHHBIM KEHIIMHAM TOJIBKO B TE€X
cilyyasix, KOrJa OXHjaaemas Iojb3a ee MpPUMEHEHUs Juid Oyayled maTepu MepeBelnBaeT
MOTEHLMAJIBHBINA PUCK IS IUIOAA.

Jlakranms

HewussectHo, cioco0OeH 1 1apyHaBUp IPOHUKATH B IPYAHOE MOJIOKO. VccnenoBanus Ha Kpbicax
MIOKa3ajJM, YTO JapyHaBHp IPOHUKAET B MOJIOKO. YUHThIBas BO3MOXKHOCTb mepenaun BUY c
IPYJHBIM MOJIOKOM, a TAK)KE PUCK CEPbE3HBIX MOOOUHBIX 3()(HEKTOB y TPYAHBIX JAETEH, CBI3aHHbIIHI
C BO3JEHCTBMEM Ha HHUX JAapyHaBupa, BUU-unpuuupoBaHHbIE >KEHIIMHBI, IOJy4YaOLIUe
npenapat lapyHaBup, JOJKHBI BO3JEPKUBATHCS OT IPYIHOTO BCKapMIIMBAHHUS.

DepTUabHOCTD

B nccnenoBanusax Ha KpbICax HE OBLIIO BBISIBJICHO BIUSHMS Ha (I)epTI/IJIBHOCTB.
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MeXaHU3MaMH
He npoBoauiiock uccienoBaHuil Mo U3y4EHUIO BIMSHUAS KOMOWHAIIMY JapyHABUP/PUTOHABHDP HA
CIOCOOHOCTH YIPABIISATh TPAHCHIOPTHBIMH CPEICTBAMH M MexaHu3MaMu. OHaKo, HEO0OXOAUMO
NPUHUMATh BO BHHMaHHE TOT (aKT, YTO Yy HEKOTOPHIX MAIMCHTOB BO BpEMS JICUCHUS
KOMOWHAIMEW JapyHaBUP/pUTOHABHDP HAOJIONANOCh TOJOBOKpYkeHue. I[lpu mosBieHUn

TOJIOBOKPYXKCHUA CICAYCT BO3ACPIKATHCA OT BBIIIOJIHCHUA YKa3aHHBIX BUJOB ACATCIIBHOCTHU.

4.8. HexxesaTesIbHbIE peaKIIUU

Pesrome npoduiist 6e3onacHocT

HaubGonee yacThiMM TOOOYHBIMH JEHCTBUSIMU BO BpeMsl KIMHUYECKUX HCCIICIOBAaHUN U B
MOCTPETUCTPALIMOHHOM TepHoje ObLIM: auapesi, TOLIHOTA, ChIlb, T'OJOBHAas OOJIb M PBOTA.
HaubGonee uacTeiMU cepbe3HBIMH TOOOYHBIMH JCUCTBUSAMH OBUIM: OCTpas MOYeYHas
HEJOCTAaTOYHOCTh,  WH(APKT  MHUOKapaa, CHHIPOM  BOCCTAHOBJIICHHS  HWMMYHHTETA,
TPOMOOIIUTOTICHHSI, OCTCOHEKPO3, TUapesi, TeIAaTUT U JIUXOPaJIKa.

Pe3roMe HekenaTebHBIX PeaKIUN

[ToGounble AECTBUS MPUBEICHBI B COOTBETCTBUU C CHUCTEMHO-OpraHHOW KiaccupuKanuen u
pacrpeneneHsl o 4YacToTe BOSHUKHOBEHHS. B Ka10if 4acTOTHOW Tpymie moOoYHbIe TEHCTBHS
NIPEJICTABJICHBI B MOPSIKE YMEHBIICHHUS X CEPbE3HOCTH.

[ToGounbie 3(]QexTsl, oOoTMeUaBIIMECS B KIMHAYECKUX HCCIENOBAaHUSX U B  XOJe
HOCTPErCTPALIMOHHOTO ONbITa NPUMEHEHUs JapyHaBUpPa, MPUBEJICHBI B COOTBETCTBUU C
knaccudukanueir MedDRA; yacTora moOounHbIx 3()EKTOB ompeneneHa CiaeayomuM o0pa3om:
ouenvb yacmo (= 1/10); yacmo (> 1/100, vo < 1/10); neuacmo (= 1/1000, HO < 1/100); peoxo
(> 1/10000, HO < 1/1000); ouenv peoxo (< 1/10000); uwacmoma neussecmua (He MOXET OBITH
OllIEHEHa Ha OCHOBE UMEIOIMXCS JAHHBIX ).

Hngpexyuu u uneazuu

Heuacmo: reprietndyeckast THQEKIUS.

Hapywenus co cmoponvl kposu u aumgpamuueckoui cucmemol

Heuacmo. TpoMOOIIMTONEHUS, HEUTPOIEHHUSI, aHEMUSI, JTIEUKONIEHUS;

Peoxo: r03uHODUIMS.

Hapywenus co cmopoHnbl uMMyHHOU cucmembl

Heuacmo: cunapoM BOCCTaHOBIICHHUSI UMMYHUTETA, (JIEKapCTBEHHAs1) TUIIEPUYBCTBUTEIBHOCTD.
OHOOKpUHHbBLE HAPYUWEHUSL

HewacTo: runotupeos, NOBBIIEHNE KOHIEHTPALUU TUPEOTPOITHOTO TOPMOHA B KPOBH.
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Hapywenus memabonuzma u numarnus (MOCNEACBATENBHOCTE 0001)

Yacmo: nunoguctpodust (B TOM HYMCIE JUNOTHIEPTPOdUs, TUMOAUCTPOHS, JTUIOATPOPUs),
caxapHbIi [ualeT, THIePTPUTITMLEPUIEMHUS, TUIIEPXOJIECTEPUHEMHUS, THIICPIUIHICMHUS,;
Heuacmo: mnoparpa, aHOpeKCHs, CHUXXCHHE alllleTUTa, CHUKEHUE/TIOBBIIIEHHE MAacChl Tela,
TUIEPIIIMKEMHUs], THCYTMHOPE3UCTEHTHOCTh, CHUKEHHE KOHIICHTPAI[UH JTUIOIPOTENHOB BHICOKOM
IUIOTHOCTH, TTOBBIIICHHUE aNIEeTUTA, TTOJIUAUIICHUS, TOBBIIICHHE AaKTUBHOCTH JIAKTATACTUAPOTEHA3HI
B KPOBHU.

Tcuxuyeckue napywenus

Yacmo: 6eccoHHUIIA;

Heuacmo: nenpeccusi, 1e30pHeHTalus, TPEBOra, HApyLIEHUS CHA, aHOMAJIbHbIE CHOBUJCHMS,
KOIIIMapHbIe CHOBUJICHUS, CHIKEHHE JINOHI0;

Penko: cmyraHHOCTh CO3HaHMSI, CMEHBI HACTPOEHUSI, 0ECITOKOICTBO.

Hapywenus co cmopoHul HepaHOU cucmembl

Yacmo: ronoBHas 601k, epudeprudeckas HeHpomaTus, roJIOBOKPYKEHHUE;

Heuacmo: 3aTOpMOXEHHOCTb, IApecTe3us, TUIECTE3Us, JUCIEB3Us, HAPYIICHWUs BHUMAaHMUS,
HapYIICHUS MaMsTH, COHIHBOCTS;

Peoko: 0OMOpOK, Cy10poTH, areB3usi, HapylIeHue putMa ¢a3 cHa.

Hapywenus co cmoponvl opeana 3penus

Heuacmo: runepeMusi KOHbIOHKTUBBI, CyXOCTb CIU3UCTON 000I0YKY TJ1a3;

Peoxo: napyuienue 3peHusl.

Hapywenus co cmoponwl opeana ciyxa u nabupunma

Heuacmo: BecTuOynsipHO€ TOTOBOKPYKEHUE (BEPTHUTO).

Hapywenus co cmoponvl cepoya

Heuacmo:  uH(papkT  MMOKapjaa, CTEHOKapaus, y/ulnHeHue  uHTepBana QT  Ha
AIIEKTPOKApIMOTpaMMe, TaXUKaPAUs;

Peoko: octpeiit nHGapKT MUOKapa, CHHYCOBast OpaJuKapausi, OUTyIeHue cepaAlecOneHus.
Hapywenus co cmoponwl cocyoos

Heuacmo: noBbIIIEHNE apTEPUATIBHOTO AABICHHUS, «ITPUITUBBD».

Hapywenus co cmoponwl OvixamenbHOU cucmemsl, Op2aHos epyOHOLL KIemKU U CPedoCmeHUs]
Heuacmo: onpliika, Kaiieiab, HOCOBOE KPOBOTEUEHHE, TIEPIICHUE B TOPIIE;

Peoko: punopest.

Kenyoouno-kuweynvle napyuenus

Ouenwv wacmo: nuapes;

Yacmo: ToumHOTa, pBOTA, 00JIb B 00JaCTH KMBOTA, MOBBIIIEHNE aKTUBHOCTH aMHJIa3bl B KPOBH,

JUCIICIICUA, B3AYTUC )KUBOTA, MECTCOPU3M;
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Heuacmo: nankpeaTur, TaCTpUT, TacTpol330(ardaabHblii '&qﬁnﬂ@é&b@ﬁﬂ%ﬂmﬁﬁﬂ Hosbise

K PBOTE, CYXOCTh CIH3UCTOW OOOJIOYKH TOJOCTH PTa, TUCKOM(OPT B 00IaCTH KMBOTA, 3aI0p,
MOBBIIICHHE aKTUBHOCTH JIMIA3bl, OTPBIKKA, HAPYIIEHNE YYBCTBUTEILHOCTH B POTOBOM MOJIOCTH;
Peoko: ctoMatuT, pBOTa ¢ KPOBBIO, XEUITUT, CYXOCTh CIM3UCTON 000104YKH Ir'y0, HAJIET Ha SI3bIKE.
Hapywenus co cmoponvl neuenu u stcenuedbl8o0auux nymeti

Yacmo. NOBBINIEHUE AKTUBHOCTH AJTAHMHAMUHOTpPAHCHEPa3hl;

Heuacmo: renatut, UUTOJUTUYECKUN TEMATUT, CTEATO3 IMEUEHHU, renaTOMerasius, MOBHIIICHUE
AKTUBHOCTH TPaHCAMMHA3bI, MIOBBIIIEHNE aKTUBHOCTH aclapTaTaMUHOTpaHCc(epasbl, MOBbIIICHUE
KOHIEHTpaluu OMinpyOruHa B KPOBH, OBBIIIEHUE aKTUBHOCTH IIEI0OUYHOM (hocdaTasbl B KPOBH,
MOBBIIICHUE aKTHBHOCTU raMMa-TIyTaMUITpaHChepassl.

Hapywenus co cmoponvl Kodtcu 1 NOOKOICHBIX MKAHEl

Yacmo: ceillb (B TOM 4YMCIIE MaKyJspHas, MakyJlonamyje3Has, Mamyjie3Has, SpUTeMaTo3Has U
3yasas), 3y.;

Heyacmo: aHTMOHEBPOTUYECKUM OTEK, T€HEPATM30BAaHHAS ChINb, AJUICPTUYCCKUN IEPMATHT,
KpaluBHUIA, JK3€Ma, dpPUTEMa, THUIEPTUapPO3, HOUHAS MOTIMUBOCTb, AJOMEIUs, aKHE, CyXOCTh
KOH, MIMTMEHTAILIUS HOTTEH;

Peoko:  nexapcTBeHHas Chillb C  9S03WHO(PWIMEH W  CHCTEMHBIMH  MPOSIBICHUSIMU
(DRESS-cunapom), cunapom CruBeHca-J[)KOHCOHA, MyIbTU(GOPMHAS 3pHUTEMa, ICPMATHT,
ce0OperHbIN IepMATUT, TOBPEXKICHUS KOXKH, KCEPOIACPMHS;

Yacmoma HeuzsecmHa. TOKCUYECKUI SMUACPMATbHBIA HEKPOJIN3, OCTPBIA T'€HEPATU30BAHHBIN
HK3aHTEMATO3HBIN MyCTYIE3.

Hapywenus co cmoponul muluieunotl, ckeiemHou u cOeOUHUMeNbHOU MKAHU

Heuacmo: Muanrus, 0CTEOHEKPO3, MBIIIEUHBIE CIIa3MBbl, MBIIIIEYHAs CIA00CTh, apTparus, 00JIb B
KOHEYHOCTSIX, OCT€OTIOPO3, MOBBIIIEHUE AKTUBHOCTH KpeaTHH(POC(HOKHUHA3HI B KPOBH;

Peoxo: KocTHO-MBIIIIEUHAS CKOBAHHOCTb, aPTPUT, CKOBAHHOCTh B CYCTaBax.

Hapywenus co cmoponsl nouek u mMouesvbig00auux nymeti

Heuacmo: octpas mnodedHasi HeIOCTaTOYHOCTh, MOYEHHAs] HEIOCTATOYHOCTh, TOUYEYHOKAMEHHAS
00Je3Hb, TOBBIIICHHE KOHIEHTPAllMM KpPEaTMHHHA B KPOBH, MPOTEHHYpPHs, OWIUPYyOUHYpHS,
TU3YpUsl, HOKTYPHSI, IOJTIAKAYPHS;

Peoko: cHmkeHNE TOUYEYHOT0 KIUPEHCa KpeaTHHIHA.

Hapywenus co cmoponvl penpodykmusHoU cucmemsl U MOTOYHbIX Jicelle3

Heyacmo: spexTunbHast TUCHYHKITUS, THHEKOMACTHSL.

Obwue Hapyuienus u peakyuu 8 Mmecme 68e0eHuUs

Yacmo. acTeHusi, yCTaJloOCTh;

Heuacmo: nuxopanka, 6051b B IpyIHOH KJIeTKe, neprudepudeckuii oTek, HeTOMOTraHHe, OIIYIIEHNE
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(NOCNEQCBATENEHOCTE 0001)

’Kapa, pa3IpaKUTeIILHOCTD, 0OJb;

Peoxo: 03000, IJI0X0€ CaMOUyBCTBHE, KCEPO3 KOXKH.

Onucanue OTACIBHBIX HCXKCIATCIbHBIX DeaKI_[I/If/'I

Coino

B ximHMYeckux MccieoBaHUAX B OCHOBHOM HaOJIOAAach ChINb JIETKOH M CPEJHEH CTEIEeHH.
Coinp yalle BCEro IMposBIsAiach B TE€UEHHE IEPBBIX 4-X HEJENb Tepaluu M Hcuesaja Ipu
IIPOIOJKEHUHU IIpreMa npenapara. [Ipu pa3sBUTHM KOKHBIX pEaKIUH TAKEJIOU CTEIIEHU CM. pa3iell
4.4, moapazaen «OcoObie yKazaHUS».

B Xxope KIMHMYECKHMX HCCIECNOBAHMM Yy IIALIMEHTOB, PAaHEE IIOIYYaBIIUX TEPAIHIO, ChIIIb,
HE3aBUCUMO OT €€ IPHUYMHBI, Yalle BO3HMKAIA IIPU IIPUMEHEHUU CXEM JIEYEHUs, COIAEPIKAIUX
JIApYHAaBUpP U PAJITErpaBUp, YEM IIPU IPUEME TOJIBKO JAapyHaBUpa WIHA TOJIBKO pajTerpaBHpa.
Chinb, 00ycI0BICHHAs IPUEMOM JapyHaBUPA, NOSABIISIACH CO CXOAHOM yacToToi. Bo3HuKaBmas
B KIMHHYECKUX HCCIIEJOBAHUSAX ChbIb Obla JIETKOW W CpeJHEeH CTeNeHHW TSKECTH, 4TO He
IIPUBOAWIO K ITPEKPALICHUIO TEPAIIUH.

Jlunooucmpoghust

KomOunupoBanHas antuperpoBupycHas Tepanust (APBT) BeI3bIBaeT nepepacipeniesieHue xKupa
(mumoguctpoduio) y mauumentoB ¢ BUY. Jlumoauctpodus mposBisuiack  motepeit
nepuepuyecKoi 1 JTUIEBOH MOAKOKHON )KUPOBOH KIIETUATKH, YBEINYCHUEM BHYTPUOPIOITHOTO
U BUCIEPAIBHOTO JKHPa, TUIEPTPOPHEN MOJIIOUHBIX JKeJie3 U HAKOIUICHHEM ITOJKOKHOTO XHpa B
JIOPCOIEPBUKAIBHON 00J1aCTH («OBIYHiA TOPO»).

Hapywenus memabonusma

Kom6unupoBannass APBT  BbI3bIBaeT HapylieHHs OOMEHa  BEIECTB, TaKHe  Kak
TUIIEPTPUTIIULEPUIEMHUS], TUIIEPXOJIECTEPUHEMUS, UHCYJINHOPE3UCTEHTHOCTD, THIIEPIVIMKEMUS U
TUIEPIaKTaTEMUS.

Hapywenus co cmopoHbl MbluleyHOoU, CKeemHou U COeOUHUMENbHOU MKAHU

[ToBbIlIeHHE aKTUBHOCTH KpeaTHH(POCHOKUHA3BI, MUAITHS, MUO3UT U PadAOMUONHN3 (PEIKO)
OTMEUAJIUCh TMPH HCHOJIb30BAaHUU HUHTHOUTOPOB MpOTEa3bl, OCOOEHHO B COYETAHUU C
HYKJICO3UTHBIMH HMHTUOMTOpaMH OOpaTHOM TpaHCKpHUNTa3bl. bbulM OTMEYeHBl cllyyau
OCTEOHEKpO3a, OCOOEHHO Yy TMAalMEeHTOB ¢ OOUIeNpU3HAaHHBIMU (aKTOpaMH pHCKa, C
BUY-undexnueit Ha mo3aHel CTaauu Wi JJIATEITLHOE BPEMS MOTY4alonuX KOMOMHUPOBAHHYIO
APBT. YacTtoTa BO3HUKHOBEHHSI OCTEOHEKPO3a HEM3BECTHA.

CunOpom 6occmanosnenus uMmMyHumema

Y nauuentoB ¢ BWY-undeknueidr u TSHKEIOH CTENEHbIO HMMYyHOJeQHIMTAa B Havaie
koMOnHMpoBaHHOW APBT Moryr Bo3HMKAaTh BOCHANIMUTEIbHBIE pEAKIMH Ha OECCUMITOMHO

MPOTCKAOMIUE UIJIM OCTATOYHBIC I/IH(I)GKHI/II/I. Taxoxe Ha6J'HO)IaJ'II/ICI) AYTOUMMYHHBIC 3a00/1eBaHUs
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MOYKET BapbUPOBAThCS U TaKue 3a00JIEBAaHUS MOTYT Pa3BUBATHLCS CIYCTS MECAIbI TIOCIIC Havyalia
TepaIuHu.

Kposomeuenus y nayuenmos c cemounuetl

HaOromanoce yBemM4eHUE YacTOThI CIIOHTAHHBIX KPOBOTEYEHUH y MAIMEHTOB C TeMOQHINECH,
MOJIYYAIOIIUX aHTHPETPOBUPYCHBIC TPENapaThl U3 TPYIIbl HHTHOUTOPOB MPOTEA3kI.

Hayuenmoi ¢ kounghexyusamu supycom cenamuma B u/unu C

VY NanyeHTOB ¢ JAaHHBIMH WHQEKIMSIMH, MOJYYArOIIUX KOMOWHAIMIO JapyHABUDP/PUTOHABHP,
4acTOTa BO3SHUKHOBEHUS MIOOOYHBIX 3P PEKTOB U HApyIICHUH OMOXUMHUYECKUX TTapaMeTpPOB ObLIa
HE BBIIIE, YeM Yy TMAIHUCHTOB, IOJYYAIINX KOMOWHAIMIO JapyHABUpP/pUTOHABHp Oe€3
Ko-uH(pekuuu BuUpycoM renatuta B w/mnm C, 3a HMCKIIOYCHHEM TOBBINICHHUS AKTUBHOCTH
NICUCHOYHBIX TpaHcaMHUHa3. KOHIeHTpalus B TUia3Me y MalueHToB ¢ Ko-uH(peKueil u 6e3 Hee
ObL1a CpaBHUMA.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmare 0 TOM03PEBACMBIX HEXKENATSIBHBIX PEAKIHUAX IOCJIE PETUCTPAIHH
JIEKapCTBEHHOT'O Tperapara ¢ 1elbio 00ecrnedeHrs HeMPEepbIBHOIO MOHUTOPUHTA COOTHOILICHUS
«I0Jb3a — PHUCK» JIEKAPCTBEHHOTO mpemnapara. MeauIuHCKUM pabOTHUKAM pEeKOMEHAYEeTCs
CO00IIaTh O JIFOOBIX TO03PEBACMBIX HEXKEIIATEIIBbHBIX PEAKIUAX JICKApPCTBEHHOTO Ipernapara
4yepe3 HAMOHAIBHBIC CHCTEMBI COOOIICHHS O HEXKEIATeNbHBIX PEAKIMAX TOCYIapCTB — YICHOB
EBpa3uiickoro 3KOHOMHYECKOT0 CO03a.

Poccuiickas ®enepanus

®denepanbHas cayx0a Mo Haa30py B chepe 3paBoOOXpaHEHUs

Anpec: 109012, r. MockBa, CraBsiHCKasl TUIOIIAAb, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B muHGOpPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHEeT»:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CHMIOTOMBI

Csenenust 00 oCTpoil mepeo3upoBKe MPH NMpUEMe JapyHaBUpa B KOMOMHAIIMY C PUTOHABUPOM Y
JIOJIe OrpaHUYeHbl. 310POBbIE T0OPOBOIBIEI MPUHUMATH OJHOKpaTHO 10 3200 Mr mapyHaBupa
B Buje pactBopa U g0 1600 mr B Buae TabieTOK B KOMOWHAIMU C PUTOHABHUPOM, MPHU ITOM

HeOMaronpusaTHbIX () (PEKTOB HE OTMEUEHO.
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NMewente (NOCNELOBATENEHOCTL 0001)

Crernduueckuii aHTUAOT HeusBecTeH. IIpu mepemo3upoBke cieayeT NPOBOJUTH OOIIYIO
NOJ/ICP)KUBAIONIYI0 TEPAalMI0 C KOHTPOJEM OCHOBHBIX (DH3UOJOTHMUYECKHX MOKa3aTeseH.
JlapyHaBup IPEeUMYLIECTBEHHO CBS3bIBAETCS C OEJIKaMU IJIa3Mbl, I03TOMY 3HAUUMOE YAAJICHHUE

HeﬁCTBYIOIHCFO BCIICCTBA METOAOM JHAJIN3a MaJIOBEPOATHO.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA
®apMakoTEpaneBTUUECKAs] TpyNIla: MOPOTUBOBUPYCHBIE CPEACTBA CHUCTEMHOIO JICWCTBUS;
MPOTUBOBUPYCHBIE CPEJICTBA MPSIMOIO ACHCTBUSI, UHTHOUTOPHI IPOTEA3.

Kox ATX: JOSAE10

Mexanusm neiictBus u hapMakoauHaMmudeckue dhheKThl

JapyHaBup SBIS€TCS WHTHOMTOPOM IMMEPH3AIMHA M KAaTATUTHYECKOW aKTHBHOCTU IPOTEA3b
BUpyca wuMMyHoneduuura yenoBeka l-ro Ttuma (BUY-1), cpoactBo Kk mporease
BHY (Kp) = 4,5 x 1012 M. IIpenapar n36upaTeinbHO UHTUOUPYET paclIeTyIeHUue MOJUIPOTEHHOB
Gag-Pol BUY B wuHQHUIMPOBAHHBIX BHpYCaMH KJETKax, MpeaoTBpamas o0Opa3oBaHuE
MIOJIHOLIEHHBIX BUPYCHBIX YaCTHULI.

Ilpomueosupycuas akmusHocms in vitro

JapyHaBup mposBIsSIeT aKTUBHOCTh IMPOTHUB JTA0OPATOPHBIX MITAMMOB U KIIMHUYECKUX H30JISITOB
BHUY-1, a Takxe npotuB nabopaTopHbiXx mTamMmMoB BUY-2 B IUHUAX OCTPOMH(HUIIMPOBAHHBIX
T-nmum(ponMTOB, MOHOHYKJIEAPHBIX  KJETKaX MNepupepuyecKol KpoBHM  4YeloBeKa U
MOHOLIMTaX/Makpogarax uyenoBeka, ¢ MeauaHon 3HadeHust 50 % >pPeKTHBHON KOHLIEHTpALUU
(ECs0) or 1,2 nmo 8,5 umonw/n (0,7-5,0 ur/min). [lapyHaBup HposiBiIsseT NPOTHUBOBUPYCHYIO
AKTUBHOCTH IN Vitro 10 OTHOIICHHIO K IIUPOKOMY CHEKTPY MepBHYHBIX H30isiT0B BUY-1 rpymms
M (A,B,C,D,E, F, G) u rpynms O ¢ ECso ot < 0,1 10 4,3 HMOTB/T1.

Otun 3HayeHust ECsp HAMHOTO HMIKE AMala3oHa KOHILIEHTPAlMH, BBI3BIBAIOIINX TOKCHUYHOCTH B
50 % xnetok (ot 87 10 > 100 MKMOIB/T).

Pezucmenmnocmo

Cernexiusi pe3UCTEHTHBIX K AapyHaBupy BHpycoB BUY-1 «mamkoro tuma» In Vitro Obiia
nuTenbHoU (6omee 3 net). OToOpaHHbIE BUPYCHI HE MOTJIM PACTH B IPUCYTCTBUH KOHIICHTPAITHIA
napyHaBupa Beiiie 400 HMomb/11. Bupychl, oToOpaHHBIE B 3THX YCIOBHSAX U JIEMOHCTPUPYIOIINE
CHIDKEHHYIO BOCIIPUUMYHBOCTD K JapyHaBupy (B 23-50 pa3), cogepkanu 2-4 aMUHOKHUCIOTHBIX
3aMeHbl B reHe nporeasbl. CHIKEHHasi BOCIPUUMYHMBOCTD K JIapYHaBUPY B MOSIBUBLIMXCS TPU
CEJIEKIIMM BHpYyCax B JAHHOM HKCIEPHUMEHTE HE MOXKET ObITh OOBSICHEHA MOSIBICHHEM 3THUX

MyTalli reHa IpoTeasbl.
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[To JaHHBIM KIIMHUYECKHUX HCCIIEI0BAaHUH Yy TAIHEHTOB, ﬁ%é&é&@éwﬁﬁ%ﬂi{ﬁ%gﬁﬁ%hm

TEpaIuIo, BUPYCOJIOTMUYECKUI OTBET HA IapyHABHP B KOMOWHAIIMK C PUTOHABUPOM B HU3KOM 7103€
CHIJKAJICS, KOT/1a B Hay4aJjle NCCIeI0BaHMs IPUCYTCTBOBAIM WM B XOJI€ JICUEHUS pa3BUBAINCH 3 U
OoJiee MyTaIlid, CBSI3aHHBIX C PE3UCTEHTHOCTHIO K napyHaBupy (V111, V321, L33F, 147V, 150V,
I154L umu M, T74P, L76V, 184V u L8I9V).

Kparnocts nobimenusi ECso napynaBupa mno cpaBaenuro ¢ ucxonuoit (fold change, FC) Obuia
CBs3aHa CO CHIIKEHHEM BHUPYCOJIOTMYECKOTO OTBETa. bbIIM ompeneneHbl BEPXHUM U HUKHUN
kiHudeckue noporu B 10 u 40 pas. M3omnstel ¢ ucxoanoit FC < 10 pa3 BoCHpUHUMUYUBEI; U305 ThI
¢ FC > 10 no 40 pa3 oGmamanu CHUKEHHOW BOCIPUUMYHUBOCTHIO; M30yATHl ¢ FC > 40 Obutn
PE3UCTEHTHBIMHU.

Bupycel, BbIIeTICHHBIC Y TTAITMEHTOB, MMOTYYaBIIUX AapyHaBup/puTonaBup mo 600/100 mr 2 pasza
B CYTKH, Y KOTOPBIX pa3BUIIaCh BUPYCOJIOTMUYECKas HeyJaua B BUIEC PELMIMBA, U KOTOPbIE OBLIN
BOCIIPUMMYMBBI K THUIPAHABHPY B Hayalle MCCIEIOBAHUS, OCTaJINCh BOCIHPHUHUMYUBBIMU K
TUIIPaHABHUPY I10CJIE JIEUEHUS B MIOJIABJISIONIEM OOJIBIIMHCTBE CIy4Yaes.

Hambonee HU3Kasg yacToTa pa3BUTUS PE3UCTEHTHOCTH HAONIONanach y MAIMEHTOB, paHee He
MOJIyYaBIUINX JICYCHHs] CPEJICTBAMHU AHTUPETPOBUPYCHOW Tepamuu, KOTOpbIE BIEpPBbIEe HadaIu
MOJIy4aTh AapyHAaBUP B KOMOMHAILIMY C APYTUMH MperapaTtaMyu aHTUPETPOBUPYCHOM Tepanuu.
Ilepexkpecmnas pezucmenmuocmo

FC napynaBupa Obuta menee 10 mis 90 % u3 3309 KIMHUYECKUX H30JISITOB, PE3UCTEHTHBIX K
aMIpeHaBUpYy, aTa3aHaBUpPY, HWHIUHABUPY, JIONUHABUDPY, HEI(PUHABUPY, PHUTOHABUDY,
CaKBUHABHPY W/WIHM THIPAHABUPY, YTO yKA3bIBAET, YTO BUPYCHI, YCTOMUMBHIE K OOJBIIMHCTBY
MHTHOUTOPOB MPOTEA3bl, OCTAIOTCSA BOCIPUUMYUBBIMU K TapyHABUDY.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

dapMakOKMHETHYECKHE CBOWCTBA JapyHaBUPA, IPUMEHSBIIErOCsl B KOMOWHAIIMM C pUTOHABUPOM,
U3y4daln y 370pOBBIX 100poBoibleB U 'y BUY-unduuupoBanusix nauneHToB. KoHneHTpauun
JapyHaBUpa B IUIa3Me OBLIM BbINIE Yy MAlMEHTOB, WH(uuupoBaHHbIX BUY-1, ueM y 310poBbIX
JTroieil. DTo pa3nuuue MOKHO OOBSICHUTH 00Jiee BBICOKMMHU KOHIIEHTpalUsIMU anbda-1-kuciaoro
TJIMKOMIPOTEMHA Yy TanueHToB, uHOpuuupoBaHHbIX BUY-1, 4ro mOpUBOAWT K YBEIHUYEHUIO
KOJIMYECTBA JapyHABHPA, CBA3AHHOTO C ajb(a-1-KUCIbIM MIMKOMPOTENHOM Ta3Mbl. JlapyHaBup
MeTabonusupyercsi B ocHoBHOM n3opepmenToM CYP3A. PutonaBup uHrubupyer nzodepmeHt
CYP3A u TemM caMbIM CYIIECTBEHHO MOBBIIIAET KOHIIEHTPALUIO JJApPYHABHPA B IIa3Me.
Abcopbrus

[Tocne mpuema BHYTpPh JapyHaBHp OBICTPO BCACBIBAETCS B IHKEIYJOYHO-KHUIIEYHOM TpPAaKTe.
MaxkcumanbHasi KoHIeHTpanusi napyHaBupa B IuiazMe (Cmax) B NPUCYTCTBMM HHM3KOH 03Bl

puTOHaBUpa jaocTturaercs udepe3 2,5-4,0 uvaca. AOGcomoTHass OMOAOCTYNHOCTb OJHOW O3Bl
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napyHasupa (600 Mr) npu npueme BHYTPh COCTRBHIIA kb 370 @ﬁgﬁgﬁﬂéﬁ Eﬁ‘l/ll\leeBEIb pi()

82 % B mpucyrctBum putoHasupa (100 mr aBa pasa B cytku). OOIiee BIUSHHE PUTOHABHpA HA
OMOJOCTYHOCTh JapyHaBUpPa COCTOSJIO MPUMEPHO B 14-KpaTHOM YBEIWYEHUU KOHLEHTPAIMU
JapyHaBHpa B IUIa3Me MOCJIE OAHOro mpuema BHYTph 600 Mr napyHaBuUpa B KOMOWHAIMU C
putonaBupom (100 Mr 1Ba paza B CyTKH).

[Ipu mpuemMe HaTOIIAK OTHOCUTEIbHAs OMOJOCTYIMHOCTh AapyHaBUpPA B MPUCYTCTBUU HU3KOH
1036l puToHaBupa Obiia Ha 30 % HKe, yeM mpu npueMe Bo BpeMsi enbl. CienoBaTenbHO,
JapyHaBHpP HYKHO IPUHUMATh BMECTE C PUTOHABHPOM BO BPEMs €7Ibl. XapaKTep MHUIIHA HE BIIHSII
Ha KOHIIEHTPALNH JapyHaBHpa B IUIa3Me.

Pacnopenenenne

Okono 95 % nmapyHaBupa CBs3bIBacTCS C O€JIKaMH IUIa3Mbl, TPEUMYIIECTBEHHO C
anb(ha-1-KuciapIM NIMKOIPOTEHHOM.

BI/IOTDaHCd)ODMaHI/IH

B skcnepriMenTax in Vitro Ha MHKpOCOMax IEYEHHU YelIOBeKa ObUIO MOKa3aHO, YTO JapyHaBHP
[0JIBEpraercs IIPEUMYIIECTBEHHO OKHUCJIUTEITbHOMY MeTaboIn3MYy. Hapynasup
METa0OoIM3UPYETCs IMPEUMYILECTBEHHO B IIe4YeHM cucreMoid nuroxpoma P450, mnouru
uckmountensHo uzodpepmentom CYP3A4. HccnenoBanue, B KOTOPOM 3/10pOBbIE TOOPOBOJIBIIbI
npuauMany *C-napyHaBup, mokasano, 4To 6oJblias 4acTh PafHOAKTUBHOCTH B IIA3Me MOCIe
oanoro npuema 400 mr napynasupa u 100 Mr puToHaBHpa MPUXOIUIACH HA JTOJTF0 HEU3MEHEHHOTO
JapyHaBupa. Y yesoBeKa UISHTHU(PHULIHNPOBAHO [0 MEHbILEH Mepe 3 OKUCIUTEIbHBIX MeTaboIuTa
JTapyHaBUPA; aKTUBHOCTb BCEX 3TUX META0OJMTOB B OTHOIIEHUH Aukoro tTuna BUY cocrapnsna
MeHee 1/10 oT akTUBHOCTH CaMOTO JapyHaBHpa.

OJIUMUHAIMS

[ocne oxnokpatHoro npuema 400 mr **C-napynasupa u 100 Mr putonasupa okono 79,5 % u
13,9 % pagnoakTUBHOCTH OOHApPYKMBAJOCh B Kajlle M Moye, COOTBETCTBEHHO. Ha moito
HEU3MEHEHHOT0 JJapyHaBupa Nnpuiuioch okoso 41,2 % u 7,7 % paanoakTUBHOCTH B KaJie U MOYE,
COOTBeTCTBEHHO. KOHEUHBIH Nepro MoJIyBbIBEIEHUS 1apyHaBUpa COCTaBMII OKOJIO 15 yacoB npu
ero mpuemMe B KOMOMHALUMU C pUTOHaBHpoM. KimpeHc napyHaBupa Imociie BHYTPUBEHHOT'O
BBeneHus 150 mr coctaBun 32,8 /4 (6e3 putoHaBupa) u 5,91 1/4 B IpUCYTCTBUHM HU3KOM J03bI
pUTOHABHpA.

Oco0ble TPVIIILI TAIMEHTOB

Iayuenmor noxcunozo 6ospacma
[TonynsuuonHbIi papmMakokuHeTHUeCKU aHann3 y BUY-uHGUIMPOBaHHBIX MAIIMEHTOB MTOKa3aJl
OTCYTCTBHE 3HAYUMBIX pa3Induil (hapMaKOKMHETHUECKUX ITapaMeTPOB JlapyHaBHpa B BO3PACTHOMN

rpynne 18-75 ner (B 3ToT aHanu3 ObUIM BKIOYeHbl 12 BUY-nHuIMpoBaHHBIX MAlMEHTOB B
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Bo3pacte 65 net u crapimie). TeM HE MEeHee, TaHHBIE IO 'Mﬁ&%‘gﬁ}%‘ﬁg%%h 1&%1@&%‘3&03

cTapuie 65 JeT OrpaHUYEHBI.

Ilonoevie pasnuuus

[MomynsauoHHbIi (hapMaKOKHHETHYCCKHI aHAIN3 BBIIBUJI HECKOJILKO Oosee Boicokue (16,8 %)
KOHIIEHTpanuu napyHaBupa y BUU-undunmpoBanHbix sxeHIuH, yeM y BUY-uHbuImpoBaHHbIX
My>K4uMH. [laHHOE pa3inuue He SBIAETCS KIMHUYECKN 3HAYMMBIM.

THayuenmoi ¢ HapyweHuAMU PYHKYUU NOYEK

Pe3ynbTaThl HCCIEIOBAHMS C MCIOb30BaHMeM ~*C-TapyHaBupa B KOMOMHAIMH C PHTOHABHPOM
MOKa3aJlIh, 4TO OKOJo 7,7 % HpUHATOW [d03bl JApyHABUpPA HKCKPETHPOBAJIOCh C MOYOU B
HEM3MEHEHHOM BHJE. Y TMAalMEHTOB C HapyIIECHUSAMH (QYHKIUU TOYEeK (apMaKOKUHETUKY
JapyHaBUpa HE U3ydYald, HO TOMYIALWOHHBIM (PapMaKOKMHETHYECKUN aHAIU3 IOKa3all
OTCYTCTBHE 3HAYMMOI0 H3MEHEHHUS (HapMAKOKMHETHUECKUX I[apaMeTpoB JapyHaBUpa Y
BUY-nHpunnpoBaHHBIX MAIMEHTOB C YMEPEHHO BBIPAKEHHBIMU HAPYIICHUSIMH (PYHKIIMU ITOYEK
(kupeHc chiBopoTouHOro Kpearnnuna 30-60 mi/muH, n = 20).

THayuenmoi ¢ HapyweHuaMYU PYHKYUU NeYeHU

JapyHaBup MeTabOIU3UPYyeTCss U BBIBOAUTCA MPEUMYIISCTBEHHO MEYeHbl0. B nccienoBanuu c
MPUMEHEHHEM HECKOJBKHX /03 JapyHaBHpa B KomMOuHanuu ¢ putoHaBupom (600 mr/100 mr)
2 pa3a B CyTKHM OBLIO TIOKa3aHO, YTO OOIIasi KOHIICHTPALUs IapyHaBHpa y MalUEHTOB C JIETKUM
(xknmacc A no mxane Yaitna-I1eto, N = 8) 1 ymepeHHBbIM HapymeHrneM (QyHKIun neyenu (kiace B
no mkane Yaitna-I1sto, n = 8) OblTM CpaBHUMBI C TAKOBBIMH MapaMeTpaMu Y 310POBbIX JHIl. TeM
HE MeHee, KOHIIEHTpAllMd HECBA3aHHOIO JapyHaBHpa ObUIM IpuMepHO Ha 55 % (kimacc A 1o
mkane Yanna-ITero) u 100 % (xmacc B o mkane Yaitna-I1sto0) Beie. Knuaudeckast 3HaYUUMOCTh
ATOrO TMOBBIIIEHUS HEU3BECTHA, M JapyHaBUp CIIEyeT NPUMEHATh Yy TaKuUX IallUEHTOB C
OCTOpPOXKHOCTBIO. D(ddekT TsKenoro HapyuieHus QYHKIUM MEYeHH Ha (apMaKOKUHETHUKY
JlapyHaBUpPa HE U3y4aJcCs.

bepemennocms u nocrepodosulii nepuoo

[Tpu npueme xomOuHanuu aapyHaBup/putoHaBup B no3e 600 mr/100 mr 2 paza B CyTKu WU
800 mr/100 Mr 1 pa3 B CyTKH B cocTaBe KOMOMHUPOBAaHHOH aHTUPETPOBUPYCHOM Tepamuu,
KOHIIEHTPALlM JJapyHaBHpa U PUTOHABHpA B IUIa3M€ KPOBU OBUIM HIDKE IPU MpHEME BO BpeMs
OepeMEeHHOCTH MO CPaBHEHHUIO C TAaKOBBIMHM IpHU IpHUeMe B MociiepogoBoi mepuon. OnHako,
(bapMaKOKMHETHYECKHE MapaMeTphl HECBSA3AHHOTO (aKTHBHOIO) JapyHaBUpa ObUIM CHU)KEHBI B
MEHbILIEH CTEeNeHu, TaKk Kak BO BpeMsi 0epeMEeHHOCTH HaOI0AaeTCsl yBelIMUeHnEe KOHICHTPaIluH
cBOOOIHOM (hpaKIMU AapyHaBHpa 10 CPABHEHMIO C TAKOBOH B MTOCIEPOIOBOM IEPHOJIE.

VY JKeHIWH, MOJy4aBIINX KOMOWHAIMIO AapyHaBup/putoHaBup B go3e 600 mr/100 mr 2 pasza B

CYTKH B TCUEHHE 2-TO TpUMeECTpa OepeMeHHOCTH, cpeanue 3HadeHUS Cmax, AUC12n (TUTOMmIAB O/
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KOHIIEHTpAIlUs JapyHaBUpa B TJIa3Me) JapyHaBHUpa ObLITH, COOTBETCTBEHHO, Ha 28 %, 26 % u 26 %
HUKE TI0 CPABHEHHIO CO 3HAYCHUSMHU JIAaHHBIX MOKAa3aTeNel B OCIEPOI0BOM iepruoa. B Teuenue
3-ro TpuMecTpa 0epeMeHHOCTH Crmax, AUC12h 1 Cmin JapyHaBHpa ObLIN, COOTBETCTBEHHO, Ha 18 %
n 16% Humxe M Ha 2% BpIIE O CPAaBHEHUID CO 3HAYCHHMSMHU JaHHBIX IIOKa3aTeleil B

MOCJIEPOIOBOM MEPUOI.

Jlannble ¢papMakOKMHETHKH OOILEro JapyHaBUpa Mmocie nprueMa KoMOUHAuN
napyHaBup/putoHaBup B 103e¢ 600 mr/100 mr 2 pa3a B CyTKH B paMKaxX CXEMBI
AHTHPETPOBUPYCHOU TEpaIMK BO BTOPOM, TPEThEM TPUMECTPE OEPEMEHHOCTH H

IIOCJIIEPOAOBOM IIEPHUOAC

DapMaKOKHHETHKA Bropoii tpumectp | Tpetuit Tpumectp [TocnepoaoBsIit
o0miero rapyHaBupa OepeMeHHOCTH OepeMEeHHOCTH nepuoy (6-12
(cpemHee:cTaHIAPTHOE (n=12)» (n=12) HEJICIh)
OTKJIOHEHHE) (n=12)
Crnax, HI/MJ 4668+1097 5328+1631 6659+2364
AUC12n, Hr*u/min 39370+£9597 45880+17360 56890+26340
Chmin, HI/MJ 1922+825 26611269 285142216

An=11 gna AUCi2

VY JKeHIIWH, MOJIy4aBIINX KOMOWHANWIO NapyHaBup/putonaBup B mo3e 800 mr/100 mr 1 pa3 B
CyTKH B TEUYCHHE 2-TO TpUMecTpa OepeMeHHOCTH, cpenHue 3HAYCHHUS Cmax, AUCon u Cmin
JapyHaBUpa ObUIH, COOTBETCTBEHHO, Ha 33 %, 31 % u 30 % HiKe o cpaBHEHUIO CO 3HAYEHUSIMU
JTAaHHBIX MOKa3aTesel B mocinepoaoBoi nepuoa. B teuenue 3-ro tpumectpa 6epeMeHHOCTH Ciax,
AUC:24n u Cmin TapyHaBupa ObUTH, COOTBETCTBEHHO, Ha 29 %, 32 % u 50 % HIbKe 10 CpaBHEHUIO

CO 3HAYECHUSIMH JTAHHBIX IMOKa3aTeNe B MOCIEPOIOBOM MEPUOI.

Jlannble papMaKOKMHETHKH O0IIEro JapyHaBUpa Mociie mprueMa KOMOMHAIIUN
napyHaBup/putoHaBup B 03¢ 800 mr/100 Mr 2 pasza B CyTKH B paMKaX CXEMBbI
AHTUPETPOBUPYCHOU TE€pPANTUU BO BTOPOM, TPETHEM TPUMECTPE OEPEMEHHOCTH U

MOCJICPOAOBOM IIEPHUOAC

dapMaKkOKHHETHKA
o01ero mapyHaBupa
(cpemneetcraHmapTHOE

OTKJIOHCHHE)

Bropoii tpumectp
OEpeMEHHOCTH

(n=17)

Tperuit TpumecTp
OepeMeHHOCTH

(n=15)

[TocneponoBerit
nepuon (6-12
HEJIETh)
(n=16)
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Comax, HE/MI 4964+1505 11391540857 TBITEASA h {HGAT]

AUCoan ur*a/mn 62289416234 6111213790 92116429241

Crnin, HI/MI 1248542 1075594 14731141
CTU

®apMaKOKMHETHKA JapyHaBUpa B KOMOMHAIIMK C pUTOHABUPOM Obl1a u3ydeHa y 74 nerei, panee
MOJIy4YaBIIMX JICUEHHUE, B Bo3pacTe oT 6 10 17 jet, ¢ Maccoii Tena He MeHee 20 Kr. Y CTaHOBJICHO,
9TO y TaKUX JETed NpH NMPUMEHEHWH N03bI, MOJ00paHHOW B 3aBHCHUMOCTH OT MACChI Tela,
napaMeTpsl papMaKOKHHETUKH CPABHUMBI C TAKOBBIMU Y B3POCIBIX MAIlUECHTOB, MOTYYArOIIHX
KoMOuHanuro aapyHaBup/putonaBup 600 mr/100 mr 2 pa3a B CyTKH.

®apMaKOKMHETHKA JapyHaBUpa B KOMOMHAIIMK C pUTOHaBUPOM Oblla u3ydeHa y 14 nerei, panee
NOJIyYaBLINX JIEYEHHUE, B Bo3pacTe oT 3 10 6 JjieT, ¢ Maccoit Tena ot 15 1o 20 kr. YcraHoBiI€HO,
YTO y TaKUX JETeH MpH NMPUMEHEHHWU JO3bI, MOJOOpaHHOW B 3aBHCHMOCTH OT MAacChl Tela,
napaMeTpsl papMaKOKHHETUKH CPABHUMBI C TAKOBBIMU Y B3POCIBIX MAIMUCHTOB, MOTYYArOIIHX
KoMOHMHanu0 napyHasup/puronasup 600 mr/100 mr 2 pa3a B CyTKH.

dapMaKOKMHETHKA IJapyHaBUpa B KOMOMHAIIMU C PUTOHABUPOM TP MpUMEHEHUH | pa3 B CyTKH
u3ydanacb y 12 pgereil, paHee He MOJydYaBIIMX JICYCHHE IpernaparaMu aHTHUPETPOBUPYCHOMH
Tepanuu, B Bo3pacte oT 12 no 18 ser m maccoii tena He MeHee 40 xr. Ilpu npueme y HHMX
koMOuHanmu napyHasup/putonasup 800 mr/100 mr 1 pa3 B CyTKH, KOHLIEHTpALlUs JapyHaBUpPA B
miasMe Oblla COMOCTaBUMa C TaKOBOM y B3pOCHBIX, NPUHUMABIIUX KOMOWHAIIMIO
napynasup/putonaBup 800 mr/100 mr 1 pa3 B cytku. Takum 006pa3om, oJIHA U Ta K€ JI03UPOBKA,
npuMeHsiemast 1 pa3 B CyTKH, MOXET OBITh HCIIOJIb30BaHA y TMOAPOCTKOB, paHEe MOJyYaBIINX
JedeHue B Bo3pacte oT 12 1o 18 net ¢ maccoii Tena He meHee 40 kr, 6e3 MyTalluii, CBI3aHHBIX C
pe3ucTeHTHOCThIO K napyHaBupy (V111, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V, 184V
u L89V), yposmem PHK BHY-1 B mmazme < 100000 xomuii/mMmi ¥ YHCIOM KIETOK
CD4+ > 100 xetox x 10%1 u y B3poCIBIX.

dapMaKOKMHETHKA JTapyHaBHpa B KOMOMHAIIMU C PUTOHABUPOM TP MpUMEHEHUH | pa3 B CyTKH
u3yvanach y 10 nereid, panee noyiy4yaBIIuX JIYEHUE, B BO3pacTe OT 3 110 6 JIeT, C Maccoil Tena oT
14 no 20 kr. Ilpu ucnonbp3oBaHWM TOIOOPaHHOM IO Macce Tela JO3UPOBKH HAOI0/aIach
KOHIIGHTpaIlis JapyHaBHpa B IUIa3Me, CpPaBHUMas C TaKOBOW Yy B3POCIBIX, MOJYYaBIINX
KoMOuHamio napyHaBup/putoHaBup 800 mr/100 mr 1 pa3 B cyrku. Kpome Toro, mnpu
MOJICTTUPOBAHUHU U CUMYJISIINK (hapMaKOKUHETHKHU JapyHaBupa y aereit oT 3 mo 18 mer Obuia
MOATBEPK/IEHA KOHIIGHTpAllUs JapyHaBUpa B IUIa3Me, HaOmogaeMas B KIMHUYECKHUX
WCCIICIOBAHMAX; OBUTM TaK K€ YCTAHOBJEHBI CXEMBI JIOBMPOBAHUA KOMOWHAIIUH

JapyHaBUp/pUTOHABUP | pa3 B CyTKM Ha OCHOBE Macchl Teja JUlsl IeTel ¢ Maccoi Tesla He MeHee
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npenapAity ‘a FpApOBpy O ~Tepatiith,| Ge3

MyTallui, CBSA3aHHBIX C pe3UCTeHTHOCTHIO K napyHasupy (V111 V321, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V), ¢ yposaem PHK BHNU-1 B mmazme < 100 000 xomwmii/mn u

guciioM kiretok CD4+ > 100 xierox % 109/

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/ibHBIX BelIECTB

e Ilemmono3a mukpokprcraummdeckas (MKII-102)

e KpocnoBugon

e KpemuHus 1MOKCU KOJTOUAHBINA
e [‘mnpomeiosa

e [lomucop6ar-80

e Marnus creapar

CocraB 000JI0YKH:

o [loNMBHUHUIOBBINA CIIUPT
e Makporon-4000
e TuTaHa TUOKCHU
e Tanbk
6.2. HecoBMecTUMOCTDH
He npumennmo.
6.3. Cpok rognocTu (CpoOK XpaHeHus1)

2 roja.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHCHUH

XpaHuThb Npu TemrnepaType He Bblie 25 °C B OpUrHHaJIbHON yIIaKoBKe (Mavyke).

6.5. XapakTep u coepkaHue NEPBUYHON YIAKOBKHU

ITo 10, 30 Tabnerok n1o3upoBok 400 Mr 1 600 MI B KOHTYPHYIO SIUEHKOBYIO YITaKOBKY U3 IUIEHKH

HOHHBHHHJ’IXHOpHI{HOﬁ 00 TUICHKH HOJ'IHBPIHHJ'IXJ'IOpHI[HOfI/HOHHBHHHHHHGHXHOPHHHOﬁ 151

(boJIbru aMIOMHUHNEBON MEYaTHON JTAKUPOBAHHOM.

Wnu no 10, 30 tabnetox ao3upoBok 400 mr u 600 Mr B KOHTYPHYIO STUEHKOBYIO YIIAaKOBKY M3

MarepHuaja KOMOMHHMPOBAHHOTO Ha OCHOBE (OJBIU (TPEXCIOWHBIA MaTepHaj, BKIIOYArOIIUi

AITFTOMHUHUCBYIO (1)0.]'[]91" Y, IJICHKY H3 OPHUCHTHUPOBAHHOI'O IOJHaMHUId, MNMOJUBUHWIXJIOPUAHYIO

IUJICHKY) ¥ (OJIBIU aTIOMUHUEBOM MeYaTHOMN JIAKUPOBAaHHOM.

Wnu no 30, 60 tabnerok mozupoBku 800 mMr B GaHKy M3 MOJMATUIEHTEepedTanaTta Uiu OaHKY

MOJIMIIPONHIICHOBYHO, YKYIIOPCHHYIO KpBII.HKOﬁ U3 IOJHUOTHJICHA BBICOKOI'O JOAaBJICHUSA C
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KOHTPOJIEM  MEPBOTO  BCKPBHITUS WM K)meoﬁ'ﬂ'%gﬂgrpf&ﬁﬁg@yéﬁl UCTE b

«HAXKATh-TIOBEPHYTH)» WU KPBIIIKOW U3 MOJIMITUICHA HU3KOTO JaBICHUSI ¢ KOHTPOJIEM TIEPBOTO
BCKPBITHS.

1,2,3,4,5,6 i 10 KOHTYPHBIX SYECHKOBBIX YITAKOBOK WJIU OJIHY OAaHKY BMECTE C HHCTPYKITUEH
0 MEIUIMHCKOMY MPUMEHEHUI0 (JIMCTOK-BKJIAJBIII) MOMEHIAIOT B KapTOHHYIO YHaKOBKY
(mauxy).

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NPHM  YHHYTOXXKEHHH  HCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJYYEHHBbIX IIOcje NPHMEHEeHUus
JIEKAPCTBEHHOI'0 MpenapaTa u Apyrue MaHUIYJISIUM C IPenapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEP/KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU S
Poccus

000 «ATomn»

445351, Camapckas 001., r. XKurynesck, yi. ['uapoctpourenei, 1. 6.

Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

7.1. IlpencraBuTenb AepKaTesisi PperiCTPALMOHHOIO YA0CTOBEPeHHUs

IIpereH3uu HOTDC6I/ITCJ'IGI‘/‘I HarpaBJIATh 11O aAPECy:

Poccus

000 «O308»

445351, Camapckas 06011., r.0. Kurynesck, r. XKurynesck, yi. 'mapoctpoutenei, a. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PET'MCTPAIIMOHHOI'O YIOCTOBEPEHUA

9. JATA TNEPBUYHOI PETMCTPALIMUA (IIOATBEPKIEHMUS
PETMCTPALIMM, IEPEPETUCTPALIAN)

Jlata nmepBoii peructpanumu:
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10. JATA IEPECMOTPA TEKCTA

OO01mast xapakTepUCTHKA JIEKapCTBEHHOT O rpernapara /lapyHaBup A0CTynHa Ha HH)OPMAITMOHHOM
noptaie EBpazuiickoro 3KOHOMHYECKOTO COI03a B MH()OPMAIIMOHHO-KOMMYHHKAIIHOHHON CETH

«Hurepuer» http://eec.eaeunion.org/.
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