NMHCTPYKIMA
11O MEAMLINHCKOMY ITPUMEHEHUMIO JIEKAPCTBEHHOI'O IIPEITAPATA

CAJIJTYBUP®

PerucrpaunonHblii HOMep:

Toprosoe naumenosanue: CAJIJITYBUP®

MexayHapoaHOe HENMaTeHTOBAHHOE WMJIM TPYNINMPOBOYHOE HAMMEHOBAHUeE:
HapynaBup

JlekapcTBennasi gopma: TaGJIETKH, MTOKPHITHIE MIJICHOYHON 000JIOYKOM.

Cocras

Ha | TabneTky:

Jo3upoeka 150 me:

eticmeyowee gewjecmeo: napyHaBupa 3TaHonar — 162,61 mr, B mepecuere Ha
napyHaBup — 150 wmr;

Bcnomozamenvhuie gewjecmea: MIPOCOJIB [emroo3a
MUKpoOKpucTammdeckas > 98 %, kpemuus qrokcu KOUTonaHbI < 2 %] — 138,58 mr,
KPOCHOBUJIOH — 6,25 Mr, KpeMHHUs IUOKCH]l KOJUIOWJIHBIA — 2,85 MI, Marsus
creapat — 2,31 mr;

lnenounas 060n0uka: TONMBUHWIOBBIA CIUPT YAaCTUYHO THAPOJIM30BAHHBIA —
5,004 mr (40 %), turana auwokcua (E171) — 3,128 mr (25 %), makporou
(monmaTHieHrMKoIb) — 2,527 mr (20,2 %), tanek — 1,852 mr (14,8 %) wim
aHAJIOTMYHOE TOTOBOE IUICHOYHOE MOKphITHE — 12,51 M.

Ho3upoeka 400 me:

eticmeyrowee eewecmeo: napyHaBupa 3taHonat — 433,64 mr, B mepecuere Ha
napynasup — 400 mr;

BcnomocamenvHulie sewjecmea: MPOCOJIB [uermtrono3a

MHUKpOKpHCTainueckas > 98 %, KpeMHHsS JTHOKCHI KoUToMmHbd <2 %] —



COOTBETCTBYET 3K( OTYET
o1 27.03.2025
(MOCNEOOBA CTh 0002)
369,53 mr, kpocroBu0H — 16,67 Mr, KpeMHUST THOKCHT KOJUTOWIHBIN — 7,99 MT,

MarHus creapat — 6,17 mr;

Inenounas obonouxka: TONMBUHUIOBBIA CIMPT YaCTHYHO THJPOJM30BAHHBIA —
13,336 mr (40 %), twrana muokcun (E171) — 7,502 mr (22,5 %), makporon
(MTONMMATUIICHIIMKOIB) — 6,735 Mmr (20,2 %), Tanbk — 4,935 mr (14,8 %), amoMuHUEBBIH
JIaK Ha OCHOBE KpacuTels cojineuHoro 3akara xkenroro (E110) — 0,834 mr (2,5 %) wiu
aHAJIOTUYHOE TOTOBOE IJIEHOYHOE MOKphITUE — 33,34 M.

Jo3upoexka 600 me:

eticmeyowee gewjecmeo: napyHaBupa 3taHonatr — 650,46 mr, B mepecyere Ha
napyHasup — 600 mr;

Bcnomocamenvhbie sewecmea. IIPOCOJIB [LIesuTro03a
MUKpOKpHCTauTnieckas > 98 %, KpeMHUS JHOKCUI KOJUTOMgHBIH <2 %] -
554,3 mr, xpocnioBu0H — 25,01 Mr, KpeMHUS AUOKCUJ KOJUTOUAHBIN — 11,38 M,
Maraus creapar — 9,25 mr;

IInenounas o060104Ka: TONUBUHWIOBBIA CHUPT YACTUYHO THAPOIU3OBAHHBIM —
20,008 mr (40 %), makporoa (nmoiaudTHIIeHTIHKO0b) — 10,104 Mr (20,2 %), TuTana
muokeun (E171) — 9,754 mr (19,5 %), tamsk — 7,403 mr (14,8 %), aaroMUHUCBBIH
JaK Ha OCHOBE KpacHUTeNs coaHedHOoro 3akara »xenroro (E110) — 2,752 mr (5,5 %)
WJIM AaHAJIOTUYHOE TOTOBOE MIIEHOYHOE OKpbITHE — 50,02 M.

Ho3upoeka 800 me:

Jleticmeyrowee eeujecmeo: napyHaBupa 3TaHojaT — 867,28 Mr, B mepecyere Ha
napyHasup — 800 mr;

Bcnomozcamenvhuie geugecmea. MIPOCOJIB [enroo3a
MUKpOKpHCTaUIndecKkas > 98 %, KpeMHHS JHOKCHI KOUIOMAHBIA <2 %] -
177,72 mr, kpocrioBuioH — 33 Mr, runpomesuio3a — 13,2 Mr, KpeMHHSI JTUOKCH]
KOJUJTOMJIHBIN — 3,3 MTI, MarHusi cteapar — 5,5 MT;

Ilnenounas o060n10uKa: TONMBUHWIOBBIA CHUPT YAaCTUYHO TUIPOJIM3OBAHHBIA —
17,6 mr (40 %), makporos (TOJMAITHIACHIINKOJB) — 8,888 mr (20,2 %), TuTaHa

auokeuna (E171) — 7,106 mr (16,15 %), Tansk — 6,512 mr (14,8 %), kpacutenb



xeneza okcup kpacHeil (E172) — 3,894
IJIEHOYHOE MOKPbITHE — 44 MT.
Onucanue

Jozupoexa 150 me: TabNEeTKU OBaJbHbBIE, ABOSIKOBBITYKJIbIE, TOKPBITHIE TUIEHOYHOU
000J104KOIi 0€JI0ro 1BETA.

Jozupoexa 400 me: TaONETKU OBaJNbHbBIE, ABOSIKOBBITYKIIbIE, TOKPBITHIE TUIECHOYHOU
000JI0UKO CBETIIO-OPaHKEBOTO I[BETA.

Hozupoexa 600 me: TabNETKU OBaJIbHbBIC, ABOSKOBBIYKIIbIC, TOKPBITHIE TUIEHOYHOU
000JI04YKOI OpaHKEBOTO I[BETA.

Hosuposxa 800 me: TaONETKU OBAJIbHBIE, ABOSIKOBBITYKJIbIE, IOKPBITHIE MJIEHOYHOM
000JI0UYKON KPaCHO-KOPUYHEBOTO 1IBETA.

Ha nonepeunom paspese sapo 6e10ro win no4Ty 0eaoro 1BeTa.
PdapmakoTepaneBTHYECKasi TPyIIa: IPOTUBOBUPYCHBIE CPEICTBA CUCTEMHOIO
JEUCTBHUS; MPOTUBOBUPYCHBIE CPEJICTBA MPSAMOTO ACHCTBUS; MHTUOUTOPHI IPOTEA3
Kon ATX: JOSAE10

dapmakoJ0ruyecKne CBOMcCTBa

Dapmakoounamuka

MexaHu3M NelCTBUA

JlapyHaBup SIBJSI€TCS MHTUOUTOPOM TUMEPHU3ALNH U KaTAIUTUYECKOW aKTUBHOCTHU
npoTeasbl BUpyca MMMyHoaeduiuTa yenoBeka l-ro tuna (BUY-1), cpoactBo k
nporeaze BUY (K;) =4,5x 10" M. Ilpemapar u36MpaTeNbHO HHTUOHPYET
pacmemienne nosmnporenHoB Gag-Pol BHUY B uHOUIIMPOBaHHBIX BHUpyCaMH
KJIETKaX, IpeloTBpalias 00pa3oBaHUE MOJHOLIEHHBIX BUPYCHBIX YaCTHII.

I[TpoTBOBUPYCHAS AKTUBHOCTH IN VItro

JapyHaBup TMpOSBISAET AaKTUBHOCTh IPOTHUB JIA0OPATOPHBIX INTAMMOB H
KIMHAYecKnX n3oisatoB BUY-1, a Takke mpoTuB madopaTopHbix mrtaMmmoB BUY-2
B JIMHUSX OCTPOUHGUIMPOBAHHBIX T-TMMEOOLUNUTOB, MOHOHYKJICAPHBIX KJIETKAaX
nepudeprueckoil KpoBH dYeJOBEKa W MOHOLMUTaX/Makpodarax dyejgoBeKa C
meauanoii 3HaueHus 50 % »sddexTuBHol kouuentpamun (ECsp) ot 1,2 mo

8,5 umonp/nt (0,7-5,0 uar/mi).  JlapyHaBup  MpOSIBISET  IMPOTHBOBUPYCHYIO
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AKTHUBHOCTH IN VItr0 1Mo OTHONICHHIO K ITUPOKOMY L,ucxup)7 Iucpbmqu.b.u& N30J1TOB
BUY-1 rpymst M (A, B, C, D, E, F, G) u rpymmst O ¢ ECsp01 < 0,1 10 4,3 HMOJIB/1.
Otu 3HaueHuss ECsy HAMHOTO HMMKE JMara3oHa KOHIEHTpAIlUil, BBI3BIBAIOIIUX
TOKCHYIHOCTH B 50 % kieTok (o1 87 10 > 100 MKMOIIB/IT).

Pe3nCTEHTHOCTh

Ceneknus pe3CTEHTHBIX K napyHaBupy BupycoB u BUU-1 «aukoro tumay in Vvitro
Obuta jimrensHO (Oonee 3 ner). IlomydeHHble BHpPYChl HE MOIJIM PAacTU B
NPUCYTCTBUM  KOHUEHTpauuii mapyHaBupa Bbimie 400 amonbs/n.  Bupycsl,
oTOOpaHHBIE B  JTHX YCIOBHSIX M  JIEMOHCTPUPYIOIIHME  CHIDKEHHYIO
BOCIPUUMYHUBOCTD K JIapyHaBUpy (B 23-50 pa3), CoJIepIKaIn
2—4 aMUHOKHUCIJIOTHBIX 3aMEHBI B TeHe npoTteas3bl. CHUKEHHas: BOCIPUUMYHUBOCTD K
JapyHaBUPY B BO3HUKAIOIINX MPH CENIEKIIMHA BUPYCaX B JAHHOM KCIIEPUMEHTE He
MOJKET ObITh OOBSICHEHA MOSIBJICHUEM ITHX MYyTallUi T€Ha MPOTeas3bl.

[lo maHHBIM KIMHUYECKUX HCCIEAOBAHMN Y TMAlMEHTOB, paHEe IOTyJYaBIINX
aHTUPETPOBUPYCHYIO TEpAINI0, BHUPYCOJIOTMYECKHM OTBET Ha JapyHaBUp B
KOMOMHALIUM C PUTOHABUPOM B HU3KOW J103€ CHIKAJICS, KOTJa B Haydaje
WCCJICTIOBaHMsI TMPUCYTCTBOBAIM WM B XOJAE JICYCHUS Pa3BUBAIUCH 3 U Oomee
MyTaIliH, CBS3aHHBIC C PE3UCTEHTHOCTHIO K napyHaBupy (V111, V321, L33F, 147V,
150V, I54L wim M, T74P, L76V, 184V u L89V).

Kparrnocts noeienust ECso napynaBupa o cpaBaenuto ¢ ucxoganoi (FC) Obuia
CBSI3aHA CO CHI)KEHHUEM BUPYCOJIOTHYECKOT0 O0TBeTa. bbuin onpeenensl BEpXHUN U
HIDKHAW KiuHudeckue nmoporu B 10 m 40 pa3. 301416l ¢ UCXOOHOM KPAaTHOCTBIO
FC < 10 pa3 BocipurM4HBHI; U30J51THI ¢ KpaTHOCTHIO FC oT 10 o 40 pa3 obnaganu
CHUKEHHOM BOCTIPUUMYHUBOCTHIO; H30JAThI ¢ FC > 40 Obu pe3rCTEeHTHBIMA.
Bupychl, n301upoBaHHBIC y MAlMEHTOB, MOJYYaBIINX JapyHABUP/PUTOHABHUP IO
600/100 mr 2 pa3a B CyTKH, Y KOTOPBIX pa3BUJIach BUPYCOJOTHYECKas HEyJada B
BUJE PEIUANBa, M KOTOpble OBLIM BOCHPUUMYHUBHI K TUIPaHABHPY B Hadaje
UCCJICIOBAHMSI, OCTAIIMCh BOCHPHUMYWBBLIMU K THUIIPAHABUPY TOCIE JICUCHUS B

IO JaBJIA O CM OOJILIIMHCTBE CJIy4acs.



Haubonee Hu3kas yactota pa3BuTus pe3
paHee He TOJIyYaBIIMX JIEUECHUS CpPEJICTBAMH AHTUPETPOBUPYCHOU Teparuu,
KOTOpbIE BIEpPBbIE HAYalld MOJydYaTh JapyHaBUpP B KOMOWHALMU C JPYTUMU
npenapaTaMi aHTUPETPOBUPYCHOM TEpamuu.

[IepekpecTHass pe3UCTEHTHOCTD

Kpatnoctes FC papynaBupa Opiia menee 10 mmst 90 % u3 3309 xamHUYECKUX
U30JISITOB, PE3UCTEHTHBIX K aMIIPEHABUPY, aTa3aHABUPY, UHIUHABUPY, JOIIMHABUDPY,
HeJN(QUHABUPY, pPUTOHABUPY, CAKBUHABUPY W/WIIN TUIIPAHABUPY, YTO YKa3bIBAET, YTO
BUPYCHl, YCTOWYUBBIE K OOJIBIIMHCTBY HWHTHOMTOPOB TIPOTEA3bl, OCTAIOTCS
BOCIIPUMMYMBBIMU K JAPYHABUPY.

DapmaKkoKunemuxa

dapMaKOKMHETUYECKHE CBOMCTBA JapyHABUPa, IPUMEHSIBLIETOCS B KOMOWHALINH C
PUTOHABUPOM, U3YHaJIUCh Y 3JJ0POBBIX 100poBoJblEeB U Yy BUU-nHpuunpoBaHHbIX
nanueHToB. KoHLeHTpanuu napyHaBupa B IUIa3Me€ ObLUIM BbIIIE y MAlMEHTOB,
uHpunmrpoBanubix BUY-1, yem y 370poBBIX JIoeH. DTO pazinyue MOKHO
OO0BSICHUTH 00JI€€ BHICOKUMH KOHIEHTPAaLUsAMHU alib(ha-1-KUCI0ro riuKonpoTenHa y
NaluMeHToB, UHPUIMpoBaHHbIX BY-1, yTo NpUBOAUT K YBEIMUYEHUIO KOJUYECTBA
JapyHaBUpa, CBA3aHHOTO C  anb(a-1-KUCIbIM  TJIMKONPOTEMHOM  IJIa3MBI.
JHlapyHaBup metabonmsupyercsi B ocHOBHOM mu3odepmenTom CYP3A. PutonaBup
uHrnoOupyet n3opepment CYPI3A nedeHu u, TeM caMbIM, CyIIECTBEHHO MOBBIIIAET
KOHLIEHTPALHMIO JapyHaBUPa B IIJIa3MeE.

Bcacvisanue

[Tocne nmpuema BHYTpb JapyHaBUpP OBICTPO BCACBHIBAETCS B JKEIYJOYHO-KUIIEYHOM
TpakTe. MakcumaibHas KOHIICHTpaIus qapyHaBupa B mia3me (Cmax) B IPUCYTCTBUU
HU3KOM 1103b1 puTOHaBHpa jgocturaercs uepe3 2,5-4,0u. AOcomorHas
OMOIOCTYITHOCTh OJTHOM 10361 JapyHaBupa (600 Mr) mpu npuemMe BHYTPh COCTaBHUIIA
okoJ10 37 % u yBenuumiiach npuMepHo 10 82 % B npucyrctBum putonasupa (100 mr
2 pa3a B cyTku). OOuiee BIMSHHE PUTOHABUPA HAa OMOJOCTYIHOCThH JapyHaBUpa
COCTOSIJIO NMPUMEPHO B 14-KpaTHOM YBEJIMYEHHWH KOHILIEHTpAalUWW JapyHaBHpa B

miazMe Mocjae oJAHOro mnpuema BHYTpb 600 Mr nmapyHaBupa B KOMOMHALIMM C
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putonaBupoM (100 mr 2 pasza B CyTKH).
[Ipy mpuemMe HaATOIIAK OTHOCUTENbHAs OWOJOCTYIMHOCTh JapyHaBUpa B
MPUCYTCTBUM HU3KOM J103bI puTOHaBUpa Obl1a Ha 30 % HuUXKe, 4yeM Ipu IpueMe BO
BpeMs enbl. Clie1oBaTeNbHO, TapyHABUP HY)KHO IPUHUMATh BMECTE C PUTOHABUPOM
BO BpeMs efipl. XapaKTep MHIIY HE BIIWSI Ha KOHIIEHTPAIIMU TapyHaBHUpa B IUIa3Me.

Pacnpeoenenue

Oxkomo 95 % nmapyHaBupa CBSI3BIBACTCA ¢ OCITKAMH TUTa3Mbl, MPEUMYIIICCTBEHHO C
anb(a-1-KUCIBIM TTMKOIIPOTECHHOM.

[Tocne BBeaeHUSI BHYTPMBEHHO OOBEM paclpeseieHus TapyHaBHpa B KadyecTBE
MoHoTepanuu coctaBisin 88,1 59,01 (cpennee + ctaHIapTHOE OTKJIOHEHUE) U
Bo3pactan 10 131 +49.91 (cpennee + craHgapTHOE OTKJIOHEHHUE) B MPUCYTCTBUU
putonaBupa (100 mr 2 pa3a B CyTKH).

Memabonuszm

B skcniepumenTax in Vitro Ha MEKpocoMax MeYeH! YesIOBeKa OBLIO MOKa3aHO, YTO
JapyHaBUpP IOABEPraeTcsl MNPEUMYIIECTBEHHO OKUCIUTEIBHOMY METaboIu3My.
HapyHaBup MeTaO0NIU3UpyeTCsl IPEUMYLIECTBEHHO B [IEYEHU CUCTEMOM LIUTOXPOMA
P450, moutn uckmountenpHo n3opepmentom CYP3A4. UccnenoBanue, B KOTOPOM
37I0pOBBIE JOOPOBOINBIBI MPUHUMAIN *C-mapyHaBup, TOKa3aao, 4To GoblIas
4acTh PaJMOAKTUBHOCTH B IUIazMe mocie oaHoro npuema 400 Mr mapyHaBupa u
100 Mr puTOHaBUpa NTPUXOAWIACH HA JOJI0 HEM3MEHEHHOrO JapyHaBHpa. Y
YyesoBeKa MJICHTU(PUIIMPOBAHO MO MEHbIEH Mepe 3 OKUCIUTENbHBIX MeTadonuTa
JapyHaBHUpa; aKTUBHOCTh BCEX 3TUX META0OJUTOB B OTHOIICHHM «IUKOTIO THUIIa»
BUY cocrapsuta meHee 1/10 0T akTHBHOCTH CaMOT0 JIapyHaBHUpPA.

Buvigedenue

ITocne ognokpaTHoro npuema 400 mr *C-napynasupa u 100 Mr puToHaBUpa 0KOJIO
79,5 % wu 13,9 % paguoakTUBHOCTH OOHAPYKUBAJIOCH B Kalle M MOYe
COOTBETCTBEHHO. Ha 10J110 HEM3MEHEHHOT0 JJapyHaBupa Npuuuiock okoio 41,2 %
u 7,7 % paglOAaKTUBHOCTH B Kaj€ U MOYE COOTBETCTBEHHO. KoHeuHbIN mepuon
MOJTyBBIBEJICHUS TapyHABHPaA COCTAaBUI OKOJIO 15 4 mpu ero npueMe B KOMOUHALIUU

¢ putoHaBupoM. KnupeHc napyHaBupa 1ociie BHYTPUBEHHOTO BBeaeHUs 150 mr
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cocraBun 32,8 n/u (663 pHTOHaBHpa) 5.9t /a8 MpuCyTCTBUA HIA3KOW 1036l
puTOHAaBHpA.
Ocobble epynnbl nayueHmos

Jlemu

dapMakoOKMHETHKA JapyHaBHpa B KOMOWHAIIMM C PUTOHABUPOM ObLTa U3ydeHa y

74 nereli, paHee MOTy4YaBIINX JICUCHHUE, B Bo3pacTe oT 6 10 17 ner, ¢ Maccoit Tena
He MmeHee 20 Kr. YCTaHOBJIEHO, YTO y TakMX ACTEH INPHU IPUMEHEHUM 03I,
1no/100paHHON B 3aBUCUMOCTM OT MAacChl Tesa, napameTpbl (papMaKOKMHETUKU
CPaBHUMBI C TAaKOBBIMU Yy B3pOCJbBIX MAIlMEHTOB, MOJYYaIOIIHUX KOMOWHALIUIO
napyHasup/putoHaBup 600 mr/100 Mr 2 pa3a B CyTKH.

dapMakoKHHETUKA JapyHaBUpa B KOMOMHAIMU C PUTOHABUPOM ObLIa M3yye€Ha Y
14 nereli, paHee MoOJIy4yaBIIMX JICYEHUE, B BO3pACTE OT 3 /10 6 JIET U Maccoil Tena ot
15 no 20 kr. VYcTaHOBIEHO, YTO y TaKuX J€Te€d IpPU NPUMEHEHHH [O03bI,
NoJ00paHHONW B 3aBUCHMOCTH OT MAacChl Tejia, mapameTpbl (papMaKOKHMHETHKH
CPaBHMMBI C TAaKOBBIMU Yy B3pOCJBIX MAlMEHTOB, MOJIYYarOUIMX KOMOHHAIIMIO
napyHasup/putoraBup 600 mr/100 Mr 2 paza B CyTKHU.

dapMakOKMHETHKA JapyHaBUpa B KOMOMHALMK C PUTOHABUPOM IPU NPUMEHEHUU
1 pa3 B cyTku u3yuanach y 12 ngereid, paHee He NOJIy4aBIIUX JEUEHUS MpenaparaMu
aHTUPETPOBUPYCHOM Tepanuu, B Bozpacte oT 12 1o 18 net u maccoit Tena He MeHee
40 xr. Ilpu npueme y HuX koMOuHauuu aapyHasup/puronasup 800 mr/100 mr 1 pa3
B CYyTKM KOHIIEHTpalUsl JapyHaBHpa B IUIa3Me ObUla COMOCTaBUMa C TaKOBOW y
B3pOCJBIX, MPUHUMABIIMX KoMOuHauuio aapyHaBup/putoHaBup 800 mr/100 mr
1 pa3 B cytku. Takum oOpa3oM, oJiHa U Ta K€ JO3UPOBKa, MpUMeHsemas 1 pa3 B
CYTKH, MOXET OBbITh MCMOJIb30BaHa y MOJAPOCTKOB, paHee MOTyYaBIIUX JICUYCHHE, B
Bo3pacTte ot 12 10 18 net ¢ maccoit Tena He MeHee 40 kr, 6e3 MyTalui, CBI3aHHBIX
¢ pe3ucteHTHOCTHIO K mapyHaBupy (V111, V32l, L33F, 147V, 150V, 154M, 154L,
T74P, L76V, 184V u L89V), yposaem PHK BUU-1 B miazme < 100000 kormwmii/mi 1
unciom kinetok CD4+ > 100 xnerok x 10%1 u y B3pocbIX.

dapMakoOKUHETHKA JapyHaBHpa B KOMOMHAIIMU C PUTOHABUPOM MPU MPUMEHEHUH

1 pa3 B cyTku uzyyanach y 10 nerelt, panee mony4yaBlux JieYeHUE, B BO3pacTe OT 3
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no 6 ner, ¢ Mmaccoi tena ot 14 go 20 kr: Hpm HCITOJIb30BaHNN IIUJ_I,.U.GPdHl:lUl\/’l 1o
Macce Tela JO3UPOBKM HaOJIo/1anach KOHIIEHTpalMs JapyHaBUpa B IUIa3Me,
CpaBHMUMasi C  TakOBOM y  B3pOCIbBIX,  MOJy4YaBIIUX  KOMOWHAIIUIO
napynasup/putoHaBup 800 wmr/100 mr 1 pa3 B cyrku. Kpome Toro, mpu
MOJICIMPOBAHUU U CUMYJISIUU (apMaKOKMHETUKHU JapyHaBUpa y JAeTei oT 3 1o
18 neT Obla MOATBEPKACHA KOHLIEHTPALKsA JapyHaBupa B I1a3Me, HabmoaeMas B
KJIMHUYECKUX HCCIEAOBAHUAX; ObUIM TAaK)XE€ YCTAHOBJICHBI CXEMBbI JIO3MPOBAHHUS
KOMOUMHAIIMY TapyHaBUP/pUTOHABUD | pa3 B CYTKH HA OCHOBE MACChI Teja JJis IeTen
C MAaccoM Tena He MeHee 15 Kr, KOTopble NOyYaiu WIA HE MOIy4Yald IIPEnapaTsl
aHTUPETPOBUPYCHOM Tepanuu, 0e3 MyTalul, CBSI3aHHBIX C PE3UCTEHTHOCTHIO K
napynasupy (V111, V32l, L33F, 147V, 150V, 154M, 154L, T74P, L76V, 184V u
L89V), ypoeaem PHK BHY-1 B muazme < 100000 KOmUii/MII ¥ YUCIOM KIIETOK
CD4+ > 100 xnerox x 108/

Loorcunvle nayuenmoi

[Monynsauuonusli  dapmakokuHeTnueckuii anHanu3 y BUY-undunupoBaHHBIX
MAIMEHTOB TMOKa3ajl OTCYTCTBHE 3HAUMMBIX pPaziuduil (papMakOKHHETUYECKUX
napamMeTpoB JapyHaBUpa B Bo3pacTHOU rpymme 1875 mer (B 3TOT aHanmm3 ObuH
BKuoueHb! 12 BUY-undunrpoBaHHbIX MAaIMEHTOB B Bo3pacTe 65 JieT U crapiie).
TeM He MeHee, JaHHBIE 110 IPUMEHEHUIO JapyHABHpa y MAMEHTOB cTapuie 65 e
OTPaHUYECHBI.

Ilonoswvie pasnuuus

[TonynaunoHHBIN  (apMaKOKMHETUYECKUN aHajiu3 BBISIBUI HECKOJbKO OoJiee
BbIcokue (16,8 %) koHmeHTpanuu gapyHasupa y BUU-unbumpoBaHHbIX KEHIIUH,
yeM y BUY-undunupoBanHplx MyxuuH. JlaHHOE pasznuyue HE SBISETCS
KIIMHUYECKH 3HAYUMBIM.

Tayuenmvl ¢ HapyweHusMU QYHKYUU NOYEK

Pe3ynbTaThl MCCIEN0BAHUS C UCHONb30BaHueM ~*C-IapyHaBupa B KOMOMHAIUH C
PUTOHABUPOM TOKa3ajad, 4YTO Okoyuo 7,7 % mNpUHATOM J03bl JapyHaBUpa
DKCKPETUPOBAIIOCH C MOYOU B HEM3MEHEHHOM BHJIE. Y MALMEHTOB C HAPYILIECHUIMHU

GbyHKIMK TToYeK (PapMaKOKMHETUKY JIapyHABUpPA HE U3y4alid, HO MOMYJISILIMOHHbIN
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COOTEBETCT Eu'i-'

JCIE ;l

(I)apMaKOKI/IHeTI/IquKI/II/I dHaJIn3 I110Ka3dil O lby IC1bNC  5HAYYMMOIL UI . NSMCHCHWN
dbapMakOKMHETHYECKUX TapamMeTpoB jAapyHaBupa y BHUY-undunupoBaHHBIX
MAIMEHTOB C YMEPEHHO BBIPAKEHHBIMU HapyUICHUSIMUA (QYHKIMH MOYEK (KIUPEHC
CBIBOPOTOYHOTO KpearnHuHa 30—60 miu/muH, N = 20).

Ilayuenmul ¢ HapyweHusMU YYHKYUU neYeHU

JlapyHaBup MeTa0OJM3UPYETCS W BBIBOJUTCS MPEUMYIIECTBEHHO IE€UeHbI0. B
WCCJICIOBAaHUH C TIPUMEHEHHEM HECKOJBKMX 703 JapyHaBHUpa B KOMOWHAIIUU C
putonaBupoMm (600 mr/100 mr) 2paza B JeHb OBUIO IOKa3aHO, YTO OOIIas
KOHIICHTpAIUs JapyHaBHpa B IUIa3M€ y MAlMEHTOB C JIETKUM (Kjacc A Mo IIKaje
Yaitnn-I1et0, N = 8) u ymepeHHbIM HapylieHueM (yHKIUM nedenu (kiacc B mo
mkane Yaitna-ITeto, N = 8) ObuTa cpaBHUMA C TAKOBBIMH MApaMETPaMH Y 3I0POBBIX
auil. Tem He MeHee, KOHIIEHTPAIMK HECBA3aHHOTO JapyHaBHpa ObUIM IPUMEPHO Ha
55 % (kmacc A no mkane Yaina-ITero) u 100 % (xaace B no mikane Yaitna-I1sro)
BbIie. KnuHWYeckas 3HAYMMOCTh ATOTO TOBBIMICHUS HEM3BECTHA, W JApPYHaBHP
CJIelyeT MPUMEHSTh y TaKUX MallUEHTOB C OCTOPOKHOCTHIO. D(PPEKT TKEIOro
HapyleHus: QyHKIMY MeYeHn Ha (hapMaKOKMHETUKY JapyHaBUpa HE U3y4daJiCs.
bepemennocmo u nocrepooosoti nepuoo

[Tpu npueme komOuHanuu napyHasup/putoHaBup B mpoze 600 mr/100 mr 2 pasza B
cyrku wm 800 mr/100 mMr 1 pa3 B CyTKM B cCOCTaBe KOMOHMHHPOBAaHHOMN
aHTUPETPOBUPYCHOM TepaIiy, KOHIICHTPAINH JapyHaBHpa U pUTOHABHPA B IJIa3Me
KpOBU OBLIM HIKE TPH MPUEME BO BpeMsi 0EpEMEHHOCTH 10 CPAaBHEHUIO C TAKOBBIMHU
IpU TIpUeMe B MOciiepo1oBoi nepuo. OnHako, hapMaKOKHHETHIECKHIE TapaMeTPhI
HECBSI3aHHOTO (aKTUBHOTO) JIapyHABUpPA OBLIU CHIKEHBI B MEHBIIIEH CTEMEHH, TaK
KaK BO BpeMsi 0epeMEHHOCTH HAOIIOAACTCs YBEIMUECHUE KOHIICHTPAIIMHA CBOOOTHOM

dbpakuuu JapyHaBHpa M0 CPaBHEHHUIO C TAKOBOM B MOCIIEPOI0BOM MEPHUO/IE.



COOTBETCTEBYET 3 OTUYE
||'|:"::'j'|-. ¥ OCTE Q002
JlanHble (papMAKOKMHETHKHU 0011Iero JapyHaBHpa oc/e IpueMa KoMOmHamny
aapyHaBup/putonaBup B 103e 600 mr/100 mr 2 pa3a B CyTKH B PAMKAaX CXeMbl
AHTHPETPOBUPYCHOI Tepanuu BO BTOPOM TPpUMecTpe HepeMeHHOCTH,

TPeTheM TpUMecTpe 0epeMEeHHOCTH M MOCJIePOA0BOM Nepuojae
DapMaKOKHHETHKA Bropoii tpumectp | Tperuii TpumecTp ITocneponosbrit
0011ero JapyHaBupa 0epeMeHHOCTH 0epeMeHHOCTH nmepuos

(cpeanee = craHaapTHOE (n=12)* (n=12) (6-12 nemesin)
OTKJIOHEHHE) (n=12)
Crax, HT/MJI 4668 + 1097 5328 +£ 1631 6659 + 2364
AUC12n, ar*u/mn 39370 + 9597 45880 + 17360 56890 + 26340
Chmin, HI/MIT 1922 + 825 2661 + 1269 2851 + 2216
pumeuanue: a—n = 11 w1 AUC, 2, (Tutommaas Mo KpUBOH «KOHIIEHTpaIUA-BpeMs» depes 12 1 mocie
IpHeMa Ipemnapara).

JlanHbIe (PJapMAKOKMHETHKH 0011ero JapyHaBHpa nocJjie npueMa KOMOMHALMHA
napyHaBup/putonaBup B 103e 800 mr/100 mr 1 pa3 B CyTKM B paMKax cXeMbl
AHTHPETPOBUPYCHOI Tepanuy BO BTOPOM TpUMecTpe 0epeMeHHOCTH,
TpeTheM TpumecTpe 6epemMeHHOCTU U MOCNepOA0BOM Nepuose
DapMaKOKHHETHKA Bropoii tpumectp | Tperuii TpumMecTp IHocneponoBbrit

0o01ero 1apyHaBupa 0epeMeHHOCTH 0epeMeHHOCTH nepuo.
(cpennee = craHaapTHOE (n=17) (n=15) (6-12 nemesin)
OTKJIOHEHHE) (n=16)
Cmax, HT/MIT 4964 + 1505 5132 +£ 1198 7310+ 1704
AUC24n, Hr¥*u/mn 62289 + 16234 61112 + 13790 92116 + 29241
Chmin, HI/MI 1248 + 542 1075+ 594 1473 +£ 1141

YV  KeHIMH,

ITOJTYYaBIINX

KOMOMHAIIMIO  JapyHaBUpP/pUTOHABUD B

I103€

600 mr/100 mr 2 pa3a B CyTKH B T€UEHHE 2-TO TpUMECTpa OEPEMEHHOCTH, CPEIHHE
3HaueHUs Cmax (MakcHMallbHas KOHIIGHTpanus napyHaBupa B 1miazme), AUCi,
(rutomianb TOJM KPUBOM «KOHIIGHTpaIUs-BpeMs» 3a 12 yacoB mocie mpuema
npenapata) U Cpin (MUHUMaIbHAS KOHIIGHTpAIlUsl JapyHaBUpa B IUIa3Me)
JapyHaBHpa ObLIIM, COOTBETCTBEHHO, Ha 28 %, 26 % 1 26 % HuXe 10 CpaBHEHHIO CO
3HAYEHUSIMU JaHHBIX I[IOKaszaTejeld B TMociiepojoBod mnepuod. Bo Bpems 3-ro
TpuMecTpa 6epeMeHHOCTH Crax, AUC12n 1 Cin JapyHaBupa ObLTH, COOTBETCTBEHHO,
Ha 18 % u 16 % Hmxke u Ha 2 % BbIIIE MO CPABHEHUIO CO 3HAYEHUSIMU JTAHHBIX
noka3zaTesel B ocIepog0BOM EPUOIE.

Y  KCHIIMH, TOJIyYaBIINX

KOMOMHAIIMIO JIapyHABUP/PUTOHABUP B  J03€
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800 mr/100 mr 1 pa3 B cyTKH B Te€UEHHUE 2-TO TPUMECTPA Ut:pCMcﬁﬁ(..).&,.lm,. CpenHue
3HaueHUA Cmax, AUCon 1 Ciin JapyHaBUpa ObLIH, COOTBETCTBEHHO, Ha 33 %, 31 %
1 30 % HuKe 10 CPaBHEHHUIO CO 3HAUCHUSIMU JJAHHBIX MOKa3aTeseil B TOCIepO10BOM
nepuose. Bo Bpemsi 3-ro tpumectpa OepemMeHHOCTH Cmax, AUCun 1 Chin
JapyHaBHpa ObLIN, COOTBETCTBEHHO, Ha 29 %, 32 % u 50 % Hu>ke o CpaBHEHUIO CO
3HAYEHUSIMU JIaHHBIX TIOKa3aTesel B TOCIEPOAOBOM NIEPUOIE.

IMoka3zaHus K NPUMEHEHUIO

Jleuenne BUY-undexiuu y B3pocCiIbIX NAllUEHTOB U JeTel B BO3pacTe OT 6 JIeT U ¢

Maccoil Tena 30 Kr u OoJiee, paHee NMOJIyYaBIIMX AaHTHPETPOBUPYCHYIO TEpAIuIoO (B

KOMOMHAIIMM C HHU3KOW JI030M PUTOHABUpA M JPYTUMHU aHTHUPETPOBUPYCHBIMHU

npenapaTamu).

IIpoTuBoNnoOKa3anus

—  I'umep4yBCTBUTEIBHOCTh K JAapPYHABHPY WU K JIFOOOMY BCIIOMOTATEIHHOMY
BEII[ECTBY, BXO/ISAIIEMY B COCTaB Ipernapara.

—  OnHOBpEeMEHHBIN MPUEM TapyHaBUpa B KOMOMHAIIMHN C PUTOHABUPOM B HU3KUX
J103aX C IpernaparaMu, KIUPEHC KOTOPHIX MPEUMYIIIECTBEHHO OMpenemsieTcs
nzodepmentom 1uroxpoma P450 CYP3A4 u moBbIIIICHHE KOHIICHTPAILIMH
KOTOPBIX B IJIa3M€ COMPSDKEHO C BO3HUKHOBEHHEM CEpPbE3HBIX W (WJIH)
YIPOXKAIOIINX KU3HH MOO0OYHBIX A(DPexToB (Y3KUN TepaneBTUYECKUN
nuanaszoH). K Takum mpemapataM OTHOCSTCS acTEMU30Jd, aldy303uH,
KOJIXUIMH (y TMAIMEeHTOB C MOYSUYHOW WU MEUYEHOYHOW HEJO0CTaTOUYHOCTHIO),
cwineHaun (MPUMEHSIONIMICS JJI1  Tepanmuu  JIETOYHOM apTepuanbHON
TUNEPTEH3UHU), TeppeHaauH, MujaazojaM (MEepopalibHO), TpHA30JIaM,
[U3anpuj, TUMO3UJ, paAHOJA3WH, CEPTHHIOJ], KBETHANWH, MPEMapaThl,
collepKalllie aJKaJOWAbl CIOPBIHBM  (IPTOTAMUH, JUTHIPOIPTOTAMUH,
SPrOMETPUH M METWJIIPrOMETPUH), KOMOWHALUg JIOMUHABUP/PUTOHABUD,
aMUOJIapOH, OCNpUIINI, TPOHENAPOH, XWHHUJIWH, CUMBACTATHH, JIOBACTATHH,
Jypa3uJioH, Tpa3onpeBup/ndacBup, aBaHadui, THUKArpeyiop, IalOKCETHH,
HAJIOKCEroy, na0uraTpad, HWBaOpaJWH, JOMHUTANUI (CM. TaKXke pasien

«B3auMopeicTBIE C IPYrUMU JEKAPCTBEHHBIMU CPEJCTBAMMY ).
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—  OpHOBpeMEHHBIH MpUeM C Mpena
TaK)Ke ¢ TpernapaTaMu, COACPKAIIIMH KCTPAKT 3BEpOO0s IPOIBIPSIBICHHOTO,
MOCKOJIbKY OJIHOBPEMEHHOE UX NMPUMEHEHHUE MOKET MPUBECTH K CHIXKEHHIO
KOHIICHTpAIlMM JapyHaBUpa B IUla3Me, a CJIEIOBaTeIbHO — K MOTEpe
TepaneBTUYECKOro 3¢p(deKTa W Pa3BUTHIO PE3UCTEHTHOCTH (CM. pazaen
«B3anmMoericTBUE ¢ APYTUMH JICKAPCTBEHHBIMHU CPEJICTBAMI).

—  Tskenas nedeHouHast HepoctatouHOCTh (Kiace C o Yaina-ITero).

—  Jlerckuii Bo3pact 110 6 jieT u Macca Tena MeHee 30 Kr.

C 0CTOPOKHOCTHIO

— VY NaluMeHToB ¢ HapylieHWeM (YHKIWMU TEYEHH JIETKOW M CpeHE CTeneHu
(xmace A u B o Yaiina-ITero)

— Y manueHToB ¢ ajuiepruei K cyJbpoHamugaM

— Y nmanmeHToB, KOTOPbIE BO BpeMsi OEPEMEHHOCTH U B MOCIEPOI0BON MEPUO]T
OJIHOBPEMEHHO TMPUHUMAIOT Mpenaparbl, KOTOPbIE MOTYT YyMEHbIIATh
KOHIICHTPAIIUIO JIapyHaBHUpa B MJIa3Me KPOBHU

— VY naiueHToB MOXKUJIoro Bo3pacta (0T 65 JieT u crapiie)

—  CoBMECTHOE TPUMEHEHHUE HE PEKOMEHAYETCS CO CICAYIOIIMMU MpernapaTamu
(cMm. pasnmensl «OcoOble ykazaHus» U «BzaumonelcTBue ¢ JIpyrumMu
JIEKapCTBEHHBIMU ~ CPEJCTBAMU»): CaKBUHABUpP; anMKcabaH, 3J0KcabaH,
puBapokcabaH; pudarneHTHH; 3BEPOJUMYC, OeTamMeTa3oH, OyJICeCOHH],
bayTUKa3oH, MOMETa30H, NPEAHU30H, TPUAMIIMHOJIOH; OOIenpeBUp,
rJIeKanpeBUp/MUOPEHTACBUP, CHUMENPEBHUP; CcaIMeTepos, Tamanadun (s
JICYEHUS JIESTOYHOU apTepuaIbHON TUIEPTEH3UH ); UPUHOTEKAH; KETOKOHA30J1

— Crenyer NpUMEHSATh C OCTOPOKHOCTBHIO CO CIEAYIOIIMMU MpernaparaMu (CM.
pazgensl  «OcoOble  ykazanus» U «B3aumoneiictBue ¢ apyrumu
JICKApCTBEHHBIMU CPEJICTBAMU»): JU3ONMHUpaMui, ¢GJICKauHUI, JHI0OKaAuH
(cMCTeMHO), MEKCWIETHH, MponadeHOH; KIAPUTPOMUILIMH; (IIyKOHA301,
M3aBYKOHA30J1, UTPAKOHA30I1, M03aKOHA3011, KJIOTPUMA301JL;

apTemerep/aymedaHTpuH; 1a3aTUHUO, HUJIOTUHUO, BUHOJIACTUH, BUHKPUCTHUH;
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JIeKCaMeTa30H (CHUCTEMHO); CHJIA
JICYCHHUS]  JPEKTWIbHOM  JUCPYHKIUHU);  JOMIEPUAOH;  (HEe30TepOaUH,
coyiudeHalnH
—  Crenyer u3berarb COBMECTHOTO MMPUMEHEHHUS CO CIIEYIOUMMU MpenapaTamu
(em. pazmensl «OcoOble ykazaHusi» u «B3aumoneiictBue ¢ apyrumu
JIEKapCTBEHHBIMU CpeJICTBaMuY): heHoOapOuTa, PeHUTONMH; BOPUKOHA3OIT
IIpumeHeHune Npu GepeMEHHOCTH U B MIEPUO TPYTHOT0 BCKAPMJIMBAHUS
bepemennocme
[ToTHOIIEHHBIX HWCCIEAOBAaHUN Yy OCPEMEHHBIX JKCHINWH II0 OICHKE BIIMSHUS
JapyHaBUpa Ha HCX0J OepeMEeHHOCTH He mpoBoamiIoch. lccremoBanus Ha
YKUBOTHBIX HE BBISBIIN Y JapyHAaBUPA TOKCUYECKON aKTUBHOCTU WJIM HETATUBHOTO
BIIUSHUS HAa PEMPOAYKTUBHYIO (YHKIHIO M (EepTHIBHOCTH. B mccienoBaHusx y
KpbIC JapYHaBUp HE OKa3bIBaj BIWAHMUS Ha CIHOCOOHOCTh K Pa3MHOXKEHUIO U
(bepTUIBLHOCTD.
Jlnst HaOrofeHusT 3a BIMSHUEM Ha IUION W OpPTaHW3M MaTepu co3naH Perumctp
Clly4aeB IMpHEMa aHTUPETPOBUPYCHBIX TIPEmapaTroB BO BpeMs OepeMEHHOCTH

(www.apreqistry.com). JlaHHBIN perucTp SIBIIAETCS T00POBOJILHBIM

MPOCTIEKTUBHBIM HAONIOAATEIbHBIM HCCIEJOBAaHUEM C LETbI0 cOOpa M OLICHKH
JaHHBIX O BIUSHUM TpUE€Ma aHTHUPETPOBUPYCHBIX IMpenapaToB Ha HCXO[
OoepemeHHocTu. [laHHBIE O TpPUMEHEHWH JapyHaBHUpa B TEPBOM TPHUMECTPE
OEpeMEHHOCTH JIOCTATOYHBI JJIsi OLEHKU €ro BIMSHMUS Ha YBEJIUYECHHUE pHUCKa
TIOSIBJICHHUSI BPOXKICHHBIX JIe(eKTOB TuioAa. K HacTosmeMy BpeMeHu oKa3aHo, YTo
JapyHaBUP HE YBEIMYMBACT PUCK BOZHUKHOBEHUS BPOKACHHBIX Je(EKTOB TUIO/A.

KomMOuHarnus napyHaBup/puTOHaBUP TIPU COBMECTHOM TMpUeMe ¢ 0a30BO# Tepanueit
OLICHMBAJIACh B KJIMHUYECKOM UCCIIEIOBAHUHU C y4acTHEeM 36 OepEeMEHHBIX KEHIUH
BO BpEMs BTOPOTO U TPETHETO TPUMECTPOB OepeMEHHOCTH. PapMaKOKHHETUYECKUE
JaHHbIE TOKa3aJM, YTO KOHIEHTpAIMM JapyHaBUpa M PUTOHABHpa BO BpeMs
OepeMEeHHOCTH ObUIM HUXKE, 4YeM B TMociepoaoBoM mnepuone (6—12 Hexnens).
Bupyconoruueckuii OTBET COXpaHsUICS B 00€MX Tpymmax Ha MPOTSHKEHUH BCEro

uccienoBanus. OTCyTCTBOBaja BEpTHKajbHAs IEpeaada BHpyca OT MaTepu K
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MiaaeHly y 31 nanueHTKy, IPUHUMABIINX aHTHPETPOBUPYCHYTO wfl).;.uyulu BITOTH
10 ponopaspenieHus. KomOuHaiust napyHaBup/pUTOHABUP XOPOIIO EPEHOCUIIACH
npu MpueMe BO BpeMsl OepeMeHHOCTH W B mociepoioBoi mnepuoi. [Ipoduns
0€30IMacHOCTH B JAHHOM HCCIIEIOBAaHUU ObLI COTOCTaBUM C TAaKOBBIM y B3POCIHbBIX
nanuMeHToB, uHQuuupoBanHsix BWY u  npuHuMmarommx  KOMOWHAIIUIO
JapyHaBUpP/pUTOHABHP.

KoMOuHanuo napyHaBup/pUTOHABUP MOXKHO Ha3Ha4daTh OCPEMEHHBIM JKCHIIMHAM
TOJIBKO B T€X CIIy4asiX, KOIJla OXKHJlaeMasi MoJib3a €€ MpUMEHEHUs st Oyayiei
MAaTEPH MEPEBENIMBAET MOTCHIIMAIBHBIN PUCK IJIA TUI0JIA.

Ilepuoo epyonoco ecxapmauearus

HeusBecTtHo, cmocoOeH s JapyHaBUp TMPOHUKATh B TPYAHOE MOJIOKO.
HccnenoBannss Ha Kppicax IIOKas3aiad, 4YTO Ipenapar IIPOHUKAET B MOJIOKO.
VYuuteiBasg BO3MOXHOCTh mepenaud BUY ¢ rpyaHbIM MOJIOKOM, a TaKXe PHUCK
CEPBE3HBIX HEKENATEIbHBIX pPEAKUMW Yy TPYIHBIX JETEH, CBA3AHHBIA C
BO3JICUCTBUEM Ha HUX JapyHaBupa, BUHUY-unpunupoBaHHbIe KEHIIUHBI,
nonyuaromue npenapar CAJIITYBUP®, nomkHbl BO3IEpKMBATLCS OT IPYIHOTO
BCKApMJIMBAHMUSI.

DepmuibHOCMb

B uccnenoBanusx Ha Kpbicax HE ObLIO BBISIBIICHO BIMSIHUS Ha PEpPTUIIHLHOCTD.
Cnocod npumeHeHusI U 103bI

BHyTpb.

Tepanus q0JDKHA Ha3HAYATHCA BpauyoM, UMEIOIIUM ONbIT JieueHuss BUY-undexuu.
Ipenapar CAJIIYBUP® Bcerna cinenyer Ha3Ha4aTh B KOMOMHALMK C HU3KOM 10300
pPUTOHABUpPA B KAaueCTBE CPEJICTBA, YJIYYINAIOIIETO €ro (papMaKOKHHETUYECKUE
XapaKTepUCTUKU, a TaKke B KOMOMHAIMU C JPYTMMHU aHTUPETPOBUPYCHBIMU
npenaparamMu. Bo3MOXXHOCTh Ha3HAYEHHS] PUTOHABUPA JIOJDKHA OBITH PACCMOTpPEHA
JI0 Hayaja Teparnuu KOMOWHalKen JapyHaBUp/pUTOHABUD.

[TanieHTH  JOJDKHBI  OBITH  MPOUHCTPYKTHUPOBAHBI O TpUeMe Ipernapara
CAJIIYBUP® ¢ Hu3Koi 10300 puToHaBupa He nosaHee 30 MUHYT MOCIE IpHEMa

MTUIIIH.
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ITocne Hawama Tepamuu mnpenaparom CATTAYBHAP® uau,mculbluﬁc .,LLUJl)iu-lbl
U3MEHSTH WIH MPeKpaniaTh Tepanuio 0e3 KOHCYJIbTAIlMHU C JICUal[UM BPauOM.
Jo3uposka 150 mr pazpaboTana iJisi IPUMEHEHUS B IETCKOU MPAKTUKE. Y B3POCIBIX
JUTSL TOCTYDKCHHSI TEpaneBTUYECKUX JI03 JaHHAsS JO3UPOBKa TpeOyeT mpuema
OOJBIIOr0 KOJUYEeCTBAa TaOJETOK, YTO C OJHOM CTOPOHBI 3aTPyAHSIET UX
MPOTJIaThIBAHWE, C JPYrOM — MOXKET BBI3BATh AJUIEPTUYCCKUE PEAKIMHA H3-32
MOBBIIMICHHOTO TIOCTYIUICHHSI BCIIOMOTATEIbHBIX BEIIECTB, COJCPKAIIUXCS B
Ta0JIeTKaX, MOATOMY OHHM JIOJDKHBI NMPUMEHSITHCS TOJBKO MPH HEIOCTYIHOCTH
JIPYTHX TO3UPOBOK.
emu

Ilayuenmor om 6 0o 18 nem, panee nonyuasuiue aHMUPEemMpoSUPYCHYIO MepPanuio
PexomeHnnyeMasi 103a KOMOMHAIIMU JapyHaBUP/PUTOHABHUP Jis JieTe oT 6 [0
18 net u maccoii Tena He MeHee 30 KT 3aBUCHUT OT MacChl Tena (CM. TabJIMITY HIKE)
W HE JOJDKHA TMPEBHIIIATh PEKOMEHIYEMYIO JI03y JIs B3POCHBIX IMAIMEHTOB
(600/100 mr 2 pasa B cytku). IIpenapar CAJIIYBUP® nomkeH mpuHMMAThCS C

PUTOHABUPOM 2 pasza B CYTKH BO BpeMs e/bl. TUIl UMM HE BIUSIET Ha aOCOpOIUIo

JapyHaBHpA.

Pexomenayemas 103a 1apyHaBMpa M PUTOHABHPA VIS NALMEHTOB oT 6 10 18 ner, panee
NMOJYYaBIINX AHTHPETPOBHPYCHYIO TEPANIHIO

Macca Tesa (kr) Jo3a
> 30 xr — <40 xr 450 mr napynasupa (3 tadnetku CAJIJTYBUP® no 150 mr) /
60 mr puTOHaBHpa 2 pa3a B CYyTKU
> 40 xr 600 mr napynasupa (4 Tabnetku CAJITYBUP® no 150 mr) /
100 mMr putoHaBupa 2 pasza B CyTKH

B3pocnvie nayuenmol

IHanuentsr, panee He | [lanueHThbl, paHee He MOJYYaBIINEe HHTHOUTOPBI POTEAa3bl

MmoJIy4aBiiue HE UMeKIue MYTalMii, | HMeIoIIHe 10 KpaiiHeil mepe
HHTHOMTOPBI IPOTEa3bl | BHI3BIBAIOIIMX PE3UCTEHTHOCTH | 1 MyTaluio, BHI3bIBAIOIIYIO
K AapyHaBHPY™* (C | pPE3UCTEHTHOCTH K

mia3MeHibiM  ypoBaem PHK | napynaBupy®
BHUY-1 < 100 000 xonwmii/ma u
koanyectBom CD4+  kijerok
> 100 x 108 /)

800 mr 1 pa3 B cytku B | 800 mr 1 pa3 B cyrku B | 600 mMr 2 pasa B CyTKH B
koMOuHaumu co 100 Mmr | KoMOMHAIMH €O 100  wmr | komMOumatmu co 100 wmr
pUTOHABHpa, BO BPEMs | pPUTOHABHUPA, BO BPEMs €/Ibl PUTOHABHUPA, BO BPEMS €/1bl
eJIbI
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* MYTaHI/IH, BBI3BIBAOIINEC PEC3UCTCHTHOCTD K JapYHABUAPY:
154L, T74P, L76V, 184V u L89V

JUis ManueHToB, paHee MOJIy4aBIIMX HHIMOUTOPBI IMPOTEa3bl, PEKOMEHIYETCs
IIPOBEICHHE T€HOTUIIMYECKHX aHanu3oB. [Ipy HEBO3MOXKHOCTH MPOBEICHHS
TEHOTHIMYECKUX AHAJIM30B, MallME€HTaM, PAHEE HE MOJYyYaBIIMM HWHTHOUTOPHI
poTeassbl, PEKOMEH Ty ETCSI NPUHUMATh KOMOMHAIINIO npernapara
CAJIIYBUP®/putonasup 1 pas B cyrku 800 mr/100 mr, a maimeHTaMm, paHee
NOJIyYaBIIUM HHTUOUTOPBI MPOTEa3bl, pEKOMEHAYETCS NPUHUMATh KOMOMHAILIHIO
npenapata CAJIJIYBUP®/putonasup 2 pasa B cytku 600 mr/100 mr.

Tun numm He Biuser Ha abcopOumio napyHaBupa. PutonaBup (100 mr)
UCIIOJIb3YETCS B KAUECTBE yCUIINTENS (PapMaKOKUHETUKU JapyHaBUPA.

Hooicunvle nayueHrmbl

Nudopmanuss Mo TpUMEHEHUIO Yy TOXWIBIX MalMEHTOB orpanuyeHa. l[loatomy
xkombunanus npenapata CAJIIYBHP®/putoHaBup MOKHA IPUMEHSATHECS C
OCTOPO’KHOCTBIO Yy ITALIMEHTOB JAHHOW BO3PACTHOW I'PYIIIIHI.

Hauueﬂmbl C RAPYUWEHUAMU {bVHKI/lI/lZ/l nevyeru

VY nanueHToB ¢ HapylieHWeM (PYHKIMM TI€UEeHM JIETKOW WM CPEeAHEH CTeneHu
(kmaccet A m B mo Yaiina-IIsto) koppekiuuu 110361 HE TpeOyeTcs, OIHAKO
HE00X0MMO COOII0AATh OCTOPOKHOCTh MPY NPUMEHEHUN KOMOMHAIMY ITpernapara
CAJIIYBUP®/putonaBup y 5THX mauuenToB. MHOOpPMALys M0 NPUMEHEHUIO
KOMOMHMPOBaHHOM Tepanuu rpernaparom CAJIJ[YBUP®/putoHaBup mpu TSKeIbIX
HapyLICHUAX (PyHKIUU IEYEHU OTCYTCTBYET; CJIEJOBATEIbHO, 1aTh clieln(UIeCcKue
pPEKOMEHJAMK 10 JIO3UPOBAHUIO HE MPEACTABISIETCS BO3MOXHBIM. [Ipuem
xkombunanuu npenapara CAJIIYBHP®/putoHaBMp y HAalMEHTOB C TSKENIOM
neueHoYHOM HepgocTaTouHOCThIO (Kiace C no Yaina-I1s0) npoTuBonokasaH.

Hauueﬁmbl C HAPYWEeHUAMU d)VHKL{uu noyex

VY nanueHToB ¢ HapyUeHUSMH (YHKIMHM MOYEK M3MEHEHHS 103 B KOMOHMHAIUU
npenapata CAJIJ[YBUP®/putonasup He TpebyeTcs.

bepemernnocmo u I’lOCJZ@DO@OGOI;l nepuod

He tpebyeTcs koppekuuu 10361 Kom6uHanuu npenapara CAJIJTY BUP®/putonasup
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y TAIMEeHTOB BO BpeMs OEpeMEHHOCTH M B TOCICPOA0BOM TIeprno. HeooXonnmo

COOMIONAaTh  OCTOPOXKHOCTh y MALMEHTOB, OJHOBPEMEHHO IPUHUMAOIIUX
npenaparbl, KOTOpble MOTYT YMEHbIIATh KOHLEHTPALMIO JapyHaBHpa B IUIa3Me
KpPOBHU.

HDOI’IVCK npuemda KOM6uHauuu OCZDVHCZGMD/DMWIOHCIGL{D

[Tocne mawama teparmuu mnpenaparom CAJIIYBUP® mauueHTsl HE JOJDKHBI
IpOMycKaTh OYEpeIHONW MpHUEM IpernapaTa, a TakKe M3MEHSATh WIH MpeKpalaTh
Tepanuio 0e3 KOHCYJNbTAllMM C JIeYaluM BpadoM. JlaHHbBIE peKOMEHIAINH
OCHOBaHBI Ha TIEPHUO/IE MOTYBBIBEACHUS JapyHABUpa B IPUCYTCTBUN PUTOHABHUPA U
YCTAaHOBJICHHOM pPEXUME MpueMa mnpemnapara yepe3 Kaxasle 24 yaca. Eciu npuem
KOMOMHAILIUY JapyHaBUP/pUTOHABUP Ha3HAUEH | pa3 B CyTKU U OMO3/1aHUE B IPUEME
COCTaBMJIO MEHee 12 4acoB, TO MPOIYIICHHYIO 103y CIEAYeT KaK MOXHO CKopee
OPUHATH BMECTE C MHILEH M BO30OHOBUTH OOBIYHBIA PEXHUM JO3UPOBAHUS; €CIU
OMO3JaHNEe B TMpHEME COCTaBWIO Oonee 12 4acoB, TO NPOMYIIEHHYIO H03Y
IPUHUMATH HE CIEYET; CACAYIOUIYIO 103y IPUHUMAIOT B OOBIYHOE BpeMsl. [laHHbIE
PEKOMEHIallui OCHOBAHbI Ha 15-4acoBOM Iepuoie MOIyBBIBEACHUS 1apyHAaBUpa B
NPUCYTCTBUHM PUTOHABHPA W YCTAHOBICHHOM PEXHME MpHeMa TMpernapara yepes
Kaxzable 12 yacoB. Ecnu nmpuem koMOMHanuu JapyHaBUP/pUTOHABHP Ha3HAYEH
2 pa3a B CyTKH U OTIO3/IaHKE B IIPHEME COCTABUIIO MEHee 6 4acoB, TO MPOIMYIICHHYIO
703y CIeAyeT Kak MOXHO CKOpee MPHUHATh BMECTE C MHINEH U BO30OHOBUTH
OOBIUHBIA PEXHUM J03MPOBAHMs; €CIM ONO3JAaHHE B IPHUEME COCTaBWIIO OoJiee
6 yacoB, TO MPOIYIIEHHYIO /03y NPUHUMATh HE CJIEAYET, CICAYIOUIYIO 03y
IPUHUMAIOT B OOBIYHOE BpPEMS.

IToOouHoe nelicrBue

Haubonee yacThIMH HeXeNaTEIbHBIMU DPEAKIMSIMH BO BpEeMs KIMHUYECKUX
UCCJIEIOBAaHUM U B MOCTPErHCTPAIIMIOHHOM MEepHO/Jie ObUIH Juapesi, TOLIHOTA, ChIIb,
rojoBHass 0oiib U pBoTa. Hambosiee 4YacThIMH CEpbE3HBIMHU HEXKEIaTeIbHBIMU
peakuusMu ObUTM OCTpasi TOYedHas HEAOCTAaTOYHOCTh, HMH(APKT MHUOKap/a,
CHUHJIPOM BOCCTaHOBJICHUS] HUMMYHUTETA, TPOMOOLIUTOTIEHHSI, OCTEOHEKPO3, Arapes,

reraTuT U Juxopaaka.
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ot 27.03 2025 N° 8213

mocn MbHOCTE 0002,

He)KeHaTeHBHBIe peaI(LII/II/I HpI/IBeI[eHBI b COO1BCICIBHMKX C LMLIUMHU'Upl dl‘ll‘lUﬁ
KiaaccuuKanueil ¥ ¢ pacupelelicHHeM II0 4acTOTE€ BO3HUKHOBEHHS. B Kamoi
YaCTOTHOM TPYIIE HEXKeIaTelIbHbIE pPEaKlMH IMPEACTAaBIEHBl B  IOPSIKE
YMEHBIIICHUS UX CEPhE3HOCTH.

YacroTa HeXelaTeIbHbIX PEAKINil OnpeaecHa CIEAYIOMIM 00pa3oM: OYeHb YacTo
(> 1/10), gacro (>1/100, vo < 1/10), Hewacto (>1/1000, Ho < 1/100), pemko
(>1/10000, HO <1/1000) u yacTtoTa HeHM3BEeCTHAa (HA OCHOBAHHMHM HMEIOIIUXCS

JaHHBIX OLCHUTD HeBOSMO)KHO).

CucTeMHO-OpraHHbIi He:kenarenbHble peakuuu
KJIace

Karteropusi yacTorsbl
Hngpexyuu u ungazuu
Heuacto ‘ ['epriernueckas HHPEKIHSI
Hapywenus co cmoponst Kposu u 1umgpamuieckoii cucmemol

Heuacro TpomOonuTONIEHNUS, HEUTPONIEHHU S, AaHEMUSI, JICHKONIEHUS
Penko DoszuHO MU

Hapywenus co cmoporst UMMYHHOU CUCHEMbL

Heuacro CHUHIIpOM BOCCTaHOBJIGHUSI HMMMYHUTETa, (JIEKapCTBEHHAsI)

TMICPIYBCTBHUTCIBHOCTD

IHOOKpUHHbIE HAPYUIEHUS
Heuwacro ['unoTupeo3, MOBBbIIIEHWE KOHIEHTPAMU TUPEOTPOITHOTO
TOPMOHA B KPOBH

Hapywenua memabdonuzma u numanus

Yacro Jlunomuctpopuss (B TOM  yHcle  JUIOruneprpodus,
aunoaucTpodus,  gunoarpodus),  caxapHbli  aualer,
TUIEPTPUTIULIEPUIEMUS, TUIEepPX0JIeCTEPUHEMHS,
TUIIEPIIUIHIEMHUSI

Heuacto [Tonarpa, aHopekcHsi, TOHUKEHHUE AIlETUTa, CHUKEHHE MaCcChl
TeNa,  TOBBIMIEHHWE  Macchl  Tejla,  TUIepPIrIIMKeMUs,
MHCYJIMHOPE3UCTEHTHOCTD, MTOHM)KEHUE KOHIIEHTpAlluu
JIUIONPOTENHOB BBICOKON IIOTHOCTH, MOBBIIICHUE aIllIETUTA,
MOJIMJUIICHS], TIOBBIIIEHHE aKTUBHOCTHU JIAKTATJAETUPOreHa3bl

B KPOBH

Ilcuxuueckue napywenus

Yacro becconHuna

Heuacto Henpeccusi, ne3opueHTanus, TPEBOra, HapyILICHUS CHA,
MaTOJIOTMYECKUE CHOBUJICHUS, HOYHBIE KOILIMAphl, CHHKEHHE
h107 (070 (0]

Penko CryTaHHOCTH CO3HAHMsI, CMEHBI HACTPOECHHSI, 0ECIIOKOMCTBO

Hapywenusa co cmoponl HepeHOIL cucmembl

Yacro I'onoBHas 6015, nepudepuyeckas Helponarus,
TOJIOBOKPYKEHHE

Heuwacro 3aTOPMOKEHHOCTh, TAPECTE3Us, TUIECTE3Us, TUCTEB3MUS,

HApYHICHW BHUMAHHWA, HAPYIICHUSA TaMsATH, COHJIMBOCTDH
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COOTBETCTBYET 3K

oT 27.03.2025 Nz 3213

(DOCAENOBATENLHOCTR 0002)

Penko

CEPTHOMY OTUETY

‘ OGMOpOK, CYAOPOTH, ar CB3vsT, HapYIICHUC PUTMa ljpaj CHa

HapymeHu;l CO CmMOPOHbL OpP2aAHA 3PEHUA

Heuacto

FI/IHepeMI/Iﬂ KOHBIOHKTHBBLI, CYXOCTh CIM3KUCTOH 000JI0YKH TJ1a3

Penxo

Hapyenue 3penus

Hapywenus co cmoponst opzana ciyxa u 1abupunma

Heuacto

| BecTubYIIIpHOE FOIOBOKPYKEHHIE

Hapywenusa co cmoponwl cepoua

Heuacto Wudapkt Muokapaa, cTeHoKapaus, yayimHenue natepsana QT
Ha JJICKTPOKAPAMOTPAMME, TAXHKAPIHSI
Penxo Octpeiii  WMHGApPKT MHOKapja, CHHYCOBas OpaauKapaus,

OIIIYIICHUE CepILIeOUEHHUs

Hapywenusa co cmoponul cocyoos

Heuacto \ [ToBblIIIEHHE APTEPUATHHOTO IABJICHHUS], KIIPUITUBBI)
Hapywenus co cmoponul 0blXamenpHoil cucmemsl, OP2aH08 2PYOHOIU KI1emKU U
cpeoocmenus

Heuacro Oppiika, Kariesb, HOCOBOE KPOBOTEUEHHUE, IEPIICHHUE B TOpJIe
Penxo Punopes

Kenyoouno-kuwieunvle Hapyuienus

OueHp 4acTo

Hwnapes

Yacto

TomHoTa, pBOTa, 00MH B OOJACTH JKUBOTA, IOBBIIICHHE
AKTUBHOCTH aMuUJa3bl B KPOBH, JUCIEINCUS, B3IyTHUE KUBOTA,
METEOPHU3M

Heuacto

[Tankpeatur, racTpuT, ractpodzodareanbHblii pedirokc,
aTO3HBIM CTOMATUT, MO3bIBBI K PBOTE, CYyXOCTb CIM3UCTON
000JIOUKH TOJIOCTH pTa, AUCKOM(OPT B 001acTU >KUBOTA,
3a1op, MOBBIILIEHUE AKTUBHOCTH JIMIIA3bl, OTPBIKKA, HAPYIIEHNE
YYBCTBUTEIBHOCTH B POTOBOM MOJIOCTH

Penxo

CtoMarut, pBOTa C KpPOBBIO, XEHJIHUT, CyXOCTh CIIU3UCTOU
000JI04KH TYy0, HAJIET Ha SI3bIKE

Hapymemm CO CmMOpPOHblL ne4erHu u ofceflueebwoo;lmux nymeﬁ

Yacto

[ToBbIIIeHHE AKTUBHOCTH AJITAHMHAMUHOTPAHC(EPa3bl

Heuacto

I'ematuT, LWUTONUTUYECKUN TENATUT, CTEATO3 IIECYCHU,
renaToMerainus, IOBBIIICHHE AaKTUBHOCTH TpPAaHCAMMHA3BbI,
MOBBILLICHHE AKTUBHOCTH acrapTaTaMHUHOTpaHC(epassbl,
MOBBILICHHE KOHIEHTpaluu OnIpyOrHa B KPOBH, MOBBIIIEHNE
AKTUBHOCTH 1IeNoYHOM (ocdara3sl B KPOBH, IOBBILICHHUE
AKTHBHOCTH raMMariyTaMuiaTpaHcdepaspl

Hapymemm CO CMOPOHbL KOJcU U HOOKOJICHBIX MKAHEIl

Yacto

Ceimb (B TOM 4YHCIE MakKyJsipHas, MakyJomnamyJje3Has,
nanyJie3Has, d)puTeMaTo3Hasl ¥ 3yJs1Iast), 3y

Heuacto

AHTMOHEBPOTHYECKUN  OTEK, TIEHEpaJu30BaHHAs  ChlIllb,
JUIEprU4eCKUi JepMaTUT, KPalUBHHUIA, DK3€Ma, JpUTEMA,
TUIIEPTUIPO3, HOYHAS IMOTJIMBOCTb, AJOINENMs, AKHE, CYXOCTh
KOXKH, TUTMEHTAlUs] HOI'TEeU

Penko

JlexapcTBeHHass CbIlb C 203MHOMUIMEHM U CHCTEMHBIMU
nposieienusimu - (DRESS-cunnpom), cuaapom CruBeHca-
JlxoHcoHa, MyIbTH(HOPMHAS SpUTEMA, JEPMATHT, CEOOPEHHBIN
JIEPMATHUT, OBPEXKICHHUS KOXKH, KCEPOISPMHUSI

YacToTa HEM3BECTHA

Tokcnueckuit SMUAEPMAIIbHBIN HEKpPOJIn3, OCTpBII
TE€HEepaTn30BaHHbBIA K3aHTEMATO3HBIN MyCTYJIe3
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(noc [ 02
Hapywenus co cmoponst mbluieunoil, cKeJlemnott i COeOnHuMeas o MKan
Heuacto Muanrusi, OCTEOHEKPO3, MBIIICUHbIE CIa3Mbl, MBbIIICUHAs

cmabocTh, apTpairus, OO0 B KOHEYHOCTAX, OCTEOIOpO3,
NOBBIIIEHNE aKTUBHOCTH KpeaTHH(POCHOKHHA3HI B KPOBH

Penko CKeneTHO-MbIIIEYHAs] CKOBAHHOCTh, APTPUT, CKOBAHHOCThH B
cycTaBax

Hapywenusa co cmoponst nouek u moueavleo0auux nymeil

Heuwacro Octpas rnoveyHas HEJIOCTaTOYHOCTb, rnoveyHas

HEJOCTaTOYHOCTh, IMOYEYHOKAMEHHAas Oo0Jie3Hb, MOBBIIICHUE
KOHLEHTpAallul  KpeaTMHUHAa B  KpPOBH, IHPOTEHHYpUS,
OUITUPYOHHYPHSI, TU3YpUS, HUKTYPHUS, TOJUTAKUYPHS

Penxo CHMXEHHUE MOYEYHOT O KIMPEHCA KPeaTHHHHA

Hapywenus co cmoponst penpo0yKmugHoll CUCHeMbl U MOTOYHBIX Hcele3

Heuacto ‘ OpekTuiibHast TUCQYHKIHUS, THHEKOMACTHS

Obdujue napywienusa u peakyuu 6 mecme 66e0eHuUs

Yacrto AcTeHusi, yCTalnocTh

Heuacto Jluxopanka, 005k B TPYIHOHN KIIETKE, MEPHUPEPUICCKUIT OTEK,
HEJOMOTaHue, OUTYIICHHE XKapa, pa3ApaKUTeIbHOCTh, 00JIb

Penko 03H00, TJII0X0€ CaMOYyBCTBHE, KCEPO3 KOKHU

Onucanue HeKomopbvIX HedCeNamelbHblX peaKyull

Coino

B kIMHMYECKUX HCCIIEOBAaHUSX B OCHOBHOM HaOJ0/1ajach ChIMb JIETKOW WM
cpenHern creneHu. ChIllb Yalle BCEro MOSIBISUIACH B TEUCHHUE NEPBBIX YETHIPEX
HEeJIeTb TEpANMy U hcue3aia Ipyu NpoJ0JbKeHU TpueMa npenapara. [pu pa3sutun
KOKHBIX PEaKIUM TSDKEJION cTeneHu cM. pazaen «OcoOble yKazaHUs».

B xoz1e KIMHUYECKUX UCCIEIOBAHUN Y MAIIMEHTOB, PAHEE MOJYyYaBIINX TEPAMUIO,
ChIllb, HE3aBUCUMO OT €€ MPHUYMHBI, 0O0Jiee YacTO BO3HHUKAJA MPH NPHEME CXEM
JICYEHHUSI, COJICPKAIINX JAApYHABUP U PalNTErpaBUp, YEM IPU NPUEME AapyHaBHpPA
0e3 panrerpaBupa WM panterpaBupa 0e3 mapyHaBupa. Ceilib, 00yCIOBIICHHAS
IPUEMOM [Ipemnapara, MOSBIUIACh CO CXOAHOM dYacToTo. Bo3HukaBmias B
KIIMHUYECKUX MCCIICIOBAHUSAX ChINIb ObLTa JITKOM W CpeaHel CTeneHu W He
MPUBOJIMJIA K MPEKPAILICHUIO TePAITUH.

Jlunooucmpodus

KoMOuHupoBaHHasi aHTUPETPOBUPYCHAS TEpanusl BBI3BIBACT Iepepacrpe/ieiicHIe
xupa (munoauctpoduto) y manuerntoB ¢ BUY. Jlumoguctpodus mposBisiach B

BUJIE TIOTEpU MNepUPEepUYEcKOro M JIMIEBOTO MOIKOKHOTO KUpPA, YBEIUUCHHS
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BHYTPUOPIOIIHOTO M BUCIEPATIBHOIO KU, THIEPTPOPUN MOIIOTHBIX JKEIE3 |
HAKOTUICHUS JOPCOIEPBUKAIBLHOTO XKUpa («ObIauii Topo»).

HCZDVLL[@HM}I CO CIMOPOHDbI obmena eewecme

KoMOunupoBanHast antuperpoBupycHas tepanus (APBT) moxer npuBectH K
TaKUM HApyLIEHUSM, KAaK THUIEPTPUNNIMLEPUAEMHUS, TUIEPXOJIECTEPUHEMUS,
WHCYJIMHOPE3UCTEHTHOCTh,  TMIEPIVIMKEMUS, TUIEPIAKTATEMUS, a  TaKKe
MOBBIIICHUIO MAcChl T€Ja U KOHLIEHTPALUX JUIUA0B B KPOBH.

HCZDVLL[@HM}I CO CIMOPOHbl CKelemHO-MblUEeYHOU MKAHU

[ToBbIlIEHHE AKTUBHOCTU KpeaTUHPOCHOKUHAZHI, MUAIITHSI, MUO3UT U PadIOMHUOIIN3
(peaxo) OoTMEYalucCh MPH UCHOJIB30BaHUU HMHTHMOUTOPOB IMPOTEa3bl, OCOOCHHO B
COYETAaHUH C HYKJIEO3UHBIMU MHTHOUTOpaMHU OOpaTHOM TPaHCKPUIITA3bI.

bbuln  OTMEUYEHBI ciydal OCTEOHEKPO3a, OCOOEHHO y TAIlUEeHTOB C
oO1ienpu3HaHHbIMU (paKTOpaMu pUcKa, ¢ 3aboneBanreM BUY Ha no3anel cragun
WIM JUIMTEIbHOE BpeMs Tmosydaroumx komOuHupoBanHyto APBT. Yactora
BO3HMKHOBEHUSI OCTEOHEKPO3a HEU3BECTHA.

CquDOM 60CCIMAHOBIEHUA UMMYHUMEMA

VY mammentoB ¢ BUY u Tskenoil crenenplo UMMyHOAehUIINTa B MOMEHT Hauasa
koMOuHupoBanHoi APBT Moryr BO3HUKAaTh BOCHAJIUTENIbHBIE pEAKIMK Ha
OECCUMIITOMHO MPOTEKAIOIIMe WK OCTaTouHble MHpekuu. Takxke HaOI0AATUCH
ayTOMMMYyHHBIE 3a0osieBaHUsl (Hampumep, 0oje3Hb ['peiiBca U ayTOMMMYHHBIH
renatut). OgHAKO BpeMs 0 Hadaja 3a00JIeBaHHUS MOXKET BapbHPOBATHCS, M TAKHE
3a00JIeBaHUSI MOTYT HAUUHATHCS CITYCTS MECSIIbI TIOCJIC Havalla Teparuu.

Kposomeuenus y boavHbix cemounuent

Habmonanock yBenuueHHE 4acTOThI CIIOHTAHHBIX KPOBOTEUEHHH y MAIMEHTOB C
reMoQuiIKe, Moy4yaroux aHTUPETPOBUPYCHbBIE HHTUOUTOPHI MPOTEA3bI.

Hayuenmoi ¢ Koqu)eKuwmu supycom cenamuma B w/unu C

Y mamueHToB ¢ JaHHBIMHM  MH(PEKUMSAMHU, TMOJY4YaroluX  KOMOWHAIUIO
JapyHaBUP/PUTOHABUP, YaCTOTAa BO3HHUKHOBEHMSI HEXKENIATENbHBIX pPEaKIUil U
HapylIeHU OUOXMMHYECKUX TapaMeTpoB Oblla HE BHINIC, YeM Yy TMaIMEHTOB,

NOJIyYaroUMX KOMOWHALIMIO JapyHaBUP/PUTOHABHpP 0€3 KOMH(EKUHUU BHUPYCOM
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reruaTtura B I/I/I/IHI/I C, 3a HCKIKUYCHUEC 1HHOBbITICHWA dlﬁll/lBHUbll/lulllc“lcﬂU“lﬂbIK
TpaHcamuHa3. KoHleHTpalus B 1uia3Me y MaiueHToB ¢ KouHdpekiue u 6e3 Hee
OblJIa CpaBHHMA.

Ilepeno3upoBka

Ceenenust 00 OCTpoOil mepeno3upoBKe MpHU MpUEME JapyHaBUpa B KOMOUHAIIUU C
PUTOHABUPOM Yy JIOJEH OrpaHUYECHBI. 3J0pOBBIE JOOPOBOJBLBI MPUHUMAIN
onHokpatHo 10 3200 mr gmapyHaBupa B Buje pacTBopa u a0 1600 mr B Bujie
Ta0JIETOK JapyHaBUpa B KOMOUHAIIUY C PUTOHABUPOM, IPU 3TOM HEOJIArONpHUsSTHBIX
3¢ PeKTOB HE OTMEUECHO.

Crnenu¢uyeckuii anTuA0T HeusBecTeH. [Ipu mepeno3upoBke cieayeT MpoBOJIUTH
OOIIyI0 MOJAECPKUBAIOIIYI0O TEpPAlUI0 C MOHUTOPUPOBAHUEM  OCHOBHBIX
(du3nonornyeckux nokaszaresiei. JlapyHaBUp NpPEHMMYIECTBEHHO CBSA3BIBACTCS C
OelkaMU TUTa3Mbl, MIOATOMY 3HAYMMOE YAAJICHHE aKTUBHON CyOCTaHIIMM METOJIOM
JMaan3a MajJoBEPOSTHO.

B3aumopeiicTBre ¢ APYrUMH JIEKAPCTBEHHBIMH CPeCTBAMU

Bce ucciienoBaHus 1Mo ONpPENEICHUI0 B3aMOJICHCTBUS NPOBOAWINCH TOJBKO Ha
B3poCibIX. JlapyHaBHUp W PUTOHABUP SBISIOTCS MHTMOMTOpaMU H30(EPMEHTOB
CYP3A, CYP2D6 u P-rimuxonporenna. OqHOBpEeMEHHOE MPUMEHEHUE KOMOMHAITNH
JapyHaBUp/pUTOHABUD U penaparos, KOTOpbIE MIPEUMYILIECTBEHHO
MeTtabonusupyrotcs: uzopepmentamu CYP3A u (wumm) CYP2D6, unu nepeHocsTcs
P-rmmkonpoTeMHOM, MOXET BbI3bIBATH MOBBIINICHUE KOHLEHTPALMI  TaKHUX
IpenaparoB B IUIa3MeE, YTO, B CBOKO OYEPEdb, MOKET OBITh MPUYMHOMN MOSIBICHHUS
HEXKEJIATEIbHbIX SIBIICHUM.

He nmomyckaeTcsi coBMecTHOE TPUMEHEHHUE KOMOWHAIIMN JapyHAaBUP/PUTOHABUD C
JIEKapCTBEHHBIMHU TpernapaTaMu, KIUPEHC KOTOPBIX B 3HAUYUTEIBHOM CTENeHU
3aBUCUT OT uzopepmenta CYP3A, u MOBBIINIEHHE CHCTEMHOTO YPOBHS KOTOPBIX
MOKET COMPOBOXKAATHCS PA3BUTHEM CEPhE3HBIX U (WUJIM) YTIPOXKAIOUIUMX >KU3HU
ABJIeHU (Y3KUH TepaneBTHUeCKUil auana3zoH). O0mmil (hapMakOKMHETHYECKUI
ycunuBaromuid  3¢GeKT pUTOHABUpa 3aKIIOYajCs B YBEIMYEHUU CHUCTEMHOTO

YPOBHS IapyHaBUpa NPUMEPHO B 14 pa3 npu OAHOKPATHOM MpUEME TapyHABHUpA B
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NOBATENEHOCTEL 0002)
M

no3e 600 Mr B coyeTaHUU C PUTOHABUPOM B 03¢ 100 M2 pasa B Ccyrku. Takum
o0pa3oM, lapyHaBUpP HEOOXOAMMO HCIIOJIb30BaTh B COYETAHUU C TOJBKO HU3KUMHU
J103aMU PUTOHABHPA KaK (hapMaKOKHHETHUECKOTO «yCHUIIUTEIIS.

KomOunanuio agapyHaBUp/pUTOHABUpP HE CIEAYET HCIOJIB30BaTh C JAPYTUMHU
AHTUPETPOBUPYCHBIMU  MperapaTaMu, KOTOpble TpPeOyIOT  HCIOJIb30BAHUS
PUTOHABUPA B KAYECTBE (PaPMAKOKHMHETHUECKOTO «yCHIIUTEIIS.

B KIMHUYECKOM HCCIEJOBAaHUU C MCIOJB30BAHHMEM CMECHU JIEKApPCTBEHHBIX
npenaparoB, Mmetadbonuzupyembix rutoxpomamu CYP2C9, CYP2C19 u CYP2D6,
orMmeuanoch nosbimeHue akTuBHOCTH CYP2C9 u CYP2C19 u unrubupoBanue
aktuBHocTH CYP2D6 B mpucyTrcTBUM KOMOMHALIMU JlapyHaBUP/PUTOHABUP, UTO
MOJKET OBITh 00YCJIOBJIECHO MPUCYTCTBUEM HU3KOM 103bI puTOHaBUpPa. COBMECTHOE
IpPUMEHEHUE JapyHaBUpa W PUTOHABHpA C JIEKAPCTBEHHBIMHM IperapaTaMu,
MeTaboIM3upyeMbIMU NpeumylecTBeHHO uzodepmentom CYP2D6 (Hampumep,
(baexanHUI0M, TPONaheHOHOM, METOIIPOIIOIOM ), MOKET MPUBOAUTH K OBBIILIEHUIO
KOHIIEHTpAllMU JAaHHBIX MPENaparoB B IJIa3Me, YTO CIIOCOOHO BBI3BaTh yCHUJICHHUE
WIM TPOJJICHHE HUX TepaneBTHUECKOro 3(p@deKTa M HexelaTeNbHbIX PEaKIUi.
CoBMecTHOE TMpPUMEHEHUE JapyHaBHpa W PpUTOHABUpa C JIEKAPCTBEHHBIMU
npenaparamu, npeumyinecTBeHHo MetadommsupyembiMu CYP2C9 (mampumep,
Bappapunom) u wuzopepmenrom CYP2CI19 (manpumep, MeETaJOHOM), MOXKET
INPUBOJUTH K CHUKEHUIO CUCTEMHOTO YPOBHS 3THX JIEKAPCTBEHHBIX CPEICTB, YTO
CIIOCOOHO BBI3BATh CHUKEHUE WIIM COKpAIICHUE UX TepaneBTUYecKoro s dexra.
Xotsa a¢dexr B orHomennn CYP2C8 wusywancs Toiabko IN Vitro, coBMecTHOE
OpUMEHEHHE  KOMOWMHAIUU  JapyHaBUP/pUTOHABUP C  JIEKAPCTBEHHBIMHU
npenaparaMu, MpeumyinecTBeHHo MetadomsupyembiMu CYP2C8 (mampumep,
NAKJIUTAKCEJIIOM, POCUIJIMTA30HOM, pENarjivHUIOM), MOXET NPUBOAUTH K
CHIDKEHHIO CHCTEMHOTO YPOBHSI 3THX JICKAPCTBEHHBIX CPEACTB, UYTO CIOCOOHO
BBI3BATh CHIDKEHUE UJIM COKpAIlEeHHE UX TepaneBTHUECKOro dpdekTa.

PutonaBup MHrHOMpPYET TpaHCIOPTHBIE MOJIEKyIbl P-riukonporenna, OATP1B1 u

OATPI1B3, u ero npumeHenue ¢ cyocTpaTaMu TUX TPAHCTIOPTHBIX MOJIEKYJT MOXKET
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HpI/IBeCTI/I K MNOBBIIICHUIO KOHHCHTpaLll/IIZ 1A 11PClldpPdl1UBb b llchLﬂVl..é. (ﬂc.tllpl/lMUp,
naburarpaHa 3TeKCUiaT, TMTOKCUH, CTATUHBI U OO3EHTaH).

Jlexapcmeennvle npenapambi, erusAIOUUe Ha KOHYEHmpayuio
0apyHasupa/pumoHasupa

B Merabonusme napyHaBupa M puToHaBHpa ywacTByeT u3zopepmeHT CYP3A.
JlexkapcTBEHHbIE MpenapaThl, HHIYIHUPYIOMNE akTUBHOCTh u3odepmenta CYP3A,
NPEANOJIOKUTEIBHO YCUIAT KIUPEHC JapyHaBHpa W PUTOHABUPA, BbI3bIBAs
CHIKEHHE KOHIEHTpAlUWd 3THUX NpenapaToB B IUIa3ME, YTO MOYKET MPUBOJUTH K
CHI)KEHUIO TEPANEBTUYECKOT0 3(PPeKTa U pa3BUTHUIO PE3UCTEHTHOCTH (HaIpUMeEp,
3TO KacaeTcsl pudamMnuirHa, 38epo0ost 1 JonuHaBsupa). CoBMECTHOE MPUMEHEHHUE
JAapyHaBUpa W PpPUTOHAaBHpa C JPYTHMMH JIEKAPCTBEHHBIMU IIperapaTami,
uHruoupyromumu n3opepmenT CYP3A, MOXKET CHMXKATHh KIUMPEHC JapyHaBUpa U
pPUTOHABHpA U MOBBILIATh MX KOHIEHTPALMIO B IUIa3Me (HampuMmep, WHIUHABUD,
CUCTEMHBIE a30JIbl, B YAaCTHOCTH, KETOKOHA30Jl W KJjIoTpuMasod). CoBMeCTHOE
npuMeHeHue ¢ MomHbIMU uHruouropamu CYP3A4 He pekoMeHayercs, Cleayer
COOJII0IaTh OCTOPOKHOCTh. DTH B3aUMOJICHCTBUS ONKUCAHBI HUXKE B TaOJIHIIE.
Tabauya 63aumooeticmauti Mexcoy npenapamamil

[IprBeICHHBIN HUKE CIIMCOK IPUMEPOB B3aUMOJICUCTBUM MEXKy JIEKAPCTBEHHBIMU
CpPEICTBAMH HE ABJIAETCS HCYEPINBIBAOIIMM, M TO3TOMY JUISl TOJyYEHUS
uH(pOpMaIMKU, CBSI3aHHOM C MyTAIMU MeTaboJIM3Ma, MYTSIMH B3aUMOJACHCTBUS,
NOTEHUUATbHBIMU PUCKAMU U JIEUCTBUSAMHU, KOTOPblE HEOOXOMMO MPEANPUHSTD B
Clly4ya€ COBMECTHOIO MPUMEHEHUs, CIEeIyeT OO0pamaTbCsi K COOTBETCTBYIOIICH
WHCTPYKIMM  JIEKAPCTBEHHOI'O  IIpemnapara, MCHOJb3yeMOr0 COBMECTHO C
JAPYHaBUPOM.

B3aumopericteus MEXIY KOMOUHaIuen JapyHaBUP/pUTOHABUD 51
AHTUPETPOBUPYCHBIMU M IPOYMMH JIEKAPCTBEHHBIMH CPEACTBAMU IPUBEJICHBI B
Tabauie HUXKe (He onpeneneHo cokpaiiaercs kak «H/Oy»). HanpaBnenue crpenku
JUIS KKI0TO mapameTpa (papMaKOKHHETHUKUA OCHOBaHO Ha 90 % moBepuTelbHOM
UHTEpBAJ€ JUIl CPEIHEr0 TIE€OMETPUYECKOrO0 COOTHOLIEHUS, KOTOPOE MOKET

HaXOJUThCA B npefenax (<), ke (| ) niu Beie (1) auanazona 80-125 %.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 27.03.2025 N= 8213

S

(NOCNELOBATENLHOCTE 0002)

Psn wccnenoBanuii B3auMoJeHCTBUS (OGO3HAYCHHBIC # B TaOJHIC HIDKT) OBLT
IMPOBCIACH C UCITOJIB30BAHHUECM 03 JapYHABHUPA HHUKC PCKOMCHAYCMBIX UJIN C JPYTI'UM
PCKHUMOM OO03HUPOBAHUA.

D¢ deKThl B OTHOIIEHHH COBMECTHO NMPHUMEHSEMBIX JICKAPCTBEHHBIX MPENApaToB
MOI'yT, TaKHUM 06p330M, 6I)ITI) HEAOOLCHCHBI, BCIICACTBUC J3TOI'O MOXKCET 6I)ITI)
MOKa3aH KIMHUYECKUI MOHUTOPHHT GE301aCHOCTH.

Ta6auua 1. BzaumoneiicTBue napyHaBupa ¢ IpyruMu penapaTamH.,

JlekapcTBeHHBbIH B3aumoaeiicTBue PexoMenganuu no
npenapar, Cpennee reomerpuieckoe COBMECTHOMY
NMPUMeHseMbIH usmenenme (%) NPUMEHEHUI0
COBMECTHO C
KOMOMHAIHEH
AApyYHABUP/ PUTOHABHUP

AHTHUPETPOBUPYCHBIE ITPENTAPATHI JJIS1 TEYEHUSA BUY-UHOEKIINU
Huzubumopuvt unmezpasut

JlomyTerpaBup AUC nonyrerpasupa | 22 % KoMOunammio mapyHaBup/
Ca44 monyterpasupa | 38 % PUTOHABUP u
Cmax omyterpasupa | 11 % Ty TeTPaBHUP MOKHO
JapyHaBUp <> * UCITOJIH30BaTh 0e3

* Ha ocHOBaHWHM CpaBHEHUH MEXIy | KOPPEKIIUH JIO3BI.
UCCIIENOBAHUAMU C UCIOJIB30BAHUEM

HCTOPUYECKIX TaHHBIX o
(dhapMaKOKMHETHKE.

DnBUTETpaBUP AUC »nBuTerpaBupa <> [Tpu COBMECTHOM
Chmin 2BUTErpaBupa <> NPUMEHEHUH KOMOHWHAIIUU
Cmax DTIBUTETPABUpPA <> JapyHaBUP/pUTOHABUD
AUC napynaBupa <> (600/100 Mr 2 pa3za B
Cmin mapynaBupa | 17 % CyTKH) B COYETaHHH C
Crmax 1apyHaBHpa <> JIBUTETPaBUPOM 7032

UIBUTErpaBUpa  JIOJDKHA
coctaBiaTh 150 mr 1 pa3 B

CYTKH.
dapMaKOKMHETHKA u
PEKOMEHTallnH o

JI03UPOBAHUIO JUISL APYTHX
7103 JTapyHaBHpa WM JUIS
KOMOWHAIUU

3JBUTETPABUP/KOOUIUCTAT
HE YyCTaHOBJEHbl. Takum
obpazom, COBMECTHOE
pUMEHEHHEe KOMOWHAIUU
JapyHaBUP/pUTOHABUpP B
aro0ol  ;mo3e,  Kpome
600/100 mr 2 paza B CyTKH,
B COYEeTaHUHU c
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(NOCNENQBATENLHOCTR 0002)

IJbH1C1 l)abl/lPUlVI HC
PEKOMEH TyeTCSl.
CoBMecTHOE TPUMEHEHHE
KOMOWHAIIUA

JIapyHaBUP/pUTOHABUDP U

JBUTETPaBUpPA c
KOOUITCTaTOM HE
PEKOMEHIyeTCsl.
Panrerpasup B pe3yJibTare HEKOTOpBIX | B Hacrosmiee  Bpems
KIIMHUYECKUX HCCIeI0OBaHUN ObLIO | Mpearnonaraercs, 4TO
MPENIOJIOKEHO, YTo panrerpaBup | 3hdekT panrerpaBupa HA
MOJKET BBI3bIBATh YMEpPEHHOE | KOHIICHTPAIUIO
CHIDKEHHE KOHIIGHTPALMH | IapyHaBHpa B IUIa3Me He
JapyHaBUpa B IJ1a3Me. SIBJISICTCS KIIMHUYECKHU

3HayuMbIM. KoMOMHaImo
JTapyYHaBUP/PUTOHABUD |
panTerpaBup MO>KHO
MIPUMEHATH 0€3 KOPPEKIIHH
JIO3EI.

Hykneo3uonvle/HyKki1eomuonvie UH2ZUOUMOPbL 0OPANHOU MPAHCK,

unmazvt (HUOT)

JAnaaHo3uH
400 mr 1 pa3 B cyTku

AUC nunanosuna | 9 %
Chmin aupano3una H/O
Chax aunano3uHa |16 %
AUC napynaBupa <>
Chmin 1apyHaBupa <>
Crmax JapyHaBupa <>

KomOunanuro napyHnaBup/
PUTOHABHpP ¥ JHUJIaHO3HMH
MOKHO IpHUMEHATH 0e3
KOPPEKIUH TIO3BI.
JMIaHO3MH  HEeoOX0IuMOo
MPUHUMATD HATOIIAK,
TakuM  o0pas3oMm,  €ro
ClleAyeT TpPUHUMATh 3a
1 vac 1o unm yepes 2 yaca
nocie npuemMa
KOMOMHAIMK JapyHaBup/
PUTOHABHP C MUILEH.

Tenodosupa
Tu30Tpokcui 245 mr 1 pa3
B CYTKH*™*

AUC Ttenodosupa 1 22 %
Cmin TeHODOBUpa T 37 %
Cmax TeHO]OBUpa T 24 %

# AUC napynasupa 1 21 %

IIpu COBMECTHOM
MIPUMEHEHUH KOMOHWHALIUU
JapyHaBUP/pUTOHABUD  C
TEHO(OBUPOM MOXKET OBIThH

# Cmin mapynasupa 1 24 % MOKa3aH MOHUTOPUHT
# Cmax napynasupa 1 16 % byHKIMH TIOYEK, B
(1  xoHumeHTpauuu  TeHO(OBUPA | OCOOCHHOCTH y MAIMECHTOB
BCJICJICTBHE BIIMISTHUS Ha | C  CHCTEMHBIMH  WJIH
onocpenoBaHHblii MDR-1 Tpancnopt | moyedyHbIMU
B [TOYEYHBIX KaHAJIbLAX) 3a00yieBaHUAMH, JINOO TIpU
UCTOJIb30BAHUHU
HEe(PPOTOKCUYHBIX
IIPErapaToB.
OMTpULUTAOUH/ Tenodosupa anapenamuyg < Pexomennyemas 1032
teHodoBupa anadhenamuy | Terodosup 1 KOMOMHAINH
IMTpHUIIUTAONHA/
TeHO(oBHpa
anapenamuga — 200/10 mr
npu COBMECTHOM
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IIPHIVIUHCHYIYI |92
KOMOHWHaIUEH JapyHaBup/
pUTOHABHP.

AbaxaBup
OMTpHUIIUTAOUH
JlamuBYyAuH
CraByauH
3uI0BYyAUH

He usyqanocs. Ha ocHoBanuu myrei
NMUMHUHALUU IIPOYUX HNOT
(3umoBYyIMHA, AMTPHUIIUTAOMHA,
CTaBy/IMHA, JIAMUBYAWHA), KOTOPBIC
AKCKPETUPYIOTCS NMPEUMYIIECTBEHHO
MOYKaMHU, u abakaBupa, B
MeTaboIM3Me KOTOPOro HE y4acTBYeT
CYP450, Hukaxkux B3auMOJIEHCTBUI
MEXIy OTUMHU  JIEKAPCTBEHHBIMU
npernapataMu = M KOMOWHarmen
JapyHaBUDP/pUTOHABUP HE
IPEIOIaraercsl.

Kombunanms napynasup/

PUTOHABUDP MOXKET
IPUMEHATBCI C  OTHMHU
HUOT ©6e3 xoppekuuu
J03BL.

Henykneozuouie/nenykineomuonsle unzuoumopul oopamuou mpanckpunmazwvl (HHUOT)

DdaBupens
600 mr 1 pa3 B cyTku

AUC s¢aBupensa T 21 %
Cmin 2daBupensa 1 17 %
Crmax 2¢daBupensa 1 15 %
*AUC napynasupa | 13 %
#Crmin mapynasupa | 31 %
#Cmax mapynasupa | 15 %

(1  xouumentpauuu  3daBHpeH3a
BCIICJICTBUE MHTMOUPOBAHUS
CYP3A)

(Il xoHmeHTpamuu  JapyHaBHpa

Beneactere uHayknuu CYP3A)

ITpu MPUMEHEHUH
KOMOWHAIMU AapyHaBup/
PUTOHABUP B COUETAHUU C
3(haBUpEH30M MOXET
noTpeOoBaTHCS
KJIMHUYECKUI MOHUTOPHUHT
TOKCUYHOCTH B
OTHOILLEHUU LEHTPAIbHOU
HEPBHOUN CUCTEMBI,
CBSI3aHHBIN C MOBBILLIEHHON
KOHIIEHTpalueun
a(haBupeHsa.

[Ipuem adaBupeHza B
COUYETaHUH C KOMOMHAaIEen
JTapyHaBUP/pUTOHABUD B
noze 800/100 mr 1 pa3 B
CYTKH MOXET MPUBOAUTH K

cy0onTUMaabHOMY

3HAYEHHIO Chin
JlapyHaBHPA. Ecnu
s¢aBupeH3 notpedyercs

MIPUHUMATH B COYETAHUH C
KOMOUHaIMen napyHaBup/

pPHUTOHABUP, clexyer
UCIIOJIb30BaTh PEKUM
600/100 mr 2 pa3a B CYTKH.

OTpaBUpUH
100 mr 2 pasza B CyTKH

AUC stpaBupuna | 37 %
Cmin oTpaBupuna | 49 %
Chmax dTpaBupuna | 32 %
AUC napynasupa 1 15 %
Cmin TapyHaBHpa <>

Cmax JapyHaBupa <>

Kombunanuio napynasup/
PUTOHABHP C STPABUPUHOM
200 Mr 2pasa B CYTKH
MOKHO HCIOJb30BaTh 0e3
KOPPEKIUH JI03bI.

Hesupanun AUC neBupanuna 1 27 % Kombunanuio napynasup/
200 mr 2 pa3a B CyTKH Cmin HeBupamnuHa 1 47 % pUTOHABUP c
Cmax HeBUpanuHa 1 18 % HEBHUPAMHOM MO>KHO
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
27.03.2025 N= 8213

(Aoc 'IE,]' IBATENBEHOCTE 0002)
#IIaPYHaBI/IpI KOHOCHTpau | ICTTOIB30BATH 0C3
COOTBETCTBOBAJIN HCTOPUYCCKHUM | KOPPECKIHU JO36I.
JaHHBIM (T KOHICHTpaIuu
HEBUpAIIMHA BCJICACTBHEC
unruduposanusi CYP3A)

Punnusupun

AUC pwmmuBupuna T 130 %

KomOunanuio mapynaBup/

150 mr 1 pa3 B cyTku Chmin punmuBupuna 1178 % pUTOHABUP c
Cmax punnuBupuHa 7 79 % PUINUBUPUHOM  MOKHO
AUC napynasupa <> UCIOJIb30BATh 6e3
Cmin napynaBupa |11 % KOPPEKIIUH JTO3HI.
Cmax 1apyHaBupa <>

Hneuoumoper npomeasst BHY 06e3 OononnumenvHoz0 npUMEHEeHUA HUBKUX 003

pumonaeupa’

ATtazaHaBup AUC arazanaBupa <> KoMOunanmio napyHaBup/

300 mr 1 pa3 B cyTku

Cmin aTazanaBupa 1 52 %

Cmax aTa3zanaBupa | 11 %

#*AUC napynasupa <>

#Cmin mapynasupa <>

# Cmax IapyHaBupa <>

ATazaHaBup: CpaBHEHME
atazanaBupa/putonasupa 300/100 mr
1 pa3 B cyTku u arazanaBupa 300 mr
1 pa3 B CyTKM B COYETaHHHU C
JapyHABUPOM/PUTOHABUPOM
400/100mMr 2 pasa B CYTKH.
HapyHaBup: CpaBHEHUE
napyHnaupa/putonasupa 400/100 mr
2 pa3a B CYTKH C JapyHaBUPOM/
puronasupoM 400/100 mMr 2 pasa B
CYTKH B COYETAaHHH C aTa3aHaBUPOM
300 mr 1 pa3 B cyTKH.

PUTOHABHp W aTa3aHABUP
MOKHO HCIIOJB30BaTh 0€3
KOPPEKIIMH JO3bI.

NuaunaBup
800 Mmr 2 pa3a B cyTKH

AUC unannasupa 1 23 %

Cmin unuHaBUpa T 125 %

Crmax MTHIMHABHpPA <>

*AUC napynasupa 1 24 %

#Cmin mapynasupa 1 44 %

#Cmax napynasupa 1 11 %
WNHauHaBUp: cpaBHEHHE
uHAnHaBupa/puronasupa 8§00/100 mr
2 pa3a B CYTKH C
WH/IMHABUPOM/1apyHaBUPOM/
putonasupom 800/400/100 mr 2 paza
B CYTKH.

JapyHaBup: cpaBHEHHE dapyHaBUpa/
puronasupa 400/100 mr 2 pasza B
CYTKH C TapyHaBHPOM/PUTOHABHPOM
400/100 Mr B coyeTaHUM C
nHanHaBupoM 800 mr 2 pa3a B CyTKH.

I[Ipy wucnons3oBaHuM B
COUYETaHHH C KOMOMHAIMEN
JapyHaBUpP/pUTOHABUP
MOXKET noTpeboBaThCs
KOpPEKIIHs JTO3bI
nHauHaBupa ¢ 800 mr
2 pa3a B cytku a0 600 mr
2pa3a B CyTKH B cCllydae
HETIEPEHOCUMOCTH.

CakBuHaBUD
1000 mr 2 pa3a B CyTKH

AUC caxBunaBupa | 6 %
Cmin cakBuHaBupa | 18 %
Cmax cakBuHaBupa |6 %
*AUC napynasupa | 26 %

KoMbOunammio napyHaBup/
PUTOHABHP HE
peKoMeHayeTCs
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COOTEBETC TEn ET SKCNEPTHOMY OTUETY
27032025 N2 8213
(Noc 'IEJ'. BATENEHOCTE 0002)
#Cmin napynaBupa{42-% APUMECHATE e
#*Cmax mapynasupal 17 % CAKBUHABHPOM.
CakBuHaBup: CpaBHEHUE
CaKBMHABHpA/pUTOHABUPA
1000/100 Mmr 2 pa3a B CYTKH ¥
CaKBHUHaBHpa/napyHaBupa/
puronasupa 1000/400/100 mr 2 paza
B CYTKH.
JlapyHaBup: cpaBHEHHE JapyHaBUpa/
putonasupa 400/100 mr 2 pa3a B
CyTKM U JlapyHaBUpa/pUTOHABHUPA
400/100 Mr B COYeTaHMH C
cakBuHaBupom 1000 mr 2 pasa B
CYTKH.
Huzuoumopuvr npomeasvt BUY — ¢ couemanuu ¢ HU3KUMU 003aMU pUMOHACUPA
JlonuuaBup/pUTOHABHD AUC norunasupa 1 9 % BcenencrBiue  CHHMKEHUS
400/100 mr 2 paza B CyTKH | Cin tonuHaBHpa 1 23 % KOHIIEHTPAIUH (AUC)
Chax TortuHaBupa | 2 % napyHaBupa Ha 40 %
AUC napynasupa | 38 %" [MOAXOJSIINE JO3bl JITOU
Cmin tapyHasupa | 51 %" KOMOMHALUK He
Cmax mapyHasupa | 21 %" YCTaHOBJICHBI. Taxkum
oOpa3zom, COBMECTHOE
JlonmuHABUP/PUTOHABHD AUC nonunHaBupa <> HpHMEHEHHE KOMOMHAIIH
533/133,3 mr 2 pasza B Cmin torturaBupa T 13 % NIAPYHABAD/PHTOHABHD  C
CYTKH Cmax 1onmHaBupa T 11 % KOMGHHUPOBAHHBIM
AUC napynasupa | 41 % HperapaTom,
Cmin napyHaBupa | 55 % BKIFOYAFOIIM
*Cmax napyHasupa | 21 % JIOTUHABUP/PUTOHABUD,
Ha OCHOBAaHHH HC | nportuBomnokasano.
HOPMaJTH30BaHHBIX o 703€e
3HAYEHUU
AHTATI'OHUCTBI PEHHEIITOPOB CCRS5
Mapasupok AUC mapasupoka 1 305 % IIpy  OpuUMEHeHUH B
150 mr 2 pa3za B CyTKH Cmin MapaBupoka H/O COYETaHUH C KOMOWHAIIHEH
Crmax MapaBUpOKa 1129 % | AapyHaBHp/PUTOHABUP
Kourentpanuu  gapyHaBupa — u | 4038 MapaBHpoOKa NOJDKHA
PUTOHABHpa  corJacoBeiBammch ¢ | COCTaBILATE 150 Mr 2 pasa

HCTOPUUYCCKMMHU JaHHBIMU.

CYTKH.

AHTATI'OHHUCTHI a1-AIPEHOPELEIITOPOB

Andyso3uH Ha  ocHoBanum  teoperuueckux | OTHOBpEMEHHOE
cooOpakeHH, JIapyHaBHp [OJDKEH | IpUMEHeHHe KOMOMHAIUU
MOBBILIATH KOHIIEHTPALUIO | JapyHaBUP/PUTOHABUDP U
andyso3zuHa B 1wuiazMe (3a  cuer | andyszo3uHa
unruouposanusi CYP3A) MTPOTHBOIIOKA3aHO.

AHECTETHUKHA

Andenranui He wu3ywanocs. B wmerabonusme | [Ipu COBMECTHOM
aspeHTaHUIA y4acTBYET | IPUMEHEHUHU c

uzopepment CYP3A, Bcrneacteue
TOTO0 OH MOXXET WHTHOMPOBATHCS
KoMOUHaImen napyHaBup/
PHUTOHABHP.

KOMOUHaIMen n1apyHaBup/
PUTOHABUD MOJKET
noTpeOoBaTbCsi CHUXKEHHE
036l andeHTaHunIa, a
TaKxKe MOHHUTOPHHT
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COOTBETCTBYET SKCTEPTHOMY OTHETY

032025 N2 8213

(NOCNENQBATENLHOCTR 0002)

PUCKOB™ AU TCIIGHOTO JTH
OTCPOYCHHOI'0 YTHCTCHUA
JBIXaHW.

AHTHUAHI'MHAJIBHBIE/AHTUAPUTMUYECKHUE ITPEITAPATBI

Juzonupamu He uzyyanocs. Heo0xonumo coOimronenue
diekanHA]T [Ipenmosnaraercs, 4To KOMOWHALUS | MEp TPEIOCTOPOKHOCTH,
JIunokauH (CUCTEMHO) JapyHaBUDP/pUTOHABUP MOBBICUT | KpOME TOTO,
MexkcuneTnH KOHI[EHTPAIUIO ITHX | PEKOMEHIYETCS
[Iponadenon AHTHAPUTMUYECKUX TMPEnapaToB B | MOHUTOPUHT
I1a3Me (MHrMOMpOBaHUE | TEPANIEBTUYECKON
uzopepmearoB CYP3A wu  (WaH) | KOHICHTpALUU (pu
CYP2D6). HaJIUIUH TaKOU
BO3MO>KHOCTH) 3THX
AHTHAPUTMUICCKUX
MpernapaToB npu
COBMECTHOM TPUMCHCHUU
C KOMOHWHaIuen
JapyHaBUDP/pUTOHABUD.
[IpotuBonoKa3zaHo
AMuomapon MIPUMEHCHHE KOMOWHAIINU
benpuann JTapyHaBUP/PUTOHABUD  C
Hponenapon aMHOJIapOHOM,
XUHUIUH Oenpuamiom,
Panonasun JPOHEIAPOHOM,
NBabpanun XUHHUJIUHOM, UBAOPaTUHOM
WA PAHOJIA3WHOM.
Jlurokcun AUC nmurokcuna 1T 61 % [Tockombky JTUTOKCUH
0,4 MI OTHOKPATHO Cnmin nurokcuna H/O XapakTepu3yeTcss  y3KUM
Cmax uroxkcusa T 29 % TEPaNeBTHYECKUM
(1 KOHIIEHTPALIUU IUTOKCHHA | IMAMa30HOM, B  Cllydae
BCJICJICTBHE BEPOSITHOTO | HA3HAYCHUS  JIMTOKCHHA

UHTUOMpoBaHus P-riukonpoTenHa)

ManyeHTaM, MoIyJaroluM
KOMOUHAIHIO JapyHaBHUp/

PHUTOHABHD,
MePBOHAYAITBEHO
pEeKOMEHAyeTC s
WCTIOJIH30BATh
MUHUMAJIBHYIO
BO3MOKHYIO 703y
nurokcusa. Jlanee cienyer
MPOBOAUTE  AKKYPATHYIO
TUTPAIHIO JI03b1
IUTOKCHHA  C  IIeJIBI0
JOCTHDKEHUSI  JKEJIaeMoro
KJIMHIYECKOoro 3¢ dexTa Ha
¢oHe omeHku  oOIIero

KJIMHUYECKOT'O COCTOSTHHUS
MalueHTa.

AHTUBUOTHUKHA

Knapurpomunyx
500 mr 2 pasza B CyTKH

AUC xnaputpomuninHa T 57 %
Chmin kmaputpomunuHa 1 174 %

Pexomennyercs
co0JII0/1aTh OCTOPOKHOCTH
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Chmax KaputpoMutirrea1-26-%

#*AUC napynasupa | 13 %

#*Cmin mapynasupa 1 1 %

#Crax JapyHaBupa 117 %
Konuenrpaunu 14-OH-
KJIApPUTPOMHIIMHA HE BBIABISUIUCH
OpY COBMECTHOM NPUMEHEHHU C
KOMOWHAIMEH apyHaBup/
PHUTOHABHP.

(1 KOHIIEHTpAIUU KJIAPUTPOMHUIIMHA
BCJIE/ICTBUE MHTUOMPOBAHUS
nzodepmenta CYP3A 1 BO3MOKHOTO
MHrHOMpoBaHus P-rimkonporenHa).

llpl/l CUBMUOCUTHUM
IIPUMEHEHUN
KJIQPUTPOMHIIMHA B
COYeTaHUM ¢ KoMOMHanuen
JapyHaBUpP/pUTOHABUP.

Y HalEHTOB C
HOpMaNIbHOW  (hyHKIHEH
MOYEK KOMOUHAaIUs
JapyHaBUP/pUTOHABUD B
COYEeTaHUU c
KJIQPUTPOMHUILIMHOM MOXET
ObITh  Ha3HayeHa  0e3

KOpPPEKLIHNH JTO3BI.
PexomennoBanHyro 1103y
KJIApUTPOMHUITHA y

MAIMEHTOB C HapylIEHUEM
(GYyHKIMM TIOYEK CciexyeT

BBIOUPATh COIIACHO
HUHCTPYKLIHU 1o
MEIULMHCKOMY
MIPUMEHEHHUIO
KJIAPUTPOMMIIMHA.

AHTUHKOAT'YJAHTBI/AHTUATPEI'AHTbBI

Anukcaban He u3yuanocs. [Ipumenenue komMOUHAIMU
Dnokcabau CoBMmecTHOE NPUMEHEHHE | JapYHABUP/PUTOHABHD  C
Puapoxcaban KOMOHMHAIIUKM JapyHaBUP/PUTOHABHUP | STUMHU AHTUKOATYJISTHTAMU
c aHTHKOAryJISHTaMu MOJKET | HE PEKOMEHy€ETCS.
MOBBICUTh MX KOHILIEHTPALMIO, YTO
MOKET TMPHUBECTH K YBEIMUYEHUIO
pHuCKa KPOBOTEUYEHHUI
(uHrUOMpoBaHUE n3zopepMeHTa
CYP3A u (uu) P-rukomnporenna).
Jlaburatpan He usyuanocs. [Ipumenenne komMOMHaIUU
Tukarpenop CoBmecTHOE MIPUMEHEHNE C | MTapyHaBUP/pUTOHABHDP  C
KoMOUHaIuen nadurarpaHom u
JapyHaBUDP/pUTOHABUP MOJKET | TUKArpeaopom
IPUBOJUT K  CYIIECTBEHHOMY | IPOTHBOIIOKA3aHO.
MOBBILICHHUIO KOHIeHTpauuu | Pekomenayercs
JaburaTpaHa Wi TUKarpeaopa. MIPUMEHEHNE JIpYyTrux
AHTUTPOMOOIIMTAPHBIX
IpernapaToB, Ha KOTOpHIE
HE BJIMET UHTMOUpOBaHHE
wm  wHaykous — CYP
(HammpuMep, mpacyrpedn).
Bapdapun He usyuanocs. IIpu COBMECTHOM

[Ipy COBMECTHOM TIPUMEHEHUH C
KOMOMHAaIen

MpUMEHEeHUH BapgapHHa ¢
KOMOUHaIuen 1apyHaBup/

JlapyHaBUDP/PUTOHABHP BO3MOYXHO | pUTOHABUP

U3MEHEeHHE KOHIIGHTPALMHU | PEKOMEHyeTCsl

BapdapuHa. MOHHUTOPHHT
MEXTYHapOAHOTO
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HUPIVlaJlYlJUbaHHUl U
otHomenus (MHO).

IMPOTUBOCYJOPO’KHBIE ITPEITAPATBI

denobapOuTa He u3y4anocs. KoMOunanmio napyHaBup/

deHuTonH denobapouTan u (EHUTOUH | pUTOHABUP HE CIIEIyeT
IPEIOI0KHUTEIBHO BBI3OBYT | MPUMEHSTH B COUYCTAHUU C
CHIDKEHHE KOHIICHTPALUH | 3TUMHU  JICKAPCTBEHHBIMH
JapyHaBHpa U PUTOHABHUPA B IUIa3ME€ | CPEICTBAMHU.
(vaayknus hepmentoB CYP450).

Kapbamazenun AUC xapbamazenuna 1 45 % Koppexkmus JI03bI

200 Mr 2 pa3a B CyTKH Chmin kapbamazenuHa T 54 % KOMOWHAIWMK 1apyHaBup/
Cmax kapbamazenuna T 43 % pUTOHABUP HE
AUC napyHnaBupa <> PEKOMEHTyeTCSl. Ecimm

Cmin napynaBupa | 15 %
Cmax JapyHaBHpa <>

norpeOyercss MpUMEHEHHE

KOMOMHAIMK  JTapyHABUP
/pUTOHABHP C
KapOama3ernuHoM,
HEOOXOJIUM  MOHUTOPUHT
MOTEHIMATBHBIX
CBSI3aHHBIX c
KapOaMa3enuHOM,

HE)KEJIAaTeIbHbBIX SBIICHHMA.
CrnexyeT KOHTpPOIMPOBATH
KOHIICHTPALIUIO

kapbamazenuHa,  Kpome
TOTO, TpeOyeTcs TUTPALMS
€ro J03bl C  LEJbI0
obOecrieueHnst aJeKBaTHOIO
orBera. Ha ocHOBaHuu
MOJTyYEHHBIX PE3yJIbTaTOB
o3y kapOamasenvHa B
MPUCYTCTBUU KOMOWHAIIHH

JlapyHaBUDP/pUTOHABUD
MOXKET norpedoBaTbcs
cHU3UTH Ha 25-50 %.
Krnonazenam CoBmecTHOE npuMenenue | [Ipu COBMECTHOM
KOM6I/IHaHI/II/I )IapyHaBI/Ip/pI/ITOHaBI/Ip NpUMEHEHUU KOM6I/IHaI_II/II/I
M KIOHA3eIlaMa MOXKET NPUBECTH K | napyHABUp/pUTOHABHD U
MIOBBIIIICHUTIO KOHIEHTPALMHY | 1 11omasarana
KJIOHa3enama B iasme
(uarubuposanue CYP3A). Eiﬁiﬁiﬁgﬁ;;cg
MOHHUTOPHHT.
AHTHUJAEINPECCAHTBI
[TapoxceTnn AUC napoxkcernna | 39 % B cimyuae coBmecTHOTO
20 mr 1 pa3 B cyTkn Cmin mapokcetuna | 37 % MIPUMEHEHHUSI
Chmax lapokcetura | 36 % AHTHJICTIPECCAHTOB c

#*AUC napynaBupa <>
#Cmin mapynaBupa <>
#Cmax TapyHABUPA <>

KOMOUHaIMen 1apyHaBup/
PUTOHABUD
PEKOMEHAYEMBIM
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Ceptpanun
50 mr 1 pa3 B cyTku

AUC ceprpanuna“}-49-%
Chmin ceptpanuna | 49 %
Chmax ceptpasiuna | 44 %
#*AUC napynasupa <>
#Cmin mapynasupa | 6 %
#Cmax apyHaBupa <>

TTOAXOJ0M
TUTpaLus JI03BI
aHTHUJICTIPECCAHTa Ha
OCHOBaHMM KJIMHUYECKON
OLIGHKM OTBETa Ha JTOT
npenapar. Kpome toro, 3a
MaIeHTaMH,
MOJTYYaOMIIMH
CTaOMIIbHBIC
aHTHUICTIPECCAHTOB,
KOTOpBIE HAYMHAIOT
Tepamuilo  KOMOHMHAIMen
JapyHaBUpP/pUTOHABUD,
crenyer HaOmIOIaTh
npeaMeT  OTBeTa
AHTHUICIPECCAHTBHI.

ABJ1IACIUA

J03bI

Ha
Ha

AMWUTPUNITAIIVH
JesunpamMun
Nmunpamuna
Hoprpuntuiun
Tpazonon

CoBMmecTHOE IIPUMEHEHNE
KOMOMHAIMK JapyHaBUpP/PUTOHABUP
C 3TUMHU aHTHUJAETIPECCAHTAMU MOKET
HOBBICUTh KOHILIEHTPALIUIO
AQHTHU/IETIPECCAHTOB (MHIMOMPOBAaHKE

CYP2D6 w/unu CYP3A).

[Ipn COBMECTHOM
NPUMEHEHUH KOMOWHAIUU
JapyHaBUP/pUTOHABUD  C
ITUMU
aHTHJIETIPECCAHTAMU
PEKOMEHYETCS
KJIMHUYECKU I
MOHHUTOPHHI, KPOME TOTO,
MOXKET oTpedoBaThCs
KOpPpeKLIMsl  J103bl  ITHX
AHTHJIETIPECCAHTOB.

IMPOTUBOPBOTHBIE 11

PEITAPATDI

Homniepuion

He n3yuanocs.

[Ipn COBMECTHOM
MPUMEHEHUH KOMOWHAIUU
JapyHaBUpP/pUTOHABUp €
JOMIIEPUIOHOM  CJIEIYET
co0iroaaTh OCTOPOXKHOCTD
u Ha0II0AaTh 3a
HeXeJlaTeJIbHBIMU
peaKIMsIMHU, CBSI3aHHBIMU C
JIOMIIEPUIOHOM.

IMPOTUBOI'PUBKOBBIE ITPEITAPATDBI

Bopukonazon He wusywamoch. PutonaBup Mmoxer | BOpUKOHa301 He ciemyer
CHIDKATD KOHIIGHTpAIHIO | IPAMCHST B COYCTAHUN C
BOPMKOHA3011a B IUIasMe (MHyKuus | KOMOMHAIMEH apyHasup/
depmentoB CYP450). PUTOHABUD 3a
HCKITIOYEHUEM  CIIyYacB,
KOTrJJa Ha  OCHOBaHHUU
OIIEHKHU COOTHOIIIEHUS
pucka u MOJIb3BI
HEOOXOAUMO TMPHUMEHECHHE
BOPHKOHA3071a.
®dykoHa30I1 He M3y4anoch. KomOunamus | HeoOxoqumMo  coOronarh
N3aBykoHazomn JapyHaBUP/pUTOHABUP MOJKET | OCTOPOKHOCTb,
Htpakonazon MTOBBIIIATH KOHIICHTPAITHIO | PEKOMEHTYETCS
ITo3akoHa3on MPOTUBOTPUOKOBBIX TPENapaToB B | KIMHUYECKUN

33




COOTEBETCTBYET 2K
ot 27.03.2(

(MOCNENQBATENLHOCTS 0002)

Nz 8213

1 2025 N
L -

Ij1asMe, M03aKOHA30, M3aBYKOHA30T, | MOHUTOPWHT . Ecmm
UTPAKOHA30J1 UM (PIIYKOHA30Jl MOTYT | TpeOyeTcs COBMECTHOE
MOBBILIATH KOHIICHTPALUIO | IPUMEHEHHE, TO CyTOYHAs
JapyHaBupa (uHrUOMpOBaHUE | 1032 UTpPaKOHa30jla HE
mzopepmerra  CYP3A u  P-| momkna MIPEBBIIIATH
TJIMKOTIPOTEHHA). 200 mr.

Kiorpumaszon He n3yuanocs. Ecmn Tpebyercst
CoBMeCTHOE CHCTEMHOE ITPUMEHEHHE | COBMECTHOE IPUMEHEHHUE C
KJIOTpUMa3zoia M KOMOMHAIMHU | KIOTPUMA30JIOM,
JapyHaBUDP/pUTOHABUP MOJKET | HeoOX0auMO  COONIOAATH
MOBBILIATH KOHILICHTPALUIO | OCTOPOXKHOCTb,
napyHaBupa u (WIH) KIOTPHUMa3oJia B | PEKOMEHIyeTCs
wiazme. AUC244 napynaBupa 1 33 % | KiiMHUUECKHIA
(Ha  OCHOBaHMM  TOMYJSLUUOHHOW | MOHUTOPHHT.
MoJienu (hapMaKOKHHETHUKH).

Kerokonazon AUC kerokonazona 1 212 % [Ipu ucnonb3oBanuu

200 mr 2 pa3a B CyTKH

Cmin keTokoHa3011a T 868 %
Chmax keTokoHazona T 111 %
AUC papynasupa 1 42 %
Cmin napyHnasupa 1 73 %
Cmax napynasupa T 11 %
(uarubupoBanue CYP3A)

KOMOWHAINY
JapyHaBUDP/pUTOHABUD
HE00X0UMO COOJIFOIATh
OCTOPOKHOCT,
pPEKOMEHTyeTcs
KIMHUYECKUH
MOHUTOPHHT. Ecin
TpeOyeTcst COBMECTHOE
PUMEHEHHUE, TO CyTOYHAs
J103a KETOKOHA30J1a HE
JTOJKHA MPEBBINIATH

200 mr.

IMPOTUBONOJATI'PUYECKHE ITPEITAPATBI

Komxumuu

He n3yuanocs.

CoBMecTHOE IIPUMEHEHNE
KOJXHIIMHAa n KOM6I/IHaHI/II/I
JlapyHaBUP/pUTOHABUP MOXKET
IIOBBIIIIATH KOHLCHTPAIUIO
KOJIXMIIMHA (uHrHOMpoOBaHME

uzopepmenta CYP3A wu (wm) P-
TJIMKONIPOTEUHA).

Ecnu Tpebyercss Ttepanus
KOMOUHaIMen napyHaBup/
PUTOHAaBHp MALUEHTaM C
HOpMaJibHOH  (yHKIMEH
MeYEeHU WIH MOYeK,
PEKOMEHIyEeTCS CHU)KEHHE
7036l  KOJXWLMHA  WIH
IPUOCTaHOBKA npueMa
3TOTO npemnapara.
[TanmenTam ¢ HapyIIeHHEM
GyHKIMM — T[E€YeHH WU
[IOYEK IPOTUBOINOKA3aHO
MPUMEHTh KOJXMIUH B
COYeTaHUM C KOMOMHaIuen
JapyHaBUP/pUTOHABHP.

MPOTUBOMAJISAPUMHBIE TIPENAPATBI

Aptemerep/
Jlymedantpun 80/480 mr,
6 no3 uepes 0, 8, 24, 36,
48 n 60 yacos

AUC apremerepa | 16 %

Chmin apTemMeTepa «>

Cmax aptemetepa | 18 %

AUC nurunpoapremusununa | 18 %
Cmin IUTHAPOAPTEMHU3UHIHA <>

Chmax muruapoapremusuanHa | 18 %

AUC nymedantpuna T 175 %

Kom6unanus napynasup/
PUTOHABUP MOJXKeT
MPUMEHSTHCSI B COUCTAHUN
¢ apTemeTrepom/
aymedaHTPUHOM 0e3
KOPPEKIUH J03bI; TeM He
MeHee, BCJIC/ICTBHE
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Cmin JIyMe(baHTpH a~-xzo"/0
Chmax tymedanTpuna 1 65 %
AUC napyHaBupa <>

Cmin napynaBupa | 13 %
Cmax 1apyHaBupa <>

1HHUBDbILIUCUHVIA
KOHLICHTPALUH
aymepaHTpUHA  JTaHHYIO
KOMOHMHAIHIO cleyer
MIPUMEHSTh c
OCTOPOXKHOCTBIO.

INPOTUBOTYBEPKYJIE

3HBIE ITPETTAPATBI

Pudammunun
Pudanentun

He n3yuanocs.

Pudanentun " pudammuuH
SIBIITFOTCS. MOIIHBIMH WHIYKTOPAMH
nzodepmenTa CYP3A, OHH
BBI3BIBAIA BBIPAKCHHOE CHW)KCHHE
KOHIICHTPAIUil APYTUX UHTHOUTOPOB
MpoTea3, 4TO MOXKET MPUBOJIUTH K
BUPYCOJIOTHYECKON
HEAP(HEKTUBHOCTH
PE3UCTEHTHOCTH
depmentoB  CYP450). B  xome
MOTMBITOK ~ MPEOJIOJIETh  CHIIKCHHE
KOHIICHTPALUU MOCPEJICTBOM
TIOBBIIICHUS JI03b1 JPYyTUX
WHTUOMTOPOB MPOTEa3 B COYCTAHHUH C
HU3KHUMH  JI03aMH  PUTOHABUpA
HaOJrofanach  BBICOKAash — 4acToTa
peakuMii CO CTOPOHBI  IICYEHH,
CBSI3aHHBIX C pU(DAMIUIIMHOM.

U Pa3BUTHUIO

(MHAYKIUS

IIpumenenue
pudaneHTrHA c
KOMOUWHaIMe napyHaBup/
pUTOHABUP HE
PEKOMEHIYETCS.
[IporuBomnoka3ana
KOMOWHUpPOBaHHAS
Tepanus puhaMIuIuEHOM C
KOMOWHANUEH qapyHaBUp/
PUTOHABHUD.

Pudabytun
150 mr 1 pa3 B 2 gus

AUC*** pudabyruna T 55 %

Cmin *** pudadyruna T H/O

Cmax *** pudabytuna <>

AUC napynasupa 1 53 %

Cmin mapyHaBupa 1 68 %

Chmax mapyHasupa T 39 %

*** cyMMa aKTHUBHBIX NPOU3BOIHBIX
pudadbyTuHa (MCXOIHBIA mpenapar
+25-0-ne3aneTuabHbIA METa0O0IUT).
B wuccnenoBannu B3auMOJIECHCTBUS
HaOJI01aMCh CPABHUMBIE CYTOUYHBIE
CHCTEMHBIC KOHIICHTPALUU
pudpabyTuHa TpU NpUeMe B J103€
300mMr 1 pa3 B CyTKM B BHJIE
MoHOTepanuu u 150 Mr yepes 1eHb B
COYETaHUU C KOMOMHaImen
napynasup/putonasup (600/100 mr 2

[ManmenTtam, momyvaroumm
KOMOMHAIMIO 1apyHaBUp/
pPUTOHABHP,
PEKOMEHIYETCS CHIKCHHE
1036l pudadyTrna Ha 75 %

oT 0OBIYHOI JIO3EI
300 mr/cytr  (Hampumep,
150 Mr wuepe3 neHb), a
Takke  Ooyee  4YacThId
MOHHUTOPHUHT TI0 TOBOAY
CBSI3aHHBIX c
pudadbyTuHOM

HE)KEJaTeIbHbBIX SBIICHHA.
B cmyuae mnpobiem co
CTOpOHBI ~ 0O€30macHOCTH
HEOO0XOAUMO PACCMOTPETH
JaNbHENIIEe yBEIUYCHHE

pasa B CyTKM) C TPUMEpPHO | HHTepBaia MEXTY
JECITUKPATHBIM yBENMYEHUEM | mpuemMaMu  pudadyTuHa
CYTOYHOT'O  YpPOBHA  aKTHUBHOTO | /WU MOHUTOPHHT
MeTaboarTa (25-0- | xoHLIEHTpaIUX
ne3anetwipudpadyTiHa). Kpowme | pudabyruna.
toro, AUC cymmbr akTuBHBIX | HeoOxoammo W3Yy4YUTh
IIPOU3BOIHBIX pudalytuna | opunmanabHbIe
(ucxomHoro  mpemapara  +25-O- | peKOMEHIAlUH o
JIe3alleTUIIHHOTO MeTa0O0JINTa) | Ha/uIeKalen Tepanuu
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IIOBBICUJIACh B l,u Ppa3a, B TO BpPCMA
kak 3HaueHHe Cmax OCTaBaJIOCH
COIIOCTAaBUMBIM.

B Hacrosimiee BpeMs OTCYTCTBYIOT
JTAHHBIC o
cranmaptHol no3zou 150 mMr pa3 B
CYTKH.

PudabyTuHn sBIsS€TCS UHIYKTOPOM U
cyoctparom u3odepmenta CYP3A.
I[Ipy  coBMecTHOM  TNPUMEHCHHUH
KOMOHWHAIIMK JapyHaBUP/PUTOHABHP

¢ pucadyrurom (150 mr gepes ieHb)
Ha0JII0/1aJ10Ch MOBBIIICHUE
CHUCTEMHOU KOHIICHTPALU!
JTapyHaBUpA.

lyGUl)l\_leCJd _y B}T‘{'

MH(ULIUPOBAHHBIX

MalUEeHTOB.

Ha ocnoBanuu npoduis
CpPaBHEHHIO  CO | O€30MacCHOCTH

KOMOWHAIMK 1apyHaBup/
PUTOHABHp  YBEJIHUYCHHE
J103bl pUTOHABUpA Ha GoHE
Tepanuu pupadyTHHOM HE
TpeOyeT KOPPEKIHH O3Bl
KOMOMHAIMH JapyHaBup/
PUTOHABHP.

Ha OCHOBAaHUU
(hapMaKOKHHETHUECKOTO
MOJICITUPOBAHUS 3TO
CHIDKeHHe 103kl Ha 75 %
TaKXKe Kacaercs
MAlUEHTOB, MOIYYaOLIUX
pudalbyTun B 703¢€,

OTJINYAIOICHCS OT
300 mr/cyT.
MPOTUBOOITYXOJIEBBIE TIPETTAPATDI
Hazatunu6 He n3yuanocs. [Ipn COBMECTHOM
Hunoruan6 [Ipenmonaraercsi, 4To KOMOWHAIMA | NIPUMEHECHHU ITUX
Bun6nactun JapyHaBUDP/pUTOHABUP OyZeT | JIeKapCTBEHHBIX
Bunkpuctun NOBBIIATE  KOHLEHTPALUIO  ATUX | IPEnaparos c
MPOTHBOOITYXOJIEBBIX MPENapaToB B | KOMOWHAIMEW AapyHaBUp/
iasme (MHrHOMpOBaHKUE | PUTOHABHUP BO3MOXHO
uzodepmenra CYP3A). TTOBBIIIICHUE ux
KOHIIEHTPALIUH, TaKUM
o0Opazom, BO3MO>KHO
yBEJIUYEHUE
He)KeJaTeTbHbBIX
SIBIICHUH, 00BIYHO
Ha0J110/1aeMBIX pu
PUMEHEHUN JTAHHBIX
JIEKapCTBEHHBIX CPEJICTB.
Heo6xoanmo cobronath
OCTOPOXHOCTbH TIPH
Ha3HA4YE€HUH KaKoro-inbo
U3 ITHX
MIPOTHBOOITYXOJIEBBIX
MIPEnapaToB B COUYETAHUU C
KOMOUHaIHe
JapyHaBUpP/pUTOHABHP.
OBeponMyc CoBMmecTHOE TPUMEHEHHE
Wpunorekan IBEpOIUMYyCa WIH
WPHUHOTEKaHa c

KOMOUHaIuen 1apyHaBup/
PUTOHABHp HE
pPEKOMEHyeTCsl.
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AHTUIICUXOTUYECKUE IMPENAPATBHHEHPOAE

| N | TAX T

T
I 1 VEINNVI

Ksernanux He n3yuanocs. CoBMecTHOE IPUMEHEHNE
[Ipenmonaraerca, 4ro KOMOWHALUs | KOMOMHAIMY 1apyHaBUp/
JapyHaBUDP/pUTOHABUP HOBBICUT | PUTOHABUP C KBETHAITMHOM
KOHLEHTPALUIO 3TOI0 IIPOTUBOIOKA3aHO,
AHTUIICUXOTHYECKOTO TMpemnapara B | MOCKOJBKY BO3MOXKHO
I1a3Me (MHrMOMpPOBaHUE | YBEIUUYECHUE CBA3aHHOU C
uzodpepmenra CYP3A). KBETHAITHHOM
TOKCUYHOCTH. [loBBIIIEHNE
KOHIICHTpAIlUU
KBETHAIMHA MOJKET
IPUBOJIUTH K KOME.
[Tepdenazun He uzyyanocs. B caydae coBmecTHOro
Pucnepunon [Ipenmonaraercsi, 4To KOMOHMHALUS | IPUMEHEHHUS 3TUX
Tuopunazun JapyHaBUDP/pUTOHABHUP MOBBICUT | IIPETapaToB c
KOHLEHTPALUIO ITUX KoMOWHaImen gapyHaBup/
AHTUIICUXOTHYECKUX TPEnapaTtoB B | pUTOHABUP MOXKET
miasme (uHrHOMpOBaHUE | MOTPEOOBATHCS CHUKEHUE
nzodepmentoB CYP3A, CYP2D6 u | ux m03bl1.
(nnm) P-rnukonporenHa).
[Tumo3un CoBMecTHOE TPUMEHEHNE
CepTtunuon KOMOHMHAIUU JapyHaBup/
Jlypasunon pUTOHABUP c
JIypa3u0HOM, MUMO3UIOM
WIH CepTUHI0JIOM
IPOTUBONOKA3aHO.
BETA-AJIPEHOBJIOKATOPBI
Kapsenunon He n3yuanocs. IIpn COBMECTHOM
Mertonpomnon [Ipeanonaraercsi, 4To KOMOWHAIMS | IPUMEHEHUN KOMOWHAIIUU
Tumonon JlapyHaBUP/pUTOHABUP HOBBICUT | AAPYHABUDP/PUTOHABHDP  C
KOHIEHTPALUIO TUX | OeTa-agpeHobIoKaToOpaMu
a/IpeHO0I0KaTOPOB B I1a3Me | peKOMEHyeTcs
(uHruOMpoBaHUE n30(epMeHTa | KIMHUYECKUI
CYP2D6). MOHHUTOPHHT. Cnenyer
penmTh BOIPOC 0
CHIDKEHMM 1036l  OeTa-
aZpeHobIoKaTopa.
BJIOKATOPbBI «<ME/IJJIEHHBIX» KAJIBHHUEBBIX KAHAJIOB
AMnoaunuH He u3yuanocs. IIpn COBMECTHOM
Jluntuazem MoxHo MIPEIIIOJIOKUTD, YTO | IPUMEHEHUH 3THX
denoaunux KOMOHMHAIMs JapyHaBUP/pPUTOHABHP | MIpenapaToB c
Hukapaunun MOJKET TIOBBICUTh KOHIIGHTPALMIO | KOMOMWHAIMEH aapyHaBup/
Hudenunun 0JI0KaTOPOB «MEJIJICHHBIX)» | PUTOHABUP
Bepanamun KaJIbIMEBBIX KAHAJOB B IUIA3M€ | pEKOMEHAYETCS
(uHrUOMpOBaHUE 1n30(EpPMEHTOB | KIIMHUYECKUI
CYP3A u (um) CYP2D6). MOHHUTOPHHT
TEpaneBTUYECKUX "

00OYHBIX 3 (HEKTOB.
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INIIOKOKOPTUKOCTEPOUIbI

['11FOKOKOPTHUKOCTEPOUIBI,
MeTabonu3upyemMbie B
nepsyro odepenr CYP3A
(B TOM 4YUCIIe
OceTameTa3oH, OyJECOHUI,
(bIyTHKAa30H, MOMETa30H,
MIPEIHU30H,
TPUAMIIMHOJIOH)

@iryTHKa30H: B KIIMTHUYECKOM
UCCJICIOBaHUH, B KOTOPOM
putoHaBup B 1o3e 100 mMr B kancymnax
2 paza B CYTKM [pPUMEHSUIM B
couetannn ¢ 50 MKr (IayTHKa30HA
IIPOIIMOHATa MHTpaHa3albHO (4 pasza
B CYTKH) B TEYCHHE 7 JHEH Yy
3/10pOBBIX 100pOBOJIBIIEB
Ha0JI01aJ10Ch CYLIECTBEHHOE
MIOBBIIIICHHUE KOHIICHTpaLUi
(uyTHKa30Ha NMPOIMMOHATA B IUIA3ME,
B TO BpeMs Kak KOHIEHTpaluu
HHJIOTEHHOI'0 KOPTHU30J1a CHUKAINCh
npuMepHo Ha 86 % (90 %
JIOBEpPHUTEIbHBIN nHTEpBa 82—-89 %).
[lpy WHraNAIMOHHOM TPUMEHEHHU
(GayTHKa3oHa MOTYT HaOIIOAAThCs
Oosee BbIpaKEeHHBIE APPEKTH. Y
HalUEHTOB, HOJTYYaroIuX
PUTOHABUP U ¢bryTHKa30H
MHTSIIMOHHO WJINM WHTpaHa3albHO,
OTMEYaJINCh CHCTEMHBIC
IIIOKOKOPTUKOCTEPOUIHBIE

3 PeKTHI, BKJTIOYAs CHHJIPOM
Kymunnra U CYIIPECCUI0
HA/IMTOYEYHUKOB. DPQPEKTH BHICOKOIH
KOHIIEHTpauuu  (IyTHKa30Ha Ha
KOHIICHTPAllMI0  pUTOHABUpa B
I1a3M€ HEM3BECTHBI.

llpyrue  TIIOKOKOPTHKOCTEPOHIBI:
JIeKapCTBEHHbIE B3aMMOJEUCTBUS HE
n3ydanucb. KoHmeHTpanuu 3THX
npenapatoB B IUIa3ME€  MOTYT
BO3pacTatb IPH OIHOBPEMEHHOM
NPUMEHEHUN KOMOMHAINN
NapyHaBUP/PUTOHABUD, TPUBOISA K
CHIDKEHUIO KOHIIEHTPALUU
KOPTH30J1a B CHIBOPOTKE.

IIpu COBMECTHOM
IPUMEHEHUN KOMOMHALUU
JIapyHaBUP/pUTOHABUD U
[JIIOKOKOPTUKOCTEPOUIOB,
MeTa0O0IN3UPYEMbIX
CYP3A (manpumep,
¢GiyTHKa30Ha NpPONMOHATA
WIH JpyTUX
MHTaJSILIMOHHBIX win
Ha3aJIbHBIX
ITIFOKOKOPTUKOCTEPOUIOB),
MO>KET BO3pacTaThb PUCK
pa3BUTHS CHCTEMHBIX
s deKToB
IIFOKOKOPTUKOCTEPOUIOB,
BKJIIOYast CUH/IPOM
Kymumura u cynpeccuto
Ha/IMI0YEYHUKOB.
IIpumenenne
OJIHOBPEMEHHO c
METa0O0IU3UPYEMbIMU
CYP3A
TTIFOKOKOPTUKOCTEPOU1a-
MU HE pEKOMEHIyeTcs, 3a
UCKIIIOUEHHEM  CIIy4aes,
Korjaa MOTEHLUAIbHAS
nojap3a I TalUeHTa
IIPEBBIIIAECT PUCK. B Takmx
clryyasix clenyeT
Ha0J110/1aTh 3a NAlUEHTAMU
Ha TMpeIMeT CHUCTEMHBIX
s¢dexToB
TIIFOKOKOPTUKOCTEPOHUIOB.
Cnenyer pPaccMOTpETh,
0cOOEHHO B cIiydae
HEOOXOIUMOCTH
JUTUTENIHOTO
MIpUMEHEHWS,
aJIbTepHATHUBHBIE
[IIIOKOKOPTUKOCTEPOUIBI,
MEHEE  3aBHUCHMBIE  OT
MeTabonu3ma CYP3A,
Hanpumep, OeKJIoMeTa30H
JUISL UHTPaHa3aJIbHOTO WM
UHTASIIIMOHHOTO
MIPUMEHECHHSL.

JlekcameTa3zoH
(cucreMHO)

He usyuanocs.

JlekcameTa3oH  MOXET  CHIKaTh
KOHLIEHTpALlUI0  JapyHaBHUpa B
wiasMe (MHIyKous u3odepMeHTa
CYP3A).

JlekcamMeTa30H B Ka4yeCTBE
CHCTEMHOTO  Tperapara
ClIelyeT TPHUMEHSITh C
OCTOPOXKHOCTHIO B
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cLoHCLanvyl C RUMUNMHALYIUKL

JapyHaBUDP/pUTOHABHP.

AHTATI'OHHUCTBI DOHAOTEJIUHOBBIX PELHEIITOPOB

bozenran

He u3yyanocs.

CoBmecTHOE TPUMEHEHUE 003eHTaHa
c KOMOHWHAaIHUEH JnapyHaBup/
PUTOHABHP MOXKET  TOBBIIIATH
KOHIIEHTpalMI0 003€HTaHa B IIa3Me.
bozenran MOJKET CHIDKATh
KOHIIEHTPALlMI0O  JapyHaBUpa U
pUTOHaBHUpa B IuIa3Me (MHIYKLHUA
CYP3A).

IIpu COBMECTHOM
IPUMEHEHUN KOMOMHALUU
JapyHaBUP/pUTOHABUD
peKoMeHayeTCs
MOHUTOPHUHT
IIEPEHOCUMOCTH
0o3eHTaHa.

AHTUBUPYCHBIE IIPEITIAPATDBI

I'EITIATHUTA C

MPAMOIO JEHCTBUA [JISI TEPAIIMU

Huzubumopuvr npomeazvt NS3-4A

bouenpesup
800 mr 3 pa3a B CyTKH

AUC 6omnenpeBupa | 32 %
Chmin 60omienipeBupa | 35 %
Chmax OomteripeBupa | 25 %
AUC napynasupa | 44 %
Cmin 1apyHasupa | 59 %
Chmax gapynasupa | 36 %

Kom6unanwmro napynaBup/

PHUTOHABHP HE
pEeKOMEHayeTCS
NPUMEHSTh B COUYCTAHHU C
OO0LIeTIPEBUPOM.

I'mexanpesup/
MUOpPEHTACBUP

CoBMmecTHOE IIPUMEHEHNE
KOMOHMHAIIUK JapyHaBUP/PUTOHABHUP
B COYETAaHMU C KOMOHWHalueu
rIIeKanpeBUp/MUOPEHTACBUD MOKET
MTOBBICUTH KOHIIEHTPALUIO
rIeKanpeBupa U NUOpeHTacBUpa B
I1a3Me (uHrUOMpoBaHUE P-
TIIMKOMIPOTENHA, Oenka
PE3UCTEHTHOCTH paKa MOJOYHOU
HKEIEe3bI (BCRP) u (nm)
OATPIBI1/3).

CoBMecTHOE MpPUMEHEHHE
KOMOHWHAIIUK JapyHaBUP/
pPUTOHABHP c
KOMOUHAaINER
rIIeKanpeBup/
UOPEHTACBUD HE
PEKOMEHIYETCS.

CumenpeBup

AUC cumenpesupa 1 159 %

Chmin cumernipeBupa 1T 358 %

Chmax cumenpeupa T 79 %

AUC napynasupa 1 18 %

Cmin mapyHaBupa 1 31 %

Cmax TapyHaBupa <>

Jloza  cumemnpeBupa B 3TOM
HUCCIJICOBAaHUH B3alMOJICUCTBUS
cocraBisiia 50 MT pU COBMECTHOM
MIPUMEHEHUH C JapyHaBHPOM/
putoHaBupoM u 150 mr B rpymnme
MOHOTEPAIHH CHMETIPEBHPOM.

KomOunanuio napynasup/
PUTOHABUDP HE
peKoMeHayeTCs
MPUMEHSTh B COYETAaHUH C
CHUMETIPEBUPOM.

OnbacBup/TpazonpeBup

[Tpeamnonaraercs, 4yTo KOMOMHAIHA

JapyHaBUDP/pUTOHABUP TTOBBICHT
KOHIIGHTPALlMI0  I'pa3olpeBuUpa B
IIa3Me (uHrUOMpoOBaHUE
uzopepmentoB CYP3A u OATP1B).

Kombunanuio napynasup/
PUTOHABUD
MIPOTHBOIOKA3aHO
MPUMEHSTh B COYETAHUH C
koMOuHanmer  snbacBup/
rpa3oIpeBup.

Temanpesup
750 Mr KaXKIpIe 8 JacoB

AUC rtenanpesupa | 35 %
Chmin TenmanpeBupa | 32 %

Kombunarnuro
JapyHaBUP/pUTOHABHUP
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Cmax TenamnpeBupa-36-%
AUC pnapynasupa | 40 %
Chmin napyHasupa | 42 %
Cmax 1apynasupa | 40 %

upuu/usuuul\asanu
IPUMEHATh B COUETAaHUH C
TEJIaIPEBUPOM.

PACTHUTEJIBHBIE ITPEITAPATBI

3BepoOoit
MPOJBIPSIBICHHBIN
(Hypericum perforatum)

He n3yuanocs.

[Ipeanonaraercs, 4to  3BepoOOH
MPOJBIPSBICHHBIA OyAeT CHUXATh
KOHIEHTPAlMI0O  JapyHaBuUpa U
puTOHaBUMpa B IUIa3Me (MHIYKLHS
CYP450).

KomM6unanwmro gapynasup/
pUTOHABUP
MPOTUBOMOKA3aHO
MIPUMEHSTh B COYETAHUU C
npenaparamu,
coJiep>KalIuMHU
3Bepo0os
MIPOJBIPSBICHHOTO
(Hypericum  perforatum).
Ecnu MAIUEHT yiKe
0JIy4aeT 3BepoOOit
MIPOJIBIPSIBIICHHBIH,
HEO0OXOIMMO €ro OTMEHHTD
U, TO  BO3MOXXHOCTH,
MPOBECTH aHAIU3 YPOBHS
BUPYCOB.

Konuenrpanus
napyHaBupa (a  TaKkke
PUTOHABHPA) MOJKET
MOBBICUTBCS TIPH OTMECHE
3BEpO00s
MIPOJIBIPSIBIICHHOTO.
JlaHHBI HMHAYLHUPYIOMIMI
s dext MOXET
COXPAHSTHCS B TEYCHHE TIO
KpaiiHel Mepe 2 Heelb
Mociie OTMEHBI 3Bepo0os

OKCTPAKT

TIPOJIBIPSIBJICHHOTO.
MHIT'UBUTOPBI 'MI'-KOA-PEJAYKTA3bI (CTATHUHBI)
JloBactarun He usyuanocs. IToBbIIEHNE
CumBacTaTuH IIpennonaraercs 3HAYUTEIBHOE | KOHIICHTPAIUU
MOBBIIIICHHE KOHIIEHTpAallMi | JJoBacTaTUHA W
JoBacTaTUHA M CUMBAcTaTMHA B | CAMBAaCTaTHHAa B IUIa3Me
iasme npu COBMECTHOM | MOKET BBI3BATh
NPUMEHCHHA C JapyHaBUPOM W | MHOTIATHIO, B TOM YHCIIEC
HU3KUMH  J103aMU pUTOHABHpA | PAOJOMHUOIH3. Takum
(uHrUOMpOBaHUE nzoepmMeHTa | oopazom, COBMECTHOE
CYP3A). MPUMEHEHHE KOMOWHAIIUU
JapyHaBUP/pUTOHABUpP €
JIOBaCTaTUHOM W
CUMBACTaTHHOM
MIPOTHUBOMOKA3aHO.
ATopBacTaTHH AUC atopsacratuna 1 B 3—4 paza B cmywae npumeHeHus
10 mr 1 pa3 B cyTkH Cmin aTopBactatuna 1 B = 5,5-10 pa3 aTopBacTaTHHa C
Cmax aTopBacTaTuHa T B = 2 pa3za KOMOWHaNuen napyHaBup/
pUTOHABUP
peKOMEeHTyemast
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HaHd/ibddn
aTopBacTaTHMHA COCTaBIIAET
10 Mmr 1 pa3 B CyTKH.
Bo3moxkHO mocTteneHHoe
MOBBILLICHHUE 7103l
aTopBacTaTHHA B
COOTBETCTBUU c
KJIMHUYECKUM OTBETOM.

03a

[IpaBacTatun
40 Mr OJTHOKPATHO

AUC npasactatuna 1 81 %"

Cmin mpaBactaTtuna H/O

Cmax ipaBactatuHa T 63 %

“B  OrpaHMYEHHOH CyOHOMyIAIUK
MaIMCHTOB HaOJI01aI0Ch
yBEIUYEHHE 10 5 pa3

Ecmu Tpedyercst
COBMECTHOE MPUMEHEHHE
IpaBacTaTuHa c
KOMOWHaIMEH napyHaBup/
pUTOHABHD,
pEKOMEHAyeTCsl HayMHATh
c MHUHUMAaJIbHOU
BO3MOXKHOM JI03BI
IIpaBaCcTaTUHA C TUTPALMEH
hi (6] JKEJIaeMoro
kmHUYeckoro 3 dekra ¢
MOHHUTOPHUHTOM
0€30MaCHOCTH.

Po3zyBacratun
10 mr 1 pa3 B cyTku

AUC posysacratuna 1 48 %"
Crmax posyBactaTuna 1 144 %"

“ HAa OCHOBAHUM OMYOIMKOBAHHBIX
JTAHHBIX

Ecmmn Tpedyercs
COBMECTHOE TMPUMCHCHHE
po3yBacTaTuHa c
KOMOUWHAaIMeHl napyHaBup/
PHUTOHABHD,

PEKOMEHIyeTCsl HaYMHATh

c MHUHHUMaJIbHON
BO3MOKHOMU 10361
po3yBacTaThHa C

TUTpaUUEN 10 KEIaeMoro
KJIMHUYEeCcKoro s¢dexra ¢

MOHHUTOPHUHTOM
0€30MacHOCTH.
JAPYTI'UE THINIOJIUITUAEMHNYECKUE ITPEITAPATHI
Jlomurammg KoMOuHanumst mapyHaBup/puToHaBUpP | COBMECTHOE
MOJKET TIOBBIIATh KOHICHTPAIUIO | [Cob30BAHUE

JOMHTaNua INpU  COBMECTHOM
HCIIOJIb30BaHUH (uHrUOMpoOBaHUE

usopepmenta CYP3A).

KOMOMHAIMK JapyHaBup/
PUTOHABHUp M JIOMHUTANINA
MIPOTHUBONOKA3aHO.

BJIOKATOPBI H>-'MCTAMHMWHOBBIX PELHEIITOPOB

Panutnaun #*AUC mapynasupa <> KomOunanuio nmapynaBup/
150 mr 2 pasa B CyTKH #*Cmin mapyHaBupa < PUTOHABHP MOJKHO
#Cnax ApYHABHPA <> MIPUMEHSTh B COYETAHUU C

OIokaTopamMu Ho-
TUCTAaMUHOBBIX
perenTopoB oe3
KOPPEKLMH JO3BI.

NMMYHOCYHPECCAHTBI

[Muxnocnopun He wm3yuanocs. Konnentpanus 3tux | B ciaydae coBMecTHOro

Cupomnmyc MMMYHOJETIPECCAHTOB MOXET | IPUMEHEHUSA

Takponnmyc MTOBBICUTBCS pu COBMECTHOM | PEKOMEHIYETCSI
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DBEPOINMYC

MNPUMCHCHUHA C hUlVlGl/ltlaLl,l/lCI/’l TCParcs THECCKITIT

JapyHaBUDP/pUTOHABUP MOHUTOPHHT

(uHruOMpoBaHUE n30(pepMeHTa | KOHIICHTPAIIUH

CYP3A). HMMYHOCYTIPECCAHTOB.
CoBMecTHOE TPUMEHEHHE
3BEpOJIUMYCa c

KOMOUWHaImel napyHaBup/
PUTOHABUP HE
PEKOMEHIYETCSL.

NHT' AJVIAIIMOHHBIE BETA-AAIPEHOMUMMETHUKH

Canmerepoi

He uzyyanocs.

CoBMmecTHOE IIPUMEHEHNE
calMerepoja W JapyHaBupa C
HU3KMMHU J103aMH PUTOHABHPA MOKET
MIPUBECTH K MOBBILICHUIO
KOHLEHTpallul  caJMeTepojia B
miasMe.

CoBMecTHOE IIPUMEHCHUEC

cajMeTeposia c
KOMOWHaNMen napyHaBup/
pUTOHABHP HE
pEKOMEHIyeTCsl. B
pe3ynbrare

WCIIOJIb30BAHUS 3TOH
KOMOUHAIIMK ~ BO3MOXHO
MOBBILIICHHUE pHcKa

CePICYHO-COCY IUCTHIX
HEKeJIaTENIbHBIX SBJIEHUM,
CBSI3aHHBIX c
CaJIMETEPOJIOM,  BKIIIOYas
yanuHeHue narepaia QT,
CHJIBHOE Cep/IcOMeHHe U
CHUHYCOBYIO TaXUKAPIHIO.

HAPKOTHUYECKHME AHAJIBIETUKW/TEPATIMSI OMMOWUTHOM 3ABUCUMOCTH

MeTtanon
WHIUBUAYaTbHBIE 03B B
nuarasone ot 55 1o 150 mr
1 pa3 B cyTkmn

AUC R(-) meranona | 16 %
Cmin R(-) metagona | 15 %
Cmax R(-) metaiona | 24 %

B nHawane coBMecTHOro
MIPUMEHEHHUS c
KOMOUHaIMen napyHaBup/
pPUTOHABUP KOppEeKLIUs
JI03BI MeTaIoHa HE
Tpebyercs. Tem He MeHee,
B ClIly4ae COBMECTHOTO
MIPUMEHEHHUS Ha
MPOTSKEHUU Oonee
JUTUTEIHHOTO nepuoaa
BpEMEHU MOJKET
MOTpebOBaThCSA U3MEHEHHE
JI03BI MeTa/IoHa
BCJIEICTBUE UHAYKIIMH €r0
MeTabom3Ma o1
NECTBHEM  PHUTOHABHUpA.
Taxum obOpazom,
pPEKOMEHTYETCS
KJIMHUYECKUU
MOHHUTOPHHT, MMOCKOJIbKY Y
HEKOTOPBIX MAIUeHTOB
MOXKET noTpedoBaThCs
KOPPEKIIHS
MO/I/IEP>KUBAOIIIEH
TEPAITHH.
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Bynpenopdun/Haaokcon
8/2 mr — 16/4 mr
1 pa3 B cyTku

AUC 6ynpenopoima$-11t%
Chmin OympeHopduna <>

Chmax OymipeHopduna | 8 %
AUC nopOynpenopduna 1 46 %
Cmin HOpOYnpenopduna 1 71 %
Cmax HOpOyTipeHopduna T 36 %
AUC nanokcona <

Cmin HaTOKCOHa H/O

Crmax HAJIOKCOHA <>

I{Jll/ll‘ll/l“lcbl\a)l SHAYYIMOUOUID
YBEJIMYEHHUSI TIapaMeTpOB
(hapMaKOKUHETUKH
HOpOympeHopduHa
YCTaHOBJICHA.

[Ipu COBMECTHOM
MIPUMECHCHHUH c
KOMOUWHaLuen
JapyHaBUDP/pUTOHABUD
KOPPEKIIHS JI03bI
OynpeHopduHa MOXET He
noTpedoBaTbcsi, TEM He
MeHee, PEKOMEH Ty eTCSI
THIATEIbHBINA
KIIMHUYECKUH MOHUTOPUHT
Ha TpeIMEeT CHUMIITOMOB
ONMATHOW TOKCUYHOCTH.

HE

deHTaHun CoBMmecTHOE npuMeHeHue | [Tpu COBMECTHOM
OKCHUKOZIOH KOMOMHAIMU IlapyHaBI/Ip/PI/ITOHaBI/Ip NPUMCHCHUU KOMOMHAIINH
Tpamazon ¢ (eHTaHUIOM, OKCHUKOAOHOM, HIIU JAPYHABUD/PUTOHABHD  C
TPaMajloIoM  MOKET  HOBBICHTE | heyrapuiom,
KOHUEHTPAIMIO STHX AHAIBIETHKOB | (opmononom -
(uHTHOMpOBaHUE n30(pepMeHTOB TPAMATONOM
CYP2D6 u (nmu) CYP3A).
pEKOMEHAyeTCs
KJIMHUYECKU I
MOHHUTOPHHT.
ICTPOI'EH-COJAEPKAIIUE KOHTPALHEIITUBHBIE ITPEITAPATBI
OTUHWIACTPATUOT AUC sturmmcrpaanona | 44 % Ecmu ACTPOTeH-
Hopatunapon Cmin aTHHWIACTpaauona | 62 % cozepKalme
35 mxr/1 mr 1 pa3 B cyTku | Cmax dTHHIIDCTpamona | 32 % KOHTpALECNTUBBI
AUC nopatunapona | 14 % MIPUMEHSIFOTCS B
Cmin HOpaTHHIpOHA | 30 % COYETaHUM C KOMOWHAIIMEH
Cmax HOPITHHIPOHA <> JlapyHaBUpP/pUTOHABUD,
HpocniupeHon Brusiaue komObuHarmm napyHasup/ PEKOMEHTyeTCS
OTUHUIACTPAINOI PUTOHABHp  HAa  KOHLEHTPALUIO | MCIIOIb30BAHHE
3 mr/0,02 mr 1 pa3 B CyTKH | IpOCIIUPEHOHA HE U3YUYEHO. ANbTEPHATUBHBIX W
JIOTIOJIHUTENBHBIX CPENICTB
KOHTpALENLHH. 3a
MalyeHTKaMH,
MIOJIy4aIOIUMHU ICTPOTEHBI
B KauecTBe
3aMECTUTENILHOU
TOPMOHAJIBHOM  Tepamnuy,
HE00X0AMMO  HabI0JaTh
Ha TpeIMeT CHUMIITOMOB
3CTPOT€HOBOM
HEJ0CTaTOYHOCTH.
IIpu COBMECTHOM
MIPUMEHEHUH KOMOHMHAIUU
napyHaBup/
pUTOHABUP c
JPOCIUPEHOH-
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COACP/KatqnMm
npenapaTaMu
PEKOMCHAYETCA
KIIMHAYECKUHM MOHHUTOPHHT
B CBA3HU C PUCKOM Pa3BUTHUA
THICPKAJIUCMUH.

AHTATOHUMCTBI ONIMOUIHBIX PEITEIITOPOB

Hanoxkceron

He n3yuanocs.

CoBMecTHOE TPUMEHEHHE
KOMOWHAIMK 1apyHaBup/
PUTOHABHP M HAJOKCEroJja
MIPOTHBOIIOKA3aHO.

UHI'UBUTOPBI ®OCPOANUICTEPA3BI 5 TUIIA (®/J3-5)

#

Hnst nedyeHus | B uccnenoBanum B3ammopeictBus” | [IpumeHnenue aBanaduia B
SPEKTUIBLHOMN CONOCTaBUMBIEC CUCTEMHBIE | COUYCTaHUH C KOMOMHAIMEH
TUCHYHKITNH KOHIIEHTpalUU cuiiaeHaduna | napyHaBup/
ABanagun HAOJII0JAIMCh TI0CIE OJHOKPATHOI'O | PUTOHABUP
Cunpenadun npuema cuigeHaduia B 1o3e 100 Mr | mpoTUBOMOKAa3aHO.
Tanmanadun B BHJI€ MOHOTepanuu u B fo3e 25 mr | [pyrue MHTHUOUTOPBI
Bapnenadun B coycTaHMM ¢ KoMmOmHanuew | ®JD-5 OISl JIeYeHUs
JapyHaBUP/PUTOHABHD. APEKTHIBHON AuC)YHKINN
B COYETaHUU c
KOMOUHAIHEH
JapyHaBUpP/pUTOHABUP
cienyeT  TMPUMEHATh C
OCTOPOKHOCTBIO. Ecin
MOKa3aHO COIMYyTCTBYIOIIEE
MIPUMEHEHHE KOMOHMHAIIUU
JapyHaBUpP/pUTOHABUpP €
cuizieHauiIom,
BapaeHaduIoM W
TaganapuiIoM,
PEKOMEHTyeTCs pueM
cungeHaduia B Pa3oBOH
03¢ HE BBIIIE 25 Mr 3a
48 yacoB, BapaeHadpwia B
pa3oBOM J103€ HE BBIIIE
25Mr 3a 72 yaca wim
Taganaguia B  Pa3oBOM
no3e He Bbime 10 mr 3a
72 4aca.
Jna  nmeuyenust nerouHou | He HA3y4ajochk. ComectHoe | bezonachas 51
apTepHalbHOMI npUMeHeHue  cuigeHagmwia  win | 3pdexTuBHas n03a
TUNIEPTEH3UU Taganaduiaa B Ka4ecTBe MpenapaToB | cuilaeHaduia ams JIeUeHHs
Cunnenadun s JIeYeHUS JIETOYHOM | JIETOYHOW  apTepuaIbHON
Tananadun apTepuarbHOM  TUNEPTEH3UHM U | TUIEPTEH3UU npu
KOMOWHAIIMKA JTapyHABUP/PUTOHABHD | MPUMEHEHUH B COUYETAHUHU
MOXXET NPHUBOJUTH K TMOBBIIIEHUIO | C KOMOMHarmen
KOHIIGHTpaluu cuiaeHaduiaa Wi | JapyHABUP/PUTOHABUD HE
Taganaduna B MJa3Me | yCTaHOBJICHA.

(uarubuposanue pepmenta CYP3A).

IToreHmMaaIbHO BO3MOYKHO
YBEJIMYECHUE CBA3AHHBIX C
CUJIICHAQUIIOM

44




RN A U Fae

COOTBETCTBYET SKCTEPTHOMY OTHETY

oT 27
(NOCOENOBATENLHOCTR 0002)

4 A

N= 8213

HCKCITATCIAbHBIX )lelCl‘ll/ll‘;l
(BKITIOYAst 3pUTENbHbBIE
paccTpoicTBa,

TUINOTEH3UI0, UIUTENbHYIO
SPEKLUI0 U CUHKOMAJIbHOE

COCTOSIHHE).

Taxum obpazom,
COITyTCTBYIOIIIEE
MPUMEHEHHE KOMOWHAIIUU
JapyHaBUP/pUTOHABUDP U
cwieHaduIa I JICUeHUs
JIETOYHOW  apTepuaIbHON
TUIICPTECH3UU
MIPOTUBOMOKA3aHO.

CoBMecTHOE MpPUMEHEHHE
Tajanaduina s JIe4eHus
JIETOYHOM  apTepuaIbHOU
TUIEPTEH3UN c
KOMOMHaIme napyHaBup/
PUTOHABUP HE
PEKOMEHYETCSL.

WHI'MBUTOPHI IPOTOHHOM IIOMIIBI

Owmernpazon
20 mr 1 pa3 B cyTku

# AUC oapynasupa <
# Crmin Oapynaeupa <
# Cimax Oapynasupa <

KoMOunamnmio napyHaBup/
PUTOHABHUD MOYHO
MPUMEHATh B COYCTAHUH C
MHTHOUTOPAMH IPOTOHHOU

noMITbl  0€3  KOpPPEKIHH
JIO3BI.
CEJATHUBHBIE/CHOTBOPHBIE ITPEITAPATBI
Bbycniupon He n3yyanocs. [Tpu COBMECTHOM
Knopazenar CenatuBHble/ MPUMEHEHUH KOMOWHAIUU
unazenam CHOTBOpHBIE npenaparsl B | JapyHaBUP/PUTOHABUpP C
OcTazonam 3HAYUTEIBHOM o0beMe | ITUMHU CelTaTUBHBIMU/
dnypazenam METa0OTM3UPYIOTCST  M30()EPMEHTOM | CHOTBOPHBIMHU CPEICTBAMU
Muazonam CYP3A. PEKOMEHIyeTCst
(mapeHTepaibHO) CoBmecTHOE MIPUMEHEHNE C | KIIMHUYECKUH
3onnuaem KoMOUHaIuen JapyHaBUup/ | MOHUTOPUHT, KPOME TOTO,
PHUTOHABHP MOYKET BBI3BATh | CJIEIYET PEHIUTH BOMPOC O
3HAYUTEIIbHOE NOBBIIIEHUE | CHKEHUH  JI03bl  3THUX
KOHIICHTPAILIMH 3THX IpenapaToB. MperapaToB.
[Ipu  coBmectHOoM  mnpumeHenuu | Ecnu MU/1a30J1aM
MHUa30laMa  TapeHTepalbHO € | MapeHTEepPAIbHO Oyzer
KoMOUHaImen JTapyHaBup/ | IPUMEHSATHCS B COUETAaHUU

pUTOHABHUP BO3MOKHO 3HAYHUTCIBHOC
MOBBIIICHHUC KOHICHTpAIIUU 3TOr'0

OeH30/11a3eHA. JlanHbIe o
COBMECTHOMY MPUMEHEHUIO
MHUa30iaMa  TapeHTepalibHO ¢
JIPYTUMH WHTHOUTOpaMHU TPOTeas3bl
YKa3bIBAIKOT Ha BO3MOXHOCTH
TIOBBIIICHUS KOHIIEHTPAILUU

MHJ1a3051ama B 1ia3Me B 3—4 pasa.

¢ KOMOMHAaIIHER

JTapyHaBUP/pPUTOHABHD,
JIEYEHHE HEO0O0XO0INMO
HAaYMHATh B  YCIOBHSX

OTIEJICHUS WHTEHCUBHOMI
teparuu  (OUT) wmu B
AQHAJIOTUYHBIX YCJIOBHSIX, B
KOTOPBIX MOXET  OBITh
obecrieyeH  THIATENILHBIN
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
27.03.2025 N° 8213

OT £/ Ua Z0ED

(NOCNENQBATENLHOCTR 0002)

NIMAMHACCUR MURMTOPYIAL

U Haajcxamasa Teparus B

ciydae yTHETEHUS
JIBIXATEJILHOTO IIEHTpa
u/unu JUTATENBbHOMN

ceparuu. ClietyeT pelmTh
BOIIPOC O KOPPEKIIUHU JTO3BI

MH1a30J1aMa, B
0COOEHHOCTH B  Cllydae
IPUMEHEHHUS 3TOTO
npenapata  Oosiee  4eM
OJTHOKPATHO.

Mpupa3zonam (nepopaibHO) [Ipumenenne koMOMHAIUN

Tpuazonam JIapyHaBHP/pUTOHABUD  C
TpUA30JaMOM WIH
MH/1a30J1aMOM IIEPOPaTEHO
MIPOTHBOIIOKA3aHO.

IPEIAPATHI IJISI TEPATIMA TPEXIEBPEMEHHOM IAKYJISIIIUA

JlanokceTnH Her naHHBIX. CoBMecCTHOE TpUMEHEHHE

KOMOWHAIMH JapyHaBup/
PUTOHABUD M JANOKCETHHA
MPOTHBOIIOKA3aHO.

INPEITAPATBI JIA JIEYEHUA YYAIIEHHOI'O MOYEUCIIYCKAHUA H
HEJAEPXAHUA MOYH

de3oTepoanH Her nanHbIx. Crnenyer co0ur01aTh
Comudenanun OCTOPOYKHOCTh npu
COBMECTHOM IPUMEHEHUU
KOMOMHAIMK JapyHaBup/
PUTOHABHP C yKa3aHHBIMU
npernapaTamm.
Heo6xonumo HabmoaeHue
3a HE)KeJIaTeTbHBIMH
SIBJICHUSIMU, CBSI3aHHBIMU C
(dhe3orepoarHOM u
col(eHaIuHOM,
BO3MOXXHO, MOTpedyercs
CHIIKCHHE J103b1
yKa3aHHBIX MTPETIapaToB.

IIpumeyanus:

# Ucenenosanns MIPOBOAMINCH C J03aMH JapyHaBHpa HW)KE PEKOMEHIOBAHHBIX WM C JPYTUM PEKAMOM
JI03UPOBAHMS.

** D¢ pexTHBHOCTh W 0€30IacHOCTh MPUMEHEHUs OapyHaBHpa ¢ puToHaBupoM 100 Mr u JmHOOBIMH APYTUMH
naruburopamun  BUY  (mampumep, (¢oc)ammpeHaBupoM, HeIGUHABHPOM H  THIpaHaBupoMm) y BUY-
WHUIMPOBAHHBIX MAlMEHTOB He ycTaHoBieHa. COrJacHO TEKYHIMM pEKOMEHAAlusM 1o JedeHuto BUY-
WH(UIMPOBAHHBIX MAIMEHTOB, PEKHMMBI TEpAllMH, BKJIIOYAMONIME 2 WHTHOMTOpa MpOTeasbl, Kak MPaBUIIO, HE
PEKOMEHIYIOTCS.

HccrnenoBanue mpoBOAMIOCH C HCIOIB30BaHMEM TeHO(oBHUpa an3onpokcuia pymapara 300 mr | pas B CyTKH.
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Oco0ble yka3aHus
[TaniueHTOB HEOOXOAUMO TPOUH(POPMUPOBATH O TOM, YTO COBPEMEHHBIC
aHTUPETPOBUPYCHBIE TMpemnapaThl He wu3neunBatoT BUY-undexunio u He
npenoTBpamaoT nepegayy BUY, B ToMm uwncne mnosnoBeiM myTem. [lanmentam
CIIeyeT pPa3bsCHUTh HEOOXOJUMOCTh COOJIOJIEHUS COOTBETCTBYIOIIUX MEP
PETOCTOPOKHOCTH.

Ha ¢one tepamuu npemnaparoMm HEOOXOIUMO MTPOBOAUTH PETYJSIPHYIO OIEHKY
BHUPYCOJOTUYECKOT0 OTBETA. B ciiyyae OTCYyTCTBUS WU MTOTEPU BUPYCOJIOTMUYECKOTO
OTBETa HEOOXOUMO MPOBECTU UCCIEAOBAHNE HA HATMYUE PE3UCTEHTHOCTH.
JapyHaBup NpeuMyIIECTBEHHO CBS3bIBAETCS C alib(ha-1-KUCIBIM TIIMKONPOTEMHOM
TJ1a3MBI.

CreneHb CBA3BIBAHUS 3aBUCUT OT KOHIEHTPALMM CBOOOJHOTO alb(da-l-kucioro
TJINKOIIPOTEUHA.

Takum 00pa3oM, HeNb3s UCKIIOYATh BIUSHUE IPEMAPATOB C OOJIBIIUM CPOJICTBOM K
anb(a-1-KuCIOMy TIJIMKONPOTEUHY IJ1a3Mbl HAa KOHLEHTPALMIO CBOOOJHOTO
JlapyHaBHpa.

llayuenmul, panee nonyyasuiue neyenue — npuem npenapama I pasz 6 cymku
KomMOuHanusa gapyHaBUp/pUTOHABHP HE JOJKHA MPUMEHSATHCS ¢ 4acToTou 1 pa3 B
CYTKH Yy MallMEHTOB, PaHEE MOJYyYaBIIMX MHIHMOUTOPHI MPOTEA3bl U UMEIOIIMX, 1O
KpailHeld Mepe, OJIHy MYTAllMIO, BbI3bIBAIOILYIO PE3UCTEHTHOCTh K JIapyHABUPY
(V111, V32I, L33F, 147V, 150V, 154M, 154L, T74P, L76V, 184V u L89V) umu c
masMeHHbpM ypoBHeM PHK BUU-1 > 100 000 xommii/mn u kommyectBoM CD4+
kinerok < 100 x 10%n.  IlpuMeHeHMe  KOMOMHAUMU  JapyHAaBUP/PUTOHABHD
COBMECTHO C ONTHMH3UpPOBaHHOUW 0a30Boil Tepamwmeit (ObT), BKitouaromeit 2 u
oosiee mpemnapara kiacca HUOT, He usydanoch y Takux manueHToB. [[aHHBIE O
npuMeHeHuu y nanueHToB ¢ BUY-1 apyrux rpyrmr, 3a UCKIOYEHUEM TIpynisl B,
OTrpaHUYECHBI.

Ilayuenmul nodxxcunozo eopacma

Nudopmarus o0 nedeHMM KOMOWHAIMEW IapyHABUP/pUTOHABUP TAIUEHTOB B

BO3pacte 65 5eT W cTapmie BechbMa OrpaHHuYeHa, HEOOXOIMMO COOJIONATh

47



D UULUZ)

NRIADR

OCTOPOKHOCTh IpPU JICYEHUM TaKHX IanueHToB nperaparom  CATAYBUP™,
IIOCKOJIBKY YV HHUX YallC BCTPCUYACTCA I[I/IC(I)YHKHI/IH INCYCHU WU OHHU YalllC CTpadaroT
CONMMyTCTBYIOIIINMHU 3a00J1eBaHUSIMH UJIN IIPUHUMAIOT KOM61/IHI/IpOBaHHy}0 TCPAIIUIO.

HpueM C pumoHasupom

JapyHaBup Bcerja cieayeT Ha3HayaThb C HU3KOM 030U PUTOHABHpA B KayecTBE
CpEICTBA, YIyUlIAOMIero ero papMakOKMHETUYECKHE XapaKTEPUCTHKH, a TAK)KE B
KOMOHMHAIIUK C JIPYTUMH aHTUPETPOBUPYCHBIMU TMpemnaparamu. [losTomy mepen
HAayaJioM Tepalud JapyHAaBUPOM HEOOXOAMMO O3HAKOMHUTbCS C  OOIIei
XapaKTEPUCTUKON JIEKapCTBEHHOTO NpenapaTra/MHCTPYKUUEH MO MEIULHUHCKOMY
IIPUMEHEHUIO PUTOHABUPA.

AGcomoTHas OMOJOCTYNHOCTh Iociie pa3oBoro mnpuema 600 Mr napyHaBupa
coctaBuiia npumepHo 37 % u yBenumuunace npumepHo A0 82 % mocie npuema
napyHaBupa B komOuHaiuu co 100 mr putoHaBupa /Ba pasza B cyTku. CyMMapHbIi
3¢dexT ymydmeHus (apMaKOKMHETUKH JapyHaBUpa PUTOHABUPOM BbIpa3HIICA
IPUMEPHO B 14-KpaTHOM yBEJIMYEHUU KOHLEHTPALUMU JapyHAaBHUpa B IIa3Me MOCIE
npuemMa OJHOM 103bl 3Toro mpemnapara (600 mr) B komOunamuu co 100 mr
pUTOHaBUpa JBa pasa B CyTkM. Takum oOpasom, mpemapar CAJIJITYBUP®
HEO0OXOJMMO NMPUHHUMATh TOJHKO B KOMOMHAIIMM C HU3KOW /1030l pUTOHaBHpa B
KauecTBe (PapMaKOKMHETUYECKOTO YCUIIUTEIIS.

[ToBbIlIeHHE YKa3aHHOM J103bl PUTOHABHPA HE MPUBOIUT K 3HAUMMOMY YBEIMYECHHUIO
KOHLIEHTpalUMy JapyHaBupa B IUla3Me€, M MO3TOMY [J03y pHUTOHaBHpa HE
PEKOMEHTyEeTCs TOBBILLATb.

bepemennocmo

[Ipenapat CAJIJIYBUP® ciemyeT HCIONIb30BaTh BO BpeMs 6EPEMEHHOCTH TOIILKO B
TOM clly4yae, €CJIM MOTEHUHUAIbHAs MOJIb3a MPEBBIIAECT BO3MOXHBIM puck. [Ipu
COBMECTHOM IIPUMEHEHHUH C IIpernapaTaMu, KOTOPbIE MOTYT ITPUBECTU K CHUKEHHIO
KOHIICHTpAIIMK JapyHaBUpa y OEpEeMEHHBIX JKEHIIWH, CJeAyeT COOI0IaTh
OCTOPOKHOCTb.

Koorchvle peakyuu MAICENI0U cCmeneHu

VYV 0,4 % mnauuveHToB Npu MpUeMe JapyHaBHpa ObUIM 3a(UKCHUPOBAHBI KOXXKHBIE
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PEaKIUU TSKEIION CTEIEHH, KOTOPhIE M
YBEJIIMYEHHEM  aKTHUBHOCTM TNE€YEHOYHBIX TpaHcamuHa3. DRESS-cunapom
(JlekapcTBEHHAs ChITb C 303UHOMUIINEH U CHCTEMHBIMU MPOSBICHUSAMU) U CHHIIPOM
Crusenca-/»xoncona ¢uxcupoBaics penko (< 0,1%). B mocrpeructpannonaom
nepuoJie Coo0IAIOCh O PAa3BUTUU TOKCHYECKOTO 3MUACPMAILHOTO HEKpOJIU3a U
OCTPOr'0 T€HEPAIU30BAHHOIO 3K3aHTEMATO3HOIO IycTyse3a. [Ipn BO3ZHHMKHOBEHUH
MPU3HAKOB WM CUMITOMOB KOYKHBIX PEAKLIUN TSHKEJION CTENEHH (ChIMb TAKEIOro
TEUEHUSI WM Cblllb, COINPOBOXKJAaeMas JMXOPAJIKOW, OOIIMM HEJOMOTaHUEM,
YCTAJIOCThIO, OOJSIMH B MBIIIIAX WIA CyCTaBaxX, BOJABIPIMHU, MNOPAXKEHUSIMU
POTOBOIl TOJIOCTH, KOHBIOHKTHBUTOM, TE€NAaTUTOM W/WIM 303UHOPUINEH U 1p.)
npueMm npenapara CAJIJITYBUP® HeoOXx0quMO HEMEIEHHO IPEKPATHT.

Cpinb yanie HaOMIoAAIACh Yy MALMEHTOB, paHee MOJYYaBIIMX aHTUPETPOBUPYCHYIO
TEpanui0 W TMPUHUMAIONIMX OJHOBPEMEHHO palTerpaBUp M KOMOHMHAIIMIO
JApYHAaBUP/PUTOHABUP MO CPAaBHEHUIO C MALMEHTaMH, [OJIYYaBIIMMHU IIO
OTJIEJILHOCTH pajTerpaBUp Wik KOMOWHAILIUIO T1apyHaBUP/PUTOHABHUD.

HapyHaBup coaepxuT cyilbpoHamuanyio rpymmy. I[lpumenenue mpemnapara
CAJIIYVBUP® mnauuentamu ¢ ajaieprueidi Ha  CyabGOHAMUABI  IOJDKHO
IIPOU3BOJUTHCS C OCTOPOKHOCTBIO.

HCZMMEHWIbl C conymcmeyrouwumu 3a001e8aAHUIMU

llayuenmul ¢ 3a601e6anusMu neyeHu

JlanHble MO TMPUMEHEHHIO KOMOWHAIUU JTapyHABUP/PUTOHABUP Y TAIMEHTOB C
TSOKEJIBIM HapylieHHeM (YHKIIMH TEUYeHW OTCYTCTBYIOT, CJICIOBATEIbHO, IaTh
cnienupuIecKre PeKOMEHIAINH 0 JO3UPOBAHUIO HE MIPEICTABIISIETCS BO3MOKHBIM.
[Ipuem komOuWHAIMKM JapyHAaBUP/PUTOHABUP MPOTHUBOIOKA3aH Yy TMAIMEHTOB C
TSOKEJION TEeYeHOUHOM HeaocTtatouyHocThio (kiacc C mo mkane Yaina-Ilero).
OCHOBBIBasICh Ha JaHHBIX, YTO CTAOWIbHBIE (DAPMAKOKUHETUYECKHE MapaMETPhI
py TPUMCHCHHWM JapyHaBUpa Yy IAIUCHTOB C HApyIICHHEM (QYHKIUWA TCYEHU
Jerkod um ymepeHHoi crenenu (kimacc A u B mo Yaitna-IIsto) cpaBHUMBI ¢
napamMeTpaM# y 370pPOBBIX JIHI], KOPPEKIIMU J03bl MAIMEHTaM C HapyUIICHUSIMU

(GyHKLIMY TIEYeHHU JIETKOM U yMepeHHo# ctenenu (kinacc A u B nmo Yaitna-I1st0) He

49



Tpe6yeTc>1, OIHaKoO ciaeayer C OCTOPOKHOCTBIO TIPUMCHITH ..;UMUMHCU_U/HU
JapyHaBUP/PUTOHABUP Y ATUX MALUEHTOB.

I'enamomokcuunocms

[Ipy npumMeHeHMM KOMOUWHAIIMM [apyHAaBUP/PUTOHABHDP BO3MOXKHO DPa3BUTHE
renaTuTa, BBI3BAHHOIO MPUMEHEHUEM JIEKAPCTBEHHBIX IMpenaparoB (Hampumep,
OCTPBIM TenmaTUT, OUTONMUTHYECKWi renatut). ['ematut HaGmomancs y 0,5 %
MAIMEHTOB, MOJYYalOIUX KOMOMHUPOBAHHYIO TEPAUIO JapyHaBUP/pUTOHABHD. Y
NAlMEHTOB C HapyUIEHUSIMU (YHKIMU MEUYEHH, B TOM YHUCIE C XPOHHUUECKUM
aKTUBHBIM renaTuToM B mmm C, uMeeTcs MOBBIICHHBIA PUCK Pa3BUTHS TSKEIIBIX
000YHBIX 3P(HEKTOB CO CTOPOHBI MEUECHHU.

HeoOxoquMO  NpOBOAWTH MOHUTOPUHI  COOTBETCTBYIOIIMX  JIaOOPAaTOPHBIX
IoKa3aTeen nepen Ha3HAYCHUEM KOMOMHUPOBAHHOU Teparnu
JapyHaBUP/pUTOHABHUP U BO BpeMs jieueHus. CiielyeT pacCMOTPETh BO3MOXHOCTh
KoHTpoJisi yBenudyeHus: akTUBHOCTH ACT/AJIT y mnauMeHToB € XPOHHYECKUM
rernaTuToOM, LIUPPO30OM WIM Yy MAIUMEHTOB, Y KOTOPBIX HAOJ0Janach MOBBIILICHHAsS
aKTUBHOCTb TPaHCAMUHA3 epe]] HauaJIloM TepaIuu U, 0COOEHHO, B TEYEHHUE NIEPBBIX
HECKOJIBKIX MECSIIEB KOMOMHHUPOBaHHON Tepanuu KOMOHMHAaIMen
JapyHaBUP/pUTOHABUD.

B ciiydae o6Hapy keHus HapymeHni (pyHKINY IEYeHU UITH YXYAIIEHUS UX TSHKECTH
(B TOM 4HCIEe KIMHAYECKHM 3HAYMMOE YBEIMYEHUE AKTUBHOCTH MEYCHOYHBIX
(GepMEHTOB W/MJIM TaKMX CHUMITOMOB, KaK YCTaJOCTh, AHOPEKCHUsS, TOIIHOTA,
KENTyXa, MOYa TEMHOro I[BeTa, OOJE3HEHHOCTh TMpH MajblallMd TICUYCHH,
rernaTroMeraius) CleayeT pacCMOTPETh BO3MOXHOCTb NMPEPHIBAHUS WU OTMEHbI
Tepanuu KOMOMHAITUEH JapyHaBUP/PUTOHABHUD.

llayuenmul ¢ 3a0601e6aHuAMU NOUEK

[Toukn urparoT HE3HAUUTEIBHYIO POJIb B KJIMPEHCE NapyHaBUpa, U MOITOMY Yy
MAIMEHTOB ¢ 3a00JIeBaHUSIMU MTOYEK OOIINN KIMPEHC JapyHaBUPA MPAKTUICCKU HE
yMeHbInaercs. JlapyHaBup v puTOHaBHp 0071a1at0T BBICOKOM CTETICHBIO CBA3BIBAHNUS
c OesIkaMH T1a3Mbl, IOATOMY T'e€MOINAIN3 WIN IePUTOHEATBHBINA TUaIN3 HE UTPAOT

CYHI@CTBCHHOﬁ POJIM B BBIBEACHUH O3TUX IIPCIIApaTOB N3 OPraHru3ma.
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Iayuenmul ¢ cemoghunueti
NmeroTcst coobiieHns 00 yCUIIeHUH KPOBOTEUEHUH, BKITIOYAsi CHOHTAHHbBIE KOYKHbBIE
reMaToMbl U TeMapTpo3, y MAIMEHTOB ¢ remModuianeil TMmoB A u B, jedeHHbIX
WHTHOWTOpaMu TpoTeasbl. HekoTopele W3 ATHUX MAlMEHTOB MOJNy4aad (aKTop
ceeprbiBaHus KpoBu VIII. boiiee yeM B MOJIOBUHE OIMCAHHBIX CIIy4aeB JICUCHUE
MHTMOUTOpaMHU MpOTeasbl MPOAOKAIOCh 0€3 TepephiBa WM BO300HOBIISLIOCH
MOCJI€ BPEMEHHOW MPUOCTAHOBKH. BbUIO BRICKAa3aHO MPEANOJIONKEHNUE O MPUUNHHO-
CJICICTBEHHOM CBSI3M MEXAY JICUEHWEM HHTHMOUTOpaMH TMpOTea3bl U YCUICHHEM
KPOBOTEUEHHUSI Yy OOJBHBIX TeMOpUIUEH, OJIHAKO MEXaHM3M TaKOW CBSI3U HE
YCTaHOBJIEH. BonbHbIX reMop e, MOJTYYarOIINX KOMOHMHAIHIO
JapyHaBUP/pUTOHABUD, CIEAYET MPOUH(POPMHUPOBATH O BO3MOKHOCTHU YCHUJICHUS
KPOBOTEUYEHHH.

CaxapHwiti ouabem/cunepanukemus

VY narueHToB, NoJIy4arolux aHTUPETPOBUPYCHYIO TEPAIIUIO, BKIIOUAsi UHTUOUTOPHI
npoTeasbl, OIKCAaHbl BIIEPBbIC BBISIBICHHBIC CIIy4al caxapHOro jauadera,
TUNEPIIIMKEMUS] WA YXYIUIEHUE TEYEHUs YXKE CYIIECTBYIOUIErO0 CaxapHOTO
nuabera. Y HEKOTOPBIX U3 ATUX MAlMEHTOB TUIIEPIIIMKEMHUS ObLTa TSKEIOHN U B psJie
CJIy4yaeB COMPOBOXKIATACh KETOAIUI030M. Y MHOTMX MAlUEHTOB HMEIU MECTO
COMYTCTBYIOIIUE 3a00J€BaHUs, HEKOTOpPhIE W3 KOTOPHIX TPeOOBAIU JICUCHUS
npenapatamM, CIOCOOCTBYIOIIMMHU  Pa3BUTHIO  caXxapHOro Juadera WM
TUNIEPTIIMKEMUH.

Bec u memabonuueckue napamempol

KoMOuHupoBaHHasi aHTUPETPOBHUpPYCHAs Tepamus MOXKeT BbI3bBaTH y BUY-
WHOUIIMPOBAHHBIX  TAI[UEHTOB nepepacnupeiesieHue  KUPOBOM  TKaHH
(unonuctpoduo). Y MalUeHTOB, MOJYYaIOIIUX aHTHUPETPOBUPYCHYIO TEPAIHIo,
MOKET HaOJIOJAThCS YBEIMYECHHE MACChl Tella, a TaKKe TIOBBIIICHUE YPOBHS
JIUTIUJIOB U TJIFOKO3bI B KpOBH. Takue M3MEHEHUs MOTYT ObITh YaCTUYHO CBSI3aHBI C
KOHTpOJIEM 3a00JIeBaHUsI U 00pa30M KU3HU. B HEKOTOPBIX CiIyyasx ObUIO JOKA3aHO,
YTO TOBBIINICHUE YPOBHS JIUIUJOB KPOBH CBSI3aHO C MOCIEACTBHUSIMU JICUEHUS,

OJHAaKO, HC OBLI0 AO0Ka3aHO, 4YTO YBCIMYCHHUC MACCBI TCJIa KaK-TO CBA3aHO C
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IIPOBECHUEM AHTUPETPOBUPYCHOM TEPAINI. B HACTUNIIEE BPEMS uc1 AaHHBIX 00
OTAAQJICHHBIX IOCJIEACTBUSIX 3TOrO SIBJICHHUS, & €r0 MEXaHU3M BO MHOI'OM HESICEH.
Brickazana rumoresa O CBSA3M MEXAY BHUCLEPAJIbHBIM JIMIIOMATO30M U
MHTUOMTOpAaMHU MPOTEasbl, a TaKXKe MEXAy Junoarpodued U HyKICO3UIHBIMU
UHTHOUTOpaMu OOpaTHOM TpaHCKpunTasbl. [IOBBIIIEHHBI PUCK BO3ZHUKHOBEHUS
JUMOJUCTPOPUH CBSI3aH C TaKUMHU (PaKTOpaMH, KaK MOXKHION BO3pPACT, a TaKXKe C
JUIMTEIBHON TEpalyver aHTUPETPOBUPYCHBIMU IIpenapaTaMy U COIyTCTBYIOIIUMU
el MeTtabonuueckuMu HapyiieHusMu. [Ipu knumHHMYeckux oOcnenoBanusx BUY-
MH(UIMPOBAHHBIX MAIMEHTOB, MOJYYalOIIUX AHTUPETPOBUPYCHBIE Mpenaparsl,
Heo0X0oauMO oOpalliaTh BHUMaHUE Ha (pU3MUecKre MpU3HaKU MepepacipeieacHus
xupa. Js MOHUTOpUHTra ypOBHS JIMIUJOB W TJIIOKO3bI B KPOBU HEOOXOAMMO
CJIE0BATh COOTBETCTBYIOIIMM PEKOMEHIALMAM IO JICUCHUIO manueHToB ¢ BNY-
uHpekuued.  Hapymenuss  nunuaHoro  oOMeHa  HEOOXOIUMO  JICUUTh
COOTBETCTBYIOIIMMU ITPENAapaTaMH.

Ocmeonekpos

Hecmorps Ha MHOTO(aKTOPHYIO 3TUOJIOTHIO (ucrionb3oBaHUE
TIIFOKOKOPTHUKOCTEPOUAHBIX TOPMOHOB, YIIOTPEOICHHE AJIKOTOJISA, TSAXKEasi CTENEHb
UMMYHOCYTIPECCHH, TIOBBIIICHHBIN WHACKC MAcChl Teja), ObUIM OTMEYEHBI CIydau
OCTEOHEKPO3a, B OCOOCHHOCTH y MalueHTOB ¢ 3abosieBaHueM BUY Ha mosnHeit
CTaJMM W/WJIM y TIAMEHTOB, JUIUTEIBHOE BPEMSI MOIyYarolUX KOMOMHUPOBAHHYIO
aHTUPETPOBUPYCHYIO Tepanuto. [lanneHTs JOMmKHBI OBITh MPOUH(GOPMHUPOBAHBI O
HE0OXO0AMMOCTH HE3aMEUTUTENILHOIO MOCEUIEHUS Bpaya B cllydae NOosIBJICHUs OoJie
B CYCTaBaX, CKOBAHHOCTH B CyCTaBax WM 3aTPYIHEHUS IBUKCHUMU.

Cunopom 60ccmanosieHus UMMYHUmMema

Y BUY-uHQUIIMPOBAHHBIX MALMEHTOB C TSHKEJIBIM UMMYHOJE(GULUTOM B Hayale
KOMOMHMPOBAaHHOW  aHTUPETPOBUPYCHOM  Tepaluud  BO3MOXKHO  IOSIBJICHHE
BOCHAJIMUTENIbHOM peaKIMi OpraHu3mMa Ha OECCUMITOMHBIE WM OCTaTOYHBIE
OMIMOPTYHUCTUYECKHE UH(DEKIH, YTO MOXKET MIPUBECTHU K CEPHE3HBIM KIIMHUYECKUM
OCIIO)KHCHHSIM WJIM  YXYAIICHUIO CUMOTOMATHKU. OOBIYHO TakuWe peakiuu

HaOJII0JIAI0TCS B TIEPBbIC HEJEIU WIM MECSIbl MPUMEHEHUS KOMOWHUPOBAHHOU
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AHTUPETPOBUPYCHOM Tepanmuu. B Kd9ecTBe  TIPUMEPOB

OUTOMETAJIOBUPYCHBI ~ PETHMHUT,  TE€HEPAIU30BAHHBIE  W/MJIM  MECTHBIC
MHUKOOaKTepHaibHble WH(EKIMU ¥ ITHEeBMOHHIO, BBI3BaHHYIO Pneumocystis
jirovecii. HeoO6xoauMo omnpeneisTh TsSHKeCTh JIOOBIX CHMITOMOB BOCIAJICHHS |
IIPOBOJUTH COOTBETCTBYIOIIYIO TEPAIHIO.

AyTtonMMyHHBIE 3a00ieBaHus (Takue Kak OoJie3Hb ['peliBca U ayTOMMMYHHBIN
TeMaTuT) TaKK€ OTMEYAIHMCh MPH BO3HUKHOBEHHWU BOCHIAIUTEIBHOTO CHHIPOMA
BOCCTAHOBJICHUsSI UMMYHHOU cuctembl. OfHAaKO Bpemsl 10 Hayana 3a00JieBaHUs
MOJKET BapbUPOBATHCS, U TaKue 3a00JIEBaHUS MOTYT HAYMHATHCS CITYCTS MECSIIBI
1ocJie Hayaua Tepanuu.

Bzaumooeticmsue ¢ 0}9)/21/[]1/11/[ JEeKAPCIMBEHHbIMU npenapamamii

JlapyHaBUp M PUTOHABUp SBISAIOTCS MHruouTopamu uzopepmentoB CYP3A u
CYP2D6, a Taxxke wuHruoburopamu P-riukonporenHa. OmHOBpEeMEHHOE
pUMEHEHNE KOMOWHALIMK JapyHaBUP/PUTOHABHUP U JAPYTHUX MPENapaToB, KOTOPHIE
MeTabonu3upyrores npeumyiiectBeHHO u3odepmentamu CYP3A4, CYP2D6 u
nepeHocsTcs P-rimmkonpoTenHOM MOYKET MPUBOIUTE K MOBBIIIEHUIO KOHLIEHTPALUU
TaKUX MPENnapaToB B IJIa3Me, BCJIEICTBHE YETO MOTYT YCUIIMBATHCS WIIH Y ITTMHATHCS
UX TeparieBTHUCCKHE U MTOO0YHBIC (D PEKTHI.

HapyHaBup u puroHaBuUp MeTabonmsupyrorces uzopepmentom CYP3A.
OnHOBpEMEHHBIM MpPUEM IMPENApaToB, WHIAYLUUPYHOMMX akTUBHOCTE CYP3A,
MOXXET YBEJIMYHMTh KIMPEHC JapyHaBUpa M PUTOHABUPA, B PE3YJIBTATE YETO
YMEHBUIUTCS KOHLEHTpalMs JapyHaBUpa B I1a3Me.

OnHoBpeMeHHBIN pueM npemnapaToB, THTHOUpyomx CYP3 A, MOXKET yMEHBIIUTH
KJIMPEHC JapYHABUPA U PUTOHABUPA, B PE3YJIbTATE YETO YBEIUUUTCS KOHLIEHTPALUs
JapyHaBUpa U PUTOHABHPA B IJIa3Me.

OpHOBpeMEHHOE  TNpPUMEHEHHEe  KOMOMHALMKM  JapyHaBUP/PUTOHABUP  C
KOMOUMHAIMeH JIONMHABUP/PUTOHABUDP, PUGAMIMLIUHOM M  PACTUTEIbHBIMU
npernapaTamu, COACPKAIIMMU SKCTPAKT 3Bepo0os mpoabipsBieHHoro (Hypericum
perforatum) mnportuBonokazaHo. IlpumeHeHne d(aBUpPEH3a COBMECTHO C

koMOuHanuen napyHasup/putoHaBup 800/100 mMr oaMH pa3 B CYTKH MOXKET

53



COOTBETCTEYET 3K(
ot 2703

(NOCMNENOE!

NPUBOJIUTL K JOCTHXKCHUIO HEJOCTATOYHOTO 3HAYCHI Coin— J_I,dp_y.l-.ldbl/lpd. E.um
sadaBUpeH3  HEOOXOJUMO  MPUMEHSTH COBMECTHO C  KoMOHWHaImei
JTapyHaBUpP/pUTOHABUP,  TO  I€JecO00pa3HO  MPUMEHSATh  KOMOMHAIIMIO
napyHasup/putoHaBup 600/100 mMr nBa pa3a B CyTKH. Y MaIMEHTOB, TOTyYarOIIHX
TEpanuio KOJXUIIMHOM M CHJIbHbIMU HHruoutopamu uszodepmenta CYP3A u
P-rmukonpoTenHa,  OTMEYAIWCh  JKU3HEYIPOXKAIOIIME U CMEpPTEIIbHbIC
JIEKapCTBEHHBIC B3AaUMOJICUCTBUS.

Bcnomocamenvhule sewjecmea

Taonetxkn CAJIIYBUP® (mo3uposku 400 mr, 600 Mr) comepKaT aTlOMHHUEBBIA
JaKk Ha OCHOBE Kpacutensi cojHeuHoro 3akata xenroro (E110), kotopsiit MoxkeT
BBI3BIBATh aJUIEPTUUECKUE PEAKIINH.

Bausinne Ha CcHOCOOHOCTHL YNPABJIATH TPAHCHOPTHBIMH CpPeICTBAMHU,
MeXaHU3MaMM

He npoBomunoch HUcCClIeNOBaHUN MO HM3YYEHUIO BIUSHUS  KOMOWHAIUU
JapyHaBUP/pUTOHABUP HA CIIOCOOHOCTH YIPABIISITH TPAHCIIOPTHBIMU CPEACTBAMU U
MexaHuzmamu. OpHako, He0OXOAMMO MPUHMMATh BO BHUMaHUE TOT (akT, 4yToO y
HEKOTOPBIX MAlMEHTOB BO BpeMsl JICUEHUs, BKIIIOYAIOIIETO MpUeM KOMOWHAIUU
JapyHaBUpP/pUTOHABUDP, HAOIIONATOCh TOJIOBOKpYkeHue. Ilpu  mosiBieHun
TOJIOBOKPYKEHHUSI CJICAYET BO3JEPKAThCAd OT BBIMOJHEHUS YKa3aHHBIX BHUOB
JEATEeIIbHOCTH.

dopma BbINyCKA

TabneTku, MOKpbIThIE TUIEHOUHOU 00051049K0i, 150 Mr, 400 mr, 600 mr, 800 mr.

[To 10 TabneTok B KOHTYPHYIO SYEMKOBYIO YIAaKOBKY U3  IUJICHKU
MOJIMBUHWIXJIOPUAHONW U (OJIBTY ATFOMUHUEBOW TIEYaTHOW JIAKUPOBAHHOW WIIH U3
wienku [IBX/TIBIAX u ponbru anoMuHUEBOM eyaTHON JTAKUPOBAHHOM.

ITo 10, 30, 60, 90, 100, 120, 240, 360, 480 TabneTok B OaHKYy W3 MOJUITUIICHA
BBICOKOM TJIOTHOCTH, YKYTTOPEHHYIO KPBIIIIKONH HABUHUUBAEMOMN U3 TIOJIMIPOITUIICHA
C KOHTPOJIEM IE€PBOr0 BCKPBITUS WM B OaHKy MOJMMEPHYIO W3 TOJHMATHIICHA
HU3KOIO JIaBJICHUS, YKYNOPEHHYIO KpPBIIIKOM HAaBUHYMBAEMOW C KOHTPOJEM

NEPpBOro BCKPLITUA M3 IIOJIHUITUICHA HHU3KOIO AOABJICHUA I JICKAPCTBCHHBLIX
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TOPJIOBUHON 13

JABJICHUS, YKYIIOPEHHYIO KpBIIIKOM HATATMBaeMOU U3

110/ IN91TNJICHd HHWSKROU1'0O

ITOJIMOTHUIJICHA HHU3KOI'O

AaBJICHUA WA ITOJIU3THUIICHA BBICOKOI'O AABJICHHUS C KOHTPOJICM IICPBOI'O BCKPBITHA.

CBoOOHOE TMPOCTPAaHCTBO B OaHKE 3alOJHSIOT BAaTOM  MEIUIIMHCKOMN
TUTPOCKOITUYECKOM.

Opnny 6anky wm 1, 3, 6, 9, 10, 12 KOHTYpHBIX SYEUKOBBIX YITAKOBOK BMECTE C
MHCTPYKIIMEN 0 MEAUIIMHCKOMY MPUMEHEHUIO TOMENIAIOT B Ma4YKy U3 KapTOHA.
YcioBus XxpaHeHus

He xpanute npu temneparype Bbie 25 °C. XpaHUTh B OPUTMHAJIBHON YIIAKOBKE
(mauke).

XpaHHUTb B HEJOCTYITHOM JIJIS JIETE€ MECTE.

Cpok rogaocru

2 roja.

He npuMeHsTh 10 UCTEYEHUH CPOKA TOAHOCTH.

YcioBus oTnycka

OTIycKaroT 1o peuenty.

Jep:xaresib perucTPallMOHHOTO YA0CTOBEPEHMsI

000 «ITPOMOME/I PYC», Poccuiickas @enepanus

Anpec: 129090, r. Mocksa, npocniekt Mupa, nom 13, ctpoenue 1, oduc 13
IIpousBoauTeab

AO «buoxumuk», Poccuiickas @enepaius

FOpuaunueckuii agpec: 430030, Pecniy6iiuka Mopaosusi, r. Capanck, yi. Bacenko,
. 15A

Anpec wmecra mpomsBojacTBa: 430030, Pecmy6mmka Mopnosus, 1. CapaHck,
yi. Bacenko, 1. 15A

Tenedon: +7 (8342) 38-03-68

DnexrponHas nouta: biohimic@promomed.pro

Anpec B ceTH HHTEepHET: promomed.ru

Opranuszanus, NPUHUMAIOIIAA IPETEeH3UH NOTPeduTe e

000 «ITPOMOME/I PYC», Poccuiickas @enepanus
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(NMOCNEOOBATENEHOCTE 0002)

Anpec: 129090, r. Mocksa, npocniekt Mupa, mom 13; crpoerne 1, opmc 13
Tenedon: +7 (495) 640-25-28
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (KpyTJIOCYTOYHO)

DnekTponHas noyrta: hot_line@promomed.pro
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