HNucTpykuus
Mo MEAUIIMHCKOMY IIPUMECHCHUIO Ipemapara
IPE3UCTA® (PREZISTA®)

Perucrpannonnsiii Homep — JICP-008337/10

Toprosoe Ha3BaHue npenapara — [IPE3UCTA®

MexayHapoaHOe HENMATEHTOBAHHOE HA3BAHHME — ITAPYHABUD
JlekapcTBenHasi popma — TaOJIETKH, MOKPBITHIE MJICHOYHOW 000I0UYKOM.

Cocras

B 1 tabnetke conepxurcs:

Axmusnoe sewecmeo:

HapynaBup 75 mr (cootBercTByeT 81,31 Mr mapyHaBupa 3TaHOJATA).

Hapynasup 150 mr (cootBeTcTByeT 162,62 MI 1apyHaBHpa 3TaHOJIATa).

Bcnomozamenvhvie sewjecmesa:

[MPOCOJIB SMCC HD90 (B coctaB BXOJAT LEIII0I03a MUKPOKPUCTAIIMYECKAsI, KDEMHUS THOKCU]]
KOJIJIOUAHBIN O€3BOAHBIN), KPOCHOBHUIOH, KPEMHMS IMOKCH] KOJIJIOWAHBIM O€3BOAHBIN, MarHus
cTeapar.

Obonouka:

kpacurenbs Omnaxapait II Gensrii 85F18422 (B cocTaB BXOAAT YaCTUYHO THUIAPOJIM3OBAHHBIN CIIAPT
MOJMBUHUIOBEIHN, Makporon 3350, tutana quokcua (E171), tanek).

Onucanue

Tabnerku 75 wmr: Oenble, KancyJoBHAHBIC TaOJETKHU, MOKPBITHIE IJICHOYHOM O0OO0JIOUKOH, ¢
TPaBUPOBKOM HAa OJTHOW M3 CTOPOH «75», a Ha npyroit — « TMCy». Ha u3nome Tabnetku 0emoro uiu
oyt OeJoro 1Bera.

Ta6nerku 150 mr: Genble, OBaJIbHBIC TAOJIETKH, MOKPHITHIC TIJIEHOYHONW 000J0YKON, C TPaBUPOBKOM
Ha OHOH 13 cTopoH «150», a Ha apyroii — « TMCy». Ha uznome Tabnetku 6€10r0 Win No4YTH 6enoro
[BETA.

dapmakoTepaneBTHYecKasi rpynmna — nporuBoBupycaoe (BUY) cpenctro.
Kox ATX — JOSAEI0

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

Mexanusm oeticmsus

JlapyHaBup SBJIsIeTCS HMHTHOMTOPOM JUMEpPU3ALUM W KAaTaJUTUYECKOHW AaKTHBHOCTU IIPOTEa3bl
BUpyca mMMyHonedunmTa yenoBeka 1-ro tuma (BUUY-1). Ilpemapatr m30upaTenbHO WHTHOMpYET
pacumerienne  nonunporenHoB  Gag-Pol BUY B uHOUIMpPOBaHHBIX BHpyCaMH  KJIETKax,
npeoTBpalias 00pa3oBaHUe MOJTHOLICHHBIX BUPYCHBIX YACTHII.

JlapyHaBup MpoOdHO CBsi3bIBaeTCS ¢ mporteasoii BUU-1 (KD 4.5 x 107% mons/m). JlapynaBup
YCTOMUYMB K MyTallMsIM, BBI3BIBAIOIIMM PE3UCTEHTHOCTh K MHrMOMTOpaM mpoteasbl. [lapyHaBup He
UHTUOMpYeT HU OJHY U3 13 HMccie10BaHHBIX KIIETOYHBIX MIPOTEa3 YelloBeKa.
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dapmakokunemuka

dapMaKOKHMHETHYECKHE CBOMCTBA JapyHaBHpa, MPUMEHSBLIETocs B KOMOMHAIMU C PUTOHABUPOM,
u3ydanu y 370poBbIX JoOpoBosbleB Uy BUY-unpunupoBanHbix namnueHtoB. KoHueHTpauuu
JlapyHaBHpa B IUIa3Me ObLIM BBILIE y MAlUEeHTOB, MHPUUUpoBaHHBIX BUY-1, uem y 310poBBIX
aroel. DTO pasiuyue MOKHO OOBSICHHTH OoJiee BBICOKMMH KOHIICHTPAaLMSMHU ajbdal-Kucioro
[JIMKONPOTEMHAa Yy TMaluueHToB, uHOuiupoBaHHbelx BHUY-1, u mostomy Oosbline KOJIUYECTBA
JapyHaBHpPa CBS3BIBAIOTCS € ab(al-KUCIBIM TITHUKOMPOTEHHOM ILTa3MBbl.

HapyHaBup mertabonusupyercss B ocHOBHOM u3odepmentamu CYP3A4. PutonaBup MHruOupyer
nzopepmeratel CYP3A4 medeHM W, TeM CaMbIM, CYIIECTBEHHO TIOBBINIACT KOHIICHTPAIIHIO
JlapyHaBHpa B IIa3Me.

AOcopOuus

[Tocne mpuema BHYTph AapyHaBUp ObICTpO abcopOHMpyeTcssi B KEIyJOYHO-KUIIEYHOM TPaKTe.
MakcumManpHasi KOHLEHTpalMs dapyHaBUpa B IJIa3M€ B MPHUCYTCTBUM HU3KOM J03bl pUTOHABHpA
nocturaercs uepes3 2,5 — 4,0 4. AbconroTHas OMOAOCTYIMHOCTh OJHOM 103kl AapyHaBupa (600 mr)
IpU MpueMe BHYTPb cocTaBwia okoso 37% u yBenuuuiaach npuMepHo 10 82% B MpUCYTCTBUU
puronasupa (100 Mr gBa pasza B cyTku). O6mwuil (apmakokuHernueckuit 3¢dexr puroHasupa
COCTOSUI PUMEPHO B 14-KpaTHOM yBEIMYEHUH KOHLIEHTPALUU JapyHaBUpPA B IJIa3M€ IOCIE OJJTHOTO
npuema BHyTpb 600 Mr gapyHaBupa B KomOuHamu ¢ puroHaBupom (100 mr qBa pasza B CyTKH).

[Ipn npueme HaTomak OTHOCUTENbHAsI OMONOCTYIIHOCTh JapyHaBUpPa B MPUCYTCTBUU HU3KOM J103bI
putoHaBupa Obuta Ha 30% HmXke, yeM mpHu npueme Bo Bpems ezabl. CienoBarenbHO, TaOJIETKH
[IPE3UCTA® HY’KHO IIPUHUMATh BMECTE C PUTOHABUPOM BO BpeMsl €/1bl. XapaKTep MUILU HE BIHII
Ha KOHIIEHTpAallUU JapyHaBUpa B IJI1a3Me.

Pacnpenenenue

Oxono 95% napyHaBupa CBsI3bIBaeTCs ¢ O€lKaMM IUIa3Mbl, MPEUMYIIECTBEHHO ¢ ajbdal-Kucibm
[JIMKOIIPOTENHOM.

MeTtabonuzm

B skcnepumenTtax in vitro Ha MHUKpOCOMAax IE€YEHH YeJOoBeKa OBLIO TOKa3aHO, YTO JapyHaBUD
HOJBEPraeTcss IPEUMYIIECTBEHHO OKHUCIMTEIbHOMY MeTabonu3My. JlapyHaBUp HWHTEHCUBHO
MeTa0OIU3UPYyeTCs B MEYSHU CUCTEMOM muroxpoma P450, mouTH MCKIIOYUTENBHO M30(epMEeHTOM
CYP3A4. UccnenoBanue, B KOTOPOM 3J0POBBIE JTOOPOBOJBIIEI MPUHUMAIN 14C-/:[apyH2uaI/1p,
NoKa3ano, 4YTo OojbllIas YacTh PAaJUOAKTUBHOCTH B IUIa3Me mocie oxHoro mpuema 400 wmr
napyHaBupa u 100 mMr puroHaBUpa NPUXOAWIACh HA JOJI0 HEU3MEHEHHOIOo JapyHaBupa. Y
YyenoBeKa WACHTH(PHIHUPOBAHO, 1O MEHbIIEH Mepe, 3 OKHCIMTEIbHBIX METaboluTa JapyHaBUpA;
aKTUBHOCTH BCEX ATHUX MeTa00auTOB B oTHOIeHnn aukoro tuna BUY cocrasmsuia meree 1/10 ot
AKTUBHOCTH CaMOI'0 JapyHaBHpa.

Brisenecnue

[Tocne opnokpaTtHoro npuema 400 mr 14C-L[apyHaBI/Ipa n 100 mr putonasupa oxoso 79,5% u 13,9%
PaZOAaKTUBHOCTH OOHApyXHMBAJIOCh B KajJe M MOYE COOTBETCTBEHHO. Ha 110110 HEM3MEHEHHOro
JnapyHaBupa npuuuiock okono 41,2% u 7,7% paanoakTUBHOCTH B Kajle U MOYE COOTBETCTBEHHO.
Koneunslii meproJl TONYBBIBEACHUS JapyHaBUpa COCTaBUJI OKOJIO 15 4 mpu ero mpueme B
KOMOMHaAIMKU ¢ puTOHaBUpoM. KimpeHc napyHaBupa Iociie BHYTPUBEHHOTO BBeleHus 150 wmr
coctaBuia 32,8 n/4 (6e3 putoHaBupa) u 5,91 /4 B mpuCyTCTBUU HU3KOH 10361 PUTOHABUDA.

Oco0ble rpynnbl

Ilemu

dapMaKkOKMHETHKA JapyHaBUpa B KOMOWHAIIMK C PUTOHABUPOM Y JeTeil B BO3pacTe ot 6 10
18 mer m maccoii He meHee 20 Kr cpaBHUMa ¢ (hapMaKOKMHETHKOW Y B3POCHBIX MAIllMCHTOB,
nonyuatonmx [TPESUCTA®/puronasup 600/100 mr 2 pasa B CyTKH.
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Looicunvie nayuenmol

[TomynsiuonHbld (papMakokuHeTHYeCKU aHanmu3 y BUY-uHGUIIUPOBAHHBIX MAllMEHTOB MOKAa3al
OTCYTCTBUE 3HAYMMBIX PA3NUUHN (PapMaKOKMHETUYECKHX MapaMeTpoOB JapyHaBHpa B BO3PACTHOM
rpynne 18 — 75 netr (B 3ToT aHanu3 Obutk BKIOUYEeHB 12 BUY-uHGUUIMPOBAHHBIX MAllMEHTOB B
BO3pacte 65 JeT u crapiie).

Ilonosvie pasnuvus

[omynsaumonHeld (apMaKOKMHETUYECKH aHAN3 BBIIBMI HECKONBKO Oojee Beicokue (16,8%)
KOHIIeHTpanuu napyHaBupa y BUU-undunvpoBanubix xeHumH, yeM y BUY-unHdunmupoBaHHbIX
My>KuuH. [laHHOE pa3nnyue He SBIAETCS KIMHUYECKHU 3HAUUMBIM.

Iayuenmel ¢ Hapywenuamu GYHKYuU nouex

Pe3yIbTaThl HCCIEIOBAHHS C HCIONb30BAHHEM ' C-TapyHaBHpa B KOMOWMHALMHM C PHTOHABHPOM
NOKa3ajau, 4YTO OKono 7,7% TpUHATON 103bl JapyHaBUpa OSKCKPETHPOBAJIOCH C MOYOHM B
HEM3MEHEHHOM BHJIE. Y TAIUEHTOB C HApYMICHUAMH (YHKIUH TO0YeK (papMaKOKHMHETHKY
JlapyHaBHpa HE W3y4dald, HO MOMYJISLUOHHBINA (hapMaKOKMHETUYECKUI aHaIU3 MOKa3al OTCYTCTBHUE
3HAYMMOT0 U3MEHEHUs (PapMaKOKMHETHUECKUX MapaMeTpoB JapyHaBHpa y HNAIlEHTOB C YMEPEHHO
BBIPQ)KEHHBIMU HapyIIEeHUSAMU (YHKIMHM MOYeK (KIMPEHC ChIBOPOTOYHOro KpeaTtuHuHa 30-60
Mj/MuH, n = 20).

Iayuenmel ¢ HapywenuaMU GYHKYUU neveHu

JapyHaBup MeTaboIM3UpYETCs U BBIBOAWUTCS IMPEUMYLIECTBEHHO I€4YeHbl0. B uccienoBaHuu c
IIPUMEHEHUEM HECKOJIbKUX J103 TIPE3UCTA® B koMOuHanmu ¢ putonasupom (600/100 mr) aBa
pas3a B JieHb OBLJIO MOKAa3aHO, YTO CTAOWIIbHBIE (DAPMAKOKMHETHYECKUE MapaMeTphl JapyHaBHpa y
HalnueHToB ¢ JerkuM (kiaace A no Yaina-IIsto, n=8) u ymMepeHHbIM HapyleHHeM (yHKIUH MeYeHH
(xmacc B no Yaitng-IIsto, n =8) OblIM CpaBHUMBI C TAaKOBBIMHM MapaMETPaMH y 310POBBIX JIMII.
O ekt TsKENT0r0 HapyeHus GyHKIUK NeUyeHH Ha papMaKOKUHETUKY JapyHaBHpa HE U3ydalcs.

IMoka3aHus K NPpUMEHEHHUIO

Jleuenne BUY-undeximm y B3pocibIX U IeTei B Bo3pacTe OT 6 JeT U ¢ Maccoi Tena 20 kT u
OoJiee, paHee TOJYYABIIMX AHTUPETPOBUPYCHYIO Tepamuio (B KOMOWHAIMM C HU3KOW 1030
PUTOHABHpA U JPYTUMH aHTUPETPOBUPYCHBIMU IIpEnapaTamMH).

IIpoTruBonokazanus

e [ UNepYyBCTBUTEIHLHOCTh K JapyHAaBUPY WM K JIOOOMY BCIIOMOTaTEIbHOMY BELIECTRBY,
BXOJISILIEMY B COCTaB IIpemnapara.

e OpaHOBpeMEHHBIM TMpUEeM C TMpenapaTramu, KIUPEHC KOTOPBIX MPEUMYIIECTBEHHO
onpexensercs m3opepmenToMm CYP3A4, u moBbIIIeHHE KOHIIGHTPAIMA KOTOPHIX B IJIa3Me
COMPSIKEHO C BO3HUKHOBEHHWEM CEpPHE3HBIX W/WIHM YTPOXKAIOIMIMX >KU3HU TOOOYHBIX
apdekToB (y3KHMil TepanmeBTHYECKUI auama3oH). K TakuMm mpemapataM  OTHOCSATCS
actemMu3ol, anb(dy3o3uH, cungeHadun (B ciydae MNPUMEHEHHs ISl TEepamuu JEerOYHON
apTepUaIbHON TUNEPTEH3UHU), TepdeHaauH, MUIA30aM, TpHa30JaM, IU3aNpUI, MTUMO3H]I,
mpemnapaTsl, COJEpKalllie alKaloOWIbl CIOPBIHBM (IPrOoTaMuH, IUTHAPOIPTOTAMHUH,
SProOMETPUH M METWIProMETpuH) (CM. Takxke pazaen «BzaumomeicTBusi ¢ Apyrumu
JICKaPCTBEHHBIMU CPEACTBAMID).

e OIHOBPEMEHHBIM TpUEM C TpernaparamMu 3BEpO0OsS TPOABIPSBICHHOTO, pU(AMITUIIMHOM,
KOMOWHAIMEW JIOMMMHABHP/PUTOHABUDP (CM. Takke pasaen «B3amMoaelcTBHsl C APYyrUMU
JICKaPCTBEHHBIMU CPEACTBAMID).

e [leuenounas negocratouHocTs (kinacc C mo Yaitna-I1e10).

e Jlerckuii Bo3pacrt 10 6 JieT.
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C 0CTOpPOXKHOCTBIO

— Y nmanueHToB ¢ HapymIeHUAMH QYyHKIMU niedeHu (knaccel A u B mo Yaiing-I1s10) .

— Y NanueHToB ¢ ajuIeprueit K CyJIb(QpoHaAMHIaM.

— VY manueHToB B Bo3pacTe cTapiie 65 JerT.

— Ilpu ogHOBpEMEHHOM MpHEME JIEKAPCTBEHHBIX CPEJCTB, BHICOKO CBS3BIBAIOIIUXCS C
anbdal-KUCITBIM TITUKOIMPOTEHHOM.

— V DanueHTOB C XPOHUYECKHMH TematutaMu (B T.4. C XPOHUYECKHUM BHPYCHBIM
renatutom B u C).

— 'V manueHToB ¢ remoduiuei.

IIpumeHeHnne npu OepeMEHHOCTH M JIAKTALUHA

[lonHOIEHHBIX ~ HWCCIIEIOBAaHMM JapyHaBUpa Yy OEpeMEHHBIX KEHIIWH HE IPOBOJUIOCE.
HccnenoBanusi Ha JKMBOTHBIX HE BBUIBWIM Yy JapyHaBUpa TOKCHYECKOW AaKTHMBHOCTH WIIH
HETaTHBHOTO BJIMSHUS Ha PEIPOAYKTUBHYIO (DYHKIHIO U (PEPTHIIEHOCTb.

KomOuHanuio npemnaparos HPE3I/ICTA®/pI/ITOHaBI/Ip MOKHO Ha3HauaThb OEpEMEHHBIM >KEHIMHAM
TOJIbKO B TEX CllydasX, KOTJa OKuJaemas Iojb3a €€ HNpUMEHEHus s Oyayuied marepu
NIEPEBEIINBAET NOTEHIUAIBHBIN PUCK IS IJI0JA.

HeussectHo, crocobGeH nu napyHaBUp NMPOHUKATh B TpyIHOE MosIoko. MccnenoBaHus Ha Kpblcax
NIOKa3aJIM, YTO IpenapaT MPOHUKAET B MOJIOKO. YUUThIBasi BO3MOXKHOCTH nepenaun BUY ¢ rpyiHeiM
MOJIOKOM, a TakKKXe€ PHUCK CEpbe3HbIX MOOOYHBIX 3()(EKTOB y TpyAHBIX JAETeH, CBS3aHHBIA C
BO3/ICHCTBHEM Ha HUX JAapyHaBupa, BUY-uHpuuupoBaHHBIE XEHIIMHBI, MOJyYalOlIMe IMpernapar
[IPE3UCTA®, nomxHsl BO3JEP>KUBATHCS OT IPYAHOTO BCKApMJIUBAHUS.

Cnocod npuMeHeHHs U 103bI

Bnytps. Ilpemapar [TIPE3UCTA" Bcerna clielyeT Ha3HayaTb B KOMOMHAIMM C HU3KOH 10301
PUTOHABHpA B KaYECTBE CPENICTBA, YIYUIIAIOMIETO €ro (PapMaKOKMHETHUECKUE XapaKTEPUCTUKH, a
TakXke B KOMOMHAIUU C APYTUMH aHTHUPETPOBUPYCHBIMHU MpenapaTaMu. Bo3sMOXXKHOCTh Ha3HAYEHMS
PHUTOHABHPA JOIKHA OBITH pacCMOTpeHa 10 Hauana teparmn IIPE3MCTA®/putonasup.

Ilocne Hayana tepanuu [TPE3UCTA" manmeHTs! He TOKHBI H3MEHSTh HIH IpeKpalaTh TEPAIUIo
0€e3 KOHCYJIbTALIUHU C JIEYAIlUM BPauoM.

B3pocnble nanueHTsl:

JozupoBku 75 Mr u 150 mMr pa3zpaGoTaHbl 1751 IPUMEHEHHsI B I€TCKOW MpPaKTUKE. Y B3POCIHBIX JUIS
JOCTIIKEHUSI TePareBTUUYECKUX 103 JaHHBIC JO3UPOBKU TPeOYIOT mpuema OOJBIIOro KOJHMYECTBa
TabJETOK, YTO C OJHOM CTOPOHBI 3aTPyAHSAET UX HPOrJaTbIBaHHUE, C JPYrod — MOMKET BbI3BAaTh
QJUIEPrMYEeCKUEe peaklUu H3-32 IOBBIIIEHHOIO IOCTYIUICHUS BCIIOMOTaTEIbHBIX BEIIECTB,
coJepxamuxcss B TaOJeTKax, MOITOMY OHHU JIOJDKHBI INPUMEHSATHCA TOJBKO NMPH HEIOCTYIMHOCTH
JIPYTUX T03UPOBOK.

THayuenmsi, panee noayyasuiue UHSUOUMOPLI NPOMeEA3b

PexoMenayemasi no3a npemnapara [IPE3UCTA" cocrasmusier 600 mr 2 pasza B CyTKH B KOMOWHAITUU
co 100 mr putoHaBupa 2 pa3a B CyTKHM; KOMOMHALMIO MPUHUMAIOT BO BpeMs eIbl. THIl mUIM He
BIIMSICT HA aOCOPOIUIO JapyHaBHUpPA.

Jlng manMeHToB, paHee TMOMy4aBIIMX WHIHOWTOpPHI MpOTea3bl, PEKOMEHAYETCS MpPOBEICHUE
TEHOTUINYECKUX aHAJIU30B.
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eTH:

IHayuenmer om 6 0o 18 nem, panee nonyuasuwiue aHMupemposUpPyCHy0 mepanuio

Pexomennyemas 103a [IPESUCTA®/puronasup st geteii oT 6 10 18 et n Maccoii Tena He MeHee
20 Kr 3aBHCHUT OT Macchl Tena (CM. TaONUIy HIDKE) U HE TOJDKHA TPEBBIIATh PEKOMEHYEMYIO 103y
JUIS B3POCIBIX marmeHtoB (600/100 mr 2 pasa B cyrku). Tabmerku IIPESHUCTA® nomxHsr
NPUHUMATBCS C PUTOHABUPOM 2 pa3a B CyTKH BO BpeMs €Ibl. THII MUIIN HE BIHUSET Ha abcopOIuro
JapyHaBHpA.

Pexomenayemasi 103a Ta0J1€TOK MPE3UCTA® u PUTOHABHMPA VIS NALMEHTOB OT 6 10 18
JIeT, paHee MOJYYaBIINX AHTHPETPOBHPYCHYIO TEPANHUI0
Macca TeJa (Kr) Jlo3a

> 20 kr—< 30 kr 375 mr [TIPE3UCTA®/50 mr puronasupa 2
pasa B CyTKH

> 30 kr—< 40 kr 450 mr TIPESUCTA®/60 mr putoHasupa 2
pasa B CyTKH

> 40 xr 600 mr ITPE3VICTA®/100 Mr puToHaBupa 2
pasa B CyTKH

B ciyugae mpomycka 10361 [IPE3UCTA® w/nu pUTOHABHpa B TE€YEHHE 6 4YacoB Mociie OOBIYHOTO
BPEMCHU IIpHUEMA, CIEAyEeT NPHUHATH HA3HAYCHHYIO 103y [IPE3UCTA® w/mnu pUTOHABUpa Kak
MOKHO ckopee. B cmyuae, ecnu mocie oOBIYHOTO BPEMEHH IpHeMa MperapaTa mpouuio oonee 6
4acoB, PEKOMEHAYETCSl NPUIECPKUBATHCA YCTAHOBJICHHOM CXEMbl IpHeMma mnpenapara. JlaHHbIe
PEKOMEHIallMi OCHOBaHbI Ha 15-4yacoBOM MeEpHOAE MOTYBBIBEICHHS JapyHaBHpa B MPHUCYTCTBUU
pUTOHABHpA U YCTAaHOBJIEHHOM PEXXHUME ITpUEMa IpenapaTa yepes Kaxjple 12 yacos.

Tayuenmoi ¢ HapyweHuAMU PYHKYUU NeYeHU:

VY manueHToB ¢ JIETKUM WIM YMEPEHHBIM HapylieHHeM (YHKIHWU TIEYSHH KOPPEKIMH J03bI He
Tpebyercs. MupopMamus 1o NpuMeHeHHo KoMOuHIpoBaHHOH Teparmu [TPE3UCTA"™/puronasup
IpU TSOKETIBIX HApYLICHUSAX (YHKLUMHU MEYEHH OTCYTCTBYET; CIEJI0BATEIbHO, JaTh crenuduyeckue
PEKOMEHAALNY TIO0 JO3UPOBAHUIO HE MPECTABISIETCS BOZMOXKHBIM.

Tlayuenmvi ¢ HapyweHuaAMU QYHKYUU NOYEK.

Y npanMeHToB ¢ HapywleHWsMH ~(YHKIMM TIOYEeK M3MEHEHHEe 103 B  KOMOWHAIUU
[IPE3UCTA"/putonasup He TpeGyercs.

Ilo0ouHoe neiicTBHE

Haubonee yacteiMu nmobouynsiMu 3ddextamu (> 2%) cpenHeil uiam Tsokenoi creneHu (2 u 6onee
CTCTICHH) SIBIIAIOTCS JHUApesi, TUIIEPTPUTIIUIEPHUIEMUS, ChIllb, TOIIHOTA, TUIEPXOJIECTEPUHEMUS H
rosoBHass Oosib. Hambonee wacteiMu moOo4yHBIMEH d(dekTamu Tspkenoi creneHu (3-4 CTerneHw)
SIBJITFOTCSI YBEJIMUCHNE aKTUBHOCTH «II€UEHOUHBIX)» U MaHKPEaTHUIeCKUX (PEPMEHTOB.

2,6% maieHToB NPEeKpaTUiIN TeParHio B CBSI3U C BOSHUKHOBEHUEM MMOOOYHBIX 3(PPEKTOB.
Wndpopmamus o mnoOouyHBIX 3ddexTax y B3pOCHbIX MAalMEHTOB, paHee MOJyYaBIIUX
AHTUPETPOBUPYCHYIO Tepanuio, npu npuMmeHeHuu 600/100 mr HPE3I/ICTA®/pI/ITOHaBI/Ip 2 pasza B
CYTKH MPUBEJICHA HIXKE.

Hexenatenbuble moOouHble 3((HEeKTh CrpynmUpoBaHbl IO OPraHaM M 4acToTe MosiBieHus. Yactoty
OMpeIeNsiIn Kak: oueHb yacTto > 10%, gacrto - 1-10%, neuacro - 0,1-1%.

Co cmoponsl cucmemuvl Kpo8emeopeHus u AIuMpamuueckoii cucmemol:
Heuwacto: TpombonuToneHus, HEHUTPONEHMs, aHEMHUs, YyBEJIWYEHHE KOJUYECTBA S03MHO(UIIOB,

JIEUKOIIEHUSA
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Co cmoponwvi cepoeuno-cocyoucmoil cucmembi:
Heuacro: undapkt Muokapaa, creHokapaus, yuinHenue unrepBasia QT, cuHycoBas Opanukapaus,
TaxuKapus, OUTyIlIEHUE cepALleOneHNs, MOBbIILIEHNE apTEPUATILHOTO JIaBICHUS, «IPUIUBBDY KPOBU

Co cmoponwt op2anoe Ovixanus:
Heuacro: onpiiika, kaienb, HOCOBOE KPOBOTEUEHUE, pUHOPES, TIEPLUICHUE B FOpJIe

Co cmoponbl cucmembvl nuwiesapenun:

Ouenb yacTo: quapes

YacTo: TolIHOTa, pBOTa, O0JIM B 007AaCTH >KMBOTA, MOBBIIIEHUE AKTUBHOCTH aMMWJIA3bl, TUCIIEIICHS,
B3/1yTHE KUBOTA, METEOPU3M

HeuacTo: maHkpeaTuT, racTpuT, >Kel1yJOYHO-NUIIEBOAHBIN pedIroKC, CTOMATUT, B T.4. a()TO3HBIH,
KpOBaBasi pBOTa, CyXOCTh BO pTy, nuckompopt B obmactu XKKT, 3amop, yBenudyeHne aKTHBHOCTH
JIMIAa3bl, OTPBIKKA, HAPYIIEHUE YYBCTBUTEILHOCTH POTOBOM MOJOCTH, XEHINUT, CyXOCTh I'y0, HaleT
Ha SI3bIKE

Co cmoponbl 2enamooOunuapHoll cucmembol:

Yacro: yBenmn4eHNE aKTUBHOCTH aJlaHMHAMUHOTpaHC(hEepas3bl U acapTaTaMuHOTpaHChepasbl
Heuwacto: rematur, B T.4. LMTOJUTHUYECKHH, CTEHO3 IIEUEHOYHOM apTepuu, TIenaToMeraius,
YBEIIMYCHNUE AaKTUBHOCTH TPAaHCAMHUHA3BI, HIENOYHON (ocdaraspl, raMMariyTaMuiTpancepassl,
yBEJIMYEHUE CO/IEPKaHuUsI OMIINpyOHHa B KPOBU

Co cmoponbst nepeHoil cucmempl:

Yacro: ronoBHas 001k, nepudeprueckas HeWponaTus, TOJIOBOKPYKEHHE

Heuacto: 0OMOpOK, Cy/I0pOrH, amatusi, mapecTe3us, TUIeCTe3ns], areB3usl, MUCIeB3usl, HapylICHHE
KOHLOCHTPAIM BHUMAaHUA, HAPYIUICHUC ITaMATU, COHJIMBOCTb, HAPYIICHUC (1)33 CHa

Ilcuxuueckue napywienusn:

Yacro: 6ecconHmIa

Heuwactro: pnenpeccus, CHOYyTaHHOCTh CO3HAHHS, [JI€30pPHEHTAIUs, OECIIOKOHCTBO, TMepenaabl
HACTPOCHHMSI, HAPYIICHUS CHA, HEOOBIYHBIC CHOBUICHHS, KOIIMApHBIC CHOBHJICHUS, CHHXCHHE
b5 (03701 (0)

Co cmoponbl mouesvloeumenbHOoU Cucmempl:

Heuacto: moveuHass HEIOCTAaTOYHOCTH (B T.4. OCTpas), HeppoauTHa3, yBEIUUYECHHUE KOHIIEHTPAIUH
KpEaTWHUHA, CHW)KCHUE KIUpPEHCAa KpEeaTWHUHA, TMPOTECHUHYpUS, OWIMPYOUHYpUSs, AU3YPHS,
HOKTYPHSI, OJUTAKUY PHST

Co cmoponbl opzana 3penus:
Heuacrto: cHI>KeHHE YETKOCTH 3pCHU, KOHBIOHKTUBAJIbHAA TUIICPEMUS, CYyXOCThb I'Jia3

Co cmoponbsl opzana cayxa:
Heuacro: BepTuro

Co cmopoHbl UMMYHHOU cuCmeMbl:
Heuacro: cuHIpOM UIMMYHHOH peakTHBALUN

Co cmoponbl IHOOKPUHHOIL CUCHEMBbL:
Heuacro: runotupeos, yBeanueHrne BEIpaOOTKU CTUMYJIUPYIOIIUX TOPMOHOB HIUTOBUTHON KeJle3bl
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Co CMOPOHbBl KOXHCU U MACKUX mKameii:

YacTo: ChIllb (B T.9. MaKyJIC3HAs, MAKYJIOIIAITYJIC3HAA, MAITyJIC3HAsA, SPUTEMATO3HAA U SYI[HH_IEISI), 3y
Heuacro: reaepajin3oBaHHas CbIllb, ACPMATUT, B T.4Y. annepmquKHﬁ, OTCK JIMIa, KpallMBHHUIIA,
OK3€Ma, JpUTEMa, TUIICPTHUAPO3, HOUHAs IMOTIMBOCTb, aJIOIICLUA, AKHC, CC60pp€fIHbII>i ACPpMaTuT,
CYXOCTb KOXH, UBMCHCHUC IMUTMCHTAIIUH HOTTEH

BrisaBieno B MMOCTMAPKETUHI'OBOM TICPUOJC: TOKCHUYECKUM SHHHepMaHBHHﬁ HCKPOJIN3

Co cmoponbl KOCMHO-MbIUIEUHOU CUCHEMbL U COCOUHUMEIbHOU MKAHU:

HewacTo: MuanTus, MbIIIEYHBIE CIa3Mbl, CIIA00CTh MBIIII, aAPTPHUT, aPTPAITHS, PUTHIHOCTH MBIIIII,
TYTONOABIKHOCTH CyCTaBOB, OOJNM B KOHEYHOCTSX, OCTEONOPO3, YBEIMYCHHWE aAKTHBHOCTH
KpeaTHHUH(OCHOKIMHA3HI

BEIsIBIEHO B TOCTMapKETHHIOBOM MIEPUOJIE: OCTEOHEKPO3

Co cmoponbl penpoOyKmuHoIl cucmembl U MOJIOYHDBIX Hcele3:
Heuacro: spektunpHas nucyHKINs, THHEKOMACTUS

Memabonuueckue napyuienus u HapyuieHUs RUMAHUA:

Yacro: gnunomuctpodus (B T.4. JUOOTUNEPTpOUs, JUMOAUCTpOHs, JUMOoaTpodus),
THIIEPTPUTITHLIEPUIEMHIS, THIIEPXOJIECTEPOIEMUSI, TUTICPITHITAACMUS

Heuacro: caxapHblii quader, mogarpa, aHOpeKCHsl, CHIDKCHUE alleTUTa, YMEHBIIEHHE MacChl Tela,
YBEIIMYCHUE MACCHI TeJa, TUIIEPTINKEMHSI, PE3UCTCHTHOCTh K WHCYJIMHY, CHIDKEHHE KOHIIEHTPAIIH
JIMIIOTIPOTENHOB  BBICOKOW IUIOTHOCTH, TIOBBIIICHWE AalleTUTa, [OJUAUICHS, MOBBIIICHUE
AKTUBHOCTH JIAKTATAETUAPOTEHA3bI KPOBU

Hapywenua oowezo xapakmepa:

Yacro: acTeHus1, ycTanocTh

Heuacro: noBbIlieHne TemMepaTypsl Tea, 6011 B 00J1aCTH Ipyau, epruQeprudecKkue OTeKH, YyBCTBO
HEJIOMOT'aHus, 03HOO, OIIYIIEHUE Kapa, pa3ApakKUTEIbHOCTb, 00U, TATOJIOIMUYECKas CyXOCTh KOXKHU

Ilpouue napywenus:
Heuacro: npocroi reprec

YacroTa, TUI U CTETICHb TSDKECTH MOOOYHBIX JEHCTBUI MPU IPHUMEHEHUH ITIPE3UCTA® y AeTeU U
HOJPOCTKOB CPAaBHUMBI C TAKOBBIMHU Y B3pOCIIBIX MAI[IEHTOB.

ITo6ounble 3¢ deKThl TPy KOMOMHUPOBAHHON AHTUPETPOBUPYCHON Tepanuu

Y BUY-uHOUIMPOBAHHBIX MAIMEHTOB KOMOWHHMPOBAHHAS AHTHPETPOBHPYCHAS TEPANUS MOXKET
COTIPOBOXKAATHCS TepepacipeiesieHneM JKHUPOBOM TKaHW opraHu3Mma (nmumnomuctpodueit). 1o
nepepacnpeesieHie BKIIOYaeT yTpaTy nepudepuyeckord M JIMIEBOW IMOJKOKHO-KHUPOBON TKaHH,
YBEJIMYEHUE KOJNYECTBA MHTPAaa0JOMUHAIBHOTO U BUCLEPATIBHOTO KUPA, THIIEPTPO(UIO0 MOJIOYHBIX
JKeJle3 U CKOIUICHHUE JKUpa B IOPCOLIEPBUKAIbHON 001acTi (00pa3oBaHUE KUPOBOTO Topoa).
KomOuHupoBaHHass aHTUPETPOBUPYCHAs TepamMs MOXET TaKKe BbI3bIBATh  CIEIYIOLIHUE
METa0OJMUECKUE HAPYIICHUs: THIEPTPUTIHLEPHIEMHIO, TUIIEPXOJIECTEPUHEMHUIO, WHCYIMHOBYIO
PE3UCTEHTHOCTD, TUIIEPIIIMKEMUIO U THIIEPIIAKTATEMHUIO.

Y BUY-uHpUUIUPOBAHHBIX MAIMEHTOB C TSHKEIBIM HMMYHOJC(QHIHUTOM B MEPUOJ HavaIbHOM
KOMOMHUPOBAHHOM aHTUPETPOBUPYCHOM TEpalmuKM MOTYT BO3HHKAaTh BOCHAIUTENIbHBIE PEAKIMH Ha
0eCCUMNITOMHBIE MJI OCTaTOYHBIE ONMMOPTYHUCTUYECKHE UH(EKITHH.
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VY nmanueHToB, MMOJIy4aBIINX UHTHOUTOPBI IPOTEa3bl, 0COOEHHO B KOMOMHAIIMM C HEHYKJICO3UIHBIMU
UHruOUTOpaMH 0OpaTHOI TPaHCKPUNITA3bl, MOXKET MOBBIIIATHCS AKTUBHOCTh KpeaTUH()OCHOKHUHA3ZHI,
BO3HUKATh MUO3UT U, PENIKO, pabAOMHUOIIN3.

BUY-uaduimpoBaHHbIE TAIMEHTHI C COYTCTBYIONIEH HHDEKIMEH BUpYycoM renaruta B w/unu
BHUpycoM renatuta C

Y BUY-uH(pUIIMpOBaHHBIX MAIIMEHTOB C COMYTCTBYIOMIEH nH(pEKnnel BupycoM renatuta B n/mmm
remarura C neuenue komOunanueii [IPESUCTA®/putonaBup He COMPOBOXIAETCS GOIee BEICOKOI
4acTOTOW MOOOYHBIX AP(HEKTOB M U3MEHEHU JTaOOpaTOPHBIX MOKa3aTene (mo cpaBHeHuo ¢ BUY-
UHQUIMPOBaHHBIMU ManueHTaMu Oe3 rematuta B w/wim rematura C). PapMakOKMHETHKA
JlapyHaBHpa ¥ PUTOHABHMpA y NAIlMEHTOB C COIYTCTBYIOIMMH MH(pekuusmMu renatura B w/mmm C
Obula CXOJHA C TaKOBOM y mamuMeHToB ¢ MoHoMH(pekuueir BUY, 3a uCKIIOUEHHEM MOBBIIICHUS
aKTUBHOCTH (DEPMEHTOB I1€YEHHU.

Ilepeno3upoBka

Ceenenus 00 OCTpoi Tepeno3upoBKE NpU IpUEME IMpernapara [IPE3UCTA" B KoMOMHAIHH C
PUTOHABUPOM Y JIFOJICH OrpaHUYEHBI. 3I0POBBIC T0OPOBOJIBITEI MPUHUMAIIA OJHOKpATHO 110 3200 mMr
JapyHaBHUpa B Buje pactBopa M A0 1600 mMr B Buae TabieTok [IPE3UCTA" B KoMOHHALHH C
PUTOHABUPOM, TPU ITOM HEOJAronpusTHBIX 3(PPEKTOB HE OTMEUECHO.

Crenuduueckuii aHTUAOT HeusBecTeH. lIpu Tepeno3upoBKe ClIeayeT MNPOBOIUTH OOIIYIO
NOJIEPKUBAIOLIYI0 TEPANMI0 C MOHUTOPHUPOBAHUEM OCHOBHBIX (PU3MOJIOTMYECKUX IOKA3aTesei.
Jls BBIBEZICHHsI HEBCOCABIIIETOCS MpemnapaTa MoKa3aHO MPOMBIBAHHE KETyAKa WIH OYUCTUTEIbHAS
Kiu3Ma. MOoXXeT TNpUMEHSAThCS AKTUBUPOBAaHHBIM  yronb. JlapyHaBUp NIPEUMYIIECTBEHHO
CBs3BbIBAaETCS C OeIKaMu TUIa3Mbl, TOATOMY 3HAYMMOE YJaJeHHE aKTUBHOM CyOCTaHIIMHM METOJOM
JMali3a MaJoBEPOSITHO.

B3aumopneiicTBHe ¢ APYTMMH JI€KAPCTBEHHBIMH CPeACTBAMH

JlapyHaBUp M pHUTOHaBHp sBISIOTCA uHruOuTopamu usodepmenta CYP3A4. OnHoBpemeHHOE
npumenenne kombunamun [TPESUCTA"/putoHaBip W mpenapaToB, KOTOPIE METabOIM3HPYOTCS
npeumyuiectBeHHO nzopepmeHToM CYP3A4, MoKeT BBI3bIBATh MOBBIIIEHUE KOHLEHTPAIMA TaKuX
IpernapaToB B IUIa3Me, 4YTO, B CBOI OYEpedb, MOXKET ObITh MNPUYMHON YCWICHHUS WIH
IPOJIOHTUPOBAHMUS TepaneBTUUecKoro 3¢ddexra, a Takke NPUYMHOM TMOSBICHUS MNOOOYHBIX
3¢ heKToB.

KomOunanuio HPE3I/ICTA®/pHTOHaBHp HE CIeAyeT NPUMEHATH OJHOBPEMEHHO C IpemnaparaMu,
KJIMPEHC KOTOpPhIX BO MHorom ompexaensercs wuzopepmeHToM CYP3A4 u  moBBIICHHBIE
KOHIIEHTPAllMM KOTOPbIX B IJJa3ME€ MOTYT BBI3bIBaTh CEpbE3HBIE W/WIM YIrpOXKarollue KHU3HU
nobounbie dPdekTer (Y3KUH TepaneBTHYECKUi nuamna3oH). K TakuMm mpemapaTtaM OTHOCSTCS
aMHOJapOH, OenpuIni, XMHUINH, CUCTEMHBIN JIMI0KauH, acCTEMU30J1, alab(py303UH, cuiiieHapui (B
cillydae TPHUMEHEHHMS JUIsI TEpalmud JITOYHOW apTepHalbHONW THIEPTEH3WH), TepeHaTuH,
NEPOPAJIBHBIM  MHJa30JlaM, TpHas3ojgaM, LU3alpuj, MPUMO3MI, CEPTUHAON, CHMBACTaTHH,
JIOBACTAaTUH M AJKAJOUAbl CIOPBIHBU (HANpUMEp, 3PrOTaMUH, JUTHIPOIPrOTaMUH, SPTOMETPUH U
METHIIIPIOMETPHH).

Pudamnunmna sBiIsieTcss MOIIHBIM WHAYKTOpOM H3odepmentoB nutoxpoma CYP450. KomOunarmro
ITPE3UCTA"/puToHAaBUp HEMb3s IPUMEHSTH OJHOBPEMEHHO C PH(AMITHIIHOM, TTOCKOIbKY B TAKHX
CIIy4asiX MOJKET 3HAuMMO CHHXKaTbCsl KOHLEHTpalus JapyHaBupa B Iuiazme. CIIECTBUEM 3TOTO
MOJET OBITh yTpaTa TepaneBTu4eckoro 3¢dexra npenapaTta TIPE3HCTA".
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Kom6uuarmio TTPE3SMCTA®/putonaBnp Hemb3si MPHMEHSTh OZHOBPEMEHHO C IIpErapaTaMi,
COJIepXKAIIUMH 3KCTPAKT 3Bep0o00s MpoAbIpsBIeHHOTO (Hypericum perforatum), Tak Kak 3TO MOXET
COIPOBOXKAATHCS 3HAYMMBIM CHM)KCHHEM KOHIIEHTpAllMM JApyHaBHpa B IUIa3MeE, BCIEICTBHE YETO
MOJKET UCY€e3aTh TepaneBTUYecKuil 3 PeKT npenapara [IPE3HUCTA".

Pexomenoayuu no oonoepemennomy npumenenuio ¢ Opyeumu aHmupemposupyCHbiMU NPenapamam
Hyxneosuouvie/nyxneomuonvie uneubumopvl 00pamHol mpaHcKpunmasbol

Jluoanosun

Kom6unanust [IPESUCTA®/puronasup (600/100 Mr 2 pasa B 1eHB) OJHOBPEMEHHO C JUIAHO3HHOM
MOJKET IPUMEHATHCS 0€3 KOPPEKIIUHU JT03bI.

Tak kak ITUAaHO3UH PEKOMEHIYETCsl MPUMEHITh HATOIIAK, €r0 MOXHO MPHHUMATH 32 | 9 10 win
yepe3 2 4 mocie npueMa KOMOMHAIUH [TIPE3UCTA"/ PHUTOHABUP, KOTOPYIO IPUHUMAIOT BO BpEMs
e/Ibl.

Tenogosup

PesynbraThl mMccienoBaHUS B3aUMOJCHCTBUSL MEXAYy TeHO(DOBUPOM (TEHO(DOBHpA IH3OMPOKCHI
dbymapat 300 Mr B cyTKH) 1 koMOuHaImen napyHasup/putonasup (300 mr/100 Mr aBa pa3a B CyTKH)
MOKa3ajM, YTO KOHIICHTpamus TeHO(OBUpPA B IUIa3Me yBenuumiaach Ha 22%. DTO W3MEHEHHE HE
SBIISIETCS KIMHUYECKU 3HAYUMBIM. [Ipr oHOBpeMeHHOM MpUMEHEHUH TeHO(OBUpPA U JapyHaBHpa
noyeyHasi SKCKpelust 000X IpernapaToB HE HM3MEHsUIach. T€HO(QOBHUP HE OKasbIBaJl 3HAYUMOTO
BIUSHUS HA KOHIEHTPALMIO JapyHaBHpa B TMiasme. [Ipu OJHOBPEMEHHOM MNPUMEHEHHH
HPE3I/ICTA®/pI/ITOHaBI/Ip 1 TeHO(DOBUPA KOPPEKITHH 103 HE TpeOyeTcs.

pyaue nyxkneo3uonvie un2ubumopvl 00pamuol mpaHcKpunmazol

Jlpyrue HyKJI€O3UJHBbIE HHTUOUTOpPHl OOpaTHOM TpaHCKpUITa3bl (3MJOBYAMH, 3allUTaOUH,
AMTPULIMTAONH, CTaBYUH, JJAMUBYJUH U a0aKaBUp) SMMMHHUPYIOTCS MIPEUMYLIECTBEHHO MOYKaMH,
U TI09TOMY BEpOSTHOCTh MX B3aUMOACWUCTBUS C KOMOMHalMEH AapyHaBUDP/PUTOHABHP HUYTOKHO
Masa.

Henyxneoszuonvie uneubumopuvl 00pamHot mpaHcKpunmasbol

Ompaeupun

Ipyu w3ydennn B3amMoseicTsus koMOuuamun TTPE3UCTA®/puronasup (600/100 Mr 2 pasa B
CYTKHM) U 3TpaBHpUHA ObLIO OOHAPY>KEHO yMEHbILIEHUE KOHLEHTpAalUU 3TpaBupuHa Ha 37% u He
O0HApy’>KEHO CYIIECTBEHHBIX HM3MEHEHUH KOHLEHTpaluu napyHaBupa. OIHAKO KOMOWHAIMA
HPE3I/ICTA®/pHT0HaBHp MOET OJTHOBpEMEHHO Ha3zHaudaThbcsl ¢ 200 Mr 3TpaBUpHHA 2 pa3a B CYTKH
0€e3 U3MEHEHUs 103bl.

Dgpasupens

Bruto mpoBeneHo wuccienoBaHHME B3aMMOJACHCTBHS MEXAYy KOMOMHAIMEW IapyHaBHp/pUTOHABUD
(300 Mr/100 mr aBa pa3za B cyTku) u 3daBupen3om (600 mr omuH pa3 B CyTkH). B mpucyrctBum
s¢aBupeH3a HaOIIOAATIOCh CHIDKEHHE KOHLIEHTpAlMH JapyHaBupa B miazme Ha 13%. C apyroii
CTOPOHBI, KOHIIEHTpalus B IulasMe 3(aBupeH3a yBenuuuiach Ha 21% mpu ero oJHOBpEMEHHOM
OPUMEHEHUHM C KOMOMHAIMed JapyHaBHp/pUTOHABUP. OTO B3aUMOJCHCTBHE HE SBISCTCS
KIIMHUYECKH 3HAYUMbIM, U TO3TOMY HPE3I/ICTA®/pI/ITOHaBI/Ip 1 3¢paBUPEH3 MOXHO MPUMEHSATH
OJTHOBPEMEHHO 0€3 KOPPEKIIUH /103 TIpenapaToB.
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Hesupanun

Pe3ynbraThl HccieoBaHUS B3aMMOJEHCTBHUA MeXay KoMmMOuHanued napyHasup/putonaBup (400
mr/100 mMr ngBa pa3a B cyTku) W HeBupanuHoM (200 Mr gBa pasa B CYTKH) IOKa3aiH, YTO
KOHIIEHTpAllMM B IUIa3Me JlapyHaBHpa He 3aBHCEIM OT MPUCYTCTBHs HEBUpamuHa. Bmecte c Tem,
Opyd  OJHOBPEMEHHOM NPUMEHEHWH C KOMOWHAIMeW JapyHaBHP/PUTOHABUDP KOHIEHTPAIHS
HEBUpANMHA B IUIa3Me yBeauuuiaach Ha 27% (IO CPaBHEHUIO C KOHTPOJIeM). DTO B3aUMOJEHCTBHE
CUMTACTCA KIMHUYECKH HE3HAYUMBIM, H TI03TOMY KOMOWHAIMIO JapyHAaBHP/PUTOHABUD H
HEBUPAIMH MOKHO IPUMEHSATh OJTHOBPEMEHHO 0€3 M3MEHEHHUs UX J03.

Hneubumopul npomeasul

Pumonasup

B nenom s ekt ynyumenus GpapMakoOKMHETUKU JapyHaBUpa PUTOHABUPOM MPOSIBUIICSA B TOM, 4TO
KOHIIEHTpAllMH JapyHaBUpa B IUIa3Me YBEJIMYWINCH IPUMEPHO B 14 pa3 mocie npuemMa OJHON 1036l
napyHaBupa (600 mr) m 100 mr putoHaBupa ABa pa3a B cyTku. CrenoBaTenbHO, Npemnapar
[IPE3NCTA® Heo6xommmo MPUMEHSATHh B KOMOMHAIIMY C HU3KOW 10301 pUTOHABUPA.

Kombunayus nonunasup/pumonasup

PesymbraTel mMccienoBaHUS  B3aMMOJACWCTBUSL MEXKIy KOMOWHANMeW JapyHaBHp/PUTOHABUD
(1200mr/100 mr nBa pasa B cyTku) wau 1200 Mr mapyHaBupa 06e3 pUTOHaBUpa U KOMOHWHAIIHEH
normHaBup/putoHaBup (400 mr/100 mr nBa paza B cytkum wim 533mr/133,3Mr 1Ba paza B CyTKH)
NOKa3aJli, YTO B MPUCYTCTBUM KOMOMHAIIMKM JIOMMHABUP/PUTOHABUDP KOHIEHTpaLUs JapyHaBUPA B
wiasme  ymenpmiace  Ha  40%. He  pexoMmeHmyercss — IpUMEHSITh — KOMOWHAIIHIO
JIONIMHABUP/PUTOHABUP OJHOBPEMEHHO C KOMOMHAIMEH [IPE3UCTA"/ PUTOHABUD.

Cakeunasup

Hccnenoanue B3aumoieiicTBus aapynasupa (400 mr nBa pasza B cyTku), cakBuHaBupa (1000 mr nBa
paza B cyTku) u putoHaBupa (100 mr nBa pasa B CyTKH) IIOKa3ajo, 4YTO KOHIIEHTpAIUs 1apyHaBHupa B
IU1a3Me yBeJnuuiaach Ha 26% B NPUCYTCTBHM CAaKBHUHAaBUPAa M PUTOHABHPA; C APYrol CTOPOHBI,
KOMOWHAIMSA JapyHaBUP/pUTOHABUP HE BIMSIA Ha KOHIEHTPAIMIO CaKBMHaBUpa B Iuiazme. He
PEKOMEHIyeTCsSl TPUMEHSTh CAKBUHABUP OJIHOBPEMEHHO C IpenapaToMm [IPE3UCTA® HesaBucHMO
OT IpPUMEHEHHUsI HeOOJIBIION TOTIOJIHUTENFHON 1036l PUTOHABHPA.

Amasanasup

HccnenoBanmne B3anMOACHCTBHS Mexay KoMOuHauumei napyHasup/puronasup (400 mr/100 mr asa
paza B cyTku) u arazaHaBupoMm (300 Mr oauH pa3 B CYTKH) MOKa3ajl0 OTCYTCTBHE 3HAYMMOIO
U3MEHEHHs KOHIIGHTpalMi JapyHaBUpa W aTa3aHaBUpa B IJIa3Me INPH HX OJHOBPEMEHHOM

NPUMEHCHHU. ATazaHaBHp MOXXHO  IPUMEHATh  OJHOBPEMEHHO C  KOMOWHanmmeu
JapyHaBUP/pUTOHABUP.
Unounasup

B uccnenoBanuu B3auMoJeicTBUsS MEXIy KomOuHaiuei napyHasup/putonaBup (400 mr/100 mr
JIBa pa3a B CyTKH) U uHAMHaBUpoM (800 Mr 1Ba pa3a B CyTKM) KOHIICHTpAIUsl JapyHaBHpa B IIa3Me
yBenuuuiaach Ha 24% B NPUCYTCTBUHM WHIMHABHPA U PUTOHABHMPA; B MPUCYTCTBHHM KOMOWHAIMH
JapyHaBUP/pUTOHABHP KOHIIEHTpAlUs B IUla3Me€ UWHAMHaBHpa moBbicwiack Ha 23%. Ilpu
OPUMEHEHUHM B COYETAaHMM C KOMOHMHaIUeH HPEBI/ICTA®/pHT0HaBHp 03y MHAWHABUpA Y
MalKMEeHTOB, KOTOPbhIE TUIOXO MEPEHOCIT €ro, MOKHO cHUkath ¢ 800 Mr nBa pasza B cyTku 10 600 mr
JIBa pa3a B CYTKH.

Hpyeue unzubumopuvl npomeasul

Ho HACTOSAIIETO BpEMEHU HE M3ydalid B3alMOJICICTBUE MEXIy  KoMOWHammein
HPE3HCTA®/pI/ITOHaBI/Ip U MHTHOMTOpaMH TpOTea3bl IOMHUMO JIONIMHABHpa, CAKBUHABUDA,
aTa3aHaBUpa M WMHIMHABHUPA, U IOITOMY HE IEPEUUCICHHbIE 37€Cb MHIMOMTOpPHI MpOTEas3bl He
PEKOMEHIyeTCs IPUMEHATh OJHOBPEMEHHO C KOMOMHALMEH apyHaBUP/pUTOHABUD.
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Anmazonucmst peyenmopos CCRS

[Ipy OonHOBpEMEHHOM NPUMEHEHUH KOMOMHAIUU HPE3I/ICTA®/pI/ITOHaBI/Ip MapaBUPOK JIOJKEH
HazHayaTbcst B Jo3e 150 mr 2 pa3za B cyrku. B wuccienoBaHuM B3aMMOJAEWUCTBUS MEXKIY
KoMOuHanuen napynasup/puronasup (600 mr/100 Mr aBa pasza B cyTku) u MapaBupokoM (150 mr 2
paza B cyrtku) AUC wmapaBupoka yBenumuuBanach a0 305%. Bausaus wapaBupoka Ha
KOHIIEHTPALUIO 1apyHaBUPa/PUTOHABUPA HE OTMEUANIOCh.

Pexomenaanum no oiHOBpeMEeHHOMY IPUMEHEHHIO € penapaTaMu APyIrux KJIaccoB
AHTHapUTMHYECKHE cpencTBa  (OSHpuaMi, CHCTEMHBIM JIMAOKAaWH, XWHUJIWH, aMHOJApOH,
dnexannua, nponadeHOH)

Kombumarmss TTPESUCTA"/pHTOHABHD MOXKET yBEIHYMBATH KOHIIGHTPAMH B  CHIBOPOTKE
Oempuawnna, nUAOKaWHA, XWHUIWUHA, aMuoIapoHa, QuekanHuga u nponadenona. I[lpu
OJTHOBPEMEHHOM TPUMEHEHHH YyKa3aHHOH KOMOWHAIMM M TEPEYHCICHHBIX AHTHAPUTMHYECKUX
CPEIICTB PEKOMEHIYETCSI COOMIOAATh OCTOPOKHOCTh M, TIO BO3MOXHOCTH, IPOBOJAUTH MOHUTOPUHT
KOHIIEHTPALUH 3TUX CPEACTB B IJIa3ME.

Jueokcun

Bo Bcex mccnenoBanmsx mo B3anmozeiictaiio [IPESUCTA"/puronasup (600/100 Mr 2 pasa B 1eHb)
U OJHOKpaTHOU 103kl AurokcuHa (0,4 Mr) ObUTIO MOKa3aHO yBEJIMYEHHWE KOHEYHOW KOHIIEHTPAIMU
IUTOKCHHA B TutazMe Ha 77%. Pexomenayercs nepBOHAYaJbHO Ha3HA4YaTh MUHUMAIBHYIO 103y
TUTOKCHHA M M3MEPATHh €ro KOHIIEHTPAIMI0 B CHIBOPOTKE KPOBH JUIS TONYYEHHUS KEIaeMOro
KITHHAYECKOTo 3(eKkTa npy oaHoBpeMenHoM HasHauenuu ¢ [IPESMCTA"®/puronasup.
AHTUKOATyJISIHTHI

KomOunamms HPE3I/ICTA®/pHT0HaBHp MOXET BIIMATh HAa KOHIEHTpAIMU BapQapuHa B TIa3Me.
[Ipu ogHOBpEeMEHHOM MpPUMEHEHUH Bap(apuHa W ATOW KOMOWHAIIMH PEKOMEHIYETCS MPOBOIUTH
MOHHMTOPHUHT MEXYHAPOIHOTO HOPMAJIM30BAaHHOTO OTHOILLIEHUS.

[TpoTuBOCYI0pOXKHBIE NTpenapaTsl (heHobapoburtan, GeHUTONH U KapbaMa3enH)

®enobapOutan ¥ (PEHUTOMH SBISAIOTCS HHAYKTOpamMu wu3odepmentoB nutoxpoma CYP450.
KomOunanuro HPE3I/ICTA®/pI/ITOHaBI/Ip HE PEKOMEHIYETCS MPUMEHATH B COYETAHUM C YKAa3aHHBIMU
npenapaTamu, MOCKOJIbKY 3TO MOXET BBI3bIBATh 3HAUUMOE CHIDKEHHE KOHILICHTPAIMH JIapyHaBHpa B
IU1a3Me |, CJIeI0BaTeNIbHO, YMEHBIICHHE ero TepaneBTuyeckoro sddexra.

VcemenoBanne B3aumMozeicTBus Mexay komOunammein IIPESMCTA"/putonasup (600/100 mr 2
paza B cyTku) W KapOamaszenuHoMm (200 Mr 2 paza B CyTKH) IOKa3ajio, YTO KOHIICHTpAIlUs
JapyHaBHpa B TaKOM CJIy4ae HE HM3MEHSAETCS, B TO BpeMsl KaK KOHIIEHTpAIUsl PHUTOHABHUpA
ymenbinaercs Ha 49%. Konnentpanus kapbamazenuHa yBenuuuBaetcs Ha 45%. VM3meHeHUs 10351
st [IPE3VICTA"/puronasup se TpeGyercs. IIpi HEOOXOMMMOCTH OJXHOBPEMEHHOTO HA3HAUCHHS
HPE3I/ICTA®/pHT0HaBHp U KapOamasennHa, TAIMEHT JODKEH HAXOIUTHCS MO TMOCTOSHHBIM
HaOJIOIGHUEM MEIUIIMHCKOTO MEpPCOHalla B CBSI3M C BO3MOXKHOCTBIO BO3HMKHOBEHHS MOOOYHBIX
a3 dexToB npuMeHeHus kapbOamaszenuHa. J[oMKHBI U3MEPATHCS KOHIICHTpAlMKM KapOamaszenuHa, u
€ro J103bl JTOJDKHBI KOPPEKTUPOBATHCS B COOTBETCTBHM C KIMHHUYECKUMH TMPOSABICHUAMHU. Takum
o0pa3om, 1036l KapOamasernruHa MOTYT ObITh YMEHbIIeHbI Ha 25-50% mpu cOBMECTHOM NMPUMEHEHUH
¢ [IPE3VCTA"/puronasup.

AHTUZETpeccanThl (TPa3010H, JIE3UNPAMUH)

CoBMecTHOE TNpPUMEHEHHE HPE3I/ICTA®/pI/ITOHaBI/Ipa C Tpa3oJOHOM U JE3UIPAMHHOM MOMKET
MPUBECTU K YBEJIMYEHUIO KOHIEHTPALMU TPa30/l0Ha U JA€3UINpPaMUHa B IJIa3Me. DTO MOXKET BbI3BATh
Takue 1MooouHble YPPEKTHl, KaK TOIIHOTA, TOJIOBOKPYKEHHE, CHIDKCHHE apTepPUaTbHOTO JIAaBJICHUS,
oOMopok. B cioyuae HeE0OXOIMMOCTH COBMECTHOTO IPUMEHEHMsI YKa3aHHBIX IpenapaTroB Hu
HPE3HCTA®/pI/ITOHaBI/Ipa clenyeT coONogaTh OCTOPOXKHOCTh M PACCMOTPETh BO3MOXKHOCTD
MPUMEHEHHUSI MEHBIINX 03 TPa30/l0Ha U Je3UIPAMUHA.
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beH3onmnazenunpl (MU1a30aM napeHTepaIbHO)

CoBMecTHOE IPUMEHEHUE HPE3I/ICTA®/pI/ITOHaBI/Ipa C IapeHTEpPaIbHO BBOAUMBIM MHIAa30J1aMOM
MOKET MPHUBECTH K YBEJIWYEHHIO KOHIEHTpAaluMu MujAasojama B miazMe. Ilpu coBmecTHOM
NPUMEHEHUH CIIeAyeT MPOBOAUTH TIIATEIbHBIN KIMHUYECKUH MOHUTOPUHI U NPUHUMATh CPOYHBIE
Mepbl B Clly4ae YTHETEHWs [JbIXaHUs WIM JUIMTeldbHOW cepauuu. Crenyer paccMOTPEThH
BO3MOXHOCTb CHM)KEHUS J103bl MU/1a30J1aMa, OCOOCHHO B CiIydae AJIUTEIbHON Tepanuu.
[Ipumenenue HPE3I/ICTA®/pI/ITOHaBI/Ipa C IEpOPAIBHBIM MHU/1a30JIAMOM IIPOTUBOIIOKA3AHO.
HeiiponenTtuku (pucnepuaoH, THOPU3a/IHH)

TIpyu COBMECTHOM mpuMeHeHHH HeiiponenTnkos ¢ IIPE3MCTA®/puroHaBupoM nx KOHIEHTPALINA B
IUIa3Me MOTYT yBEJIMYMBAThCS, BCIEACTBUE YEro IMPU COBMECTHOM NPUMEHEHUHU CIIEAyeT CHUXKATb
JI03bI HEUPOJIENITUKOB.

Konxuima

[Ipy coBMECTHOM NPUMEHEHUH KOJIXUIMHA C HPE3HCTA®/pI/ITOHaBI/Ip0M MOXET YBEIUYUBATHCS
KOHILIGHTpAlUsl KOJIXMLIMHA B IUla3Me. PekoMeHIyercss clieAylolas cXemMa H3MEHEHUs J103bl
konxuuuHa. [lnsg tepanuu oOOCTpeHMH mojarpsl Ui MAUEHTOB, MOJYYalOUMX KOMOHHAILIMIO
HPE3I/ICTA®/pI/ITOHaBI/Ip, pexoMeHayemas j03a KosnxunuHa cocrasisier 0,6 mr (1 tabnerka), u
0,3 mr (Y2 Tabnerkun) gepe3 1 wac. Kypc yieueHus ciieqyer moBTOPUTEL HE PaHbINe, YeM depe3 3 JHSL.
Hns  npodwiaktukd — 00OCTpeHMH — JUid  MAIMEHTOB,  MOJIyYaloUMX  KOMOWHAIMIO
[IPE3UCTA"/puTtonaBup, peKoOMeHIyeMast 1033 KONXHIHHA cocTapmsier 0,3 MI Kay/IbIi 1eHb HITH
yepe3 JeHb. J[ns Tepamuu ceMeHHOM CpeIU3eMHOMOPCKOM JIMXOpajKu Ui TAalUeHTOB,
nonygaromx kombuHarmo TPE3SUCTA®/putonaBup, MakCHMaibHas 1032 KOJXMIMHA TOIDKHA
coctaBiATe 0,6 Mr oauH pa3 B AeHb (wau 0,3 Mr nBa pas3a B JeHb). IlanmueHTam co CHHKEHHOM
GyHKIMEH NMOYeK WM MEeYEHU HE ceAyeT Ha3HadaTh KOJXWLMH IPU COBMECTHOM NMPUMEHEHHUHU C
[TPE3UCTA"/putoHaBupoMm.

biokaTophl «MeIEHHBIX)» KaJbIIMEBBIX KAHAIOB

KoHuenTtpaimun B mia3Me OJOKAaTOPOB «MEIUICHHBIX» KaJbIMEBBIX KaHAJIOB (HampuMep,
¢denonunuHa, HUPEIUNUHA, HUKAPIUIHNHA) MOTYT IMOBBIIIATHCS TPU HUX OAHOBPEMEHHOM
npuMeHennr ¢ kombuHammeil [IPE3UCTA"/puronaBup. B Takux cHTyanmsx HEOOXOZUMO
BHUMATENBHO CJIEUTH 3a COCTOSIHUEM MAIlUEHTOB.

Knapurpomunvs

HccnenoBanmne B3anMOACHCTBHS Mexay KoMOuHanuei napyHasup/puronasup (400 mr/100 mr asa
paza B cyTku) u kiapuTpoMurnmaoM (500 Mr nmBa pa3a B CYTKH) IMOKa3ajio, YTO KOHIICHTpAIUs
KJIApUTPOMHULIMHA B IUIa3ME€ yBelIMuuBajach Ha 57%, Toraa Kak KOHIEHTpalus JapyHaBupa
ocraBajach 0e3 W3MEHEHMH. Y NaIlMEeHTOB € HAapyMEHUAMU (QYHKIHMU ITOYEK PEKOMEHIYEeTCs
CHIKATh J]03Y KIIAPUTPOMMUIIMHA.

[lexcamera3oH

JlekcameTa30oH IpHU MOCTYIUIEHUH B KPOBOTOK MHAyuupyeT uzopepment CYP3A4 B neueHu, 4ro
BEIET K YMEHBILIEHUIO KOHIEHTPALUU B IJIa3Me JapyHaBHpa. ITO MOXKET MIPUBOAUTH K CHUKEHHUIO
€ro TepaneBTU4eckoro 3pdexra. Pekomenayercst cobmoaaTh 0CTOPOKHOCTh PU OJTHOBPEMEHHOM
NPUMEHEHNH JIeKCaMeTa30Ha U JapyHaBHpa.
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boszeHnran

[Ipu ogHOBpEMEHHOM NMpHMEHEHHHM O03eHTaHa M KOMOMHAIUU HPE3I/ICTA®/pHTOHaBHp MOXKET
YBEJIMUYUBATLCS KOHIEHTpalus Oo3eHTaHa B Iu1azMme. [lanueHTam, nosydaromiyM KOMOWHAIIMIO
HPE3I/ICTA®/pHTOHaBHp B Te4eHHMe MHUHUMYM 10 nHel, peKOMeHIyeTcs HadalbHas J03a
0o3eHTaHa 62,5 Mr KaxAbli J€Hb WJIM 4Yepe3 JIeHb B 3aBUCUMOCTU OT WHIMBUIYaJIbHOU
nepeHocuMocTd. JIJii  MalMeHTOB, NPUHUMAKOLIMX OO03€HTaH U HAYMHAIOUIMX  TEparuio
[IPE3UCTA®/puToHaBup, peKOMEHIYeTCS OTMEHHTh GO3EHTAaH Mo KpaiiHeil Mepe 3a 36 4acoB 10
Hayajia Tepanuu HPE3I/ICTA®/pI/ITOHaBI/Ip. Munumym yepe3 10 gHell mocie Havana Tepanuu
[IPE3UCTA®/puTonaBup CIeAyeT MPOIOIDKHTE TMPHEM Go3eHTaHa B 103¢ 62,5 MI KaXIblil JCHb
WIN Yepe3 JIeHb B 3aBUCHUMOCTHU OT MHIUBHUyaJIbHOW IEPEHOCUMOCTH.

@uyTHKa30H, OyA€COHU

[Ipy  OAHOBPEMEHHOM  TNPUMEHEHUH  UHTAIMMOHHOTO  (IyTMKa3oHa W KOMOMHAIMH
[TIPE3UCTA®/puToHaBHp KOHLEHTpAIMs (IyTHKA30HA B IUIa3ME MOXKCET YBEITHUHBATHCS.
AHaJIOTHYHOE B3aUMOJIEHCTBUE MOXKET HAaOMI0JaThCs MPU MPUMEHEHUH IPYTHX KOPTUKOCTEPOHIOB,
MeTabomm3upyembix n3zopepmenrom CYP3A4, nanpumep Oyneconunaa. llenecoodbpa3Ho MpUMEHSTH
npenaparsl, albTepHAaTUBHBIE (DIyTHUKA30HY, He sBisomuecs cyocrparom uzodepmenta CYP3A4
(Hanpumep, OEKIOMETa30H).

[IpenapaThl U3 TPYIIbI CTATUHOB

B merabonu3me cTaTMHOB, TaKMX KaK CUMBACTaTHH, PO3YBACTHH U JIOBACTATUH, OOJBILYIO POJb
urpaer uzopepmeHT CYP3A4, mosToMy HMX KOHIEHTpPAUMU B IUIA3ME€ MOTYT CYIIECTBEHHO
YBEIIMYMBATECS TP OJHOBPEMEHHOM TIPUMEHEHHUH C KOMOWHammein HPE3I/ICTA®/pI/ITOHaBI/Ip.
[ToBbIIEHHBIE KOHIEHTpPAllMM CTaTUHOB MOTYT BBI3bIBAaTh MHOIATHIO, BKIIOYas pPabaOMHOIM3.
VUHTBIBAs CKA3aHHOE, HE PEKOMEHIyeTCsl MpUMeHsTh komOmuammio ITPE3UCTA®/puronaBup
OJTHOBPEMEHHO C JIOBACTATUHOM, PO3YBACTUHOM MJIM CHUMBAaCTaTHHOM.

UccnenoBanue B3auMoaencTBrs Mexay atopBactaTuHoM (10 Mr oiuH pa3 B CyTKH) U KOMOMHaIUER
napyHaBup/putonasup (300 mr/100 Mr nBa pasa B CyTKM) MOKas3allo, YTO B JTOH CHTyalluu
KOHIIGHTpAIlMsl aTopBacTaTMHa B IUIa3Me ObUia Jumb Ha 15% HIDKe, 4eM NIpu MOHOTEpalHu
aTopBactaTHHOM (40 Mr oauH pa3 B cyTkH). I[Ipy HE0OOXOAMMOCTH OAHOBPEMEHHOI'O MPUMEHEHHS
aTopBacTaTHHa M KOMOHMHALMM JapyHAaBUP/pPUTOHABUP PEKOMEHIYETCSl HAuuMHATh C JI03BI
aropBactratuHa 10 Mr oamH pa3 B CyTkd. Jlagee MOXHO TMOCTENEHHO TOBBINIATh 03y
aTOpBacTaTHHA, OPUEHTUPYSICh HA KIIMHUYECKUN 2P PEKT Teparuu.

KomOunanus napynasup/puronaBup (600 mr/100 Mr aBa pa3a B CyTKH) TOBBIIIAIa KOHIICHTPAIHIO
IIpaBacTaTHHA B IUIa3Me MOCIIE TpUeMa OqHOM 1036l 3Toro npenapata (40 mr) npumepHo Ha 80%, HO
TOJIBKO Yy 4YacTH MauueHTOB. IIpm HEOOXOIMMOCTHM COBMECTHOTO NPUMEHEHUs NpaBacTaTUHA U
HPE3HCTA®/pI/ITOHaBI/Ip PEKOMEHyeTCsl HauyMHATh IIPUEM I[IpPaBacTaTUHA C MHUHHUMAJIBHBIX
BO3MOXHBIX 103 U YBEIMYMBATh JI03bl A0 MOSBICHUSA KIMHUYECKOTO 3PQeKTa, KOHTPOIUPYS
nposiBieHue nodouHsIX 3¢ ekToB npenapara.

baokaropsl H-rcTaMMHOBBIX pEIIENTOPOB U HMHTUOUTOPBI IPOTOHHON OMIBI

[Tpumenenne omenpasona (20 Mr oauH pa3 B CyTKH) wiu panutuauHa (150 mr 1gBa pasa B CyTKH)
OJIHOBPEMEHHO ¢ KoMmOwuHammew mapyHaBup/putoHaBup (400 mr/100 mr nBa paza B CyTKH) HE
OKa3pIBAJIO BIIMAHMA HAa KOHLEHTPALMIO JapyHaBUpa B IUIa3Me. YUUTBIBas JTH JaHHBIE,
xom6uHanuo [IPESMCTA®/pHTOHABHD MOXKHO TIPHMEHSTH OXHOBPEMEHHO ¢ Oiokatopamu H,-
pELenToOpoB M MHTMOMTOpAMH HPOTOHHON MOMITBI 0€3 M3MEHEHHUs 03Bl JI000TO U3 YKa3aHHBIX
Ipenaparos.

WnransnuonHble 6eTa-aIpeHOMUMETUKH (CaIMeTepot)

OngHOBpeMEHHOE TPUMEHEHHE CalMeTepoia W KOMOWHAIUU HPE3I/ICTA®/pI/ITOHaBI/Ip HE
pEKOMEHAyeTCs, T.K. MOXET YBEIMYMBATHCS PHUCK BO3HHUKHOBEHHUS MOOOUYHBIX 3¢ (EeKToB
caJMeTepojia CO CTOPOHBI CEPACYHO-COCYIUCTOM CHUCTEMBI, B T.4. yjyuHeHue uHTepBaia QT,
y4alieHHoe cepAeOneHrne U CHHYCOBasi TaXUKAPAUS.
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HNMMyHOIenpeccanThl (HUKIOCIOPUH, TAKPOIUMYC, CUPOJIUMYC)

KonueHTpaum B mia3Me HUKIOCHOPHHA, TAKPOJIMMYyCa U CUPOJIMMYyca MOTYT BO3pacTaTh B ciyyae
MPUMEHEHHS STHX IPENapaToB OAHOBpeMeHHO ¢ koMOuHarmeii IIPE3MCTA®/puronasup. B sTux
CUTyallMsIX PEKOMEHAYETCS KOHTPOJIMPOBATh KOHIEHTPALMI0O MMMYHOJETPECCUBHBIX CPEJICTB B
iasMe.

KeTokoHa30J1, UTpaKOHA30J1 U BOPUKOHA30J

KerokoHazoi, WTpakoHa30JI U BOPHKOHA30J SIBIISIOTCS MOIIHBIMH WHTHOMTOpaMu H30(epMeHTa
CYP3A4, a taxxke ero cyOctpatamu. CUCTEeMHOE NMPUMEHEHUE KETOKOHA30J1a, MTPAKOHA30Jla U
BOPHKOHA3071a OHOBpEMEHHO ¢ KombuHarmein ITPESHMCTA"/pHTOHABHP MOXKET NPHBOIANTH K
HOBBIIIEHUIO KOHIIEHTpalUui gapyHaBupa B miasme. C Apyroil CTOpOHBI, 3Ta KOMOMHAIMSI MOXET
NOBBILIATh KOHIEHTPALMU B IUIa3ME€ KETOKOHA30JIa WIM UTPaKoHa30Jla. DTO ObUIO MOATBEPIKIECHO
UCCIICIOBAHUEM B3aUMOJIECHCTBHS MeEXIy KeTokoHa3oioM (200 mr paBa pa3a B CYTKH) H
koMOuHarmen napynasup/putonasup (400 mr/100 Mr 1Ba pa3a B CyTKH), B KOTOPOM KOHIIEHTPAIHH
KETOKOHA30J1a U JapyHaBupa MoBblcuianch Ha 212% u 42% cootBeTcTBeHHO. Ipn HeoOxoauMocTu
NpUMEHEHHsST KOMOWHAIMW  JapyHABHP/PUTOHABUP OJHOBPEMEHHO C KETOKOHA30JIOM WM
UTPAKOHA30JI0M CYTOYHas J03a IMOCIeNHUX He JopkHa mpeBbiuath 200 mr. KoHuenTpanuu
BOPUKOHA30Ja B  IUIa3M€  MOIYT  CHWXKATbCS  INPU  COBMECTHOM  IPUMEHEHHU  C
JapyHaBUPOM/pUTOHABUPOM. BopukoHa301 He cieayer MNPUMEHATh  OJHOBPEMEHHO C
JapyHaBUPOM/PUTOHABUPOM, OJHOBPEMEHHOE NPUMEHEHHE BO3MOXHO TOJIBKO B TOM CIIydae, €CIIH
NOTEHIMAJIbHAS M0JIb3a OT MPUMEHEHUSI BOPMKOHA30J1a IPEBbIIIACT NOTEHIIMAIbHBIN PUCK.
Kiorpumason

B3aumopeiictBue komMOuHaAIMU HPE3I/ICTA®/pHTOHaBHp C KJIOTPUMA30JI0M HE H3ydanoch. [Ipu
OJIHOBPEMEHHOM MPUMEHEHUU KJIOTPHMAa30jla U JapyHaBHpa, U HU3KUX /103 PUTOHABHPA MOXKET
HaOJII01aThCs YBEIMYCHUE KOHLIEHTPAIIMH JJapyHaBHpPa B IIa3Me.

[pu omHOBpeMeHHOM mnpuMeHeHnH Kkombunamun ITPE3MCTA®/putonasup u  KioTpuMasona
cieqyeT coOI0AaTh OCTOPOKHOCTD U POBOJUTH KIMHUYECKUI MOHUTOPHHT.
Bera-anpeno010kaTopbl (METOMPOIOI, TUMOJIOIN)

COBMECTHOE NPHMEHEHHE Oera-agpeHobaokatopo u  xombuHamuu I[TPE3MCTA®/puronasup
MOYKET TMPUBECTH K YBEIUYEHHUIO KOHIICHTpaLUuu Oera-anpeHobiaokaTtopoB. IIpu ogHOBpeMEHHOM
MPUMEHEHNHN yKa3aHHBIX MPenapaToB 1 KOMOWHAIIUN HPE3I/ICTA®/pI/ITOHaBI/Ip ciemyer co0oaaTh
OCTOPOXXHOCTb ¥ NPOBOAUTH  TINATENbHBIA  KIMHUYECKMH MOHUTOPHHI, TAaKXE MOXET
noTpeOOBaThCS CHIKEHHE JT03bI O€Ta-aIpeH00I0KaTOPOB.

Meranon

B uccienoBanuy Bimsiaus kombuHamu [TIPESUCTA®/puronasup (600/100 Mr 2 pasa B 1eHb) Ha
CTaOWIIbHYIO TOJICP)KUBAIOLIYI0 TEpalMi0 METaJOHOM, OBLIO TOKa3aHO yMeHbIleHue Ha 16%
KOHLIeHTpauun R-meragona B mmasme. Ha ocHoBaHMM (DapMaKOKMHETHUECKHMX M KIMHUYECKUX
pe3yJIbTaTOB, KOPPEKLUU 103bl METAJ0HA BO BpEMs Hadajla TePaluu HPE3I/ICTA®/pI/ITOHaBI/Ip HE
Tpebyercs. OJHAKO PEKOMEHAYeTCs MPOBOAUTh KIMHUYECKUI MOHUTOPHUHT, TaK KaK y HEKOTOPBIX
NaIMEHTOB MOACP KUBAIOLIast Teparus TpeOyeT KOPPEKIIHH.

bynpenopdun/aanokcon
PesynbTaThl  WcclemoBaHUS — B3aMMOJCHCTBUS  KOMOMHAIIMH HPE3HCTA®/pI/ITOHaBI/Ip c
OynpeHoppUHOM/HATTOKCOHOM MIPOJIEMOHCTPUPOBATIN OTCYTCTBHE BIIASTHHSI

[IPE3UCTA"/puToHaBupa Ha KOHIEHTPALHIO OyMpPeHOp(HHA TPH MX COBMECTHOM IPHUMEHECHHH.
Konnenrpanus aktuBHOro Merabosiura Oynpenopduna — HopoynpeHophuHa yBenuyuiach Ha 46%.
Koppekmust  no3e1  Oympenopduna  He — TpeOoBamach.  Ilpy  coBMecTHOM — mpueme
[IPESUCTA®/puronaBupa ¥  OynpeHOpOHMHA  PEKOMEHAYETCS  MPOBOMTH  TIATEIIBHBII
KJIMHUYECKHI MOHUTOPHHT.
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OcTporeH-coepxkaliye nepopaibHble KOHTPALENTUBHBIE CPEJICTBA

PesynbTathl uccnenoBaHus MO B3aUMOJCHCTBUIO MEXKIY KOMOWHAIIMEH HPEBI/ICTA®/pHTOHaBHp
(600/100 Mr 2 pa3a B JICHb) M 3THHUJIICTPAJAUOJIOM W HOPITUCTEPOHOM CBHUICTEILCTBYIOT O TOM,
YTO TMIOCTOSIHHAS KOHIEHTpPAllMs B TIUJIa3M€ OSTUHWIACTPAIUONIA W HOPITUCTEPOHA CHUIKACTCS
cooTBeTcTBEHHO Ha 44% u 14%. CrnenoBatenbHO, pEKOMEHIYETCSI UCIIONIb30BaTh aJIbTEPHATUBHBIE
HETOPMOHAJIBHBIE METObI KOHTPALICTIIIUH.

Hurubutopsl dochoamdcrepasbt S-ro tuna (DJ3-5)

Ipu mepanuu 3pekmunbHOU OUCPYHKYUU

B onHOM M3 nccnenoBaHmid M3ydain KOHIICHTPALUHU CHiIIeHa(HIIa TOCiIe IpueMa OHOH 036l 3TOTO
npenapata (100 mr), a Takxke mocne mpueMa 25 Mr cuiaeHaduiIa OJHOBPEMEHHO ¢ KOMOUHAIIHEH
napyHasup/putonasup (400 mr/100 mMr nBa pasa B cyTku). KoHlieHTpanuu cuiieHaduaa oka3ainch
CXOOHBIMH B o00eux curyanusax. Craemyer coOJ0gaTh OCTOPOXKHOCTh TMPU  OJHOBPEMEHHOM
npuMeHeHnn HHruOuTOopoB ®JID-5 nmns  Tepanuu >peKTHIIbHOW AUCHYHKIMH ¥ KOMOWHAIMH
HPE3I/ICTA®/pI/ITOHaBI/Ip. IIpy HEOOXOIUMOCTH HPUMEHEHHS [IPE3UCTA® u pUTOHaABUpA
OJTHOBPEMEHHO C CHIIIeHAQHIIOM, BapIeHAQHIOM WM TaaadaduiioM pa3oBas 103a CuilieHaduIa He
JOJIKHA TIPEBBINIATh 25 Mr B TeueHue 48 4, pa3oBas A03a BapaeHaduaa He JOHKHA ObITH Ooree 2,5
MT B TeueHHe 72 4, a pa3oBas /1032 Tajajnaduia He JoJKHA npeBblmarh 10 Mr B Teuenue 72 u.

Ilpu mepanuu ne204Hol apmepualbHol unepmenuu

besonacHass u »¢dexktuBHas go3a cwineHaguia IS TEpaNUM  JIETOYHOH —apTepUaNbHOM
TUMEepTEeH3Un He ycTaHoBlieHa. CyllecTByeT MOBBIIICHHBI PHUCK Pa3BUTHS MOOOYHBIX 3(PQeKToB
cungeHaduina  (BKIIOYash — HapylICHWE  3pEHHs, CHIDKEHHE  apTEpamsIibHOTO  JaBIICHMUS,
MPOJOHTHPOBAHHYIO JpEKIHI0 U 0O0MOpokH). TakuMm 00pa3oMm, OJHOBPEMEHHOE MpPUMEHEHHE
KOMOUWHAIIUU HPE3I/ICTA®/pI/ITOHaBI/Ip ¥ cwineHaduiIa TpH TEpanuu JICTOYHON apTepUaIbHOM
TUIEePTEH3UU TPOTUBOMNOKA3aHo. JlJis Tepanuu JIerouHo apTepruanbHON THIIEPTEH3UH Talanauiom
Ipyl  OJHOBPEMEHHOM TMPUMEHEHHH ¢ KOMOWHaIUeu HPE3HCTA®/pI/ITOHaBI/Ip Tpedyercs
U3MEHEHHUE 1103 Taganaduna. Jns MAIUEHTOB, MOJTYYaIOIINUX KOMOHMHAIIHIO
HPE3HCTA®/pI/ITOHaBI/Ip B TEUECHHWE MHUHUMYM OJIHOM HeJeNlu, HayalbHas J[J03a Taaajaduiia
JnokHa coctaBisiTh 20 Mr 1 pa3 B JIeHb ¢ BO3MOXHBIM yBenuueHuem 110 40 mr 1 pa3 B aeHb Ha
OCHOBaHWW WHIMBUAYATbHOW TMEepeHOCUMOCTH. J[[JIsi TAlMeHTOB, MONydYalomuX Taxanapuwi u
HAYMHAIOMIX Tepanuio komouHanueii [IPESMCTA®/putonasup, cieayeT oTMEHHTH Taganadbu 1o
KpaifHell Mepe 3a 24 yaca 10 Hayana Tepanuu KOMOMHanUeH HPE3I/ICTA®/pI/ITOHaBI/Ip U CIENyeT
n30eratb OJHOBPEMEHHOTO0 NMPHUMEHEHHUs Tajanaduia B TEUCHHE Hayana Tepanuud KoMOWHaIueu
[IPESUCTA"/putonasup. UYepes | Hememo Tmocde Hadaga Tepalud  KOMOHMHAIMEHT
[IPE3UCTA"®/putoHaBup cieqyer BO30GHOBHTH IpHeM Taganadmia B go3e 20 Mr 1 pas B 1eHb ¢
BO3MOXHBIM yBennueHueM 10 40 Mr 1 pa3 B ieHb Ha OCHOBaHMM MHIMBUAYAIBHOM MEPEHOCUMOCTH.
Pucdabytun

Pugabytun sBnserca cyOctpatom m3odepmentoB nutoxpoma CYP450. B usyudenun
B3aumozeiicreust [IPE3UCTA"™/puronasup (600/100 mr 2 pasa B cytku) u pudabyruna (150 mr
yepe3 JEeHb) HaONI0OJAIOCh yBEJIMYEHHE KOHIEHTpaluu aapyHaBupa Ha 57%. OCHOBBIBasCh Ha
npodune 6Gesomacoct [TPE3UCTA"™/puroHaBup, yBelIMdeHHE KOHICHTPALMH JapyHABHpA B
npucyTcTBEr pruabyTrHa He TpeGyer Koppekimu 10361 ams IIPESUCTA"/putonasup. M3yuenue
B3aMMOJICHCTBUS TMOKA3aJI0 COMOCTaBUMBIC KOHIIEHTpanuu nipu npumenennn 300 mr pudadytuna 1
pa3 B cytku u 150 Mr yepe3 neHb B KOMOWHAITUU C HPE3I/ICTA®/pHT0HaBHp (600/100 mr 2 paza B
CyTKH), a TAK)KE YBEJIWYCHUE KOHIICHTPAIIMK aKTUBHOTO MeTabonuTa 25-O-ne3anerminpudadyTrHa.
[Ipu Ha3zHaueHUM TaKOM KOMOMHAIIMM MaleHTaM TpeOyeTcs yMeHbIeHHe N03bl pudabyThHa Ha
75% ot o0bruHOM 10361 300 M B CyTKM U TOBBIIIEHHBIM KOHTPOJIb MOOOYHBIX 3(deKToB
pudalyTuHa.
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CeneKTUBHBIE HHTHOMTOPBI 0OPATHOrO 3aXBaTa CEPOTOHUHA

HccnenoBanue B3auMOICHCTBUS MEXy ApOKCETUHOM (20 M OJIH pa3 B CYTKH) WIN CEPTPATUHOM
(50 Mr oxmH pa3 B cyTkn) u kombuHarmeii IIPE3VCTA®/putonasup (400 mr/100 Mr xBa pasa B
CYTKH) TMOKa3ajo, YTO KOHLEHTpalus JapyHaBUpa B IUIa3Me€ HE 3aBHCENa OT INPHUCYTCTBHA
ceprpasivHa wid napokceruHa. C  7Apyrol  CTOpoHbl, B NPUCYTCTBUM  KOMOMHAIMU
HPE3I/ICTA®/pHTOHaBHp KOHIICHTPALlMU B IUIa3ME CepTpaiMHA M NapOKCETUHA CHU3WINCH Ha 49 n
39% coorBeTcTBEHHO. B Tex ciydasix, Korja CeJIeKTHBHbIE WHIMOUTOpPHI OOpaTHOrO 3axBara
CEPOTOHHHA MPHXOIUTCS IPUMEHATH oaHOBpeMenHo ¢ IIPESMCTA® i puTOHaBHPOM, HEOOXOIMUMO
TIIATEJIbHO TMOJAOMpaTh 103y OSTUX HWHIMOUTOPOB HA OCHOBAHMM KJIMHUYECKOH OLIEHKH
aHTUJenpeccuBHOro »dexra. [ToMMMO 3TOro, y NHalMEHTOB, MOJYYarOIUX CTAOMIBHYIO 103y
cepTpajivHa WIH MapOKCETHHA, KOTOPBIX HA4YHMHAIOT J€YUTh KOMOUHaIueu
ITPE3UCTA"/puToHaBup, HEOOXOAMMO BHUMATEIHHO KOHTPOIHPOBATH BHIPAKEHHOCTh OCHOBHOTO
a¢dekTa aHTHICTIPECCAHTA.

Oco0ble ykazanus

[TarmeHTOB HEOOXOAMMO HPOMH(DOPMUPOBATH O TOM, YTO COBPEMEHHBIE AHTHPETPOBHPYCHBIE
npenapatel He uineunBaloT BUY-undekunio u He npenorpamarotr nepegady BUY. TlanuenTtam
CJIeZlyeT pa3bsCHUTh HEOOXOJUMOCTb COOIIOIEHUSI COOTBETCTBYIOLIMX MEpP MPET0CTOPOKHOCTH.
Toxnibie marueHTsr: HHGOpMAIHs 0 nedennn komounammei [IPESUCTA®/puronasup nanueHToB
B BO3pacTe 65 JeT u cTapiie BechbMa OrpaHHuYeHa, HeOOXOIMMO COOJIIOJaTh OCTOPOKHOCTH IPH
JICUCHUHA TAaKUX IMAUWEHTOB IIPENAPATOM [IPE3UCTA", MOCKOJIbKY Y HHMX Yallle BCTPEYAETCS
TUCQYHKIUSA MEYeHW M OHM Yallle CTPaJaroT COMYTCTBYIOIIMMH 3a00JIeBaHUAMM JIMOO MOIyYaroT
COIIYTCTBYIOILLYIO TEPAIHUIO.

AbcomoTHas OMOIOCTYHOCTD Iociie pazoBoro npuema 600 Mr gapyHaBupa COCTaBUJIa IPUMEPHO
37% wu yBenuuunach npumMepHo 10 82% rmocie npuema aapyHaBupa B KomOuHauuu co 100 mr
puTOHaBMpa ABa pa3a B cyTkH. CyMMapHbIi 3QdekT ymyumneHus (papMakOKMHETUKU JapyHaBHpa
PUTOHABUPOM  BBIpa3uiCs NMPUMEPHO B 14-KpaTHOM yBEIMYEHUU KOHLIEHTpalMM AapyHaBUpa B
ma3Me Tociie MpueMa OIHOM J03bl 3Toro mpemapata (600 mMr) B komOumnHammu co 100 mr
pUTOHaBHpa J1Ba pa3a B CyTkH. Takum oOpa3om, mpenapat [IPE3UCTA" Heo6x0amMo [IPUHUMATh
TOJIbKO B KOMOWHAITUN C HU3KOM 10301 PUTOHABUPA.

[loBeIIEHNE YKa3aHHO 103bl pPUTOHABUPA HE NPUBOAUT K 3HAUMMOMY YBEJINYEHHUIO KOHIIEHTPALUU
JlapyHaBUpA B IIJIa3Me, ¥ I03TOMY 103y PUTOHABHpA HE PEKOMEHIYETCSI TOBBIIIATS.

KoHbIe peakInu TsSHKeJI0U CTENeHN

V¥ 0,4% mnanueHToB Npu MpHEME ITIPE3UCTA® b 3a()UKCHPOBaHBI KOXKHbBIE PEAKIUH TKEIIOH
CTEMEeHH, KOTOpPblE MOTYT COMNPOBOXKIATHCS JUXOPAAKOH W/MIM YBEITUYEHHEM aKTUBHOCTH
TpancamuHa3z medenn. Cunapom CruBeHca-/[)koHcona Obun 3adukcupoBan penko (<0,1%). B
MOCTMAapKETUHTOBOM TEpPHOJIe TOKCUUECKHM dMuaepMaibHbI HEKPOIU3 ObLT 3aMKCUPOBAH OYEHb
peaxo (<0,01%). IIpy BO3HMKHOBEHUHU IPU3HAKOB WM CUMITOMOB KOJKHBIX PEaKLUN TSKEION
CTeNeHH (ChIIb TSHKEJIOTO TEUEHUs WM ChIllb, CONPOBOXKJIaeMasi JIMXOpPaaKoi, oOmMM
HEeIOMOTraHueM, OOJIIMU B MBIIIIAX WM CyCTaBaX, BOJABIPAMHU, TOPAKECHUSIMA POTOBOM MOJOCTH,
KOHBIOHKTHBHTOM, TCNaTUTOM W/ do3uHodmineil) mpueMm mpemapara IIPESUCTA®
HE00X0IMMO HEMEJIJICHHO MPEKPATHTb.

Coimb (Bcex BHOB) Habmomamach y 10,3% mamuentos, npuanmaommx ITPESUCTA". Ceims B
OCHOBHOM ObUIa JIETKOM MM YMEPEHHOW U 4acTO HaOII0Jalach B TEUEHHUE MEPBBIX YETHIPEX Helelb
JIeYeHUs M yMEHbIIAnach Mpu npojopkeHun Tepamuu. B 0,5% cnydaeB cbib Obl1a MPUYUHOMN
or™enbl komouHarmu [TPE3UCTA® /puronasup.
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JlapyHaBUp COIEPXKUT CyiIb(pOHAMHIHYIO Tpynny. Ha3nauenwue [IPESUCTA® mnaumentam c
anjeprueid Ha CyJab(GOHAMUABI JOJDKHO IPOU3BOAUTECS C OCTOPOKHOCThIO. B  KiMHMUYEcKuX
UCCIIEIOBAHUAX HPEBI/ICTA@/pHTOHaBHp CTETICHh W YacTOTa BO3HUKHOBEHHUS CHIMA OBUIH
OJIMHAKOBBI Yy MALIMEHTOB C aJulepruei Ha cynb(hoHaMUIbl B aHaMHe3e U Oe3 Hee.

ITarMeHTh! C CONYTCTBYIOUIMMHU 3a00I€BaAHUIMU

Iayuenmol ¢ 3a601e6anuAMU NeYeHU

JlaHHBIE TI0 NPUMEHEHHIO HPE3I/ICTA®/pI/ITOHaBI/Ip y MAalUEeHTOB C TSDKEIbIM HapylIEHUEM
(GYHKIMH Me4YeHU OTCYTCTBYIOT. OCHOBBIBAsICh HAa JAHHBIX, YTO CTAOMIbHBIE (PapPMAKOKUHETHUECKHE
napaMeTpsl MpHU MPUMEHEHUH JapyHaBHpa Y JIMI C JIETKUM M YMEPEHHBIM HapyleHHeM (QyHKIMU
NEYEHU CPAaBHUMBI C NapaMeTrpamMH y 370pOBBIX JIMI, KOPPEKIHH J03bl MAlMEHTaM C JIETKUM H
YMEPEHHBIM HapyIlleHueM (pyHKIMY [IeYeHU He TpeOyeTcs..

I'enamomokcuynocmo

[Ipy mpumMeHEHNH KOMOWHAIUH HPE3I/ICTA®/pHT0HaBHp HAOJIOMAaeTCsl TelaTUT, BBI3BAHHBIN
NPUMEHEHHEM JICKapCTBEHHBIX IpernapaTtoB (HampuMep, OCTPbI TIemaTUT, LUTOIUTHYECKHH
renarut). ['enatut Habmogancs y 0,5% mNarueHToB, MONyYaOMUX KOMOWHUPOBAHHYIO TEPAITHIO
HPE3I/ICTA®/pI/ITOHaBI/Ip. VY nmanueHToB ¢ HapyIEHUAMU (YHKLUUHU ME€YEHHU, B T.4. C XPOHUYECKUM
aKTUBHBIM rematutoM B mmm C, mMmeercs TMOBBINICHHBIH PUCK PA3BUTHUS TSHKEIBIX MOOOYHBIX
3((HEeKTOB CO CTOPOHBI TIEYCHH.

HeobOxonuMo mnpoBOOUT MOHUTOPUHI COOTBETCTBYIOIIMX JIaOOpAaTOPHBIX IOKa3aTelel mepen
Ha3HauYe€HUEeM KOMOMHHUPOBAHHOU Tepanuu HPE3I/ICTA®/pHTOHaBHp U BO Bpems seuenus. Cienyer
paccMOTpeTh BO3MOXKHOCTh KOHTpoJiss yBenwdeHus aktuBHOCTH ACT/AJIT y mnamueHTOB C
XPOHUYECKHM TeNaTUTOM, LUPPO30M WM y MAIMEHTOB, Y KOTOPHIX HaOJ0Jalach MOBBIIICHHAS
aKTUBHOCTb TpPaHCAMMHA3 IEpe]l HayajioM Tepanuu U, OCOOEHHO, B TEUEHHE MEPBBIX HECKOJIBKUX
Mecs11eB KOMOMHUPOBaHHOM Tepanuu HPE3I/ICTA®/pI/ITOHaBI/Ip.

B cinydae oOHapyxeHuss HapylmleHHH (QYHKUMH TMEYEHW WM yXYAUIEHUS HX TsHKecTd (B T.4.
KJIMHUYECKH 3HAYMMOE YBEJIUYEHHE aKTUBHOCTH «IIEYEHOYHBIX» (EPMEHTOB W/WIM TaKuX
CHUMIITOMOB, KaK YCTaJlOCTh, aHOPEKCHS, TOLITHOTA, KENTyXa, MOYa TEMHOT'O 1IBETa, 0OJIE3HEHHOCTh
IpU NanblNalUK MEYCHH, I'elaTOMEraaus) cleiyeT pacCMOTPETb BO3MOXKHOCTH NPEPBIBAHUS WIH
OTMEHBI TepaIuu HPE3I/ICTA®/pI/ITOHaBI/Ip.

Ilayuenmoi ¢ 3a001e6anuaMu noyex

[loukn WrparOT HE3HAYUTENBHYIO pOJb B KIMPEHCE AApyHaBHpa, M MO3TOMY Yy HALUEHTOB C
3a00JIeBaHUAMU TTOYEK OO KIMpPEHC JapyHaBHUpa MPAaKTUYECKH HE yMeHblnaercs. JlapyHaBup u
puTOHaBUpP 00J1aAAI0T BHICOKOM CTENEHBIO CBSA3BIBAHUS C OEKaMHU IJIa3Mbl, M TO3TOMY FeMOINaIN3
WIM TIEPUTOHEAIbHBIN JUAIN3 HE UIPAlOT CYIIECTBEHHOM pOJIM B BBIBEJIEHUU 3THUX IPENapaToB U3
OopraHusma.

bonvuvie cemogpunueti

Nmerotcst coobuieHnst 00 yCUICHUH KPOBOTEUEHHUH, BKIIIOYAsl CIIOHTAHHBIE KOXHBIE F€MaTOMBI U
reMapTpo3, y MalMeHTOB c remoduived Tunma A u B, JeyeHHBIX HHTUOMTOpPaMH MPOTEa3bl.
Hekotopble 13 3TuUX mnanueHToB mnosydanu ¢(akrop cepteiBanusi kpoBu VIII. Bonee yem B
MOJIOBUHE OMUCAHHBIX CIyyaeB JieUeHHWE MHTHOMTOpaMH MpoTeas3bl MpoAOIKaJoch 0e3 mepephiBa
WIA BO300HOBISUIOCH IIOCIE BPEMEHHOM NPUOCTAHOBKH. DBBUTO BBICKA3aHO MPEANOJIOKEHUE O
MPUYUHHO-CJIEICTBEHHON CBSI3M MEXIy JIEYeHHEM HMHTUOMTOpaMH TpoTeasbl M YCUJICHHEM
KPOBOTEUCHHS y OOJBHBIX TeMO(HINEH, OTHAKO MEXaHU3M TAaKOH CBSI3U HE YCTAaHOBJEH. BOJIbHBIX
remodrineit, nonyyarommx komounanuo [IPE3VICTA"/putonasup, ciieayer nporH(pOPMUPOBATH
0 BO3MOXXHOCTH YCHUJIEHUS] KPOBOTEUEHUH.
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T'unepriankemMus

VY manueHToB, MONYyYaloIUX aHTHPETPOBUPYCHYIO TEpamuio, BKIIOYas HHTUOUTOPHI MPOTEas3bl,
OTMCaHBl BIIEPBHIC BBISBICHHBIC CIy4aW CaxapHOro auadera, TUMEPTIMKEMUS W YXYIIIEeHUE
TEUCHHUSI YK€ CYLIECTBYIOIIErO caxapHOro nauvabera. Y HEKOTOPBIX U3 OTHUX IMAalMEHTOB
TUTIEPTIMKEMUsST OblIa TSDKEJIOM M B pAJIe CIy4YaeB COMPOBOXKIANACH KETOAIMAO030M. Y MHOTHX
MAI[MeHTOB HMMEIU MECTO COMYTCTBYIOLIME 3a00JieBaHUs, HEKOTOpPhIE M3 KOTOPBIX TpeOoBaIH
JICUCHUS TIperapaTamMu, ClIOCOOCTBYIOIIUMHI PA3BUTHIO CaXapHOTo Juadera WA THIICPTIINKSMHUH.

[epepacnpenenenue xupa u METa00JINYECKUE HAPYIIEHUS

KomOuHMpoBaHHasi aHTHPETPOBUPYCHAs Tepamus MOKeT BbI3bIBaTh y BUY-unpunupoBaHHBIX
MAIMEHTOB TIEpepaclpeieiCcHHe XUPOBOW TkaHu (umnomuctpoduio). B HacTosimiee Bpems HET
JaHHBIX 00 OTAANCHHBIX IMOCIEICTBUSAX STOTO SIBICHUSA, a €r0 MEXaHH3M BO MHOTOM HE SCEH.
Brickazana runoresa o CBA3M MEXIY BHCLEPAIbHBIM JIMIIOMATO30M U MHTHOUTOpaMH MpOTeassbl, a
TakKe MEXIy JHUnoaTpopuel M HYKICO3UAHBIMH HHTHOMTOpPAaMH OOpaTHOW TPaHCKPUIITA3bI.
[ToBbIIeHHBIN PUCK BO3HUKHOBEHUS JUMOAUCTPO(MUH CBSI3aH C TAKMMHU (AaKTOPAMH, KaK TOKHIIOH
BO3pacT, a TakXke C JJIUTEIbHOM Tepamuedl aHTHUPETPOBUPYCHBIMU IpemnaparaMu U
COIYTCTBYIOIIMMHU €i1 MeTaboanueckuMu HapyiieHusaMu. [lpu knnHnyeckux obcnenoBanusax BIY-
WHOUIIUPOBAHHBIX TAIMEHTOB, MOJYYalOIIUX AaHTUPETPOBUPYCHBIC Tpenaparbl, HE0OXOIUMO
oOpamiate BHMMaHME Ha (U3MYECKUE TMPHU3HAKU IepepacrpeneneHus xupa. PexomeHnayercs
U3MEPSTh COJEP)KAHME CHIBOPOTOYHBIX JIMIIUAOB M TJIOKO3bl KpOBUM HaTomak. Hapymenus
JMIHAHOTO METab0IM3Ma HE0OX0AUMO JICUUTh COOTBETCTBYIOIIMMU TperapaTaMy.

CHHIpPOM UMMYHHOH peakTHBallUU

Y BUY-uHPUUUpPOBAHHBIX  MAIMEHTOB C  TOKEJBIM  HMMMyHOAeUIMTOM B  Haydajie
KOMOMHHMPOBaHHON aHTUPETPOBUPYCHOM TEpariuy BO3MOYKHO IOSIBJIIEHUE BOCHAIUTEILHON pPEaKINU
OpraHu3Ma Ha OecCHMNTOMHBIE HJIM OCTaTOYHBIE ONIMOPTYHUCTHUYECKHE HMH(EKLIUHU, YTO MOXKET
NPUBECTH K CEPhE3HBIM KIMHUYECKHM OCJIOKHEHHMAM WIHM yXYIIICHUIO CUMNTOMATUKU. OOBIYHO
TaKue peakluM HaONIONAIOTCS B INEpPBbIE HEAETM WIM MECALbl NPUMEHEHHs KOMOMHHPOBAHHOM
AHTUPETPOBUPYCHOM Tepanuu. B kadecTBe NPUMEpPOB MOXKHO IIPUBECTU LUTOMETaJIOBUPYCHBIN
PETUHUT, I'eHEpaJU30BaHHbIE W/WIM MECTHbIE MUKOOAaKTepHaibHble HMH(EKIUU M IHEBMOHHUIO,
BBI3BaHHYIO Pneumocystis carinii. Heo0XoauMo oIpenenirs TKECTb JIIOOBIX CHUMIITOMOB
BOCIIAJICHUS ¥ IPOBOJUTH COOTBETCTBYIOIYIO TEPAITHUIO.

OTMeuaIuch ciydan OCTEOHEKPO3a, OCOOEHHO Y MAIMEHTOB ¢ OOMICIPUHITHIME (DaKTOpaMH PHCKA,
BUY wundexnueil Ha TO3AHEW CTaAWMd WIM HAXOMSIIUXCS HA JJIUTEIHHOH KOMOWHHUPOBAHHOMN
AHTUPETPOBUPYCHOM Tepanuu. YacToTa OCTEOHEKpO3a HEU3BECTHA.

BzaumonelicTBre ¢ IpyruMu JeKapCTBEHHBIMU IIpenaparaMmu

HapyHaBup u puTOHaBHp sBJstoTcss uHTHOMTOpamMu wu3odepmenta CYP3A4. OmHoBpeMeHHOE
NpUMEHEHHe KOMOMHAINU HPE3I/ICTA®/pI/ITOHaBI/Ip U Jpyrux IpenaparoB, KOTOpBIE
MeTaboIM3UpYIOTCsT  npeumyiiecTBeHHO u3odpepmentom CYP3A4, wMoxeT TpPUBOAWTh K
MOBBIIICHUIO KOHLIEHTPALMKM TAaKUX MPENapaToB B IJIa3Me, BCIEACTBUE YEr0 MOTYT yCHIMBATHCS
WM YJUTMHATHCS WX TEPAeBTUYCCKHE U TOOOYHBIC d(DPEKTHI.

HapynaBup metabonuzupyetcs nuzopepmentom CYP3A4. OgHOBpeMeHHBIH NpHEM Ipenaparos,
MHIyuupyromux aktTuBHOCTh CYP3A4, MokeT yBeIMUNUTh KIIMPEHC AapyHaBUpPa, B Pe3yIbTaTe Yero
YMEHBIIUTCA KOHIIEHTpalusl JAapyHaBupa B 1a3me. OJHOBPEMEHHBIM MpUEM JapyHaBHpa C
uaruouTopamu CYP3A4 MoKeT yMEHBIITUTh KIUPEHC JapyHaBHUPA, B pe3yJIbTaTe YeTr0 YBEIUIUTCS
KOHLIEHTpAIUs JapyHaBUpa B IJIa3Me.
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BnusiHue Ha crTOCOOHOCTD K YIIPABJICHUIO aBTOMOOMIIEM H ABIKYITUMUCS MEXaHU3MaMH.
HccnenoBanuii 0 BAMSHUM NPUMEHEHUS KOMOMHALIUU HPE3I/ICTA®/pI/ITOHaBI/Ip Ha CIIOCOOHOCTH K
YOPaBIEHUIO AaBTOMOOWJIEM M JBHXKYLIUMHUCS MEXaHM3MaMH He MpoBoamwiock. OpHako mpu
pPacCMOTPEHUH CIOCOOHOCTM MAIMeHTa K YIPaBICHUIO AaBTOMOOMJIEM U JBMKYIIUMHCS
MEXaHU3MaMH, CJIEAYeT YUYWUTBIBATh TOJOBOKPYXXEHHE, OTMEYAaEMOE€ Yy HEKOTOPBIX NALMEHTOB,
HOJIyYaroIluX Tepanuo KOMOMHaLueH HPE3I/ICTA®/pI/ITOHaBI/Ip.

®opma BbINIYCKA

TabyeTku, MOKPHITHIC INIEHOYHOU 00070uKOM 75 Mr, 150 mr.

75 mr: o 480 TabneTok BO (IaKOH U3 MOJMUITHIICHA BEICOKOM MIOTHOCTH, 3aKPBITHIA aIFOMUHUEBON
IJIEHKOH, C MOJUIIPOIMIIEHOBOM KPBIIIKOW, 3AIAIEHHON OT CIIy4alHOIO OTKPBIBAHUS JEThMU.

150 mr: mo 240 tabmerok Bo (hJIAaKOH U3 TOMUATHIEHA BBICOKOW TUIOTHOCTH, 3aKPBITHIH
QJTIOMUHUEBON IUIEHKOM, C TMOJHMPONWICHOBOW KPBIIKOW, 3allUMIIEHHOM OT CIIy4ailHOrO
OTKpBIBaHUS I€TBMHU.

Kaxnpiii piakoH BMecTe ¢ MHCTPYKIMEHN 10 MEAULIMHCKOMY PUMEHEHHIO TIOMEUIAI0T B KAPTOHHYIO
NayKy.

Cpoxk rogHocTu
2 roga. He ucronbs30BaTh M0 OKOHYaHUN CPOKA TOTHOCTH.

YciaoBus XxpaHeHust
Xpanuts 1pu Temreparype He Boie 30 °C.
XpaHUTh B HEJOCTYITHOM IS IETE MecTe.

YciaoBus oTnycKa u3 anrexk
ITo peuernry.

IIpousBoauTenn

[Ipou3BOJICTBO TOTOBOI JIEKAPCTBEHHOW (HOPMBI:

Sunccen-Opto JIJIC, 00778 Creiit Poya, 933 km 0,1 Meitmu Bapg, ['ypa6o, [lyspto-Puxo (CIIA)
BropuuHas yriakoBKa U BBITYCKAOINN KOHTPOJIb:

Succen-Cunar C.n.A., Kononbo-Momnuese, Munan, yi. M. Byonaportu, 1.23, Utanus

Buiajenen perucTpaiHOHHOIO yA10CTOBEPEHUsI, OPraHU3alNsl, IPUHUMAIOIIAS MPeTeH3UH
000 «/Ixoucon & Jlxxoncon», Poccus, 121614, Mocksa, yi. Kpeutarckas, 17/2

KoHnrtakTHbIC TenedOHBI:

Temn.: (495) 755-83-57

dakc: (495) 755-83-58

Hannas eepcus uHcmpykyuu no MeOuyuHCKOMy npumenenuro oeticmeumensvua ¢ 18 aseycma 2010 e.
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