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JAPYHABUP

PerncrpaunoHHsblii HOMep:

ToproBoe nanmenoBanue: /lapyHaBup

Me:xkayHapoaHoe HenaTeHTOBAHHOE HJIH TPYNNHPOBOYHOE HAHMMEHOBAHHE:
JapyHaBUP

JlexkaperBennas popma: TabIeTKH, MOKPBITHIE NIEHOYHONH 000JI0UKON

Cocras:

CocraB Ha ojiHYy TabJIeTKY:

CocraB suipa:

Heticmeyiowee eewjecmeo: napyHaBupa 3TaHojar - 867,3 Mr (COOTBETCTBYIOIIUII
napyHaBupy — 800 mr)

Bcnomozamenvhvie eewjecmea: UEINION03a MHKpOKpucTauindeckas MC-101 -
139,2 mr; nosunon K-30 - 49,5 mr; kpocrioBugoH - 33,0 Mr; KpeMHHS JTHOKCHL
KOJUTOMIHBIN - 5,5 MI; Maruus creapar - 5,5 Mr

Coctas mieHo4Hoi#t o6omouku: OTTAJIPAM 11 85F 13962 Opamskesstii (OPADRY®

IT 85F13962 Orange) [nmonuBUHMUIOBBIH ciupT — 17,6 mr, Makporo/I1DI" — 8,9 mr,
TATaHa OUOKCHA — 8,6 Mr, TadbKk — 0,5 MI, aJIOMMHUEBBIM JIaK Ha OCHOBE
KpacHUTeJIsl COJTHEUHOro 3aKkara xeiaroro - 2,4 mr] — 44,0 mr

Onucanne: Tabnerku, NOKpBITHIE IUICHOYHON OOOJIOYKOM OpaH)XeBOrO IIBETA,
JIBOSKOBBIITYKJIBIE, OBAJILHOM (POPMBI; Ha MONEPEYHOM pa3pese SApO MOoYTH GeIoro
[[BETA.

®apmakoTepaneBTHYecKasi rpynna: nporusosupycaoe (BHUY) cpeacrso

Kox ATX: JOSAE10



DapmakoJI0rHyecKue cBoHcTBA

Dapmakoounamuxa

Mexanuzm oeticmeus

HapyHaBup sBIsieTCsl HHTHOMTOPOM AUMEPU3AIUH ¥ KaTATUTHIECKOH aKTHBHOCTH
IIpOTeasbl BUpYyCa HMMyHOe(DHULIHTA YEJI0BEKa [-ro THIIA
(BUY-1). Ilpemapar J[lapynaBup u30MpaTenbHO WHIUOMPYET —paclIellIeHHe
noymnporenHoB  Gag-Pol BUY B  HHQUIMPOBAaHHBIX BHPYCaMH KJIeTKaXx,
MpenoTBpalas 00pa3oBaHHe MOJHOLIEHHBIX BUPYCHBIX YACTHIL.

IIpomusosupycnas axmusrnocme in vitro

JlapyHaBHp MNposBIAET AKTHBHOCTh IMPOTUB JabOPATOPHEIX INTAMMOB M
KnuHu4eckux m3onsatoB BMU-1, a takxke npotus nabopatopHslx mrammos BUY-2
B JIHHUSIX OCTPO MHOUUMPOBAHHBIX T-IUMQOLHUTOB, MOHOHYKJIEAPHBLIX KJIETKAX
nepudepryeckoil KpoBH dYeloBeKa W MOHOLHMTaxX/Makpodarax ueaoBeKa, ¢
MenuaHou 3Havenus 50 % osddexruBHoit konuentpaumu (ECsp) or 1,2 no
8,5 umons/n  (0,7-5,0 ur/mn).  JlapyHaBup  MNpOSIBISET — MPOTHBOBHPYCHYIO
aKTHBHOCTB 11 Vifro 10 OTHOLIEHHMIO K HIMPOKOMY CIIEKTPY NEPBHYHBIX M30JISTOB
BUY-1 rpymmer M (A, B, C, D, E, F, G) u rpymnel O ¢ ECsy or <0,1
1o 4,3 HMOJIB/I1.

Otu 3Havenuss ECs) HAMHOTO HHKe JMana3oHa KOHIEHTPALUH, BbI3BIBAIOIIHX
TOKCHYHOCTE B 50 % kierox (ot 87 m0 >100 MxMoB/N).

Pesucmenmuocmo

Cenekiusi pe3UCTEHTHBIX K JapyHaBupy BHpycoB M BUY-1 «amkoro Tumay»
in vitro 6bUTa LMTenbHOM (6onee 3 set). [loydeHHbIE BUPYCHI HE MOIIIM PAacTH B
NPUCYTCTBHH ~ KOHUCHTpAaLUUH jpapyHaBupa Bbimle 400 Hmons/n.  Bupycsr,
OTOOpaHHbIE B  OTHX  YCIOBHSIX M  JE€MOHCTPHUPYIOIIME  CHH)KEHHYIO
BOCIIPHUMYUBOCTD K AapyHaBupy (B 23-50 pa3), comepxkaiu 2-4 aMHHOKHCIOTHBIX
3aMEHBl B TeHe npoTeasbl. CHUKEHHAs: BOCHPMUMYUBOCTh K JApyHaBHPY B
BO3HHUKAIOUIMX MPHU CEIEKIHH BUPycaX B JaHHOM JKCIIEpUMEHTE He MOXET OBITh

00bsICHEHA IOABICHUEM ITHX MYTAIHi FeHa IPOTEeasbl.




[lo jaHHBIM KIMHHMYECKHX wHCCieI0BaHUI y TallHCHTOB, paHee IOJIyYaBIINX
AHTHPETPOBUPYCHYIO TEpaIHIO, BHUPYCOJOTHUYECKHIH OTBET Ha JapyHaBUp B
KOMOMHAIMM C PUTOHABUPOM B HH3KOH 103e CHHJKQJICsS,, KOrjla B Hauaje
MCCIICN0BaHUs TIPUCYTCTBOBANIM HIIM B XOIE JICYCHUS PAa3BUBAIMCH 3 U Oojee
MYyTalKH, CBA3aHHBIX C PE3UCTEHTHOCTEIO K AapyHaBupy (VIIL, V32I, L33F, 147V,
I50V, I54L v M, T74P, L76V, 184V u L89V).

Kparnocts nossiuenus ECs AapyHaBHpa 110 CpaBHEHHIO ¢ ucxoaHo# (FC) 6bu1a
CBA3aHA CO CHMIKCHHEM BHPYCOJIOrHYECKOTO OTBeTa. Bhuiu ompeerensl BEpPXHUH
W HIKHHH KIHHA4eckue nopord B 10 u 40 pa3s. M301aTsl ¢ HCXOIHOI KPAaTHOCTBIO
FC <10 pa3 BocipuMMYHBEL; H30JISTEI C kpaTHOCTBIO FC o1 10 no 40 pa3 o6nananu
CHHXXEHHOM BOCIIPHHMYHBOCTHIO; H30JisiThl ¢ FC >40 6bu1H PE3HUCTEHTHBIMH.
Bupycel,  u3onupoBanHble Yy manueHTOB, NOJTYYaBIIUX  KOMOHHAIMIO
AapyHaBup/puToHaBUp 1o 600/100 mr 2 pasa B CYTKH, y KOTOPBIX DPa3BHIIACKH
BUPYCOJIOTHYECKas Hey/1aua B BUJC PELU/INBA, H KOTOPbIe ObLIM BOCIIPHUMYHBEI K
THIIpAHABHPY B  Havalle HCCIEJOBAaHHUs, OCTAIHCh BOCIPUMMYHBBIMH K
THIPaHABUPY ITOCJIE JIEYEHHUS B II0JABJIAIOIIEM GOJBIINHCTBE CITy4Yaes.

Haubornee Huskas vactora pasBUTHS pe3rCTeHTHOCTH HABMIOTAIACH y MalHeHTOB,
PaHEC HE IMOTyHaBIINX JICYCHHS CPEJCTBAMH aAHTHPETPOBUPYCHOH Teparmw,
KOTOPBIC BIICPBbIC HAYald IOJNY4YaTh AAPyHaBUP B KOMOWHAUMM C APYTHMH
TnpenapaTaMy aHTHPETPOBUPYCHOM Tepamuy.

llepexpécmmnasn pesucmenmnocme

FC nmapynabupa Gbuta menee 10 must 90 % u3 3309 KIMHHYECKHX H30JI5TOB,
PCSHCTCHTHBIX K aMmIpEHABUPY, ara3aHaBUPy, HWHAMHABUDY, JIONUHABUDY,
HEJI()MHABHPY, PUTOHABUPY, CAKBHHABUPY W/WJIH TUIMPAHABUPY, YTO YKAa3BIBAET,
4TO BHUPYCBI, YCTOHYMBbIE K OOJBIIMHCTBY HHIMOMTOPOB IPOTEa3bl, OCTAIOTCS
BOCIIPUMMYHMBLIMU K JAapyHaBUDY.

Dapmakokunemura

DapMakoKHHETHYECKHEe CBONCTBA IapyHaBHPa, IPUMEHSBLIErOCS B KOMOUHALIUH C
PHTOHABUPOM, M3yHalnCh y 310POBBIX 100poBoIbLEB U Y BUY-HHGHUIMpPOBAHHBIX

nauuenToB. KOHIEHTpauuu JapyHaBHpa B IJ1a3Me OBLIM BBIILIE y MalUEHTOB,



uHpuurpoBanHbix BHY-1, dem y 3[0pOBBIX JOACH. DTO pasjiuuue MOXKHO
00BACHUTH 00JIee BHICOKAMH KOHIIEHTPALUsIMH aibda-1-KHCIoro riMKonpoTeHHa
y [anueHtoB, HHOGUUMpoBaHHBEIX BHY-1, YTO NpPUBOAUT K YBEIHYCHHIO
KOJIMYECTBA JapyHaBUpa, CBS3aHHOTO C anb(a-1-KKC/IbIM  TIIHKONPOTEHHOM
miasMbl. JlapyHaBup Mmetabonusupyercss B ocHoBHOM u3odepmentamu CYP3A.
PutonaBup wunrubupyer wuzobpepmentsl CYP3A nedeHu u, TeM caMbIM,
CYIIECTBEHHO MOBBIIIAET KOHIIEHTPAIHIO TapyHaBUpa B IUIa3Me.

Bceacwvisanue

I[Tocne mpuema BHYTpPb JapyHaBUP OBICTPO BCACBIBAETCS B XKeJyA0YHO-KHIIEYHOM
TpakTe. MakcuManpHas KoHueHtpauust gapyHaBupa B miasMe (Cpa) B
IPUCYTCTBMH HM3KOH J03bI pHUTOHaBHpa JocTHraercs uepes 2,5 — 4,0 u.
AGcomoTHas 6MOJOCTYIIHOCTS ONHOW 03l AapyHaBupa (600 mr) mpu mpueme
BHYTPb COCTaBMIIa OKOJIO 37 % ¥ yBEeIIMYUIach NpUMepHO 10 82 % B NPHCYTCTBUU
putonasupa (100 Mr nBa pasa B cyrku). OOmiee BiMsiHHE PHTOHaBMpa Ha
OUMOJOCTYMHOCTh AAapyHABHpa COCTOSUIO B NPUMEpPHO |4-KpaTHOM yBETHYCHUH
KOHIIEHTPAIMK JapyHABHpA B IUIa3Me IOclIe OJHOTO mpuema BHYTph 600 mr
napyHaBupa B KoMOuHALKH ¢ puToHaBupoM (100 Mr Ba pasa B CyTKH).

[Mpy mnpueMe HATOIIAK OTHOCUTENIbHAsA OHMONOCTYNHOCTH JapyHaBHpa B
NPUCYTCTBHH HHM3KOH J103bl PUTOHABHMpa OblIa HHUXKE, YeM IIpU MpPHEME BO BpeMs
enpl. ClenoBaTellbHO, JapyHaBUpP HYXKHO IPMHMMAaTh BMECTE C PUTOHABHPOM BO
BpeMsl eJibl. XapakTep MUK He BIUAI Ha KOHLEHTPALHH AapyHaBHUpa B I1a3Me.
Pacnpeoenenue

Oxoino 95 % papyHaBupa CBS3bIBaeTCsl ¢ OeJIKaMM IUIa3Mbl, [IPEUMYILECTBEHHO C
anbda- 1 -KUcIbIM MNIMKONIPOTEHHOM.

[Tociie BBeleHHS BHYTPUBEHHO OOBEM pacrpele/leHus JapyHaBHpa B KauecTBe
MOHOTepanuu coctasyusn 88,1+£59,01 (cpeaHuii + CTaHAApPTHOE OTKIOHEHHE) H
Bo3pactan a0 131£49,91 (cpeanmii + craHfapTHOE OTKIOHEHHE) B MPHUCYTCTBHH

putonasupa (100 Mr 2 pasa B CyTKH).




Memabonuzm

B skcnepuMeHTax in vitro Ha MUKpOCOMax IMeveHH 4YeoBeKa ObLI0 MOKa3aHo, YTOo
JapyHaBUp TMOABEPraercs IPEeUMYIIeCTBEHHO OKUCITHTEIBHOMY MeTab0Iu3MYy.
JapyHaBHp MeTaOOMH3UPYETCs MPEHMYIIeCTBEHHO B [EYE€HH CHCTEeMOH
nuroxpoma  P450, moutm  uckmouutensHo — uszodepmentom  CYP3A4.
UccrenoBanue, B KOTOPOM 30POBBIE JOGPOBOBIE NPHHUMAIH ' C-IapyHaBHp,
ToKa3ao, 4YTo 0oJbliasi 4acTh paJIMOAKTUBHOCTH B IUIa3Me I0c/ie OJHOro npueMa
400 mr napynasupa u 100 Mr putoHaBHpa IPHUXOAWIACH HA JOIIO HEM3MEHEHHOTO
JapyHaBupa. Y d4ejlOBeKa HAGHTH(QUIIMPOBAHO IO MeHbIIed Mepe 3
OKHCJIHTENIBHEIX MEeTabOIUTa NapyHaBHpa; aKTHBHOCTh BCeX 3THX METaOOIMTOB B
OoTHOIIEHUH «auKoro tuna» BHUY cocrasmsuia menee 1/10 oT akTHBHOCTH camMoOro
JlapyHaBHpa.

Buigeoenue

Ilocnie opHokpaTtHoro npuema 400 Mr '*C-mapysaBupa um 100 Mr puTOHaBHpA
okoio 79,5% u 13,9 % pannoakTHBHOCTH OOHApYKHUBAJIOCh B Kaje W Mode
COOTBETCTBEHHO. Ha 101110 HeM3MeHeHHOro JapyHaBupa npuuuiock oxomno 41,2 %
u 7,7 % panvoOakTHBHOCTH B Kalle © MO4Y€ COOTBETCTBEHHO. KOHEUHEIH MepHon
IOJIYBBIBEJICHHsI JapyHaBupa COCTaBHJI OKoJo 154 mnpu ero mpueme B
KOMOMHALlMK ¢ pUTOHaBUpoM. KiMpeHC napyHaBHpa IOC/ie BHYTPHBEHHOIO
Beegienus 150 mr cocrasui 32,8 51/u (Ge3 puroHaBupa) U 5,9 /4 B NPUCYTCTBHH
HH3KOH J03BI PUTOHABHPA.

Ocobvie epynner nayuenmos

HHemu

(DapMaKkOKHHETHKA JapyHaBHpa B KOMOMHALMKU ¢ PUTOHABUPOM IMPU NPUMEHEHHH
1 pa3 B cyrku usyvanack y 12 pereidf, paHee He IOJy4YaBLIMX JI€UEHHUs
pernapaTaMy aHTUPETPOBUPYCHOM Tepanuu, B Bozpacre oT 12 no 18 neT u Maccoi
tesna He MeHee 40 kr. [Ipu npuéme y Hux KOMOMHALMU JapyHaBUP/pUTOHABUD
800/100 Mr 1 pa3 B CYTKH KOHIIEHTpallds JapyHaBHpa B IulasMe Obuia
COMOCTaBMMa C TAKOBOM y  B3pOCHBIX, MPUHUMABIIMX  KOMOHHAIIMIO

napyHaBup/putoraBsup 800/100 mr 1 pa3 B cyTku. Takum o0pa3om, 0JHa U Ta XKe



J03UpOBKa, INpHMeHseMas | pa3 B CyTKH, MOXeT OBITh HCIIOAB30BaHA Y
IIOAPOCTKOB, paHee IOoJyyYyaBlIUX Je4eHue, B Bo3pacte oT 12 no 18 ner ¢ maccoii
Tena He MeHee 40 kr, 6e3 MyTaluii, CBI3aHHEIX C Pe3UCTEHTHOCTEIO K AapyHaBHPY
(VIII, V321, L33F, 147V, 150V, 154M, I54L, T74P, L76V, 184V u L89V),
ypoBieM PHK BHY-1 B miazsme <100000 xomuii/Mi M UUCIOM KIIETOK
CD4+ >100 xretok x 10%1 u Y B3pOCIIBIX.

lloowcunvie nayuenmot

[TonmynauuonHsl (apMakokuHeTHUecKHi aHanmu3 y BHWY-uHQHUIIHpOBAHHBIX
MAIHEHTOB I10Ka3aJl OTCYTCTBHE 3HAYUMBIX paziMuuil (papMakOKHHETHYECKUX
napaMeTpoB JapyHaBupa B Bo3pacTHO# rpymne 18-75 ner (B 3TOT aHanu3 ObUIM
BKIIO4eHb! 12 BUY-uH(uUIIMpOBaHHBIX MTallUeHTOB B Bo3pacTe 65 JieT U crapiue).
Tem He MeHee, faHHBIE 110 IPUMEHEHHIO JapyHaBHpa y MAallHEHTOB cTapiue 65 jeT
OTrpaHUYEHHBI.

Ilonosvie paznuuus

[TonmynauuoHHbI  (hapMaKOKMHETHYECKUH aHalu3 BBISBUJI HECKOJNbKO OoJee
Beicokne (16,8 %) koHueHTpamuu napyHaBupa Yy BHWUY-uHpHUIMpOBaHHBIX
KeHIWH, yeM Yy BUY-uHbuuMpoBaHHbIX MyK4uH. JJaHHOE pa3ivyue He sIBISETCS
KJIMHAYECKH 3HaYHUMBIM. |

lHayuenmuvr ¢ Hapywenuamu QyHKyuu novex

Pe3y/bTaThl HCCIIEOBAHMS C UCIIOIB30BaHHEM ' C-JapyHaBHpa B KOMOMHALMH C
PUTOHABMPOM IOKa3zaju, 4To OKojo 7,7 % TNpUHATOM [H03b1 JapyHaBHpa
HKCKPETHPOBAJIOCH C MOYOM B HEM3MEHEHHOM BHIE. Y MAIMEHTOB C HApYLIEHUsIMH
(GyHKIMH NoveK (papMaKOKHMHETHKY JapyHaBHpa HE M3y4alld, HO IOIYJISIIMOHHBIH
(bapMakOKMHETHYEeCKHI aHAIM3 I0Ka3ajl OTCYTCTBHE 3HAYMMOIO M3MEHEHUS
GapMakOKHHETHYECKHX IapaMeTpoB mAapyHaBupa y BHY-unduumuposanHbx
MALUEHTOB C YMEPEHHO BBIPAKEHHBIMH HApYLIEHUSAMH (PYHKLUHUH [1OYEK (KIHUPEHC
ceIBOpoTOYHOro kpearuHuHa 30-60 mn/mun, n = 20).

[layuenmur ¢ HapyueHuaMU QYHKYUU nNeYeHU

JlapynaBup MeTabOIM3UpyeTcss U BBIBOJUTCS IPEUMYIIECTBEHHO IevyeHbo. B

HACCIICAOBAaHUHN C IPUMCHCHUEM HECKOJIBKMX 103 AdpyHaBHpPa B KOMOHHALIMK C




puToHaBupoM (600/100 Mr) 1mBa pa3a B JeHb OBLIO MOKAa3aHO, 4TO oO0Las
KOHIICHTpalKs NapyHaBUpa B [U1a3Me y NALHEHTOB C JerkuM (Knace A 1o wikaie
Yainn-Tlsto, n=8) u ymepennsim HapylieHueM (yHKIMU medeHH (kace B mo
wxane Yaiina-Isto, n=8) Gbu1H CpaBHUMBI ¢ TAKOBBIME 1apaMeTpaMH y 310POBBIX
mun. TeM He MeHee, KOHLUEHTPALMH HECBA3AHHOTO JapyHaBUpa ObLIM MPUMEPHO
Ha 55 % (kmacc A no mikaie Yaiing-Ilero) u 100 % (xkmace B mo mxane
Haiinn-ITsro) Beme. Kinuuueckas 3HAYUMOCT 3TOrO TIOBBIICH S HEM3BECTHA, U
npenapat JlapyHaBup clielyeT IPUMEHSTh Y TAKUX NALHEHTOB C OCTOPOIKHOCTBIO.
Oddexr TmKenoro Hapymerus GyHKUMH nedeHH Ha (bapMaKOKHHETHKY
AapyHaBUpa HE U3y4dalics.

bepemenrocme u nocrepodosoil nepuod

IIpy npueme xomOGuHanWH AapyHaBUp/pUTOHaBHP B 103e 600/100 mr 2 pasa B
cyrkn wmmg 800/100mr 1 pas B cyrkm B cocTaBe KOMOHHHPOBAHHOM
AHTHPCTPOBHPYCHOH Tepanuy, KOHUEHTPALMH [apyHAaBHpa W PUTOHaBUpa B
IU1a3Me KPOBH OBUIN HUIKE IIPU [IPUEME BO BpeMsI OepeMEHHOCTH 0 CPaBHEHHIO C
TaKOBBIMH pu pueme, B MI0CJIEPOIOBOMH NIEPHO,. Onnako,
(hapMaKoKMHETHYeCKHe NapaMeTpbl HeCBA3aHHOTO (aKTHBHOTO) KapyHaBupa ObLIH
CHHIKCHBI B MEHBIICH CTENEeHM, Tak Kak BO BpeMs OepeMeHHOCTH HabIonaeTcs
YBCIIMFICHUC KOHUCHTPAUMK CBOOOAHOH ()pakUMH NapyHaBHpa IO CPABHEHHIO C

TaKOBOH B [IOCJIIEPOIOBOM IIEPHOJIE.

Mannble hapmMakoKHHETHKH 00mero AapyHaBHpa nmocjie npuémMa KOMOMHALMH
AapyHaBup/putonasup B g03e 800/100 mr 1 pa3s B CYTKH B pAMKaX CX€MblI
AHTUPETPOBHPY CHOH TEPANHH BO BTOPOM TPHMeCTPe GepeMeHHOCTH, TPeTheM
TPUMeCTpe OePEeMEHHOCTH H IOCJIEPOI0BOM NepHOe
DapMakoKHHETHKA Bropoii rpumectp | Tperuii Tpumectp IlocsieponoBbiii
o0mero fapyHasupa OepemMenHOCTH OepeMeHHOCTH nepuoja
(cpeanee £ (n=16) (n=14) (6-12 Hemenn)
CTAHIApPTHOE (n=15)
OTKJIOHEHHE)
Cinax, HI/MII 496441505 5132+1198 7310+£1704
AUCy4p, Hr*9/M11 62289+16234 61112+13790 92116429241
Cmin, HD/MNT 1248+542 10754594 1473+1141

Y KeHILIHH, NOTy4aBIIMX KOMOMHALMIO napyHaBup/puToHaBHp B J03¢ 800/100 Mmr

1 pa3 B cyrku B Teuenue 2-ro TpUMecTpa OepeMeHHOCTH, cpeHue 3HaueHus: C

max



(MakcuMasbHasi KOHLEeHTpauus AapyHasupa B muasme), AUCy, (Iiomans Mo
KPHBOW «KOHLIEHTpaLUA-BpeMsA» B TeueHUe 24 4. mocie npuema npenapara) 1 Cpi,
(MHUHMManbHasl KOHLEHTpalHus JapyHaBHpa B IUIa3Me) JapyHaBHpa OBLIH,
coorBeTcTBeHHO, Ha 33 %, 31 % u 30 % HmxKe No CpaBHEHHIO CO 3HAYECHUSIMH
JaHHBIX II0KasaTejled B II0ciaeponoBoi nepuox. Bo Bpems 3-ro Tpumectpa
OepeMeHHOCTH 3HAUEHHUS Cppay, AUCo4, 1 Cyjy AapyHaBUpa OBUIH, COOTBETCTBEHHO,
Ha 29 %, 32 % u 50 % HuKe Mo CpaBHEHHUIO CO 3HAYCHHUSIMH JaHHBIX MTOKa3aTeseH
B [TOCJIEPOLOBOM ITEPUOI.

IToxaszanusi K NPUMEHEHHIO

Jleuenue BUY-undexunu y B3pocibiX NaueHToB (B KOMOMHAIIMK ¢ HU3KOU 10301
PUTOHABUPA U APYTUMHU aHTUPETPOBUPYCHBIMH IpenapaTaMu).
IIporuBonoka3zanusi

¢ [ 'WMnep4yyBCTBUTENIBHOCTh K JapyHaBUPY WM K JIIOOOMY BCIIOMOraTelbHOMY
BEILIECTBY, BXOJSIIEMY B COCTAB IIPeIapara;

e  OnHOBpeMeHHbIH npueMm npenapara JlapyHaBAp W PHUTOHABHpA B HHU3KHX
J03ax ¢ IperaparaMy, KIUPEHC KOTOPBIX MPEUMYIIECTBEHHO OIpeaesseTcs
m3odepmentoM 1mmroxpoma P450 CYP3A4, W MOBBINIEHHE KOHLIEHTPALUH
KOTOPBIX B IUIa3M€ CONPSDKEHO C BO3HUKHOBEHHEM CEpPbE3HBIX  W/WIIK
YIPOXKAIOIIKX KU3HU MOOOYHBIX 2P deKToB (Y3KHH TepareBTUYeCKHil Auarna3oH).
K Takum npenaparam OTHOCATCS acTeMH30J1, aly3031H, KOJIXULUH (Y MALHEHTOB
C TMOYEYHOH HJIM IE€YEHOYHOM HEJ0CTATOYHOCTBHIO), AAllOKCeTHH, CHiIeHa(uI
(mpUMeHsIIOUIMKCA A Tepanuu  JIETOYHOM apTepUalbHON  TUIePTEH3HH),
aBaHaui, TeppeHaaMH, MujazonaM (IepopajabHO), HAJIOKCEroJ, TpPHUA30JaM,
LM3aNpu, TUMO3M/, JIypa3u/I0H, paHOJIa3uH, CEPTHH/IO0J, KBETHAIIHH, MpernapaThl,
COZIepIKalIHe aJIKaJIOU/Ibl CIIOPBIHBY (3PrOTaMuH, JUTHAPOIPrOTAMHH, IPrOMETPUH
M METWIDPrOMETpHUH), WBaOpajdH, KOMOWHAIMS  JIONUHABUP/PUTOHABUD,
aMHOJapoH, Oempuiani, JApoHeNapoH, KOMOWHALMS —TIpa3onpeBHp/310acBUp,
XMHHIWH, JIAJOKauH I[PH CHUCTEMHOM BBEJEHMHM, CUMBACTaTHH, JIOBACTATHH,
THKarpeyiop, JIOMHTAHA (cM. Takxke pasznen «BzaumopelicTBue ¢ JApyrHMMH

JIeKapCTBEHHBIMU CPEJICTBAMUY );




Ilpy npumeHenun npenapara JlapyHaBUp M pHTOHaBUpa B HH3KUX 038X
[IAIlMeHThl HE MOJ/DKHBI OJHOBPEMEHHO IIPUMEHSTH Ipenaparbl, CcoJepiKallue
pudaMnuLMH, a TaKKe IperapaThl, COAepiKallHe O3KCTPaKT 3Bepobos
IIPOBIPABIEHHOI0, MOCKOIbKY OJHOBpEMEHHOE NMpPHMEHEHHe MOJKeT IPHBECTH K
NOHM)KEHUIO KOHLIEHTpalMM JapyHaBHpa B IUIa3Me. OJTO MOXKET IIPUBECTH K
II0TEPE TEPANEBTHYECKOTO d(P(PeKTa U pa3sBUTHUIO PE3UCTEHTHOCTH.

e  Tsxenas neyeHouyHas HejgocTaTouHOCTh (Kiace C no Yakna-I1s10);

e  Jlerckuii Bo3pact 10 18 net (Julst JaHHOM 103UPOBKH).

C 0CTOpPOKRHOCTBIO

- Y NalMeHTOB ¢ HapylleHWeM (QYHKIHMU IMEYeHH JIETKOW M Cpe/iHell CTeneHH
(xnace A u B no Yaiing-ITer0);

- Y mauMeHToB ¢ ajulepruei k cyiabpoHamMuaaM;

- Y NalKWeHTOB, KOTOpble BO BpeMsi OEpeMEHHOCTH M B TOCIEPOJOBON MEPHOJ
OJTHOBPEMEHHO  NPUHUMAIOT  [penaparbl, KOTOpPble MOIYT  YMEHbIIATh
KOHILIEHTPALHMIO JapyHaBHpa B IJIa3Me KPOBH;

- Y nauuMeHToB MOXHUJIOro Bo3pacta (0T 65 JieT u crapiie).

Ilpumenenne npu GepeMEHHOCTH H B IEPHOJ FPYAHOI0 BCKAPMJIHBAHHS
bepemennocmeo

[lonHOLEHHBIX HCCNENOBaHUH y OepeMeHHBIX JKEHIIMH IO OILEHKE BIIUSHUS
JapyHaBHpa Ha HCcXoj OepeMeHHOCTH He IpoBoauioch. HMccrnenoBaHus Ha
JKMBOTHBIX HE BBIBHIIM Yy JlapyHaBUpa TOKCHYECKOW AaKTUBHOCTH WJIM
HEraTHBHOI'O BIIMSIHHSI HA PENpOJAyKTHBHYIO (QYHKIHIO W (epTHIBHOCTh. B
UCCIIEZIOBAHUAX Y KPBIC JapyHaBUpP He OKa3blBajl BIMSHHS Ha CIIOCOOHOCTH K
PasMHOXXEHUIO ¥ (PepTHIIEHOCTE.

Jlis HaOmroeHUsl 3a BIMSIHMEM Ha IUIOJ W OpraHu3M Marepu cos3naH Peructp
CllydyaeB IIpHeMa aHTHPETPOBUPYCHBIX I[IPEMapaTOB BO BpeMs OepeMEHHOCTH

(www.apregistry.com). JlaHHBIH perucTp SABJISICTCS JI0OpOBOJILHBIM

IPOCIIEKTUBHBIM HaOIIOAaTeIbHBIM MCCIEAOBaHUEM C LieJblo cOopa M OLEHKH
JAHHBIX O BIMSIHUM [pUeMa aHTUPETPOBUPYCHBIX IIpernaparoB Ha HCXOI

GepCMCHHOCTH. ﬂaHHBIe O IIPUMEHCHHH HTdpPYHABUPpd B IIEPBOM TPUMECTPE
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OepeMEHHOCTH IOCTATOYHBI JUIA OLEHKH €r0 BIMSHUS Ha YBEIIHUEHHE pHUCKa
TOABJICHHS BPOKICHHBIX Ae(ekToB moxa. K Hactosmemy Bpemenu II0Ka3aHo,
1TO NapyHaBHp HE yBEIMYMBACT PUCK BO3HHUKHOBEHHS BPOIKICHHBIX nedexron
I10/1a.

KomOunauus napyHaBUp/pUTOHABHp TMIPH  COBMECTHOM npuemMe ¢ 0a30Boii
TEpanHel OLEHHBAIaCh B KIMHHYECKOM HCCIIEOBAHUH C ydactueM 36
OepeMeHHBIX JKEHIUH BO BPeMs BTOPOro TPETHEr0 TPUMECTPOB GepeMEHHOCTH.
DapMakOKMHETHYECKHE JAHHBIE MOKA3alM, 4TO KOHUEHTPAlMK JapyHaBHpa U
PHUTOHABHPA BO BpeMsi OepeMeHHOCTH OBUIH HHKE, YeM B IOCIEPOIOBOM nepuoje
(6-12 Henmens). Bupyconorudeckuii orser COXpaHsJICs B 00eWX rpynmnax Ha
MPOTIDKEHUK  Beero uccienoanus. OTCyTCTBOBAaNA BepTHKANbHAS Iepeaya
BUpyca OT Marepu K MiuafeHuny y 31 nNauMeHTKH, NpPUHAMABLINX
dHTUPETPOBHPYCHYIO TEpaliio BIUIOTh 10 poAopaspelleHus. KomOuHamms
NAPYHABUD/PUTOHABHD ~ XOPOIIO  MEPEHOCHIACH Opd  1pdeMe BO  BpeMs
OepeMeHHOCTH M B MOCIEPOLOBOM nepuox. Ilpodune Ge3omacHocTH B AaHHOM
MCCICN0BAHMM  OBLT ~CONOCTABUM C TAaKOBBIM Y B3POCIBIX  MALMEHTOB,
uHGHUuHpoBaHHEIX BUY 1 npuHUMAaonmx KoMGHHAIHIO JapyHaBUP/pUTOHABHUD.
KoMbunanuio tapyHaBup/puToHaBUp MOXHO Ha3HAYATH OepeMeHHBIM JKEHIMHAM
TOIBKO B TEX CITy4asX, KOrja oXulaeMas 110/1b3a ee IPUMEHEHUs s Oyayieii
MaTepH IEepEBEIINBACT NOTEHIHAILHBIN PUCK ISl ILIOJA.

Ilepuoo zpyonozo eckapmnusanusn

Heunspectno, crnocoben m AapyHaBup IIPOHUKATb B TIPYIHOE MOJOKO.
HMccnenosanuss Ha KphicaX IIOKasalu, 49TO npernapar MPOHHKAeT B MOJIOKO.
YuuteiBas Bo3MOKHOCTH nepenaun BUY ¢ TPYAHBIM MOJIOKOM, @ TaKKe pPHUCK
CEPBE3HBIX NOOOYHBIX 3(GEKTOB y Ipy[HBIX AeTeil, CBI3aHHbIA C BO3IEHCTBHEM
Ha HUX napyHasupa, BUY-uHQuUMpOBaHHbIE KEHIMHBL, MOMyYalOLIHe npemnapar
JlapyHaBup,  IOIKHBI  BO3JEPKHBATHCS — OT TPYAHOIrO  BCKapMJIHBaHHSI.
DepmunvHocmo

B uccnenosanmsx Ha Kpeicax He GBUIO BBISBIEHO BIMSHUS Ha (GepTUIBHOCTS.,

Cnocol npumeneHust 1 103bI
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Buytps. Ilpenmapar [lapyHaBup Bcerna criemyeT Ha3HA4aTh B KOMOMHALMH C

HU3KOU JI030H PHTOHABHpPAa B Kade€CTBE€ CpPEACTBa, YJIYYLIAIOIIEr0 €ro

(hapMaKOKHHETUYECKHE XapaKTepUCTHKH, 4 TAKXKe B KOMOMHALIUM C APYTUMH
aHTHPETPOBUPYCHBIMH nperiapataMd. Bo3MOXHOCTE Ha3HaYeHHs PUTOHABHpa
JO/DKHA  OBITh ~ pacCMOTpeHa  J0  Hayaga  Tepamud  KOMOHHALMell
JapyHaBHp/pUTOHABUP.

IlanmeHTs! JOIKHBI ObITh MPOMHCTPYKTUPOBAHEI O TIPHEME mpernapara JlapyHaBup
C HU3KO# 10301 puTOHABUMpPa He no3aHee 30 MUHYT MOCIE 3aBEpPIISHUs bl

ITocne Havana Tepanuu npenapatom JlapyHaBUp NalUeHTH He AOJKHBI H3MEHSTh
WM IIPeKpalaTh Tepanuio 6e3 KOHCYJIBTAlHHU ¢ JICYAIlAM BPayoM.

Bspocnvie nayuenmer:

IMauueHTHI, panee He IlaunenTel, panee Moy4YaBmHe HHrHOHTOPDI POTEA3bI

noJIy4aBuime
HHITHOHTOPBI IPOTEa3bI

HE HMEIOLINe MyTallHi,
BbI3LIBAIOIHX PE3HCTEHTHOCTD

HMEIOIIHE, 10 KpaiHel
Mepe 1 myTrauuio,

K JapyHaBHpY* BBI3BIBAIO LY IO
(¢ maasmenHbIM ypouem PHK PE3IHCTEHTHOCTD K
BUY-1 < 100 000 konuii/ma u AapyHaBupy*
KOJIHYeCTBOM
CD4+ kaerox >100x106/.11)
800mr 1 pas B cyrkm B | 800mMr 1 pa3 B cyrku B | 600 Mr 2 pasa B CyTKH B
koMOuHamuu co 100 Mr | koMGuHanHK co 100 mr | komGuHatuu co 100 mMr
pUTOHABHpa, BO BpPEMs | PHTOHABUPA, BO BPEMS €IbI PHTOHABHpA, BO BpeMsl €/Ibl

CIbI

*MyTanuu, BEI3BIBAIOIIME PE3HCTEHTHOCTD K mapyHaBupy: V1 II, V321, L33F, 147V, 150V,

54M, I54L, T74P, L76V, 184V u L89V.

JUisi NanMeHToB, paHee MOJIYYaBIINX MHIMOMTOPBHI MPOTEasbl, PEKOMEHIYeTCs
IIPOBE/IEHHEe NeHOTUITMYECKHX aHAIM30B.

IIpr HEBO3MOXKHOCTH MPOBEIEHHs TEHOTUIIMYECKUX AHAIM30B, MAlIMEHTaM, paHee
HE  IOJIy4YaBIIHM PEKOMEHIyeTCsl  NPUHHUMATh

UHIHUOUTOPBI  MIPOTEaskl,

komOuHauuio Jlapynasup/putonasup 1 pas B cytku 800 mr/100 mr, a nanueHTam,
paHee TMOJNYYaBIIMM HWHTHOMTOpPBI IpPOTeasbl, PEKOMEHAYETCs NPMHMMATh
xoMbrHauio Jlapynasup/puronasup 2 pasa B cytku 600 mMr/100 wmr.

Tun muuw we Biuser Ha abcopbumio jgapyHaBupa. Puromasup (100 mr)
HCIIOJIB3YeTCsl B KAYECTBE yCUIIUTENs (hapMaKOKMHETHKH JapyHaBUpa.

Hoocunvie nayuermor
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Mudopmanus 1o MpUMEHEHHIO y MOXHJIBIX MAlHEHTOB orpaHuveHa. [loaTomy
KoMOuHamus JlapyHaBMp/pUTOHABUD JOJDKHA IPUMEHSITECS C OCTOPOXKHOCTHIO Y
NAlHEHTOB JaHHON BO3PAaCTHOW IPyIIIbI.

Ilayuenmur ¢ napywenusmu gyHKkyuu neuenu

Y TMalHeHTOB ¢ JIETKMM HIIH CpPEIHEH CTeleHW HapylueHHeM (QYHKIHH IeYeHH
(kmacc A u B mo Yaiing-Ilero) koppekuuu jo3bl He TpeOyeTcs, OIHAKO
HEOOXOAUMO  COOJIONATh  OCTOPOXKHOCTH IPH NPUMEHEHHH KOMOWHALUH
JapyHaBUp/pUTOHABUp y OSTHX NauueHToB. Mudopmaums 1Mo mNpuUMeHEeHHIO
KOMOMHHPOBaHHOH Tepanuu JlapyHaBUpP/pUTOHABUD MPH THKEIBIX HapylIEHHsIX
(QyHKIMM ~ TI€YeHM  OTCYTCTBYeT; CIIeOBaTelbHO, JaTh  Clield(HIecKue
PEeKOMEHJALIMK [0 JO03HPOBAaHHIO HE MPEACTABISIETCA BO3MOXKHBIM. [Ipuem
KoMOuHanuu JlapyHaBUp/pUTOHABHDP Yy TMALMEHTOB C TSDKEJION IedyeHOYHON
HeocTaTo9HOCThIO (Kinace C no Yaiina-I1bi0) mpoTuBonokasaH.

[layuenmel ¢ HapyweHUAMU QYHKYUU NOYEK

Y NauueHTOB ¢ HapylleHUSAMH (DYHKIHH TOYEK M3MEHEHHE 103 B KOMOHHALMH
HapyHaBup/pUTOHaBUP He TpedyeTcs.

bepemennocmo u nociepodogoti nepuod

He Tpelyercst KoppeKLuu /10361 KoMOMHAIMK JlapyHaBUP/PUTOHABUD Y MALHEHTOB
BO BpeMsi OEpEMEHHOCTH M B TOCIepojoBoii nepuoi. Heobxomumo cobironars
OCTOPOXKHOCTD Y TTAIlHEHTOB, OJHOBPEMEHHO NTPHHUMAIOIIMX IperapaThl, KOTOpPbIE
MOTYT YMEHBIIATh KOHLIEHTPALHIO lapyHaBUpPa B IIa3Me KPOBH.

IIponyck npuema xombunayuu Jlapyrasup/pumonasup

Ecnu omosnanne B npueme komOuHammu JlapyHaBHP/pUTOHABHP, MPUHMUMAEMO
|l pa3 B cyTKH, cOCTaBMJIO MeHee 12 4acoB, MPONYLIEHHYIO 03y CIeAyeT Kak
MOXXHO CKOpee IpPHHSTL BMECTe C IUIIEH, U BO30OHOBUTH OOBIMHBIA PEXHM
JO3UPOBAHUS.

Eciu onosnanue B npueme KomOuHauuu JlapyHaBUp/pHTOHABUD, NPHHUMAEMON
I pa3 B cyrku, coctaBuiio Gojee 12 4acoB, MPOMyIIEHHYIO /103y MPHUHHUMATH HE

CIIeTyeT; CAeAYyIoLas 103a MPUHUMAETCsl B OOBIMHOE BpeMsl.
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IToGo4HoOe neiicTBHe

HanGonee wacteiMu noGounbiMEH  jeficTBHSMH  BO BpeMsI  KJIMHUYECKHX
MCCICIOBAHUH M B [OCTPErHCTPALMOHHOM MEpPUOLE OBLIH: AHapes, TOLIHOTA,
ChbIllb, royioBHasA Oonb W pBora. HauGojee uacTeiMu CePbE3HBIMU TTOOOYHBIMU
AEHCTBUSIMH OBUIM: OCTpasl [oveqHas HE/I0CTaTOYHOCTh, HMH(pAPKT MHOKapJa,
CHHIPOM  BOCCTaHOBJICHMSI MMMYHHTETa, TPOMOGOLHTONEHH S, OCTEOHEKpO3,
AMapest, TenaTiT U JTUX0pajiKa.

[ToGoduHble feHCTBHS NpHUBEIEHBI B COOTBETCTBHH ¢ CHCTEMHO-OPraHHOM
KIacCUUKanuell U ¢ pacrlpejeleHHeM MO YacToTe BO3HHKHOBEeHHUA. B kaxmoii
YacTOTHOH TIpymme noGouHble NeHCTBMS MPENCTABICHBI B HOPSIZIKE YMEHBILIEHHUS
HX CEPbe3HOCTH.

Hacrora nobounsix 3¢p¢ekToB Onpenesena CIeAYIOINMM 00pa3oM: OYeHb 4YacTo
(=1/10 cmyuaes), wacto (>1/100 u <1/10 ciy4daeB), Hedacto (>1/1000 u <1/100
ciydaeB), peaxko (>1/10000 u <1/1000 Clly4aeB) H 4YacToTa HEHW3BeCcTHa

(HEBO3MOIKHO OLICHHTH 4acTOTy U3 JJOCTYIIHBIX JIaHHBIX).

CHcTeMHO-0pranHbIii IloGounbie neiicTBus
KJace
Kareropus yacrorni

Hnpexyuonnvie u napasumapnwie 3a6oneéanus

Heuacro | TeprieTnueckas HHpEKLHUA

Hapywenus co cmoponw kposu u AuMpamuuecrkoli cucmemot

Heuacto TpombGonuronenus, HEHTPONEHHMsI, aHEMHSL, JICHKOIIEHHS
Penxo Do3uHOGHIH

Hapywenus co cmoponw UMMYHHOU CuUCmeMbl

Heyacto CHHIPOM BOCCTAHOBIEHHMS HMMYHHTETA, (JlekapcTBeHHas)

IT'HIEPYYBCTBHTEIBHOCTD

Hapywenus co cmoponsvt andoxpunnoi cucmenor

Heuacto l'unotupeos, mnoBelneHHe KOHNIEHTpaLHK THPEOTPOIHOrO
TFOPMOHA B KPOBH

Hapywenus co cmopouv o6mena Beufecme u numanus

Yacro Jlunogucrpodus (B ToM  umcrie JHnorunepTpodus,
nmunomuctpodua,  nmmoatpodus), caxapHelii  juaber,
TUNIEPTPUITTHIEPHIEMHS, THIEPXOJIECTEPHHEMHS,
THIIEPJIHITHIEMHUS

Heuacro Ho;[arpa, AHOPEKCHI, [IOHUKEHHE alllIeTUTAa, CHUIKEHHE MacChI
TEJ1a, I[MOBBILICHHE MaccChbl TE€Ja, TFHTNICPrIIMKEMHA A,
HHCYJIHHOPE3HCTEHTHOCTb, IIOHHXKEHHE KOHIEHTpalMn
JIMIIOTIPOTEHHOB BBICOKOM IINIOTHOCTH, ITOBBIIICHHE armneTHuTa,
ITOJIHAUIICHS, TIOBBILLIEHHE aKTHBHOCTH JIAKTATAETHAPOreHaskbl

L B KPOBH
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Hapywenusa ncuxuxu

Yacrto

Beccoununa

Heuacro Jlenpeccus, nesopweHTalMs, TpeBora, HapylIeHHS CHa,
NaTOJIOTHYECKHE CHOBHIACHHUS, HOYHbBIE KOLIMAPBI, CHHYKCHHE
JHOHI0

Penxo CryTaHHOCTE CO3HAHUS, CMEHEI HACTPOEHHH, OECIIOKOHCTBO

Hapywenus co cmoponwt nepéroii cucmemol

Yacro ["onosHas 0o, nepupepryecKas HelponaTus,
TOJIOBOKPYKECHHE

Heuacto 3aTOPMOKEHHOCTb, [APECTe3Msl, THIIeCTE3Hsl, HCTEB3HS,
HapyUICHHsA BHUMAHHs, HAPYIICHUS MTAMSTH, COHJIMBOCTh

Penko OGMOpOK, CyAOpOTH, ares3us, HapyLIeHHe puT™Ma da3s cHa

Hapywenus co cmoponwr opeana spenus

Heuacto ['unepemMuss KOHBIOHKTHBBL, CYXOCTb CIH3HCTOH 000JOUKH
ria3s
Penxo Hapymenne 3penus

Hapywenus co cmoponst opeana cryxa u pasnosecus

Heuacto

| Bectubynsaproe romoBokpyxenue

Hapywenus co cmoponst cepoya

Heuacto Uudapkr MuHOKapsa, CTeHOKapAus, YITHHEHHE uHTepBana QT
Ha 3JIEKTPOKApMOrpaMMe, TaXHKapausl
Penko Octpeiii  mHbAapkT MHOKapma, cHHycoBas Opanukapaus,

OIIyIlleHHe cepaneCHeHus

Hapywenus co cmoponwt cocydos

Heuacto

| [oseimenne apTepHAIbHOIO JABIEHHS, KIPHIHBBI)

Hapywenus co cmoponwr Ovixamenvroii cucmembt, 0p2ano6 2pyoHOl KIemKu U cpedocmeHnus

Heuacto

O,I[BII.HK&, KalleJib, HOCOBOE KPOBOTCUYEHHE, IICPIICHHUE B IOpJIe

Penko

Punopes

Hapywenus co cmopoust scenyoouno-xuuweunozo mpaxma

OueHs yacTo

Huapes

Yacto

Townora, pBora, Gomb B 006/1aCTH JKMBOTA, MOBBIIEHHE
AKTHBHOCTH aMHJ/Ia3bl B KPOBH, JIMCIIETICHS, B3/[yTHE JKMBOTA,
METEOPH3M

Heuacto

[lankpeatut, racTput, racrpossogareaibHbli  peduiroKc,
a(TO3HBIH CTOMAaTHT, MO3BIBBI K PBOTE, CYXOCTb CIIH3HCTOH
000I04KH [OJIOCTH PTa, THCKOM(POPT B 0ONTAcTH JKHBOTA,
3arop,  MOBBIUICHHE  AKTHBHOCTH  JIMMasbl, OTPLDKKA,
HapynieHHe YyBCTBHTEILHOCTH B POTOBOH MOJIOCTH

Penxo

Cromarut, pBoTa C KpPOBBIO, XEHIHT, CYXOCTh CIH3HCTOH
000JI0UKH I'y0, HAJIET Ha S3BIKE

Hapywenus co cmoponsi nevenu u ocenvesvicoosuyux nymeil

Yacto

TloBpILICHIE AKTHBHOCTH aJTaHHHAMUHOTPAHC(HepPasbl

Heuacto

['emaTuT, UUTOMMTHYECKMH TIeNaTHT, CTeaTo3 MEeYEeHH,
FCNIATOMErajius, IOBLIIEHHE aKTHBHOCTH TPAHCAMHHA3bI,
MOBBIIIEHHE AKTHBHOCTH acrapraTaMHHOTpaHCc(epassbl,
TIOBBIIEHHE ~ KOHUCHTpauuH  OuaumpyOMHa B KpOBH,
[IOBBINICHHE AKTHBHOCTH IUENOYHOH (ocdarasel B KpoBH,
MOBBLIIEHHE aKTHBHOCTH raMMarjly TaMHITpaHcepaskl

Hapywenus co cmoponst kodicu u nodkodicivix mxanei

Yacto

| Coimb (B ToM wmcre MaKyJspHas, MakyJIonamysésHas,
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Tarnye3Has, SpUTeMaTo3Has U 3yasimas), 3y

Heuacto AHTMOHEBPOrHYECKHl  OTeK, I€HEPAIU30BaHHAS  CBIIb,
QUICPTHYECKHH JEPMAaTUT, KpPAlWBHHUIE, HK3eMa, JpUTeMa,
THIIEPrUIpO3, HOYHAs NOTIHBOCTh, AJONELHs, aKHEe, CyXOCTh
KOJKH, IHTMCHTALM HOrTeH

Penxo Jlexapcreennas cemb ¢ s03MHOGHIMEN W CHCTEMHBIMK
npossneHusiMu  (DRESS-cunmpoM), cummpom Crusenca-
JIxoHcoHa, MYIbTH()OPMHAs JpUTEMA, IEPMaTHT,
ceOOopelHEIil epMaTHT, OBPEKTEHHS KOKH, KCEPOJACPMHS

YacTora HeuzBecTHa Toxkcuueckuit SMHICpMalIbHBIN HEKPOJIH3, OCTPBIH

[CHEPATH30BAHHBLH 9K3aHTEMATO3HEI MycTyIie3

Hapywenus co cmoponst cxenemmuo-mviue inod u coeounumensnod mKanu

Hewacro Muanrus, OCTEOHEKPO3, MBIEYHbIE CA3Mbl, MBIIEYHAS
c1abocTh, apTpanrhs, 00Jp B KOHEYHOCTSX, 0CTEOIOpO3,
TIOBBIICHHUC aKTHBHOCTH KpeaTHHPOC(HOKHHAZHI B KPOBH

Penko CKeneTHO-MbIIIeYHas: CKOBAHHOCTb, ApPTPHT, CKOBAHHOCTH B
cycTaBax

Hapywenus co cmoponwt novex u MOYEBbIBOOAWUX NYMET

Heuacro Ocrpas rnoyeyHasq HEI0CTaTOYHOCTD, MovYeyuHas

HEJOCTaTOYHOCTb, MOYEYHOKAMEHHAsA O00JIE3Hb, IOBBILIEHHE
KOHUEHTpallMi ~ KpeaTHHWHA B KPOBM, NPOTEHHYPHI,
OWIMpYOMHYPUSL, IM3YPHSI, HOKTYpHS, IOJUTAKHYPHSI

Penxo CHIKEHHE TOYeYHOro KIMPEeHCca KpeaTHHHHA

Hapywenus co cmoponsi nonoswix opeanos u monounoii scenesor

Heuacro | DpektHibHAs JAMCYHKIHS, THHEKOMACTHS

Obwue paccmpoiicmea u napyuenus 6 mecme 66edenius

Yacro AcTeHust, yctanocts

Hewacto Jluxopanka, 6o71b B rpyaHO# KieTke, nepu(epHuecKHii oTeK,
HCIOMOraHHue, OLIYLICHHE JKapa, pa3pakKUuTeaIbHOCTh, OOIb

Penkc O3H00, 1J10X0€ caMO4yBCTBHE, KCepo3 KOXKH

Onucanue HekomopuLx noGoYHbIX deiicmeii

Ceine

B KIMHMYeCKHX WCCIIeZ0BAHMSIX B OCHOBHOM HAGMIONANACH CHIb JIErKOM WK
cpeaneit crenenu. Cplllb 4alue BCEro NOSBISNACH B TEYEHHE IIEPBBIX YeThIpex
HENEJb TEpalliK U MCHe3al1a IPH IPOJOJDKEHHH TIpHeMa npenapara. [Ipu passutuu
KOMHBIX PEaKLMH TSHKENIOH cTeneHn em. pasnen «Ocobble ykazaHusy.

B xone x1uHHYeCKHMX McCeT0BaHMIA y TIaLMEHTOB, paHee IOJIy4aBIINX TepaIluio,
CbIIIb, HE3aBHCHMO OT €€ NPHYMHBI, OONee 4acTO BOSHUKAA MU IpHEMe CXeM
JICICHUS, CONCPXKALUMX NAPYHABUP M PANTErpaBUp, YeM IPH MpHEME JapyHaBHpa
Oe3 panrerpaBupa MM panTerpaBupa Ge3 napyHaBupa. Cellb, 00ycOBIIeHHAs

IIPHEMOM  IIpernapara, IOABIsIaCh CO CXOAHOM 4acToToil. Bo3HuKaBmas B
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KIMHUYECKUX HCCIICIOBaHHUAX Chbib OBbUIa JIETKOH M CpeHeH CTereHH W He
IIPUBO/IWIIA K IPEKPALLEHUIO TEPATTHH.

Junooucmpodgus

KoMmOuHHpOBaHHAs aHTHUPETPOBHPYCHAS Tepalusi BhI3LIBAET MepepacrpesieeHue
kupa (Jnomuctpoduio) y nauuentos ¢ BUU. Jlunoauctpodus nposeisiack B
BUE MOTEPH MEPHOEPHYECKOrO M IOAKOKHOTO JKMpa B o0lacTd JIHIa,
yBeIIMY€eHKs] BHYTPUOPIOIIHOTO U BUCLEPATHLHOIO JKHPa, THIEPTPO(GUH MOJIOUYHBIX
KeJle3 W HaKOIUIEHHUS IOAKOXKHOTO XKHpPa B JOPCOLIEPBHKAIBHON 061acTH («ObI4uit
rop6»).

Hapywenusa co cmopoHbl 0obmena eewecms

KoM0uHupoBaHHAs aHTHPETPOBHPYCHAs TEPAlds MOXET IPUBECTH K TaKUM
HapyIIeHHSIM, KaK TUIEPTPUTITHLIEPULEMHUS, TUIepXolieCTEPUHEMHS,

HHCYJIMHOPE3UCTEHTHOCTD, FHIICPIrIIMKEMHS U IHIICPJaKTaTe MU,

Hapywenus co cmopomvi ckenemno-muluieunot meanu

IloBpleHHE  AaKTMBHOCTH  KpeaTWH()OC(HOKUHA3BI, MHMAITHS, MHUO3UT U
pabmoMuoNU3 (PeaIKo) OTMEYATUCh IIPH HCIOIL30BAHHH HHIHOUTOPOB IPOTEas3bl,
OCOOEHHO B  COYETAHWH C HYKJIEO3MIHBIMH HHTHOMTOpaMM  OGpPaTHOM
TPaHCKPHUIITA3bI.

bBbuti  OTMEYEHBI  CIydyaW OCTEOHEKpO3a, OCOOEHHO Y  MALMEHTOB ¢
o0menpu3HaHHbIMU (haKTOpaMH prcKa, ¢ 3a0onesanneM BUY Ha no3nHel craguu
HIIK JUIMTEJIbHOE BpPeMsl I0Jy4arolluX KOMOMHMPOBAHHYIO aHTHPETPOBHPYCHYIO
Tepanuio. YacToTa BO3HHKHOBEHHUSI OCTEOHEKPO3a HEU3BECTHA.

Cunopom eoccmanosienus ummynumema

Y nauuentoB ¢ BHUY u Tsokenoit crenensio uMMyHoae(pHLIATa B MOMEHT Hayana
KOMOMHHMPOBaHHOI AHTHPETPOBUPYCHOU Tepanuu MOTYT BO3HHUKATh
BOCTIAJIMTEJIbHBIE pEaKLU¥ Ha OeCCUMIITOMHO IIPOTEKAIOIIHe HIJIM OCTATOYHbIE
uadexuny. Taioke HabMOnaIMCh ayTOUMMYyHHBIE 3a0ojieBaHus (HApUMep,
Oonesns I'peitBca). OnHako Bpems 10 Hadaia 3a60JIeBaHKs MOXKET BAPbUPOBATHCS,

U Takue 3a00JIeBaHus MOI'YT HAYMHATBCA CIIYCTS MECALBI IMOCJIE Hayaja TepaluHu.
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Kposomeuenus y bonvruix eemounuet

Habmonanocs yBelnn4eHHe 4acTOTHI CIIOHTAHHBIX KPOBOTEUEHMH y MALMEHTOB C
reMoHIHEeH, MOMyYaloUX aHTHPETPOBUPYCHBIE HHTHOUTOPBI IPOTEA3bI.
ITayuenmer ¢ koungexyusmu eupycom 2enamuma B w/unu C

Y DalMeHTOB ¢ JAaHHBIMH  HMH(QEKUHAMH, [OJY4YarOUX KOMOHHAIHIO
JapyHaBHpP/PUTOHABHMpP, YacTOTa BO3HHKHOBEHHUsI MOGOYHBIX 3()(deKkToB
HapylIeHH:d OMOXMMHYECKHX IapaMeTpoB ObLla He BBILIE, YeM Y MalHeHTOB,
MOJy4YaloIMX KOMOMHAIMIO JlapyHaBUP/PUTOHABHD 0e3 KOWH(EKIUH BHPYCOM
renatuta B w/umu C, 3a UCKIIOYEHHEM MOBBIIIEHHS AKTHBHOCTH MEYEHOYHBIX
TpaHcamuHa3. KoHLeHTpaluus B Iuia3Me y MalMeHToB ¢ Ko-uHpekuuelh u 6e3 Hee
OblIa CpaBHUMA.

Ilepeno3supoBka

Cumnmomut

Csenenust 006 OCTpOll mepe03UPOBKE MPU MPUEME JlapyHaBUpa B KOMOMHALMH C
PUTOHABUPOM Yy IIHOJEH OrpaHu4eHbl. 370pOBBIE JOOPOBOJIBIBI PHHUMAIIH
omHokpatHO 10 3200 Mr mapyHaBHpa B BHJe pacTBopa U 10 1600 Mr B BHIE
TabJIeTOK  JapyHaBHp B  KOMOMHAalMH C  PHUTOHABHPOM, IIPH  3TOM

HeONnaronpusATHEIX 3)PEKTOB HE OTMEYEHO.

Jeuenue

Cremuduyecknii aHTUIOT HeusBecteH. [Ipu mepeno3upoBKe ClieayeT NPOBOAUTE
o0IIyI0  NOJJIEpPKUBAIOIIYI0 TEPanui0 ¢ MOHHUTOPHPOBAHHEM  OCHOBHBIX
busnonornyeckux nokasareneid. JlapyHaBup NPEHMYILECTBEHHO CBS3bIBAETCS C
OeskaMH IUIa3Mbl, TIOATOMY 3HAYMMOE YIajeHHe aKTHBHOM CyOCTaHIIMH METOIOM
JMaIn3a MalloBepPOsITHO.

BszaumopelicrBue ¢ ApyruMu JieKapcTBEeHHBIMH CpeICTBAMH

Bce wuccnenoBanus 1o OnpeeneHuio B3auMOJIEHCTBHS MPOBOJHINCH TOJIBKO Ha
B3pOCIBIX. JlapyHaBHp, MpPUMEHSeMbId B KOMOWHAIIMH C PUTOHABHPOM, SIBIISETCS
unruburopom  uzodpepmenro CYP3A, CYP2D6 wu  P-mimkomnporeHHa.
OnHOBpeMeHHOE NpUMeHeHre KOMOWHALIMK JapyHaBUP/PUTOHABUD U [IPENapaTos,

KOTOpBIE MeTabONU3UPYIOTCS NpeuMylnecTBeHHO H3opepmentamu CYP3A,
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CYP2D6 u mnepeHocsiTcsi P-rnuMKompoTEeHHOM, MOXET BbI3bIBATh IIOBLILICHHE
KOHIIGHTpAIMH TaKUX MpernapaTtoB B IUIa3Me, 4TO, B CBOIO OYEPE/b, MOXKET OBITh
IPHYMHON yCHJICHHS WIIH [IPOJOHTMPOBAHHS TepareBTHIECKOTo 3 (eKTa, a TaKKe
IIPUYMHOM NOsIBIIeHUs T000YHBIX 3Q(EKTOB.

He nomyckaeTcst COBMECTHOE [PUMEHEHHe KOMOMHALMH JapyHaBUp/PUTOHABUD C
JNIeKApCTBEHHBIMU [IperiapaTaMH, KIMPEHC KOTOPBIX B 3HAYMTE/IBHOH CTENCHH
3aBucHT OT m3odhepmenta CYP3A, u NOBbLIIIEHHE CHUCTEMHOr0 YpPOBHS KOTOPBIX
MOXET COIIPOBOMKJATHCS PA3BUTHEM CEPhE3HBIX W/MIIM YIPOKAIOLIMX IKH3HH
siBJIeHHH (Y3KHH TepaneBTHYSCKUH THana3oH).

O6wmuii GpapMaKOKHHETHYECKUI ycuiuBaromuil 3GdeKkT puToHABUpa 3aKIII09aIICs
B yBEJIMYEHHH CHCTEMHOIO YpPOBHS JapyHaBMpa IpuMepHO B 14 pa3 npH
OJIHOKpaTHOM TpueMe JapyHaBHpa B j03e 600 Mr B coueTaHHH C PUTOHABUPOM B
no3e 100 mr 2 pasa B cyTku. Takum oGpasom, npernapat JlapyHaBup HEOOXOIHMO
HCIIOJB30BAaTE B COYETAHMM C TOJIBKO HM3KMMH JI03aMH pPHTOHaBMpa Kak
(hapMaKOKHHETUYECKOTO «YCHIUTEIISD».

Kom6unanuio JlapyHaBup/pUTOHABUD HE ClEAyeT HCIOoNb30BaTh C IPYTHMMH
AHTHPETPOBUPYCHBIMH  IIperiaparaMi, KOTOpble TpeOyloT — HMCIOJIb30BaHMS
pPUTOHABHpA B KayecTBe (PapMaKOKMHETHYECKOTO «YCHIHTEISD).

B KIMHHYECKOM HCCJIEIOBAHMM C HCIIOJIB30BAaHHEM CMECH JIeKapCTBEHHBIX
npenaparos, Metabonauzupyemsix muroxpomamu CYP2C9, CYP2C19 n CYP2D6,
otMeuanoch noseiende akrusHoctd CYP2C9 u CYP2C19 u uHrubuposaHue
aktusHoctd CYP2D6 B mnpucyTcTBMM KOMOHWHALWH AapyHaBHP/PHTOHABHP, €TO
MO3KeT ObITh 00YCIIOBJIEHO MIPUCYTCTBHEM HU3KOM 10361 puTOHaBUpa. COBMECTHOE
NpUMEHEHHe J[apyHaBMpa M PUTOHABUpPa C JIEKAPCTBEHHBIMM IperapaTaMy,
meTabonusupyembiMu nipeumyinectBeHHo CYP2D6 (nanpumep, (IeKkanHUIOM,
nponaeHOHOM,  METONPOJIOJIOM),  MOJXKET  HPUBOAUTH K  IMOBBIICHHIO
KOHIIEHTPAIIMH 3THX JIEKAPCTBEHHBIX IIPENapaTtoB B ILIasMe, 4TO CIIOCOOHO
BBI3BATh yBENMYEHHE WM IPOJUIEHHE HUX TepaneBTHYecKoro sddexra u
HeXeJaTelbHbIX peakuuid. CoBMeCTHOE NMPHMMEHEHHWEe JapyHaBUupa U pUTOHaBHpa C

JICKapCTBCHHBIMH [peliapaTaMu, IPEUMYLLIECTBEHHO MCTBﬁOHI/BpreMbIMH
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CYP2C9 (nanpumep, Bapdapurom) u CYP2C19 (Hanpumep, METAIOHOM), MOKET
NPUBOIHUTE K CHI)KEHHMIO CHCTEMHOI'O YPOBHS 3THX JIEKAPCTBEHHBIX CPEJICTB, 4TO
CrIocOGHO BBI3BATH CHIKEHHE MITM COKPAILICHHE UX TepaneBTHIeCKoro spdexra.
Xota >dpdexr B orHouwennn CYP2C8 wusywaincs TONBKO in Vifro, COBMECTHOE
IpUMEHEHHEe  KOMOMHAIMK  JdpyHaBUP/PHTOHABHP  C  JICKAPCTBCHHBIMH
TperapaTaMy, MpeuMyliecTBeHHO Merabomusupyemsimu CYP2C8  (Hanpumep,
MAKIMTAKCENIOM, POCHIJIMTA30HOM, pENarJvHHAOM), MOXET IPUBOAMTE K
CHIDKEHHIO CHCTEMHOTO YPOBHSI 3THUX JIEKapCTBEHHBIX CPEJICTB, 4TO CHOCOOHO
BBI3BATh YMEHBIICHHE MJIH COKpAIIEHHE HX TeparleBTHYECKOro shdekTa.
PUTOHABHP HMHTHOHpPYET TPaHCIOPTHBIE MojeKysl P-rmukonporenta, OATPIBI1
u OATP1B3, u ero mpuMeHeHHe ¢ CyOCTpaTaMd 3THX TPAHCIOPTHBIX MOJICKYII
MOXKET MNPHBECTH K IOBBILIEHHIO KOHIEHTpALMi 3TUX IpernaparoB B IJasMme
(Hanpumep, naburarpana TEKCHIAT, JUTOKCHH, CTATUHBI K OO3CHTaH).
Jlexapcmeennvie npenapamel, snuaouue Ha KOHYeHmpayuo
OapyHasupa/pumoHasupa

B MeraGonu3Me japyHaBupa M puTOHaBupa ydacTByeT usodepment CYP3A.
JlekapcTBEHHBIE MpENaparThl, HHIyLUPYOIIHe aKTHBHOCTE n3opepmenta CYP3A,
[PE/NOIOKUTENIBHO YCUIAT KJIMPEHC JapyHaBMpa W PHUTOHABHpA, BBI3BIBAs
CHIDKEHHE KOHIEHTpAIMil 3THX IIPeraparoB B Ia3Me (HampuMmep, 3TO Kacaercs
pudaMIuiHa, 38epo0osi U JonuHaBupa). CoBMeCTHOE IPUMEHEHHUE JapyHaBHpa 1
DUTOHaBHpA C JPYIMMH JIEKApCTBEHHBIMH IperapaTamy, HHIHOHPYIOMMMA
nzopepment CYP3A, MoKeT CHMIKATh KJIMPEHC NapyHaBHpa H PHTOHaBHpa H
MOBBIIIATh MX KOHUEHTPAIUIO B IUla3Mme (HampuMep, 3TO KacaeTcs WHAMHABHPA,
CHCTEMHBIX a30J0B, B YacTHOCTH, KETOKOHAa30ma M KIOTpHMa3oia). ITH
B3aUMOJICHCTBHUSI OTTMCAHBI HIDKE B TAOJHLIE.

Tabauya ezaumooeticmeuti Medxicoy npenapamamu

[IpuBeneHHBIN HUXKE CIUCOK IIPUMEPOB B3aUMO/IeHCTBUH MEXIY
JIEKAPCTBEHHBIMU CPEJICTBAMH HE SBJISETCS HCUYEPHBIBAIOIIMM, M MOITOMY JUIA
nofydeHuss MHOOPMAIMHM, CBA3aHHOM ¢ INyTAMH MeTabonu3Ma, IyTAMH

B3&HMOﬂCﬁCTBHH, [MOTeHHAJIbHBIMH  pHUCKaMH H JICMCTBUAMH, KOTOPLIC
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HeoOXOIUMO TNpellpPUHATE B ClIyyae COBMECTHOTO IPUMEHEHHs, CIELyeT
obpamarbcss K COOTBETCTBYIOLIEH MHCTPYKIHH JIEKapCTBEHHOro Mperapara,
HCIIOJIB3YEMOT0 COBMECTHO ¢ TperaparoM JlapyHaBup.

B3anmoneiicTsus MEXK Ty KoMOuHaIeH IapyHaBHP/pUTOHABHP H
AHTUPETPOBUPYCHBIMU U TPOYMMH JIEKAPCTBEHHBIMU CPE/ICTBaMU IPUBEACHBI B
tabnuue Hwke (He onpeneneno cokpauaercsa kak «H/O»). HanpasieHne CTpeIKu
IS KaXKoro rapaMeTpa (papMakoKUHEeTHKH OcHOBaHO Ha 90 % mnoBepUTEIbHOM
MHTEepBalle I CPEOHEero TIeOMEeTPHYECKOro COOTHOIIEHHS, KOTOPOE MOXeT
HAXOJUThCS B Ipeaenax (<), Huke (|) unu Boie (1) ananasona 80-125 %.

Psii vccreqoBaHuii B3aumozeicTsus (06o3HayeHHbI # B TaOnuue Huxe) ObLIH
IPOBENIEHBI C HCIOJIb30BAHUEM 103 JapyHaBHpa HHXKE PEKOMEHIYEMBIX HIH C
JPYTUM pexXuMoM Tepanud. D(GEeKTsl B OTHOIIEHHH COBMECTHO NPHUMEHSEMBIX
JIeKapCTBEHHBIX IIPENaparoB MOTYT, TakuM o00pa3oM, OBITb HEJLOOLCHEHBI,
BCIIEJICTBHE DTOr0  MOXKET OBITH MOKa3aH  KIMHUYECKHH  MOHUTOPHHT

0e30I1acHOCTH.

JlekapcTBeHHbBIH B3aumoneiicteue Pexomenganuu no
npemnapar, Cpennee reomeTpH4ecKoe COBMECTHOMY NPHMEHEHHI0
npuMeHsieMblii nsmenenne (%)
COBMECTHO ¢
KOMOHHALM e
JapyHABHP/PHTOHABHP
AHTHUPETPOBHUPYCHBIE INPEITAPATLI JJI51 IEYEHHUS BUM-UHPEKIIMA

Huzuoumopwl unmezpasol

JlosryrerpaBup AUC ponyrerpasupa | 22 % | Kombunauuio
Ca4y nonyterpasupa 38 % JapyHaBUp/pUTOHABUD u
Cmax JosryTerpaeupa | 11 % JOTyTErpaBHp MOYKHO
AapyHaBHp <> * HCIIOJIB30BaTh 0€3 KOpPPEKIHH

* Ha ocHOBaHHMM CpaBHEHHMH | IO3BIL.
MEXJy HCCIEIOBaHHAMH C

HCITOJIE30BaHHEM
HCTOPUYECKHX  JAaHHBIX IIO
(hapMaKOKHHETHKE

DJBUTErpPaBHp AUC snButerpasupa < [Ipy COBMECTHOM IIPUMEHEHHH
Cuin 37IBHTErpaBHpa < KOMOMHALIMK
Cmax 2IBUTErpaBHpa <> JlapyHAaBUP/PUTOHABHP c
AUC nmapyHaBupa < HH3KHMH J03aMH PUTOHABHpa
Cmin AapyHaBupa 17 % (600/100 Mr 2 paza B CYTKH) B
Cmax AapyHaBHpa <> COYETAHHH C 3JIBUTErPAaBHPOM

J03a 9JIBUTErpaBHpa IOJ/DKHA
cocraaath 150mMr 1 pa3 B
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CYTKH.
{QapMaKOKHHETHKA %}
PEKOMEHIALIHH o
NO3UPOBAHHIO UIA JPYIHX 103
JlapyHaBHupa WIIH bif) ¢
KOMOUHaIHH

SNIBUTErPaBHP/KOOHIKCTAT  He
ycraHoBneHsl. Taxum oGpazom,
COBMECTHOE IpHMEHEHHE
KOMOHHAaIMK
JOapyHaBUP/PHTOHABHD B J060I
noze, kpome 600/100 mr 2 pasa B
CYTKH, B  COYETaHHH  C
3JIBUTETPABHPOM He
pexkomennayerca.  CoBMecTHOe
[IpUMEHEHHE KOMOMHaIHK
JapyHaBHpP/pUTOHABHD "
SJIBUTETPaBHpa ¢ KOOHIIHCTATOM
HE PEKOMEHIyeTCsl.

Panrerpasup

B pesynerate  HexoTOpBIX
KJIHHHYECKHX  HMCCIIEIOBaHHI
OBUIO  NPEeAmoNIOKEHO, 4TO
panTerpaBHp MOXET BBI3LIBATH
yMepeHHOe CHHIXKEHHE
KOHIEHTPAIlWH JlapyHaBHpa B
njasme.

B HacTosLIEe BpeMs
npenosaraercs, 4ro sddgexr
panTerpaBupa Ha
KOHLEHTPALMIO JapyHaBHpa B
miasme He ABJISIETCS
KIIHHHYECKH 3HAYHMBIM.
KomGunarmio

JapyHaBHP/PUTOHABHD H

paNTErpaBup MOXKHO NPHMEHATD
0€3 KOppeKIHH 10351

Hykneosuonvie/nykneomuonsie unzubumops obpamnoii mpanckpunmazer (HHOT)

Hunanosun
400 mr 1 pa3 B CyTKH

AUC nunanosuna | 9 %
Chin muaanosura H/O
Crmax 1uznano3usa | 16 %
AUC napyHaBupa <
Cmin JapyHaBHpa <

Cinax lapyHaBHpa <>

KoMmOunarmmo
JapyHaBHP/PUTOHABHD "
JUIaHO3HH MOXKHO TMPHMEHSATD
0e3 KOPPEeKIHH J03EL.

Junano3un HEo0X0quUMO
NPHHUMAThE  HATOMIAK, TaKHM
obpazom, ero cremyet

NpHHEMATE 3a | 4Yac 10 wiM
yepe3 2 wyaca mocjie MpHeMa
KOMOHHALMH

JapyHaBUP/PUTOHABHUD C MHUIIEH.

Tenogorup
IH30IPOKCHIT (hymapar
300 wmr 1 pa3s B cyTku

AUC teHodorupa T 22 %

Cmin TeHODOBHPa T 37 %

Cmax TeHOGOBHpa T 24 %
*AUC napyHasupa T 21 %
*Cumin mapyHasupa 1 24 %

"Coax ZapyHaBupa 116 %

(T KoHUeHTpaumu TeHO(OBHpa

BCJIEACTBHE BITUSHHS Ha
OInoCpeaOBaHHbIH MDR-1
TpaHCnopT B NOYeYHbIX

KaHaib1ax)

[Ipu coBMEcCTHOM npHMEHEHHH
KOMOHHauu
JlapyHaBUP/pUTOHABHD é
TEHO(DOBHPOM  MOXKET  OBITEH
MOKa3aH MOHUTOPHHT (DYHKIMH
NO4YeK, B  OCOOEHHOCTH Yy
NAIHEHTOB C CUCTEMHBIMH HJIH
NOYeYHbIMH  3a00JIEBAHHAMH,
b0 NP MCIOJB30BAHUH
He(POTOKCHYHBIX IIpenaparos.
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AbakaBup
OMTpHIHTAOHH
JlamuByauH
CraBynuH
3UI0BYIUH

He wm3ywanoce. Ha ocHoBanuun
OyTeH ONIHMHHALMH [POYHX
HHUOT (3MI0BYyIMHA,
SMTpULHTAOMHA, CTaByIHHA,
JTaMUBYTHHA), KOTOpEIE
9KCKPETUPYIOTCS

MPEUMYIIECTBEHHO MMOYKAMH, H
abakaBupa, B MerabojH3Me
KOTOPOTo e y4acTBYeT
CYP450, HHUKaKHX
B3aUMOJICHCTBHH MEKIY
ITHMH JeKapCTBEHHBIMH
npenapaTaMH M KoMOHHanueit
JapyHaBUP/PUTOHABUP He
IpenosaraeTcs.

KomOunarus
OapyHaBHD/PHTOHABHD  MOYKET
npuMeHsaTbes ¢ 3TumMu HAOT
0e3 KOPPEKLHH JO3BL.

Henykneosuonsie/nenyrn

eomuonble unzubumopst 0dpamnoii mpanckpunmaszet (HHHOT)

Odasupens
600 mr 1 pa3 B cyTkH

AUC s¢daBupensa T 21 %

Chin 2dbaBupensa T 17 %

Crax 2baBupensa T 15 %
"AUC napyHasupa | 13 %
s napyHaeupa | 31 %
v napyHasupa | 15 %

(T xoHUeHTpauuu 3¢aBHpeH3a
BCICJCTBHE  MHTHOHMPOBaHHUS
CYE3A)

(| KOHHEHTpalUHH JapyHaBHpa
BCJIEICTBHE HUHAYKIHH
CYP3A)

Ilpu npumenenun komMOHHaALMH
JapyHaBHP/pUTOHABUP B
COYETAaHHH ¢  3(}aBHPEH3OM
MOKET notpeboBaThCs
KIIMHU9ECKHit MOHHMTOPHHT
TOKCHYHOCTH OTHOILIEHUH
LIEHTPaJILHOH HEepBHON
CHCTEMBI, CBSI3aHHBIN ¢
MOBBIIEHHOH  KOHUEHTpAIHEH
a¢haBuUpeH3a.

IIpuem nmpenapara s(paBupensa B
COYETaHHH ¢  KoMOHMHaIHen
JApYHAaBUD/PUTOHABHDP B J103€
800/100 mr 1 pa3 B cyTku MOXKeT
IIPHBOJIMUTE K CyOONTHMAIBEHOMY
3HayeHuro Cpin  mapyHaBupa.
Eciu sdaBupenz norpebyercs
[IpPHHUMATDb B COYCTaHHHU c
KOoMOHMHanueH

JlapyHaBHD/PUTOHABUP, ClIEAYeT

B

MCIOJIb30BAaTh pexUM
600/100 mr 2 pasza B CyTKH.
DTpaBUPHH AUC artpaBupuna | 37 % KomOunanmo
100 mr 2 paza B cyTku Cmin 9TpaBupHHa | 49 % JapyHaBHP/PUTOHABHP c

Cmax 3TpaBupuna | 32 %
AUC napynasupa T 15 %
Chin JapyHaBHupa <>
Cmax JapyHaBHpa <>

sTpaBupuHoM 200 mr 2 pasa B
CYTKH MOYKHO HCIIOJIB30BaTh 0e3
KOPPEKLIUH 03B

HeBupanun
200 mr 2 paza B cyTKH

AUC neBupanuna T 27%
Cmin HeBupanuua T 47%

Chax HeBupanuna T 18%
l&'f,llapyyrleu;-zHpa.: KOHLIEHTpAIHH
COOTBETCTBOBAJIH

HCTOPHYECKHM JIAHHBIM

(T KOHLEHTpPAaUH HEBHpPAIHHA

BCIIEJICTBHE  HHTHOMpPOBaHHS

Kombunanuio
IapyHaBUP/PUTOHABUP C
HEBHpAITHHOM MOIKHO

UCIOJB30BaTh 0e3 KOppeKLHH
JIO3BL.
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CYP3A)

Punnusupun
150 mr 1 pa3 B cyTkn

AUC punmusupuna 1 130 %
Chin punnuBupuHa 1 178 %
Crnax pHnuenpuna 1 79 %
AUC napynasupa <

Chin 1apyHasupa | 11 %

Crnax JapyHaBupa <

Kombunario
AapyHaBUP/PUTOHABHD v
PHIIIHBUPHHOM MO3KHO

MCNONIB30BaTh 0€3 KOppeKIHH
JO3BI.

Huzuoumopsr  npomeasu

BHY ez odononnumensnozo NPUMEHEHUA HU3KUX 003

pumonagupa

ATazaHaBHp AUC arasanasupa < KomOunanumo

300 mr 1 pa3 B cyTku Cmin aTa3aHaBupa 1 52 % AapyHaBUP/PHTOHABHP "
Cmax aTazanaBupa | 11 % aTasaHaBHp MOJKHO

*AUC JapyHaBHpa <>
Chin TapyHaBupa <>
Crnax JapyHaBHpa <>

ATazaHaBup: CpaBHEHHE
aTasaHaBHpa/pPUTOHABHpA
300/100 mr 1 pa3 B cyrku u
arazaHaBupa 300 mMr pas B
CYTKH B COYETAHHH ¢
JlapyHABHPOM/PHTOHABHPOM
400/100 Mr 2 pasa B cyTkm.
HapyHasup: CpPaBHEHHE
JlapyHaBHpa/pHTOHABHpA
400/100 Mr 2 pasa B cyTku ¢
napyHaBHPOM/PUTOHABHPOM
400/100 Mr 2 pasa B cyTku B
COYETAHHH ¢  aTa3aHaBHPOM
300 mr 1 pa3 B cyTku.

HCIIOIB30BaTh 0€3 KOppeKuuH
JO3BI.

Wununasup
800 mr 2 pasa B cyTku

AUC unaunasupa 1 23 %
Crin uHAHHABHpa T 125 %
Crmax HHAHHABHpA >
"AUC JapyHasupa T 24 %
*Cumin MapyHaBupa 1 44 %
#Cmax AapyHasupa T 11 %

WuaunaBup: CpaBHEHHE
MH/IMHABHPa/PHTOHABUPA
800/100 Mr 2 pasa B cyTku ¢
HHIMHABUPOM/1apyHABUPOM/
puronasupom  800/400/100 mr
2 pa3a B CyTKH.

JlapyHaBup: cpaBHeHue
AapyHaBHpa/PHTOHABUpA
400/100 Mr 2 pasa B cyTkH
AapyHaBUPOM/PUTOHABHPOM
400/100 Mr B coueranun c
uHIMHAaBHPpoM 800 Mr 2 pasa B
CYTKH.

[Ipu HCII0JIE30BaHHH B
COYETaHHH ¢ KOMOMHALMEH
JapYyHABUD/PHTOHABHP  MOIKET

noTpebOBaThCs KOPPEKIUS J103bI
HHAuHaBupa ¢ 800 mr 2 pasza B
cyTku 10 600 Mr 2 pasa B cyTku
B ClIy4ae HelepeHOCHMOCTH.

CaxBuHaBup
1000 mr 2 pasa B cyTku

*AUC JapyHasupa | 26 %
A i napyHasup | 42 %

KoMmGunammio

JapyHaBHP/PHTOHABHP HE
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g napynasupa | 17 %
AUC caxsunasupa | 6 %
Chin cakBuHaBupa | 18 %
Chnax caxBuHaBHpa | 6 %

CaxkBuHaBHp: CpaBHEHHE
CaKBHHABUPA/PHTOHABHpA
1000/100 Mr 2 pasa B cyTku u
CaKBHHABHPA/IapyHaBHpa/
PHTOHABHPA

1000/400/100 mr 2 pasa B
CYTKH.

HapyHaBup: CpaBHEHHE
JlapyHaBUpa/pUTOHABHPA
400/100 Mr 2 pasza B CyTKH H
JapyHaBUpa/pUTOHABHUPA
400/100 Mr B coueTaHHH cC
cakBuHaBupoM 1000 mr 2 pasa
B CYTKH.

PEKOMEHIYeTC MPHMEHATH C
CaKBHHABHPOM.

Hueubumopsl npomeasvt BHY - ¢ covemanuu ¢ nuskumu

Jlonunasup/puronasup
400/100 mr 2 pasa B
CYTKH

Jlonunasup/putonasup
533/133,3 mr 2 paza B
CYTKH

AUC nonunasupa 1 9 %
Chin TonuHasupa 1 23 %
Cmax Tonuzasupa | 2 %
AUC napynasupa | 38 %’
Cuin apyHaBupa | 51 %?
Crnax JlapyHaBHpa | 21 [V()$
AUC nonunaBupa «
Chnin Tomuuasupa 1 13 %
Cmax momuuasupa 1 11 %
AUC napynasupa | 41 %
Chin 1apyHaBupa | 55 %
IC“m nNapynasupa | 21 %

Ha OCHOBaHHUH HE
HOpMaJ'[H30BaHHbIX rno a03¢e
3HA4YCHUH

dosamu pumonasupa'
Benencreue CHHIKCHHS
KOHIEHTpaLH{ (AUC)
JlapyHaBHpa Ha 40 %
MOIXOAAIIHE J03El S5TOH

KOMOHMHAIMK HE YCTAHOBJIEHBL

Takum obpasom, cosmecTHOE
[IPHMEHEHHE KOMOHHALUH
JapyHaBHP/pUTOHABUD c
KOMOHMHHPOBaHHBIM
IIpenapaTom, BKJIKOYAOIIAM
JIONTHHABUP/PUTOHABHP.
IPOTHBOINOKA3aHO.

AHTAI'OHHCTBI PELIEIITOPOB CCRS5

Mapasupox
150 mr 2 paza B cyTkn

AUC mapasupoxka 1 305 %
Chnin MapaBupoka H/O

Cax MapaBupoka T 129 %
Konuentpanun napynasupa u
PUTOHABHPA COIJIACOBLIBAJIMCH
C HCTOPHYECKHMH JIJAHHBIMH

[Ipp mpuMeHeHun B codeTaHun
¢ KOMOHHaUUEH
JapyHaBHpP/PUTOHABUD n03a
MapaBHpOKa NOJDKHA
coctaBiiATh 150 mMr 2 paza B
CYTKH.

AHTAT'OHHCTBI al-A/[PEHOPELIEIITOPOB

Andyzozun Ha ocnosannn teopernyeckux | OaHOBpeMeHHOe IpUMEHEeHHE
cooOpaxeHHi npenapar | KoMmOMHaLH|
JapynaBup JOJDKEH | JapyHaBUP/PUTOHABHD "
TIOBBILIATE KOHIIEHTPAIHIO | any303HHA IPOTHBOIOKA3aHO.
andysosuna B ruiasme (3a cyér
unruOuposannst CYP3A).

AHECTETHKH

Andenranun He usyuanoce. B merabonusme | Ilpu cosmecTHOM IIPUMEHEHHH

andeHTaHuIa y4acTByeT

¢ KoMOuHaLHeH




25

n3odepment CYP3A, kotopsrit
MOJKeET HHTHOMPOBATHCS
KoMOuHauuei
JapyHaBHp/pUTOHABHP.

JapyHaBHP/PUTOHABHP  MOMKET
noTpeboBaTLCS CHHIKEHHE 03Bl
andeHTanua, a TaKIKe
MOHHTOPHHT PHCKOB

JJIUTEJIIbHOI'O MJIK OTCPOYEHHOTO
YIHETCHHA ObIXaHHS.

AHTHAHTHHA/IBHBIE / AHTHAPHTMHYECKHE ITPEITAPATHI

Juzonupamusn He usyqanock. | Heobxonumo cobmonenne mep
GrnexanHug [Ipeanonaraercs, 4TO | MPEeJOCTOPOKHOCTH, KpoMe
Mexcunerun KoMOMHaus TOTO, pPEKOMEHIYETCs
[Iponagenon JapyHaBHpP/pPHTOHABHP MOHHTOPHHI TEpaneBTHUCCKOM
MOBBICHT KOHLEHTPALMIO 3THX | KOHLEHTpauuu (TpH HATHYHH
AHTHAPUTMHYCCKUX TakOH  BO3MOMKHOCTH)  3THX
IpernapaToB B IU1a3Me | aHTHAPUTMHYECKUX MpenapaToB
(uHrUOUpOBaHHKE IIPH COBMECTHOM IIPUMEHEHHH C
m3opepmentoB CYP3A w/wimm | komOuHanuei
CYP2D6). IapyHaBHP/pUTOHABHUD.
AMHOIapOH [TpoTHBOMOKA3aHO NPHMEHEHHE
benpuaun KOMOMHALHH
Jlponenapox JapyHaBUP/pUTOHABHP &
JInnokawn (cucTeMHO) aMHOIAPOHOM, OenpuanioMm,
XUHUAUH JIPOHEJApPOHOM,  JIMJIOKAHHOM
Panonasun (cHCTEMHO), XWUHHUIHMHOM HJIH
paHoJIa3HHOM.
JMrokcun AUC murokcuna T 61 % ITockonbky JUTOKCHH
04 Mr o1HOKpPATHO Chnin urokcuna H/O XapaKTepu3yeTcs V3KHM
Cinax Auroxcuna T 29 % TEpaleBTHYECKHM /IHAlla30HOM,
(T KOHLEHTpAIMU IUTOKCHHA | B cllyuae Ha3HAaYEeHHUs
BCJICZICTBHE BEPOATHOIrO | JUIOKCHHA nanHeHTaM,
UHruOUpOBaHUS MOJIy4aro UM KOMOMHaUUIO
P-rouxonporenHa) JIapyHaBUDP/pPUTOHABHP,
NEPBOHAYAIBEHO PEKOMEHIyeTCs
HCMO/NB30BATh  MHHHUMAJIBHYIO
BO3MOXKHYIO 103y JHIOKCHHA.
Jlanee  cneayer  NmpoOBOAMTH
aKKypaTHYI0 THTPALHIO 03Bl
JUTOKCHHA c LEJIbIO
JOCTHIKCHHA JKeJ1aeMoro

KJInHHYeckoro ¢ dexra Ha GoHe
OLICHKH O001Iero KIMHHYECKOTo
COCTOSIHUS IIALIHEHTA.

VBabpanun He nyuanocs. CoBmecTHOE NPUMEHEHHE
KOMOMHALHHU
JIapyHaBUP/pPUTOHABUD H
1BabpajHHa MPOTHBOIIOKA3aHO.

AHTHBHOTHKH

KnapurpoMurun AUC xnapurpomunusa T 57 % | Pekomenuayercs co0moaaThe

500 mr 2 pasa B CyTKH

Chnin Knaputpomuusa 1 174 %
Crmax K1aputpomuiusa T 26 %
AL napyHasupa | 13 %
i napyaaeupa T 1 %

*Cona napynasupa | 17 %

OCTOPOMHOCTE IIPA COBMECTHOM
IPUMEHEHHUH KJIapUTPOMHULIMHA
B COuUeTaHuM ¢ KomOuHauuei
JlapyHaBUP/pHTOHABHUD.

PexoMeH10BaHHYIO 103y




26

Konnenrpaiyu
14-OH-knapurpoMuIiiHa  HE
BBISBJISVIUCE IIPH COBMECTHOM
IPUMEHCHHH ¢ KOMOMHAIHeH
JlapyHaBHpP/pHTOHABHP

(1 KOHLEHTpaluu
KJIapUTPOMHUIMHA BCIEICTBHE
HHTHOHpPOBaHHS H30(epMeHTa
CYP3A  wu  BO3MOXKHOrO
HHTHOHPOBAHUA
P-rnukonpoTtenHa).

KJIAQpPHTPOMHUIIHHA Y MTAI[HEHTOB C
HapymeHHeM (QYHKIHH [0YEK
ciaeayeT BbpIOMpaTh  COTJIACHO
HHCTpyKUMH N0 MEIULIUHCKOMY
MPHMEHECHHUIO KJIapHTPOMHIIHHA.

AHTHKOAI'YJIAHTHI
Anukcabax He wu3yuanoce. CormectHoe | [Ipumenenue KOMOHHAIHH
JlaburaTpaHa 3TeKCHJAT | IPHMEHEHHE KOMOMHALMH | JapyHaBUD/PHTOHABHDP C ITHMH
PuBapoxcaban JlapyHaBUP/PUTOHABUD C | aHTHKOArYSIHTAMH HE
AHTHKOAryJISTHTaMU MOXET | pEeKOMEHTyeTCH.
IIOBLICHTE HX KOHIICHTpALHIO.
(uurubuposanue uzodepmenTa
CYP3A u/um
P-rnukonporteuna).
Bapdapun He H3Y4asoCh. [Ipu | Ilpu coBMecCTHOM NpPUMEHEHUH

COBMECTHOM IIPHMEHEHHH C

KoMOuHanuei
JlapyHaBUP/PHTOHABHP
BO3MOKHO H3MEHEHHE

KOHLEHTpaluu BapdapuHa.

BappapuHa ¢ KOMOWHaUHEH
JapyHaBUP/PUTOHABUD
PEKOMEHIyeTCs  MOHHTOPHHT
MEXyHApOIHOTO
HOPMAJIH30BAHHOTO OTHOLLIEHHS
(MHO).

ITPOTHBOCY/IOPO’KHBIE IIPEITAPATbI

®enobapOuTan He m3yuanocs. ®enobapburan | Kombunauuio

Genuronn U QeHHTOUH JapyHaBUP/pUTOHABHP He
IIPEIOIOKHUTENBHO  BBI3OBYT | ClEAyeT [IPUMEHATH B
CHHIKEHHE KOHLIEHTpALUH | COYeTaHHH c TUMH
JapyHaBHUpa W PpHTOHaBHpa B | JICKAPCTBEHHBIMH CpEICTBaAMH.
TJia3Me.
(MHIYyKLHS (bepMeHTOB
CYP450).

Kapbamaszenun AUC kapbamazenuna T 45 % Koppekuuu no3sl KoMOUHAUH

200 mr 2 pasa B cyTKH

Ciin Kapbamazenuna T 54 %
Crmax kKapObamazennna T 43 %
AUC napynaBupa <

Cuin JapyHaBupa | 15 %
Cmax JlapyHaBHpa <>

HE
Ecnmu
MpUMEHEHHE

JapyHaBHP/PUTOHABUD
peKoMeH TyeTcs.
noTpedyeTcs

KOMOMHAIHH

JlapyHaBHP/PHTOHABHP c
Kapbama3zenuHoOM, HeoOX0IuM
MOHHTOpHHF MOTEHIHAJIbHBIX
CBSI3aHHBIX C KapOaMaszemuHOM
HEJKEJIaTeIbHBIX SIBJICHUIA.
Crnenyet KOHTPOJIHPOBATh
KOHLEHTpaLUIO KapOamazenuHa,
KpoMe TOTO, Tpedyercs
THTPaLMsA €ro J03bl C LB
obecrnieueHus aJeKBaTHOI'O

OTBETA. Ha OCHOBaHHH
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IOJTyYEHHBIX PE3YJIbTAaTOB 103y
kapOamasenuHa B TPHCYTCTBHH
KOMOHHALHH
AapyHABHD/PHTOHABHP  MOJKET
noTpeboBaThCsl  CHU3UTL  HA
25 %-50 %,

AHTHUJEIIPECCAHTBI

[Mapokcernn AUC napokcetnna | 39 % B Clydae COBMECTHOIO

20 Mr 1 pa3 B cyTkH Cmin mapokceruna | 37 % [PUMEHEHHS aHTHACIPECCAHTOB
Cinax Tapokcetuna || 36 % c KOMOHHALUEH
"ATIC JlapyHaBHpa <> JapyHaBUpP/pHTOHABHP
*Cumin napyHaBupa < PEKOMEHIyeMbIM MOAX0A0M

Ceprpanun
50 Mr 1 pa3 B cyTkn

Cinax JapyHaBHpa <>

AUC ceptpanuna | 49 %
Chnin ceptpanuna | 49 %
Cinax ceprpanuna | 44 %
"AUC JapyHaBHpa <>
#Coin napyHaBupa | 6 %
Cmax HapynaBupa <>

SABIISICTCS THTpaLHus J103BI
AHTHUJICTIPECCAHTA HA OCHOBAHHH
KIIHHHYECKOH OLIEHKH OTBETa Ha
9ToT mnpenapar. Kpome Toro, 3a

MalHeHTaMH, [1OJTy9aIOIUMU
CTaOMIILHEIE J03b1
AHTHUICTIPECCAHTOR, KOTOpEIe
HAYHHAIOT Tepanuio
KOMOMHaIuei

JOapyHaBHD/PUTOHABHD CIIEYET
HaOIII0aTh HA TIpeJMeT OTBETa
Ha aHTHUIENIPECCAHTEL

AMHTPHITHIHH CosmecTHOE IPUMCHEHHE | [IpH COBMECTHOM IPHMEHEHHH

Jesunpamun KOMOHHALUHK KOMOHHaUuH

HNmunpamun JapyHaBHP/PHTOHABHD C | napyHaBHpP/pUTOHABHP C 3THMH

Ho PTPHITHINH 9THUMH dHTHACTIPECCAHTAMHU | aHTH JIeTIpeccanTaMu }

Thasnion MOJKET [IOBBICHTDL | peKOMEHAYeTCS  KIMHHYECKHH
KOHIEHTPA U0 MOHHTOPDHHI,  KpPOME  TOrO,
AHTHIENPECCAHTOB. MOJKET oTpeboBaThCH
(uHrubuposanue CYP2D6 KOpPpPEeKIHs IO3BI 3THX
u/unmn CYP3A). aHTHJICIIPECCAHTOB.

IIPOTHBOPBOTHBIE ITIPEITAPAThHI

Homnepunon

He u3ywanocs.

[Ipu coBmecTHOM npuMeHEeHHH
KOMOHHAIHH

JapyHaBHP/PUTOHABHD o
JIOMIIEPUIOHOM crenyer
coOMIOaaTh  OCTOPOXKHOCTH H
HaOmozaTh 3a  1MO0GOYHBIMH
peaKUusAMH,  CBSI3aHHBIMH  C
JIOMIIEPUIOHOM.

IIPOTHBOI'PHEKOBBIE ITPEITAPATHI

Bopukonazosn

He wusywamocs. PutonaBup
MOXeT CHHIKATh
KOHUEHTPALHIO BOPHKOHA30I1a
B iasme (MHOYKITHS
tbepmentos CYP450)

Bopukonason  He  cnemyer
NPUMEHATE B COYETAHHH C
KOMOHMHanueR

JlapyHaBHp/pUTOHABUD 3a
HCKJTIOYEHHEM CIIy4aeB, KOraa
Ha OCHOBAaHUH OLIEHKH

COOTHOIUEHUS PHCKA U MOJIb3bI
HeoDX0IHUMO NPUMEHEHHUE
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[

BOPHKOHA30/14.
Keroxonazon AUC ketokoHazoa T212% [Mpu HCIIOJIB30BAHUH
200 mr 2 pasa B cyTkn Chmin KeTOKOHa3071a 1 868 % KOMOMHamuu
E"m KeTokoHazona 1 111 % AapyHaBHp/PUTOHABUP
AUC napynasupa 1 42 % HeoOXoauMo cobmoaTs
o AapyHaBupa | 73 % OCTOPOIKHOCTB, peKOMeHAyeTcs
i"me HAapyHasupa T 21 % KIHHUYECKHUH MOHHTOPHHT.

(aHrubupoBanue CYP3A).

Ecmn  1peGyercs  cosmectroe
[IPUMEHEHHUE, TO CYTOYHAs J[03a
KCTOKOHa301a  He  jgomkHa
npesbimath 200 Mr.

KIOTpUMa30/1a U KOMOHHAI[HH
AADYHABHDP/PHTOHABHP MOIKET
IIOBBIIIATE KOHIIEHTPAIHIO
JapyHaBHpa W /HIH
KIIOTpUMaszoja B muasme.
AUCy nmapynarupa 1 33 %

(Ha OCHOBaHHUH
MONYJIILHOHHOH MO/JIeIu
apMakokuHeTHKH)

®rnykonason He wusyuwanocs. Kom6unarms HeobGxonumo cobmonare
I[Tosakonazon AapYHaBHD/PHTOHABHD MOKeET OCTOPOIKHOCTh, pPEKOMEHIyeTcs
UzaBykonason THIOBBILIATE KOHIEHTPANHIO | KIMHHYECKHI MOHHTOPHHT.
IPOTHBOIPUOKOBBIX
IpenapaTos B nuasme
(MHrHGHpoBaHHe
P-rnukonporenna),
I03aKOHA30.1 MM (hIIyKOHA30.1
MOXKET [IOBBIIIATE
KOHLEHTPAlMIO  napyHaBupa
(unrubuposanue
usopepmenta CYP3A)
Wrpakonaszon He wsywanocs. Comectroe Heobxoammo cobmoaare
CHCTEMHOE TIPHMEHEHHE | OCTOPOXKHOCTE, PEKOMEHIyeTcs
HTPaKoHa30/la W KOMOMHALMH | KIMHHYECKHH MOHHTOPHHT.
JlapYHaBUP/PUTOHABHD MoskeT | Ecim TpebyeTcs coBMecTHOe
NOBBIIIATE KOHLUCHTPALKIO | IPUMEHEHHE, TO CYTOYHAS 1034
AapyHaBHpa M UTPAKOHA30Ja B | HTPAKOHA301a  He J0JKHA
niasme (uHrH6GHpoBaHHe npeBbmats 200 mr.,
u3opepmenta CYP3A)
Knorpumazon He wu3yuanocs. Cormecrroe Ecmn  tpebyercs commectroe
CHCTEMHOE TPHMEHCHHE | IPUMEHEHHE C KIOTPHMA30JIoM,

He0OX01MMO cobmonare
OCTOPOXKHOCTB, PEKOMEHAYETCS
KITHHHYECKUH MOHHTOPHHT.

[IPOTHBOIOJAT PHYECKHE ITPETIAPATHI

Konxunuu

He wm3yyanoce. CormecTHoe
OPHMEHCHHE  KONXMLUUHA |
KOMOMHAIHK
AapYyHAaBHP/PHTOHABUD MOIKET
MOBBIIATE KOHIIEHTPALHIO
KOJIXHITHHA.
(Murubupopanmue
uzodepmenta CYP3A w/iwm
P-rnukonporenna).

Ecmu TpeOyeTtcs Tepanus
KoMOUHaIHeH

NapyHaBUP/PUTOHABHD y
[IALIHEHTOB ¢ HOpMAaJlbHOM
bynkuned nevenu wam MoYeK,
PCKOMEHIYETCS CHHIKEHHE 03I
KOJIXHLIHHA HIIH
NPHOCTAHOBIICHHE IIPHEMA ITOTO
npenapara.  Jlanuwenram ¢
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HapylleHHeM (QYHKUUH [e4eHH
HIH [OYEK INPOTHBOIOKA3AHO

80/480 Mr, 6 n03 wepes
0, 8, 24, 36, 48 u 60
YHacoB

Chax apTemerepa | 18 %
AUC nuruapoapreMu3HHuHA
118%

Cinin IMTHIPOAPTEMH3HHKUHA <>
Crmax IMTHPOAPTEMU3UHUHA |
18 %

AUC nymedantpuna T 175 %
Chnin TymeanTpuna T 126%
Crnax TyMedanTpuna 1 65 %
AUC napynasupa <

Chin 1apyHaBupa | 13 %

Chax JapyHaBHpa <>

NPHUMEHATD KOJIXHIHH B
COYCTaHHH ¢  KoMOHWHauuei
JapyHaBHpP/pHTOHABHD.

ITPOTHBOMA/TAPHHUHBIE ITPEIIAPATEI

Aprtemerep/ AUC apremerepa | 16 % KomGunanms

Jlymedantpun Crin apTeMeTepa « NapyHaBHP/PUTOHABHD  MOXKET

NPUMEHATECS B COYETAHHH C
apTeMeTepoM/TyMe(haHTPHHOM

0e3 KOppeKUHM 103bI; TeM He
MEHee, BCJIEJCTBHE IOBBIIICHUS
KOHLEHTpaluH JTymeaHTpuHa
NaHHYK KOMOMHALHIO Cleayer
IIPUMEHSATE C OCTOPOKHOCTBIO,

HIPOTHBOTYBEPKYIIE3HBIE ITPEIIAPATE]

Pudammunun
Pudanentun

He usyuanoce. Pudanentun u
pudamnunun ABIBIIOTCS
MOIIHBIMH HHJIYKTOpaMH
uzopepmenra CYP3A, ouu
BBI3BIBAJIH BBIP&;KEHHOE
CHHIKEHHE KOHIIEHTpauui
APYTHX HHIHOMTOPOB MpOTeas,
4TO MOMKET TNPHBOJUTH K
BUPYCOJIOTHYECKOH
HEO)(PeKTHBHOCTH H Pa3BHTHIO
PE3HCTCHTHOCTH  (MHAYKIIHS
(epmentor CYP450). B xome
IIOTIBITOK IIPEOI0JIETh
CHIKEHHE KOHLIEHTPALHH
[I0CPECTBOM MOBBIIICHHS
A03BI  APYTHX HHTHOUTOPOB
nporeas B COYE€TaHHH C
HH3KHMH /103aMHM PUTOHABHpa
HaOmonanace BBICOKAs
4acToTa peaKUuMi co CTOPOHEI
[IEYCHH.

Ilpumenenne puganentuna c
KoMOuHaIHeH
JapyHaBUP/pPHTOHABHP
peKOMeHIyeTcs,

HE

[IpoTuBONOKA3aHa
KOMOMHHPOBaHHAs Tepanus
pHbaMITHIMHOM ¢ KOMOUHAIHE
JlapyHaBUP/PUTOHABHD .

Pudabyrun
150 mr 1 pa3 B 2 nus

AUC** pupabyruna 1 55 %
Cunin** pugabyruna 1 H/O
Cmax™* pudabyruna «

AUC napynasupa 1 53 %

Chnin 1apynasupa 1 68 %

Cax ZapyHaBupa 1 39 %
**CyMMa AKTHBHLIX I'[pOI/BBOI[HbIX

putabyruna (Mcxoanslit npenapar +
25-0-ne3aLeTUibHbIA mMeTaboJiuT)

B uccnenosanuun
B3aUMOJIEHCTBHS

[Tanuenram,
KOMOHHAIIHIO
JapyHaBHpP/PHTOHABHP,

PEKOMEHYETCSA CHHIKCHHE 03Bl
pudabytura wHa 75% or
00brMHOH 1036l 300 Mr/cyr
(Hanpumep, 150 mr uepes neHs),
a Takke  Oojee  4acThIi
MOHHTOPHHT I10 HOBOﬂy
CBA3aHHBIX ¢  pu(pabyTHHOM

MOy YaIOIIHM
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Ha0MIONATHCH CpaBHUMBIE
CYTOUHBIE CHCTEMHBIE
KOHIeHTpanuH  pudabyTuHa
npu npueme B noze 300 mr
l pa3 B cyrku B BHIE
MOHOTepanuud U 150 Mr yepe3
JCHb B COYETaHHH  C
KoMOuHanuei
JlapyHaBUP/pUTOHABH]
(600/100 mr 2 pasa B CyTKH) ¢
IIPHMEpPHO JICCSATUKPATHBIM
yBEIHYCHHEM CYTOYHOTO
YPOBHS aKTUBHOTIO MeTaboIHuTa
(25-0-ne3anerunpudalbyTruHa).
Kpome toro, AUC cymmsl

aKTHBHBIX MPOHM3BOIHBIX
pudabyruna (uecxomHOTO
npenapara * 25-0-

Ae3all€THIIBHOI'O MeTaﬁOJIHTa)
noBelcuiiocs B 1,6 pasza, B TO
BpeMsl KakK 3HayeHHe Cag
OCTABAIOCE COMTOCTABHMEBIM.

B HacTosIee BpeMs
OTCYTCTBYIOT  JaHHBIE IO
CPaBHEHUIO CO CTaHJapTHOMU
10308 150 Mr pa3 B CyTKH.

(Pudabyrun SIBJISIETCS
HHAYKTOpOM H  cybcTpaTom
uzopepmenta CYP3A.) Ilpu

COBMECTHOM [IPUMEHECHUH
KoMOUHAIMN

JlapyHaBHP/PUTOHABUD c
pudpabyrusom (150 mr uepes
JIeHB) Ha0moaaioch
MOBBILIEHHE CHCTEMHOH

KOHLIEHTpAIUH J1apyHABHPA.

HE)XXEaTeNbHBIX  SBICHHH. B
ciy4ae mpoOneM cO CTOPOHBI
OesonmacHOCTH HeoOX0IHMO
paccMOTpeTh JanbHeHlIee
YBEJIMYEHHE HHTEpBala MEXIy
npueMamu  pudalbyTuHa W/HIH

MOHHTOPHHT KOHIICHTpaIuH
pugabyTHHa.

Heob6xonumo H3yUYUTH
opHIHMATEHEIE  pEeKOMEHJAIHH
o HaJJMeXamel  Tepanuu
TyOepKye3a y BUU-
HHPHITHPOBAHHBIX MALIUEHTOB.
Ha OCHOBaHUH npohus
Oe3onacHOCTH KOMOMHAaIMH
JlapyHaBHP/PUTOHABHP

yBeNH4YeHHe 03Bl PUTOHABHPA
Ha ¢oHe Tepanuu pupabyTHHOM
He TpeOyeT KOpPpPeKUHH O3Bl
KOMOMHALUH
JapyHaBUp/pUTOHABHP.

Ha ocnopanuu
(hapMaKOKHHETHYECKOTO
MOJIEIMPOBaHHUS 3TO CHH)KEHHE
no3el Ha 75 % Takxke kacaercs
[IAIIHEHTOB, [IOJTYYAIOLIHX
puabyrun B nose,
otmuuaroireiicsa ot 300 Mr/cyT.

IIPOTHBOOIIYXOJ/IEBBIE ITPEITAPATbI

JlazaTuHHO
Hunoruaub
Bunbtnacrun
BuukpHucTHH

He H3Y4aIOCh.
[Ipennonaraercs, 4TO
KOMOHMHanus

napyHaBup/puToHaBup Oyaer
[OBBILLIATH KOHLIEHTPaLHIO
3THX MPOTHBOOMYX0JIEBBIX
[IpenapaToB B asme

(uarubupoBanue u3opepMeHTa
CYP3A).

[Ipy coBMecTHOM NpPUMEHEHUU

3THX JICKapCTBEHHBIX
npenaparoB ¢ KoMOMHanuen
JlapyHaBHP/PUTOHABHD

BO3MOZKHO IMOBBILIECHHE HX
KOHIEHTpAallUH, TAKHUM O6p330M,

BO3MOIKHO YBEITHYECHHE
He)KenaTeIbHEIX SIBJICHUH,
o0pryHo  HabmOmaeMBIX  TIpH
IIPHMEHEHUH JTaHHBIX
JIEKapCTBEHHBIX CPE/ICTB.
HeobGxonumo co0JII01aTh
OCTOPOIKHOCTE IPH HA3HAYCHHUH
KaKoro-auoo 3 ITHX
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[IPOTHBOOITYX0JIEBBIX
[penaparoB B COYETAHHH C
KOMOHHAaIHeH

JapyHaBHP/PHUTOHABUP.
OBeposumMyc CosmecTHOE IIPHMEHEHHE
Hpunotexan IBEPOJIMMYCa WJIM HMPUHOTEKaHa
c KoMOuHalneit
JapyHaBHP/pUTOHABHD He
peKOMeH,ILyeTCH.
AHTHTPOMBOITHTAPHBIE ITPEITAPATHI
Tukarpemnop He wusyuanocs. ComectHoe | CoBMecTHOE [IPUMEHEHHe
IIPpHMEHEHHE C KOMOHHalMeH | KoMOHHALHH
JapyHaBHP/PUTOHABHD MOJKET | AapyHaBUP/PUTOHABHP c
IPHBOJMTL K CYIIECTBEHHOMY | THKarpeIopom
MOBBILUEHHIO  KOHLEHTPALHH | IPOTHBOMNOKA3aHO.

THKarpemaopa.

Pexomennyercs [IPUMEHEHHE
JPYrdX  aHTHTPOMOOLHUTapHBIX
IpenapaToB, Ha KOTOpblE He
BIMSAET WHIUOMpOBAaHHE  HIIH
naaykuus  CYP  (Hampumep,
IIpacyrpen).

AHTHIICHXOTHYECKHE IIPEIIAPATbI/HEHPOJIEIITHKH

KBetnanun He uzyuanocs. CoBmecTHOE NpUMeHeHHe
IIpennonaraercs, 4TO | KOMOMHALMH
KOMOHHaIHs JlapyHaBUP/PUTOHABUD c
JlapyHaBup/pHTOHABHP KBETHAIIMHOM
MOBBICHT KOHLEHTPALHUIO 9TOTO | IPOTHBONOKA3aHO,  ITOCKOJIBKY
AHTUIICUXOTHYECKOTO BO3MOXHO yBEJIHYEHHE
npenapara B IUIa3ME. | CBA3AHHOM C  KBETHAIIHHOM
(narubupoBanue H30(epMeHTa | TOKCHYHOCTH. [loBbImeHHE
CXPAA), KOHIIEHTpaIHi KBETHAIHHA
MOJKET IPHBOJUTH K KOME,
[Tepdenazun He u3y4aiock. | B ciydae COBMECTHOIr0
Pucnepunon [Npennonaraeres, 9TO | MPUMEHEHHSI 3TUX IIPENApaToB C
Tuopunazun KOMOMHALIMSI KOMOHHaIueil
JapyHaBUP/PUTOHABHD JapyHaBUD/PUTOHABUD  MOXKET
IIOBBICHT KOHIIEHTPALUIO 3TUX | NOTPeOOBATBCS CHHIKEHHE HX
AHTUIICHXOTHYECKUX JO3BL
Ipenaparos B mIasMe.
(uHrubupoBanune
130(epMeHTOB CYP3A,
CYP2D6 W/UIH
P-ramkonpotrenna)
Jlypasumgon CoBMecTHOE [IpHUMEHEHHE
[Tumozun KoMOMHAIMK
Ceprunznon IapyHaBHP/PUTOHABHP c

JTYpa3HJIOHOM, MHMO3HJIOM HITH
CEPTHH/I0JIOM
IPOTHBOTIOKA3aHO.
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BETA-A/IPEHObB/IOKATOPbI

Kapgeunon He n3y4anock. | [Ipu coBMecTHOM npHMeHEHHH

Meronpomnon [Ipennonaraercs, YTO | KOMOMHAIIHH

Tumonon KOMOWHAIHS AapyHaBHp /PHTOHABHP c
NapYHaBUP/PUTOHABUD Gera-aipeHobIOKaTOpaMH
[IOBEICHT KOHLEHTPALHIO OTHX | PEKOMEHIYETCA  KIMHHYECKHI
Gera-anpeHobaokaTopoB B | MOHUTOpHHT. Cresyer pewuTh
masme BOIIPOC O CHHIKEHHH  JI03bI
(nHrubupoBanue Oera-aapeHobmokaropa.
usodpepmenrta CYP2D6)

BIIOKATOPBI «MEJVIEHHBIX» KAJIBI[THEBbBIX KAHATTOB

AMIIOTUITHH He H3y4alloch. Mosxkuo | Tlpu coBMecTHOM npuMeHEHHH

Juntuasem IPEAIIOI0KHUTE, YTO | 3THX IpenapaToB C

Genomunun KOMOMHAaLMs KOMOHHaIueH

Huxkapounux apyHABUP/PUTOHABUP MOXET | JApyHABHD/PUTOHABUP

Hudenunun [IOBBICUTH KOHLICHTPALIMIO | PEKOMEHAYETCA  KIMHHYECKHH

Bepanamun GiokaTtopos «MEJICHHBIX» | MOHHTOPHHI  TepaneBTHYECKHX
KaJILIIHEBBIX KaHaJIOB B | H NODOOYHEIX 3 (eKTOoB.
nnasme (uHrHGupoBaHue

usodepmenro CYP3A u/minu
CYP2D6)

ITTIOKOKOPTHKOCTEPOH[bI

' roxoxoprHKOCTE-
pOHJEI,
MeTaboIu3upyeMble B
IIEPBYIO ouepeib
CYP3A (B ToM wumcie
OeTtamerasoH,
Oyneconu,
GuryTHKa3oH,
MOMETa30H, MPEIHU3OH,
TPHAMIMHOJIOH)

DyTHKAa30H: B KIMHHYECKOM
HCCIIC/IOBAHUH, B  KOTOPOM
putoHaBup B o3¢ 100 mr B
Kancymax 2 paza B CYTKH
NPHMEHSAIM B  COYETAHHH C
50 MKr (pyTHKa30HA

NPONUOHATA  HHTPAHA3AIBHO
(4 pasa B CYTKH) B TeuyeHHE

7 IHeH Yy 3I0pOBBIX
100pOBONIBIIEB  HAOTIONAIOCH
CYLICCTBEHHOE  IIOBEIIIEHHE
KOHLEHTpaui  ¢uryTHKa30Ha
MpONKoOHaTa B IUIasMe, B TO
BpeMsl  KaK  KOHIIEHTpAIMH
IHJIOT€HHOTO KOpTH30J1a
CHHYKAJIMCh MPUMEpPHO Ha 86 %
(90 % JIOBEPUTENBHBIH
uHTepBan  82-89 %).  Ilpm
HHTAJIALIMOHHOM TIPUMEHEHHH
bryrrkazona MOTYT
HaOmoaaTeCs Oosee
BeIpKEHHBIE 3 dekTer. Y
MAaLHEHTOB, MOJTyYaKOUIMX
pUTOHABHP M ()IYTHKA30H
MHTAJIAIHOHHO WK
HHTPAHA3aJlbHO  OTMEYAIIHCh
CHCTEMHBIE

TIIFOKOKOPTHKOCTEPOUIHEIE
5dexTrl, BkmOUas cuHAPOM
Kymunra  uw  cynpeccuio

[1pu OJJHOBPEMEHHOM
NPUMEHEHHH KOMOHHALIHH

JapyHaBUp/pUTOHABHD %}
TTIIOKOKOPTHKOCTEPOH/IOB,

MeTab0IH3UPYEMBIX CYP3A
(Hanpumep, duyTukazoHa
IpPOIMOHATA WIIH JApYyTHX
HHTJISIHOHHBIX MJIH HA3aJIbHBIX
ITIIOKOKOPTHKOCTEPOHIOB),

MOJKET BO3pACTaTh pHCK
Pa3BHTHA CHCTEMHBIX 3()(eKTOB
TIIIOKOKOPTHKOCTEPOH/IOB,

BKIMIOYast CHHApoM Kymruara u
CYIPECCHIO Ha/III0YEYHHKOB.
[IpumeHeHue OJIHOBPEMEHHO C
MerabonuzupyeMeiMu  CYP3A
[IIOKOKOPTHKOCTEPOHIAMH — He
PEKOMEHTyeTCs, 3a
HCKJIIOYEHHEM CITy4yaeB, Korja
NOTEHLUHaNbHAs [MOoJb3a I
NAlHEeHTa IPEeBBIIAeT pHCK. B
TaKHX clyyasx cnenyer
HaOMIONaTh 3a MAlHEHTAMH Ha
IpeaMET CHCTEMHBIX 3(¢eKToB
IJIFOKOKOPTHKOCTEPOUIOB.

Cnenyer paccMOTpETh,
0COOEHHO B ciaydae
HEOOXOHMOCTH  JUTHTEIBHOTO

I[TPHUMEHCHHS, aJIbTEpHATHBHEIC
FJ'IIOKOKOPTHI{OCTCPOHJIH, MCHCEC
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HA[IOYCYHUKOB.  DQQEKTH | 3aBUCHMBEIE 0T  MeTaboHM3Ma
BBICOKOH koHueHTpanuu | CYP3A, HanpuMmep,
(GyTHKazoHa Ha | OeKIOMeTa3’0H Ul HA3aTBHOrO
KOHIIEHTpallHIO PHTOHABHpA B | HIIK HHTAISIHOHHOTO
IU1a3Me HeH3BECTHE, IIPHMEHEHHSI.
Hpyrue
[JIFOKOKOPTHKOCTEPOHIBL:
JI€KapCTBEHHEIE
B3aUMOJIEHCTBHSA HE
H3YYaTHCE. Konuenrpauun
3THX TIpenapaTtoB B ILjIa3Me
MOTYT BO3pAacTaTh NIpH
OTHOBPEMEHHOM TMpPHMEHEHHH
KOMOHHALUH napyHaBHp/
PUTOHABHD, NPUBOJS K
CHH)KEHHIO KOHLEHTPALHH
KOPTH30J1a B CHIBOPOTKE.
HexcameTazox He msyuanocs. [lexcamerason | JlekcameTta3on B  KauecTBe
(CHCTEMHO) MOYKET CHHXATh | CHCTEMHOI'0 IIpernapara Cleayer
KOHLIEHTPALHIO JapyHaBHPaA B | IPHMEHSATE C OCTOPOIKHOCTHIO B
1asme (MHIOyKIHs | cOYeTaHHMH ¢ KoMOMHaiwmeii
usopepmenta CYP3A) JAapyHaBHp/pHTOHABHD.
AHTAI'OHHCTbI SH/IOTEJIHHOBBIX PEIIEIITOPOB
Bozenran He wusywanocs. ComectHoe | [Ipn cOoBMECTHOM npHMEHEHHH
NpUMeHeHHe  0o3eHTaHa ¢ | KOMOWHAITHH
KoMOMHanuel JapyHaBUpP/pPHTOHABHP
NApYHABUDP/PHTOHABHDP MOXKET | pEKOMEHyeTCs MOHHTOPHHT
MOBBILIATH KOHIIEHTPALHIO | IEpeHOCHMOCTH 003eHTaHa.
Oo3eHTaHa B MIa3me,
bosenran moxer  cHmxaTh
KOHIEHTPALHIO JapyHaBHpa H
PUTOHABUDA B mia3me
(uenykius CYP3A).

AHTHBHPYCHBIE IIPEIIAPATBI IIPAMOIO JIEHCTBHA JUIA TEPAITHH

I'EITATHTA C

Huzubumopst npomeasvt NS3-4A

Tenanpesup AUC Tenanpesupa | 35 % KomOunanmro

750 mr kaxzpie 8 wacoB | Cpiy Tenmanpesupa | 32 % JlapyHaBHpP/pUTOHABHD HE

Crnex Tenanpesupa | 36 %
AUC,, napynasupa | 40 %
Cmin JapyHaBupa | 42 %
Cumax DapyHaBsupa | 40 %

PEKOMEHIYETCsl IPHMEHATH B
COYETAHHUH C TeJIAIPEBHPOM.

bouenpesup AUC 6ouenpesupa | 32 %
800 mr 3 paza B CyTKH Ciin Oonenpesupa | 35 %
Cmax Oonenipesupa | 25 %
AUC napynaeupa | 44 %
Cmin ZapyHasupa | 59 %
Cinax JapyHaBHpa | 36 %

Kombunaruio
JapyHaBUp/pUTOHABHD He
PEKOMEHIYETCs. [PUMEHSATEL B
COYETAHHH ¢ OOLETTPEBUPOM.

CumenpeBup AUC cumenpesupa T 159 %
Chmin cMenipeBupa T 358 %
Cinax cuMenipeBupa T 79 %
AUC napynaBupa 1 18 %

Kombunanuio
IapyHaBHP/pUTOHABUD He
PEKOMEHAYETCA IIpUMEHATE B

COYCTAaHHH C CHUMEIIPEBHPOM.
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Chin 1apyHaBupa T 31 %
Crnax HapyHaBHpa <>

Jlo3a cumenpeBHpa B 3TOM
HCCIIeIOBAHHH

B3aHMOJCHCTBHA COCTaBIIANA
50Mr  mpu  coBMecTHOM
[IPUMEHEHUH B
NAPYHABUPOM/PUTOHABHPOM H
150 mr B rpymnme
MOHOTEPAITHH CUMEIPEBHPOM.
I'pasonpeBup/sanGaceup | Ipenmonaraercs, yro | KomOunarmo
KOMOMHALHS IapyHaBHpP/pPUTOHABUD
JapyHaBUpP/pUTOHABHP NPOTHBOIIOKA3aHO IPHMEHSTEH B
IIOBBICUT KOHICHTPALHIO | COYETAaHUH ¢ KoMOHMHauHei
TpasonpesHpa B IUIa3Me | Ipa3onpeBHp/3n6acBup.
(uHrHOMpoOBaHHE
mzopepmenro  CYP3A wu
OATPI1B).
PACTHTEJIBHBIE IIPEITAPATbI
3Bepoboit He usydanock. | KomOunanuio
IIPOIBIPSABIICHHBIH [Ipeanonaraercs, 4TO | JapyHaBUP/PUTOHABHP
(Hypericum perforatum) | 38epo6o#t  IPOXBIPSBIEHHBINH IPOTHBOIIOKA3aHO MPHMEHATH B
Oyner CHIXKATh KOHUEHTPAIMIO | COYETAHHH ¢  penapaTaMi,
JlapyHaBHpa M PHTOHABHpa B | COAEPKALIMMHU JKCTPaKT
ma3me (MEayknus CYP450). 3Bepo00sl  TPOABIPSBIEHHOIO
(Hypericum perforatum). Ecnn
HalHeHT yKe noJay4aet
3Bepo0OH  IPOALIPSIBIEHHEIIH,
HEOOXOJUMO €ro OTMEHHTh H,
M0  BO3MOXHOCTH, [POBECTH
aHaIIN3 YPOBHA BUDYCOB.
Kounnentpanuss napynasupa (a
TAaK)KC  PHTOHABHpAa) MOXKET
[OBBICHTBCA ~ TIPH  OTMEHE
3B€po00s  MPOIBIPABIEHHOTO.
Janubrii HHAYLHPYIOIIH M
2hheKT MOKET COXPaHATHCS B
TE€YeHUEe [0 KpaihHell Mepe
2  Helelb MOCHE  OTMEHBI

3BCpO6OH ITPOABIPSABICHHOIO.

HHIHEHTOPbI 'MI-KOA-PEJITYKTA3bI

JloBacTatun
CuMBacraTtun

He H3y4aJloCh.
I[Ipennonaraercs
3HaYHTENILHOE ITOBBILICHHE

KOHIIEHTPALMH JI0BACTATHHA H
CHUMBAacTaTHHa B ILTa3Me IpH
COBMECTHOM [PUMEHEHHH C
KoMOUHaUHeH
JapyHaBUP/PUTOHABUP
(uHruOupoBanue

n3ohepmenta CYP3A)

[ToBeinenue KOHLEHTpaIHH
JI0BacTaTHHA WM CHMBAcTaTHHA
B IIa3M€ MOXET  BBI3BATh
MHONATUIO, B TOM  YHCIE
pabnomuonus. Takum o6paszom,

COBMECTHOE IIPUMEHEHHE
KOMOHMHALHK
JlapyHaBUP/pPUTOHABUHD c
JIOBACTATHHOM HITA
CHMBACTaTHHOM
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IIPOTHBONIOKA3aHO.
AtopBacTtaTun AUC aropracraruna 1 B 3-4 B crydae IpUMEHEHHS
10 mr 1 pa3 B cyTkH pasa aTopBacTaTHHa ¢ KoMOMHalueit
Cmin aTOpBacTaTuHa 1T B =5,5- JapyHaBHP/PUTOHABHP

10 pa3

Chnax aTOpBacTaTHHA T B ~2
asa

JapyHaBHpa

PECKOMEHAyeMas HayalbHas 1034
aTopBacTaTHHA COCTaBIIsIeT
10 mr 1 pa3 B cyrkd. Bosmoxkso
IIOCTETIEHHOE IOBBILICHHE 03I
aropBacTaTHHAa B COOTBETCTBHH
¢ KJIMHHYECKHM OTBETOM.

IIpaBacraTun
40 Mr 0IHOKpaTHO

AUC upapacratusa 1 81 %'
Chmin mpaBacTatina H/O
Crax IpaBacTaTiHa T 63 %
"B orpanmuennoi cybnonynsuun
MaLUeHTOR Haboaanocks
YBEJIHUEHHe 10 5 pa3

Ecimn  Ttpelyercs coBmecTHOE

NPUMEHEHHE T[IpaBacTaTHHA C
KOMOHHaIHEH
JapyHaBUpP/pUTOHABUP,
PEKOMEHAYETCA  HauYMHATL ¢

MHHHMAJIbHOH BO3MOKHOM J03BI
IpaBacTaTHHAa C THTpalUei 1o

KeIlaeMoro KITHHHYECKOTO
spdexTa ¢  MOHHTOPHHIOM
Oe3onacHOCTH.

PosyBacrarun AUC posysacraruna 1 48 %' | Ecim  TpeGyercs coBMecTHOE

10 Mr 1 pa3 B cyTku

Cuax po3yBacTatuma 1 144 %!

11
Ha OCHOBaHHH
onyOIHKOBAHHBIX JaHHBIX

IPHMEHEHHE po3yBacTaTHHA C
KOMOHHALHEH
JlapyHaBHp/PUTOHABHD.
PEeKOMEHIyeTcsd  HadhHaThb C
MUHHUMAaJIBHON BO3MOKHOH 03Bl
po3yBacTaTHHA ¢ THTpalued 1o

KeaeMoro KITHHHYECKOro
spdexkra ¢  MOHHTOPHHIOM
0e30nmacHOCTH.

BIIOKATOPBI H-THCTAMHHOBBLIX PELIEIITOPOB

PanuTuanH "AUC napyHaBupa <> Kom6unanmo

150 Mr 2 pasa B cyTku A JlapyHaBUpa <> JApyHaBUP/PUTOHABHP  MOXKHO

Cimax JapyHaBupa <

IOPUMEHATE B COYETAHHH C
Oaokaropamu H,-rucramMuHoOBBIX

peuentopos  0e3  KOppEeKLIHH
J0O3EI.
HMMYHOCYIIPECCAHTbBI
[{uxnocriopun He wmsyuanocs. Konuenrtpauus | B ciIy4ae COBMECTHOTO
Cupomumyc 3THX  HMMYHOJIENIPECCAHTOB | NPUMEHEHHS  PEKOMEHIyeTCH
Takponumyc IIOBBICHTCS [IPH COBMECTHOM | TE€PANeBTUUYECKHH MOHHTOPHHT
NPAMEHCHHH ¢ KOMOWHALMEH | KOHIEHTpPalHH
NapyHaBUp/PHTOHABHP UMMYHOCYTIPECCAHTOB.
(MHrubupoBanue H3opepMeHTa
CYP3A)
OBeponumyc CoemecTHOE IpPUMEHEHHE
3BEpOIMMYyCa ¢ KOMOWHaIMel
JlapyHaBUp/pUTOHABUP He
PEKOMEHIyeTCsl.
HHTAJTAIJHOHHBIE BETA-A/IPEHOMHMETHKH
Canmertepon He wusyuganocs. CosmectHoe | CoBMecTHOE IIPHMEHEHHE

HIpHMCHCHHC CaJIMETCpOJia H

caaMmerepona ¢ KoMmOMHalmen
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JIapyHaBUpa €  HH3KHMH
J03aMH  PHTOHABHpA MOXKET
NPUBECTH K  TOBBIIIEHHUIO
KOHLIEHTpALMH CaIMeTeposa B
asMe.

JapyHaBHpP/PUTOHABHD HE
pexkomeHayercs. B pesynbrare
HCITOJIE30BAHMS 3TOM
KOMOHHAIHH BO3MOKHO

MOBBILIEHUE PHCKA CEpIECYHO-
COCYOHUCTBIX HCXKCJ/IATCIBHBIX
SIBJICHUH, CBSI3aHHBIX C
CaJIMCTEPOJIOM, BKJTHOYas
yuaHenne  uHTepBana  QT,
cHUIBHOE  cepaucOueHue |
CHHYCOBYIO TaXHKapaHIO.

HAPKOTHYECKHE AHAJIBT'ETHKH/TEPAITHA OITHOHJHOH
3ABHCHMOCTH

Metanoun AUC R(-) metamona | 16 % B Hayae COBMECTHOTO
UHIMBHOyalnbHBIe 10361 | Cpin R(-) MeTagona | 15 % OpUMEHEeHHsT ¢ KoMOMHarmein
B muamazoHe oT 55 10 | Cpax R(-) Mmeragona | 24 % JapyHaBHpP/pHTOHABHD

150 mr 1 pa3 B cyTkH

KOppEeKIHs [103bl METaJloHa He
TpeOyetca. Tem He MeHee, B
clyuae COBMECTHOTO
NPUMEHEHUA Ha [POTAKCHHH
Oonee JUIMTENIBHOTO MepHoaa
BPEMEHH MOKeT nmotpeboBaThes
yBeJIMYeHHEe JI03Bl  METaJoHa
BCICJACTBHE  HHIYKIIHH  €ro
MeTabonu3Ma TMoH JeidcTBHEM
putoHaBupa. Takum o00pazom,
peKOMeHIyeTCsl  KIMHHYECKHi
MOHHTOPHHT,  TOCKOJIBKY ¥
HEKOTOPBIX MAlMEHTOB MOXKET

noTpedoBaThCs KOppeKLHs
NOJIEPXKUBAIOLICH TeparyH.
bynpenop¢un/uanokcon | AUC Oynpenopduna | 11 % Knunnveckas 3HAYHUMOCTh
8/2 mr -16/4 mr 1 pa3 B | Cyin Oynpenopouna < yBeJIHYeHUS napameTpoB
CYTKH Cumax Oynipenopduna | 8 % (hapMaKOKHHETHKH
AUC nopOynpenopdpuna HOpOynpeHophuHa HE

146 %

yCTaHOBJICHA. HpH COBMECTHOM

Chnin HOpOynpeHopduHa MPHMEHEHHH ¢ KoMOMHauuen
171 % JapyHaBUP/pUTOHABUD
Cuax HOpOynpeHopuHa KOppeKLus 1036l OynpeHopduna
136 % MOXKET He MoTpeboBaThes, TEM
AUC HanokcoHa « HE  MEHee, pPEKOMEHIYETCH
Chin HaJTOKCOHa H/O TIIATEIbHBIN KJIHHUYECKH I
Cmax HaJIOKCOHA MOHHTOPHHT Ha npeamMeT
CHMIITOMOB OIHATHOHN
TOKCHYHOCTH.
ICTPOrEH-CONEPKAIIIHE KOHTPALIEIITHBHBIE IIPEITAPATAI
DTHHUIACTPAIUOI AUC stuHIIdCTpagnona Ecnu 3CTPOTEHCOAEPIKALLHE
Hopatunapon 144 % KOHTpALICIITHBBI IPUMEHSIOTCS B

35mxr/lmMr 1 pa3 B
CYTKH

Chin THHHJI3CTPAIHOIA
162%
Cinax dTHHHJIICTPAIMOIIA

132%

coyeTaHHH ¢ KomOuHauMeHl
JapyHaBUP/PHTOHABHP

PEKOMEHIYETCS HCITOJIb30BAHHE
IbTEPHATHBHBIX HITH
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AUC Hoparuazapona | 14 % JOTIOJIHUTETIBHBIX CPEelCTB
Chnin HOpoTHHIpOHA | 30 % KOHTpaLEMIHH. 3a
Cinax HOPITHH/IPOHA <> MAIlMEHTKAMH,  OJYYalOlHMH
3CTPOreHbI B Ka4yecTBe
TFOPMOHO3aMECTHTEIbHOM
Tepaliiy, Heo0X0IHMO
HA0II0IaTh Ha MpeaMeT
CHMIITOMOB 3CTPOreHOBOH
HEJIOCTATOYHOCTH.
AHTAI'OHHCTbI OITHOHIHBIX PEIIEIITOPOB
Hanokceron He n3yuanocs. CoBmecTHOE NPHMEHEHHE
KOMOHHALHH
JApyHABUD/PUTOHABHP "
HAJIOKCETr0J1a IPOTHBOMIOKA3aHO
HHTHBHTOPBI ®OCDPOIHICTEPA3BI 5 THIIA (®13-5)
Jns nedenus | B uccnegoBanuu | I[lpumenenue  aBanapuna B
IPEKTUIBHON B3aMMOIeHCTBHS COYeTaHHH ¢ KoMOHHaimen
AUCHYHKIHH COIIOCTaBHMEIE CHCTEMHBIE | IapyHaBUD/PUTOHABHP
Apanadwun KOHLEHTpalMKl  cuiaeHaduIa | IpOTHBOIOKA3aHO. Hpyrue
Cunnenadun HabJIro1amHCE 1ocJie | HHTHOUTOPEI OJ13-5 IS
Tananadun OHOKPAaTHOIO IIpHEMA | JIEYEHHS 9PEKTUIIBHOMH
Bapnenadun cunnenaduia B 1ose 100 Mr B | IMCOYHKUHH B cOYeTaHHH C

BH/IE MOHOTEPANHH H B JI03€

25 mMr B COYETaHHH [
KoMOuHarmei
JapyHaBHp/pHTOHABHP.

KoMOUHaIHeH
JapyHaBUP/PUTOHABHD CIIEAyET
IPUMEHSATE C OCTOPOKHOCTEIO.
Ecmn  nokasano cosmecTHOE
IpUMEHEHHE KOMOHHAIHH
JlapyHaBHp/pUTOHABUD c
cuiieHadpuaoM, BapaeHapHIOM
HIH Tajanapuiom,
pEeKOMeHayeTCs IpueM
cueHaduIa B pa3oBoi 03¢ He
Bplme 25Mr 3a 48 wyacos,
BapIeHa(uiIa B pa3oBoil 103e He
BbIle 2,5 Mr 3a 72 yaca WiId
Tajanaduia B pa3oBoi 103 He
Bhlle 10 Mr 3a 72 gaca.

Jns nedyenus nerovnoii

apTepuabHON

THIIEPTEH3HH
Cunnenadun
Tananagun

He wu3yuamocs. CoBmecTHOE
IIPUMEHEHHE cuiieHaduna
HIM Tagamapuia B KavyecTBe
npenapaTtoB  Juid  JICUCHHS
JIETOYHOH apTepHalbHON
THIIEPTEH3UH W KOMOHMHAIHH
JIapyHaBUP/PUTOHABHDP MOMKET
IIPHBOJHUTE K  [OBBIILECHHIO
KOHLIEHTpalMy  cuaaeHaduIa
HIIH Tajlanaduna B miasme.

besonacHas u  addexTHBHAs
no3a cuiaeHaduna Juis JedyeHus
JIeroYHoMI apTepHaIbHON
THIIEPTEH3UH TIPH NPHMEHEHHUH
B COYETaHHH ¢ KOMOWHaumei

JlapyHaBHp/pUTOHABUD HE
ycranosieHa.  IloteHumansHo
BO3MO’KHO YBEIIUUECHHE
CBA3aHHBIX C CH/IACHA(HIOM
HE)KeIaTeIbHbIX SABIIEHUH
(BKIOYAst 3pUTENbHEIE
paccrpoiicTsa, THIIOTEH3HIO,
JITHTENBHYIO 3PEKLIHIO "
CHHKOITAJIEHOE COCTOSHHE).
Taxum ob6pasoM, coBmecTHOE
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IpHUMEeHeHHe KOMOHHALIUY

JlapyHaBUP/pPUTOHABHD "
cunneHapuma g JledeHHs
JIErOYHOH apTepUaIbHOM

THIICPTEH3HH ITPOTHBOIIOKA3aHO.

CosmecTtHoE [IPHMEHEHHE
Tananapuia  Jyis JIeYeHUs
JIETOYHOH apTepHalIbHOIM
THIIEPTEH3HH ¢ KOMOUHANHEH
JapyHaBHp/pUTOHABUP HE
PEKOMEHIYeTCsl.

HHTHBEHTOPbLI IPOTOHHOH ITOMITbI

Owmenpazon "AUC napyHasupa < KomOuHnarmio

20 mr 1 pa3 B cyTkH Chnin JapyHaBHpa <> JapyHaBHP/PUTOHABHP  MOKHO

Cax JapyHaBHpa < IPUMEHATb B  COYCTAHHH C

HHIHOUTOpaMH IIPOTOHHOH

IIOMIIBI 6€3 KOPPEKIHH 0351,

CEJNATHBHBIE/CHOTBOPHAIE ITPEIIAPATBI

bycnupoun
Knopazenar
Junazemam
DcTazonam
Oypazenam
Mrunazomnam
(mapeHTepaIbLHO)
3onnuaem

He H3Y4aJocCh.
CenaTuBHBIC/CHOTBOPHBIE
npemnapartel B 3HAYHTEILHOM
obreme  MeTaboIH3HpPYIOTCH
H30(epPMEHTOM CYP3A.
CoBmecTHOE NpHMEHEHHE C
KoMOuHaIue
NapyHaBUP/PUTOHABHD MOKET
BEI3BATH 3HAYHTEIEHOE
MOBBIIIEHHE  KOHLEHTPAIIMH
5THX Ipernaparos.

IIpa coBMECTHOM MpHUMEHEHHH
MHJIa30/1aMa apeHTepalbHO C
KoMOHHaIuen

JapyHaBHpP/pUTOHABHP
BO3MOYKHO 3HAYHTEIBHOE
NOBBIIICHHE  KOHIECHTPALHH
3TOro OeH30/1Ha3enHHA.
ManHBleE 1O COBMECTHOMY
TIPUMEHEHHIO My1a3oaamMa
MapeHTepalpH0 € JPYTHMH
HUHrHOUTOpaMH poTeaskl
YKa3bIBalOT HA BO3MOXKHOCTH
NOBBIICHHUS ~ KOHLEHTpALUH
MH/J1a30J1aMa B miasme
B 3-4 pasa.

IIpu coBmecTHOM NpPHMEHEHHH
KOMOHHAIMH
JIapyHaBHP/PUTOHABHD C ITHMH
CeIaTHBHBIMH/CHOTBOPHBIMH
cpeacTBamMmu pEKOMeHIyeTCs
KIIHHHYECKH MOHHTOPHHT,
KPpOME TOro, CJIEAyeT pPEeLIHTh
BOIPOC O CHHIKEHHH JI03BI 3THX
IIpenaparos.

Ecnu MH/1a30/1aM
NapeHTePATBEHO Oynmer
IPUMEHATBCSI B COYETAHHH C
KOMOHHaIen

JlapyHaBHP/PHTOHABHD, JI€YEHHE
HEOOX0IMMO Ha4YMHATh B
YCIOBHSAX OT/EIECHHS
UHTEHCHBHON Tepanuu (OUT)
HJIM B QHAJIOTHYHBIX YCIOBHUSX, B
KOTOPBIX MOJKeT OBITH
obecrieueH TLIATEIbHBIH
KIMHUYECKHH MOHUTOPUHT H
HaJUIe)Kallas Tepamusi B cilydae

YTHETEHH IBIXaTEeJIbHOIO
LeHTpa  W/MIH  JUIMTENBHOM
cemarmy.  Crnenyer  peliuTh
BOIIPOC O KOPPEKUHH 103K
MHIa30jlamMa, B OCOOEHHOCTH B
cjiydac [IPpHUMEHEHHA 3TOro
npernapara Honee yem

OJIHOKPATHO.
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Mugazonam [Tpumenenue KoMOHHAIHH
(mepopabHo) JlapyHaBUP/PUTOHABUP c
Tpnazonam TPHA30IaMOM WIH
MH1230J1aMOM 1epopaibHO
MPOTHBOINOKA3aHO.
ITPEITAPATBI /LA TEPAITHU ITPEK/TEBPEMEHHOH SAKY/IALHH
JanokceTHH Het naHHBIX. CoBMeCTHOE IpHMEHEHHE
KOMOMHAIMH
JapyHaBHpP/pUTOHABHD i1
JaIIOKCETHHA IPTHBONOKA3aHO.

IIPEITAPATBEI JUIA JIEYEHHA YYAL[EHHOIO MOYEHCH VYCKAHUA H
HEJEPKAHUA MOYH
dezoTepoaun Het naHHBIX. Cnenyet coburoaathb
Comudenanus OCTOPOKHOCTH MPH COBMECTHOM
MIPUMEHEHHH KOMOMHALHUH
JapyHaBUP/PUTOHABHD ¢
yKa3aHHbIMH npernapaTaMH.
Heobxomumo HaOmoJAeHHE 3a
00OYHBIMH peaKkIusIMH,
CBA3aHHBIMU C ()E30TEPOJAHHOM
U conu(eHalrHOM, BO3MOXKHO,
norpe0yercss CHMIKEHHE 03Bl
yKa3aHHBIX [IPEIapaToB.

"JddexTupocTs ¥ Ge30macHOCTh JapyHaBHpa C© PHTOHABHPOM 100 Mr u  J0OBIMH  IPYTHMH
uaruburopamn BUY (Hanpumep, (hoc)amrpeHaBupoOM, nenduHasupom u THrnpaxasupom) y BHY-
MHOHUIMPOBAHHBIX MALMEHTOB He YycTaHoBjeHa. COrnacHo TEKYIUMM PEKOMCHIALMAM [0 JICHCHHIO
Tepanus, BKIIOYAoLas 2 HHruOMTopa npoTeasbl, Kak NPaBuilo, HE PEKOMEHIYCTCA.

Oco0bIe yKkazaHus

[TalMeHTOB HE00X0AUMO MporH(GOPMUPOBATH O TOM, HYTO COBPEMEHHBIC
AHTUPETPOBHPYCHbIE Ipenaparbl He u3neduBaior BUY-undexumio u  He
npegoTBpaiaioT mepenasy BWY, B ToMm umcie onoBbIM myTeM. llanpeHTaM
cleyeT pa3zbACHUTH HEOOXOMMMOCTh COOJIONESHHS COOTBETCTBYIOLIUX —Mep

NPE0CTOPOIKHOCTH.

Ha ¢oHe Tepanuu npenaparom HeoOXOAWMO NPOBOIMTE PEryJIAPHYIO OLCHKY
BHPYCOJIOTMUECKOro  OTBera. B ciyyae — OTCYTCTBHA — WIH  TIOTEPH
BUPYCOJIOTMYECKOr0 OTBETa HeoOXOAMMO MPOBECTH HCCIIE/I0BAHME HAa HATMHYUE
PE3UCTEHTHOCTH.

JlapyHaBUp TPEUMYIIECTBEHHO CBA3BIBACTCS C ailb(ha-1-KHCIBIM IIMKONPOTEHHOM
rtasmbl, CTEleHb CBA3LIBAHMS 3aBMCHT OT KOHIEHTpALWu cBoOoaHOro anbha-1-
KHCIIOrO IJIMKomporerHa. Takum 00pa3oM, Helb3s HCKIIOYaTbh — BIMAHKC

MperapaToB ¢ GONBLINM CPOJACTBOM K ab(a-1-KHCIOMYy IIIMKONPOTEHHY ILIa3MbI




40

HA KOHLIEHTPAIUIO CBOOOIHOTO IapyHaBUpa.

ITayuenmeot, panee nonyuaeuiue 1edeHue - npuem npenapama 1 pa3 6 cymKu
KoMGHHALHS JapyHABKP/PUTOHABHD He JOJDKHA NPUMEHATHCS C 4acTOToH 1 pa3 B
CYTKH y TALMEeHTOB, paHee MOJIyYaBIIHX HHIHOUTOPB! IIPOTeaskl U UMEIOLINX, M0
KpaiiHeidl Mepe, OJHY MYTallMIO, BBI3BIBAIOIIYIO PE3UCTEHTHOCTE K IapyHaBHPY
(VILL, V321, L33F, 147V, 150V, I54M, I54L, T74P, L76V, 184V u L8OV) mmu ¢
nmasmenHsiM yposHem PHK BWY-1 > 100 000 xomui/mia M KOJTHYECTBOM
CD4+ kierok <100 x10%/1.

[IpumeneHue KOMOMHALUU JlapyHaBUp/PUTOHABHD COBMECTHO c
oNTUMH3UpOBaHHOH Gazosoii Tepanueii (OBT), Bovaromwei 2 1 OoJee npenapara
kmacca HUAOT, He uM3y4anoch y Takux NanueHToB. [laHHbIC O NPAMCHEHHH Y
nanuenTos ¢ BUU-1 pyrux rpynmii, 3a HCKJIIOYEeHUeM Ipynisl B, orpaHu4eHbI.
bepemennocmo

[Ipenapar JlapyHaBHp cliefyeT MCIIOJIb30BaTh BO BpeMsi OEpEMEHHOCTH TOJBKO B
TOM ClTy4ae, ecili MOTeHLHAIbHAS 10132 PEBBILLIAET BO3MOXKHBIH PHCK. Cnenyer

C OCTOPOKHOCTBIO ITPUMCHATD Ipernaparsl, KOTOPbIC MOTYT IIPUBECTH K CHHUXKCHHIO

KOHIIEHTpAIMK JapyHaBUpa y OepeMeHHbIX.

Hooxcunvie nayuennol

Undopmanyst o JedeHnd KoMOWHauueil JapyHaBUP/PUTOHABUD TAlMEHTOB B
BospacTe 65 JeT M cTaplie BecbMa OIpaHMYeHa, HeoOXoauMo cobmonaTh
OCTOPOKHOCTH TpH JIeYeHHd TaK¥X IalkeHToB mperapaToM JlapyHasup,
MOCKOJIBKY Y HHX Yallle BCTpeyaeTcs QUC(yHKLUUS I€UCHH, U OHM Yalle CTpajaioT
COIYTCTBYIOIIMMH ~ 3a0O0N€BAHMAMHA ~ HJIM  TIPUHAMAIOT ~ KOMOMHMPOBAHHYIO
TeparuIio.

AGCONIOTHAsT GHOJOCTYIHOCTh Iocie pazoBoro mpuema 600 Mmr gapyHaBupa
cocraBuia IpuMepHO 37 % ¥ yBelMdmiIach MpuMepHO [0 82 % mocie npuema
napyHasupa B komOuHanuu co 100 Mr putoHaBHpa 1Ba pasa B CYTKH. CymmapHbIi
sbdext yiydmenuns (apMaKOKMHETHKH [@pyHaBHpa PUTOHABAPOM BBIPASHIICH
IIPEMEpHO B 14-KpaTHOM yBeIMUeHWH KOHLEHTPAIMX apyHaBKpa B Ia3Me Mocie

nmpueMa ONHOM 7036l 3Toro mpemapata (600 Mr) B KoMOMHalMH CO 100 mr
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PUTOHaBMpa JZBa pasa B CyTkd. Takum obpasom, mnpemapar [lapyHaBup
HEOOXOIMMO IPUHUMATE TOJILKO B KOMOHHALMM C HU3KOH 1030MH PHTOHaBHpa B
Ka4yecTBe (papMaKOKHHETHYECKOTO YCHIIUTEIIS.,

[loBeieHne yKkasaHHOM 1036l puTOHaBHpa He NPUBOAHT K 3HAYUMOMY
YBEIMHCHUIO KOHICHTPALMH NapyHaBHpa B ILIa3Me, H II03TOMY 03y pPHTOHaBHMpa

HE PCKOMEHIYETCs MOBLIILATS.

Kooicrote peakyuu mascenoii cmenenu

Y 0,4 % mnauueHToB npu npueme napyHaBHpa ObLIH 3a()MKCHPOBAHBI KOXKHEIE
PeaKLHH TSIKEJIOH CTeIeHH, KOTOPbIe MOTYT COLPOBOKAATCS JIMXOPALKON H/HIH
YBCIMYCHUEM  aKTUBHOCTH  [€YEHOYHBIX TpaHcamuHas. DRESS cunapom
(JIeKApCTBEHHAS! CBIb ¢ D03MHO(GHIMEN M CHCTEMHBIMH NPOSIBIIEHUSIMH) H
cuaapoM  CtuBeHca-/IKoHCOHA  (UKCHpOBaJICS peako  (<0,1%). B
HOCTPErHCTPAMOHHOM  MEpUOAe  COOOIAIOCh O pasBUTHH  TOKCHYECKOIO
SMHIACPMAJIBHOTO HEKPOJIM3a W OCTPOr0 I'€HEPaTH30BAHHOTO HSK3aHTEMATO3HOIO
mycrynesa. IIpy BOSHHKHOBEHHH NMPH3HAKOB HJIH CHMITOMOB KOYHBIX peaKLuii
TSOKENIOH CTENeHW (ChIIb TSIKENOTO TeYeHHS WIH  ChIlb, COTIPOBOXK1aeMas
TUXOPAIKOH, OOILUMM HEIOMOTaHHEeM, YCTAlOCTBIO, GOJSMH B MBIIIIAX HIIH
CyCTaBax, BOJABIPAMH, MOPAKCHUSIMH POTOBOH IIOJIOCTH, KOHBIOHKTHBHUTOM,
PENaTUTOM WMWK 903MHOGMINEH U 1p.) mpuem npenapara J[lapyHaBup
HEOOXOIMMO HEMEJUIEHHO [PEKPATHTb.

Cermb yaute HabojaIach y NalUEHTOB, paHee TNOJIyYaBIIHX aHTUPETPOBUPYCHYIO
TCpalHIO W  TNPUHUMAIOWIMX OJHOBPEMEHHO pAaJTEerpaBUp M KOMOWHAIMIO
AGPYHABUD/PHTOHABHP 10 CPaBHEHHIO C TMALNMEHTAMH, MOJYYABIIUMH IO
OTACJILHOCTH paITerpaBUp UM KOMOMHALMIO NapyHaBHP/PUTOHABHUD.

JlapyHaBup coneput CynbhOHAMHUAHYIO TpyIIy. [Ipumenenue mnpemnapara
JlapyHaBup manpeHTamu ¢ ajuieprueii Ha CYJIb(OHAMHIBI JODKHO TIPOU3BOAUTHCS

C OCTOPOXKHOCTEIO.

Ilayuenmol ¢ conymemeyrouwgumu 3abonesanuamu

HaHI/IeHTLI c 3aboJIeBaHUsAMHU MNSYCHH

JlaHHBIE 110 NpPMMEHEHWIO KOMOWHAILMH JIApYHaBUP/PUTOHABHD Y MALMEHTOB C
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TSDKeNbIM HapylieHHeM (GYHKIHM IE4CHH OTCYTCTBYIOT; CJICJOBATE/IbHO, [ATh
crienp(UUecKie  PeKOMEHJaluuy 10 J03HPOBAaHHIO He IpeACTaBISAETCS
BO3MOJKHBIM. IlpHeM KOMOWHALUH JapyHaBUP/PUTOHABHD MPOTMBOIIOKA3AH Yy
ALMEHTOB C TSKENOH NeYeH0YHOH HEA0CTaTOTHOCTBIO (xnacc C 1o Yajina-T1s10).
OCHOBBIBASACH HA JAHHBIX, YTO CTaOMIIbHBIE (hapMaKOKHHETHICCKHE MapaMeTphbl
Mpd TPYMEHEHHU [apyHasupa y MNalHeHTOB ¢ JIETKAM M YMEpPEHHOM CTEICHU
HapylieHneM (QYHKIUH NeYeHH (kmacc A u B 1o Yaiina-I1pr0) CpaBHHUMBI C
rMapaMeTpaMy y 3JO0POBBIX JIML, KOPPEKIHMH J03bl fanuesTaM C JIerKAM H
yMepeHHOH CTelneHH HapylleHHEM dyHKIME [edeHn (Krace A B no Yaina-
[Tsi0) He Tpebyercs, OJHAKO CIEIYET € OCTOPOKHOCTBIO NIPUMEHSITH KOMOWHALIHIO
JapyHaBUpP/PUTOHABHUP Y STHX MALCHTOB.

['enaToTOKCHYHOCTDE

[Ipy TIpUMEHEHHH KOMOMHALWH J@pyHABAP/PUTOHABUAP BO3MOKHO Pa3BUTHE
FelaTHTa, BHI3BAHHOTO NPUMEHEHHEM JIKapCTBEHHBIX IpPErnapaTtos (HarmpuMep,
OCTpBIN TemnarTur, LUATONATHYECKUI TrenaTut). ['emaTuT gabmomanca y 0,5 %
NALHEHTOB, OTyJaoIUX KOMOMHIPOBAHHYIO TEPAIIHIO JapyHaBUp/pUTOHABHD. Y
HALMEHTOB ¢ HApYILICHHAMH (YHKIMU NeYeHH, B T.4. ¢ XPOHHICCKIM AKTHBHBIM
renataToM B mix C, MMeeTcs MOBBIIIEHHBIA PHCK PasBUTHA TKEMBIX 0OOYHBIX
5} deKToB CO CTOPOHBI NEYECHH.

Heo6X0qMMO [POBOJMTH MOHWTOPHHI  COOTBETCTBYIOLIMX 1abopaTOPHBIX
noxasatesiei nepen Ha3HAYeHUEM KOMOMHHPOBaHHOM Teparuu
JapyHaBUP/PUTOHABMP M BO BpPCMi JICCHHA. CrneayeT pacCMOTPETh BOSMOXHOCTh
KOHTpOJISL yBENMYEHHs] aKTUBHOCTH ACT/AJIT y mauueHtoB ¢ XPOHHICCKHM
reraTHTOM, LUPPO30M WA Y IALUEHTOB, Y KOTOPbIX Habro1a1ach MOBBIIICHHAs
AKTMBHOCTH TpAaHCAMMHA3 T€peil HauajloM Tepanuu M, 0cobeHHO, B Te4YeHHe
TIepBBIX HECKOJBKAX ~MECHLEB KOMOMHMPOBAHHOM — Tepamnuu KOMOMHAIHEH
JlapyHaBHp/pUTOHABUP.

B cinyyae oOHapyKeHH HapylIeHUH QYHKIMM TEYCHH W1 YXYILIEHHS HX
TsoKecTd (B T.4. KIHHHYECKH 3HAYMMOE yBEJIMUEHHC aKTUBHOCTH TEYEHOUHBIX

depMeHTOB W/WlM TaKMX CHMITOMOB, KaK yCTAIOCTh, AHOPEKCHs, TOIIHOTA,
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JKENTyXa, MOYa TEMHOro IBera, OO0Je3HEHHOCTh TpH Majlblallii INEYCHH,
rernaToMeraius) CjeIyeT pacCMOTPETh BO3MOMKHOCTBH TpPEpbIBaHUS HIH OTMEHEI
Tepalnuu KoMOUHaIMel JapyHaBup/pUTOHABUP.

[laMeHTEI ¢ 3a00JIeBaHHUSIMH [TOYEK

[Toyky MrpaloT HE3HAUYUTEeNBHYIO pOJib B KIMpPEHCE HapyHaBupa, H [O3TOMY Y
MALKEHTOB ¢ 3a00JIeBaHUSIMU MTOYeK OO KIUpeHC JapyHaBHpa MPaKTUIeCKH He
yMeHblnaercs. JlapyHaBup ¥ PUTOHaBHp 00J1aarOT  BBICOKOH  CTENEHBIO
CBSI3bIBAHHS C O€IKAMH IUIA3MBI, M IT0ITOMY I'€MOJHMANN3 MM [E€PUTOHEAbHBIN
IMaNU3 HE WIPAKOT CYLIECTBEHHOW PpONMM B BBIBEJEHMHM O3THX IpenapaToB H3
OpraHusMma.

[TarueHTH ¢ reMobuiIne

Wmerorest coobiieHnss 00 YCHIECHHM KpPOBOTCYEHMH, BKJIIOYasi CIIOHTAHHbIE
KOXKHBIE IeMaTOMbl M TeMapTpo3, y [alueHTOB ¢ remodunueid tuna A u B,
JeYeHHBIX MHrHOUTOpaMHu mporeasbl. HekoTopele W3 9THX MAIHEHTOB IOTy4aln
¢axrop cBepreiBanusi kpoBu VIII. Bosnee ueM B MOJIOBHHE ONMHCAHHBIX CIy4aeB
JeYeHHe HMHIMOMTOpaMH MpOTeassl IPOAOJDKANIOChH 0e3  repepbiBa WM
BO30OHOBIIAJIOCH  IIOCJIE  BPEMEHHOM  MPUOCTAHOBKH. bbUTO  BBICKa3aHO
TIPEANOIOKEHHE O IPHIMHHON CBA3H MEXKY JIEUEHHEM HHIMMOHTOpaMH NPOTeassl
U yCHJIEHHMEM KpOBOTeueHHs y OONbHBIX reModuinei, 0OHaKO MEXaHH3M TaKOH
CBS3M He YCTAHOBJIEH. BONbHBIX TremModuiInel, MOIydalomuX KOMOHWHALKIO
JlapyHaBHp/pUTOHABUD, CJIeAyeT NPOUH(MOPMHUPOBATH O BO3MOXKHOCTH YCHJICHUS

KPOBOTEYEHHUH.

Caxapubiit Ouabemy/eunepiukemus

Y  manueHToB, TIONYYalOIIMX  AHTUPETPOBHPYCHYIO  TEpamuio,  BKIIOYas
MHIMOUTOPEl TIPOTEasbl, OMMCaHbl BIEPBbIE BbISABJIEHHBIE Clydaud CaxapHOro
nuabera, TMIEPIIIMKeMHs WM YXYJALIEHHE TEYCHHUs YXKe CYLUECTBYIOIIETO
caxapHoro nuabera. Y HEKOTOPHIX M3 3TUX NAllMEHTOB THIEPrIUKeMHUs ObLIa
TKETOH W B psAje CIydaeB COMPOBOXKIANACH KETOAUMI030M. Y MHOTMX
MALUEHTOB UMEIH MECTO COIYTCTBYIOIIUE 3a00JIeBaHus, HEKOTOPhIE U3 KOTOPBIX

TpebOoBay JIeYEHUs] TpernaparaMu, CIOCOOCTBYIOIIMMHU pPAa3BUTHIO CaxapHOro
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JuabeTa WK TUIEPriIMKEMHH.

Bec u memabonuueckue napamempor

Y nanMeHTOoB, NOMYYaOIIHX aHTUPETPOBUPYCHYIO TEPAITHIO, MOXKET HaBIII0AaThLCS
YBEJIIMUEHUE MACChl Tella, a TaKKe IIOBBILIEHHE YPOBHs JIMIIMAOB H TJIFOKO3BI
KpoBH. Takue wu3MeHEHHs MOryT OBITh YaCTHYHO CBSI3aHEI C KOHTPONEM
3a0oneBaHus U 00pa3oM JKu3HHU. B HEKOTOPBIX CiIy4asx ObLIO J0Ka3aHO, YTO
MOBBILICHHE YPOBHS JIMIIKI0B KPOBH CBSI3aHO C ITOCJICACTBHAMH JIEYE€HHs, OJHAKO,
He OBUIO JIOKa3aHO, YTO yBeIMYeHHe MACCHI Tejla KaK-TO CBSI3aHO C IPOBEIeHHEM
AQHTUPETPOBHUPYCHOH Tepanuu. [l MOHUTOPHUHIA YPOBHS JIMITMIOB M IJIIOKO3EI
KPOBH HEOOXOIMMO CJIEJIOBaTh COOTBETCTBYIOLIMM PEKOMEHIALHAM I10 JICYEHHIO
nanueHToB ¢ BHY-undekuwneit. Hapymenus nunugHoro meraGonusma

HEOOXOIUMO JIEYUTH COOTBETCTBYIOLIHUMH IIpernapaTaMH.

Ocmeonexkpos

HecMotps Ha MHOTO(aKTOPHYIO 3THOJIOTHIO (MCHOJIB30BaHKE
[TIIOKOKOPTUKOCTEPOUAHBIX T'OPMOHOB, ynoTpeOJjeHHe aJIKOrojs, TsKeaas
CTETIICHb HMMYHOCYIIPECCHH, MTOBBIIIEHHBIH HHAEKC MAcChl Teja), ObUIH OTMEYCHBI
Cly4ad OCTEOHeKpOo3a, B OCOOEHHOCTH y mnauueHToB ¢ BUU-undexuueii B
NPOABMHYTOH CTAJAWM W/WIM Yy NalMEHTOB, JJIUTENIBHOE BpeMs I10J1y4aBIINX
KOMOWHHPOBAHHYIO aHTHPETPOBUPYCHYIO Tepanuio. [lalMeHTHl JOJDKHBI OBbITh
MPOMH(OPMHUPOBAHEI 0 HEOOXOIUMOCTH He3aMe/TUTEeLHOTO MOCeIeH s Bpaya B
CITy4yae NosiBJIeHHUs: OOJiel B CycTaBax, CKOBAaHHOCTH B CyCTaBaxX WJIH 3aTpPyIHEHHS
JIBHKEHHH.

Cunopom eoccmanosnenun ummynumema

Y BUY-uHOUUMPOBAaHHBIX NALIUEHTOB C TSHKEIBIM UMMYHOAeDHIHTOM B Hadaje
KOMOMHHMPOBaHHOM  aHTHPETPOBUPYCHOM TepaldM  BO3MOXKHO  IIOSIBICHHE
BOCIIAJIMTEJIBHON peakUUyd OpraHu3Ma Ha OECCHMIITOMHBIE WM OCTATOYHEIE
ONIIOPTYHUCTHYECKHE MHMEKIHM, 4YTO MOXET [PHBECTH K CEPbe3HBIM
KIHHUYECKHUM OCJIOKHEHHUSAM WIM YXYAIIEHHIO cUMOTOMATHKM. OGBIYHO Takue
peakuuu HaONIOJAIOTCS B IEpBble HENEeJdM WM MECALbl NPUMEHEHHs

KOMOMHHPOBaHHON aHTHPETPOBUPYCHOM Tepanuu. B KayecTBe MPHMEpPOB MOYKHO
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TIIPUBECTH LUTOMETJIOBUPYCHBIM PETHHHUT, T€HEPATM30BAHHBIE H/WIM MECTHBIE
MHUKOOaKTepuanpHble HH(EKIMM W THEBMOHHIO, BBI3BaHHYK Preumocystis
ji?OVéCi. HBOGXOIII/IMO OIIpE€AeJIsITE TXKECTh JIOOBIX CHMIITOMOB BOCIIAJIEHUS H
IPOBOJUTH COOTBETCTBYIOILYIO TEPAITHIO.

AyTouMMyHHBIe 3a0oseBaHUs (Takue Kak Oone3Hb ['peifBca M ayTOMMMYHHBIH
TEIaTHT) TaKXKe OTMEYaTHCh MPH BO3HHKHOBEHHH BOCHAIUTEIBHOTO CHHIpPOMA
BOCCTaHOBJICHHS HMMyHHOﬁ CHCTEMEI. O)IH&KO BpeM:Aa OO Hadalia 3a00eBaHMs
MOXET BapbUPOBATLCS, H TAKHE ayTOMMMYHHBIE 3a001eBaHusA MOT'YT HAYHMHATBCA

CITYCTA MECSILEI IIOCTIC Hadalla TCPAaIllH.

Bszaumooeiicmeue c Opyzumu 1eKapcmeeHHbIMU RPERapamamu

JlapyHaBHp W pUTOHABUpP SABISIOTCS HHruOuTopaMu uzodpepmeHtoB CYP3A u
CYP2D6, a Tawke wuHruOuropamu P-rimukonporenna. OmgHOBpeMeHHOE
npUMeHeHHe KOMOUHAIIMY JapyHaBHP/PUTOHABHP U APYTHX MpenaparoB, KOTOpLIe
MeTaboIM3UpYIOTCsl NpeumyliecTBenHo u3opepmentamu CYP3A, CYP2D6 u
[IEPEeHOCATCS.  P-TTIMKONIPOTEMHOM  MOXeT  IPHUBOJUTH K  IIOBBIIICHHIO
KOHIIEHTPALUX TaKUX [PerapaToB B [UIa3Me, BCJIEJACTBHE Yero MOI'YT YCHIIMBAThCS
WK yJUIUHSTECS UX TepaneBTHUeckue U nodouHsle 3¢ dexTsl.

HapynaBup #  puroHaBup Metabonusupytorcss u3opepmeHtom CYP3A.
OngHoBpeMeHHBIM MNpHEM IMpenaparoB, HHAYHUPYHOIMX akTUBHOCTHE CYP3A,
MOJKET YBEJIMYWTh KIHPEHC JapyHaBHpa H pHTOHABHpa, B pe3yJIbTaTe Yero
YMEHBIIMTCS KOHUEHTpauusi JapyHaBupa B 1nasme. [lpuem mnpenaparos,
HHruoupyromux CYP3A M0oXeT yMEHBIIUTh KIUPEHC JapyHaBUpa U pUTOHABUPA,
B pe3ylbTaTe 4Yero YBEIWYUTCs KOHLEHTpalMs [JapyHaBHpa M pHUTOHABHpa B
miasme.

OnHOBpeMEHHOE  WCIIOJL30BaHWE  KOMOMHALMM  JapyHaBUpP/PUTOHABHpP  C
KOMOMHalMeH JIOMUHABUP/PUTOHABHP, pHGAMIMLKAHOM W  PacCTUTEIbHBIMU
npenaparamu, COJep)KalliMH 3KCTPakT 38epo0osl MpoabIpsiBIeHHOr0 (Hypericum
perforatum) npotuBonokazano. Mcmonb3oBaHue 3(aBHpeH3a COBMECTHO €
koMOuHanueit napyHaBup/putoHaBup 800/100 Mr oaMH pa3 B CYTKM MOXET

OPUBOAMTE K AOCTHIKCHHMIO HEAOCTATOYHOI'O 3HAYCHMS Kot JapyHaBHpa. Eciu
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d(paBUpEH3  HEOOXOIUMO  HMCIIONB30BATH COBMECTHO ¢  KoMOuHauueil
JAapyHAaBUP/PUTOHABHD,  TO LIEIeCO00pa3HO  NPUMEHATh  KOMOHHAIMHIO
AapyHaBup/puToHaBup 600/100 Mr 1Ba pasa B CYTKH. Y MAaLUEHTOB, [0JIy4aBIIUX
TCPAIHIo KONXHLHMHOM W CHJIBHBIMH HHIMOUTOpaMH nsopepmenra CYP3A wu
P-rmukonporerna,  ormewanuch KUSHCYTPOKAIOUIHE M CMepTesIbHbIe
JIEKapCTBEHHEIE B3aUMOJEHCTBUSI.

Biusinme Ha cnoco6HocTs YUpaBJIsAITE TPAHCHOPTHBIMH  CpeACTBaMH,
MeXaHHu3MaMH

He nposomumocs wmccnemosanmit  mo HU3YYCHHUIO BIHAHHI KOMOMHALWH
JapyHaBUP/PUTOHABHP HA CIIOCOOHOCTD YIPaBJIATh TPAHCIIOPTHBIMM CPEJCTBAMH
1 MexaHusmMaMH. OHako, HeoOX0UMO IpPHHUMATE BO BHUMaHHE TOT (haKT, 4YTO y
HCKOTOPLIX NMAlMEHTOB BO BPeMs JICYEHHS, BKJIIOYAIOLIETrO NMPHEM KOMOMHALUH
AapyHaBHP/PUTOHABHD, HaGIIONAIOCH roJIoBOKpyXeHue. Ilpu  mnossnenun
T'OJIOBOKPYXEHUSI CIIEAYET BO3AEPKATHCS OT BBINOIHEHUS YKa3aHHBIX BHJIOB
JESATEIBHOCTH.

Popma BeInycka

Tabremiu, noxpeimeie nnenounoii o6orouxoti, 800 m2

[To 10 -Tabmerox B KOHTYpHYIO ~ SMEHKOBYIO  YIaKOBKY U3 IUIEHKH
IOJIMBUHUITXJTIOPUIHOM U (DOJIbIM aJIIOMUHHUEBOIL.

[Io 30, 60, 100, 120, 240, 360 wumu 480 TaGieTok B 0aHKy Wnu (GJakoH u3
ITaCTUKA (IOJUITHIIEHA BBICOKOM IUIOTHOCTH (HDPE) ¢ niacTHKOBOHM KpBIIIKO#
(M3 TONHMATHIEHA BBICOKOW TIUIOTHOCTH (HDPE) wunu noausTuieHA HH3KOH
mnotHoctd (LDPE), Bxonsiiedi B kommtekr).

Ha Ganky uiu ¢uiakoH HakJIeHBaoT OTHKETKY U3 OyMard 3THKETOYHOM.

[lo 1, 3, 6, mnu 10 KOHTYPHBIX S4EHKOBBIX YIIaKOBOK, Wi 1 GaHKy mnu ¢uakon
BMECTE C HHCTPYKIHEH 10 IPUMEHEHHIO B Ia9Ky U3 KapTOHA.

Cpok roanocru

2 ropa.

He npumenaTs o neredennu cpoka rogHoCTH.
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YcioBus XpaHeHHs

[Tpu Temneparype He Bbie 25 °C.

XpaHHUTh B HEIOCTYIIHOM JUIsl JIETEH MecCTe.

YeanoBus ornmycka

OTmycKaroT 10 peLenTy.

IlponsBoauTenns

DdenepanbHOE rOCyIapCTBEHHOE  YHHMTAapHOE IpeaNpUsiTHE HayuHo-
npousBoacTBeHHbIH  neHTp  «Papmszammray  DejepalbHOTO  MEIHMKO-
6uonoruydeckoro arenrcrsa (OI'YTT HITLL «®apm3armuray PMBA Poccun).
141402, MockoBckast 001., r. XuMk#, Banrytusckoe 1., 1.11.

Baajesienr perucTpauHoHHOro yaocropepenus/Opranusauusi, IpHHAMAIOWAS
NnpeTeH3HH

denepanbHOE rocy1apCcTBEHHOE yYHUTapHOE npeanpustie  Hayuno-
npousBoacTBeHHbIH — meHTp — «@apmsammuran  DeaepaibHOro  MEIHKO-
Guonornueckoro arenrcersa (PI'YIT HITL «@apm3amuray PMBA Poccun).
141402, MockoBckasi 061., r. XuMKH, BamryTuackoe ., a.11

ten./dakc (495) 789-65-55

CaiiT: www.atompharm.ru

E-mail: info@atompharm.ru

['naBHBIN CHIEUATUCT OTAea perucTpalyu
JIeKapCTBEHHBIX CPEJICTB

®I'VIT HITLL «®apm3auuray @PMDbBA Poccun C.A. OcokuHa




