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MICKOI oEAEPAITN

MO MEJIHIHHCKOMY TPUMEHEHHIO JIEKAPCTBEHHOI'O ITPEITAPATA

IOTEHIA
Perncrpaunonnssii nomep:

Toprosoe nanmenosanne: Jdrenia

I'pynnmpoBoyHOe HANMEHOBANNE: JTAMHBYIHH + TeHODOBHD + Hpasupens

Jlexapcraennan gopma: 1abaeTkH, NOKPLITHIC IICHOUHOH 060104K0i

Cocran

1 Ta0neTxa cofepkuT:
Heiicmsyiowue sewecmesa;
Jlamusyun 300 mr
Tenodosupa ausonpoxcuia pymapar 300 mr
pasupens 600 Mr
Benomozameasnsie sewecmsa:
I'mnponosa 16 Mr
KpeMHHA AHOKCHL KOLIOH ML 6 Mr
Harpus creapuadymapar 12 Mr
Kpockapmennosa warpus 87 mr
Hartpus naypuacyandar 15 mr
Leamonosa muxpoxpuctanmmyeckas 101 124 mr
Macca mabaemxu (Ges oboroyxu): 1460 mr
[renounas oborouxa: 40 mr
Cocmae oforowku:
lunpomennosa ES  (rusipoxCHNpOnMaMETHALELTIONO3A 29 mr
(ES))
Makporon 6000 (nomssrnenrauxons 6000) 4.4 mr
[Monucopbar 80 0.4 mr
Turana anokena 6,2 Mr
Macca rabaerku (¢ ofoaouxoii): 1500 mr

Onucanne

OBaibHbie, ABOAKOBHIYKIME TADACTKH, NOKPHITHE NAeHouHON obonouxoii Gesoro usera. Ha

HONEPEHHOM paspese SApo Gesoro wian nourH Genoro usera.

dapmakoTepanesTHYECKan rpynna: nporusosnpycroe (BUY) cpeacrso



Kox ATX: JOSARI1I
Dapmakoaoruveckue csoicrsa

Hamuxa
Ddrenna - 3ro komOHEHpoBaHKLIE npenapar ¢ pukcHposankoil 10306 dasupensa, NaMHBYIHHA
1 Tenodosipa ansonpokcHa Gpymapara.
Jamusyoun
Mexanusm deticmeus
JlaMusy s~ aHanor HyKACo3Wa0B, o0nanalommil AXKTHBHOCTHIO B OTHOWICHHHM BHPYCa
ummysoacpuuuta yenosexa (BUY) u supyca renatura B (HBV). Jlamusyann noasepracres
BHYTPHKJICTONHOMY MeTa00an3MY ¢ 06pa3oBanieM AKTHBHONO ITPOH3BOJIHONO — NaMHBYIHHA 5'-
pudochara. OcHOBHON MEXaHH3M Cro ACHCTBHA — GIOKMPOBAHHC CHHTC3A UCTH B IPOLCCCE
obparnoit  Tpanckpumumr  BHY. Tpudochar obnanaer cenextusuoli  mHrHOMpyiowei
AKTHBHOCTHIO B oTHowenny penaukaumn BUY-1 w BHY-2 in vitro, a Taxxe aKTHBHOCTHIO B
OTHOIICHMH DPEINCTEHTHBIX K IMAOBYAMHY Kaunnuecknx wionsros BHY. He mwabmoaanucs
ANTArOHHCTHYEOCKHE APPEKTH in VIlro NP OAHOBPEMEHHOM NMPHMCHCHHI NAMHBYMHA U APYTHX
AHTHPCTPOBHPYCHLIX NPENApaToB (HCCACI0BAHHKIC BCIICCTRA: abaKasyp, AMAAHOINH, HEBHPANTHH
M 3HA0BYIHH).
Pezucmenmuocms
Peaucrentiocrs BHY-1 & namusyauny obycnosnesa samenoit amunokncnorst M184V sbansn
AKTHBHOIO UeHTpa BupycHON obparnoit Tpanckpunrasst (OT). Jlanuwil sapuant MyTaumn
BCTPCYACTCR KAK B YCAOBURX in vitro, TaK # y nuduunposanusix BHY-1 naunenros, nonyuasummx
AHTHPCTPOBHPYCHYIO TCPANHIO, BRIKONAIOMYIO amusyuy, [pr myrauny M184V snaunrensio
CHHAACTCA WYBCTBHTCABHOCTE K JAMMBYAMHY M YMCHBILACTCA CNOCOOHOCTL BHpYCa K
peruIMKauMy in vitro. B uccaenoBaHMax in vitro ObIO YCTRHOBICHO, HTO PEIMCTEHTHBIE K
IHAOBYAMHY MIOJIATHL BUPYCA MOTYT CTAHOBHMTLCH MYBCTBHTC/ABHBMH K €10 JCHCTBHIO, €CIIH Y
ITHX  MIOJNATOB  OAHOBPCMCHHO PAIBMBACTCA  PEINCTEHTHOCTH K Jamusyamny. Oamaxo
KAMHHYCCKOC 3HAYCHHE ITHX JAHHBIX 0 HACTORLIETO BPEMEHH HE ONPEACACHO.
Jlasusie in vitro, XaK npasnio, YKQIsBaKT HA TO, YTO NPOAOIKCHHE NPHMCHCHHA NaMHBYIHHA B
COCTABC AHTHPCTPOBMPYCHOM TCPANMM, HECMOTPA Ha passuTie mytaumn MIB4V, moxer
MPHBCCTH K NONBACHHIO OCTATOMHON aHTHPETPOBHPYCHON AKTHBHOCTH (BCPOATHO, B pelyibTare
YXYAIICHHUA PEIUIHKaTHBROM ciocobnocTy Bupyca). KanHuueckas 3Ha4HMOCTS YTHX PE3YIbTaToR
He ycraHoriaeHa. B AcHCTBHTEALHOCTH, JOCTYIHBIC KANHHYCCKHC JAHHBIE O4CHD OIPAHHYCHN H
HC MOIBONAIOT CACHATL OAHOINAUMLIA BMBOA B JTONH ofnactn. B mobom caywae, Hawano
npusencnns HHOT, K XOTOPLIM BHPYC BCC CHIC YYBCTBHTC/CH, BCEr/a A0mA&HO OGute Gonee

NPEANOYTHTEALHLIM, YeM NPOAOIKCHHE TCPAIH HaMuByHnoM. Takum oGpaiom, NpoI0IKeHIE



TCPANMM JAMHBYIMHOM, HCCMOTPR Ha nossnenne myrauun MIR4V, creayer pacemarpusars
TOABKO B CAyYac oTcyTeTems Apyrux axrususix HHOT.

Myrams OT MIS4V npusoauT K passuTiiO NEPCKPECTHOR PEIUCTCHTHOCTH TOABKO K
AHTHPETPOBHPYCHBIM NPENaparTaM KIacca HYKICOIMIHBIX HHIHONTOPOB. 3HA0BYAMH M CTABYAMH
COXPAHAIOT AHTHPETPOBHPYCHYIO AKTHBHOCTL B OTHOWEHHK wramvos BUY-1, pesncTenTimx
JraMuByMHY. AGakaBHp COXPAHACT AHTHPCTPOBHPYCHYIO AKTHBHOCTH B OTHOIICHHH IITAMMOB
BHY-1, pesncTenTHiX K naMuByauny # obnazaronmx roasko smyraumeii MI184V. Hramme ¢
mytaumei OT MIB4V aeMOoHCTPHPYIOT MCHEE YeM 4-KPATHOC CHHACHHC YYBCTBHTCALHOCTH K
AMAAHOIHHY, KIHHHYCCKOS IHAYCHHC ITHX JAHHBIX HCHIBCCTHO. TECTHI HA YYBCTBHTCABHOCTS in
vitro e ObIH CTAHJAPTHIOBAHLL, H HX PEIYALTATH MOIYT BAPLHPOBATL B 3ABHCHMOCTH OT
MCTOIONIOTHYCCKHX (akTOpos.

In vitro namueyaun  OxkaswBacT ¢2ab0C UMTOTOKCHMCCKOC jAchCTBHE HA  auMpouHTH
NepHPEPHYCCKON KPOBH, HA YCTOHYHBHIC JAHMQOUNTAPHBIC H MOHOUMTAPHO-MaKpOdaraibHeie

KACTOMHBIC JTHHHH W DAL KJICTOK-NPCAIICCTBCHHHKOR KOCTHOMO MO3ra,

Tenogposupa dusonpoxcunra grymapam

Mexanusm deticmeun

Tenodosupa amsonpoxcuna ¢ymapar — 310 Qymaparnas conb NPOJCKapcTsa TeHODOBHPaA
amzonpokcHaa. TenooBHPa AM30MPOKCHIT BCACKMBACTCA M NPCobpasycTcs B AKTHRHOC BELIECCTBO
TCHODOBHP, KOTOPOC SRJINCTCA AHANOroM HyKJco3ua Mmonopocdara (HWykacorwaa). 3arem
Tenohosup npeobpasyerca B aKTHBHLI MeTaboauT, Tenodosupa amdocdar, KOTOPHIH ABARCTCH
ODNHIATHBLIM TEPMHHATOPOM LENH, € NOMOUILIO KOHCTPYKTHBHO IXCIPECCHPOBAHHBIX KACTOUHBIX
tpepmentos. Tenodosupa andocdar umeer BHyTpHEICTOMHBI nepuoa nonyswseaenus 10 wacos
B AKTHBHPOBAHHBIX MOHOHYK/ICAPHBIX KacTKax nepudepuyeckoit xposu u 50 4acos B COCTORHMK
nokos. Tenodosupa anpochar uurudupyer obparuyio tpanckpunrasy BUY-1 u noaumepasy
supyca renarura B (BI'B) nyrem KOHKYpeHUMH 32 NPAMOC CBA3LIBAHKC C AKXTHBHLIM YYaCTKOM
(bepmenTa ¢ npupoaubiM cybcTparom Aelokcupubonykacotaa u obpeisom uenu JIHK nocae
scTpamsanns B uee. Tewodposupa audocdar ssnserca cnabeim HHrHOHTOPOM KICTOUHBIX
noausmepas a, B u y. B ananmsax in vitro renodosup npu konuenTpaumsx 10 300 Mxmons/n Takxe
NOKA31 OTCYTCTBHE BAMAHMA Ha cHHTes MuToxonapuansuoi JIHK win na npoayxumio MonouHolH
KHCTIOTHL,

Axmuenocms npomus BHY

Axtusrocts nporus BUY in vitro

Konuentpauns renodosnpa, neobxoaumas s 50% nurnbuposanns (ECso - 50% >dpexmusnan
konuentpauns) naboparopuoro wrramma BHY-ym amxoro tana cocrasiaser 1-6 Mkmoan/sn B



murne auMbornex kaerox # 1,1 Mxmonn/a - nporus nepenunnx wionsros BUY-1 noaruna B
B MOHOHYKJICApHBIX KaeTkax nepudepuucckoit kposu. Tenodosup raxxe aktusex npors BUY-
I nogrunos A, C, D, E, F, G u 0. a raxke nporus BU'Ysa B nepeudnbix MoHOUMTAX/ Makpodarax.
Tenodosup TaKKE NPORBARCT AKTHBHOCTH in vitro npotws BHY-2 ¢ 50% osdupextusnoii
xonuentpauneit ECs 8 4,9 mxmonn/n B kerkax munmn MT-4,

Pesucrenmiocts BUY

Lrammms BHY-1 co cHukCHHON YyBCTBHTEALHOCTIO K TeHO(oBHpY B MyTauneli K65R B rene
00paTHO TPAHCKPHITA3L! OBUIH BELACACHN i vilro 1 Y HeKOTOpBIX naumentos. Caeayer maberars
NPHMCHCHHA TCHOMOBHPA AM3ONPOKCHAA (yMapara Yy MNAUHCHTOB, paHee NOAYYaBIIHX
AHTHPCTPOBHPYCHYIO TCPAITHIO, Y KOTOPLIX OOHapy#kens! wrramMms ¢ myrauueit K65R (om. pasaen
«Ocobuie yxazanus»). Kpome toro, noa sosnciicrsmesM TeHOPOBHPA NPOHCXOANT CCACKUMS
wrammos ¢ samcHoit K70E B renwe obparwoit tpamckpuntasm BUY-1, uwro npusoamr K
HE3HAYHTCABHOMY CHIKCHHIO YYBCTBHTCIBLHOCTH K TCHO(OBUDY.

Axmusnocms npomus BI'B

Axrturiocts npotus BI'B in vitro

AHTHBHPYCHYIO aKTHBHOCTS TeHodosupa npotus BI'B in vitro ouenusany Ha KACTOMHOM THHMK
HepG2 2.2.15. 3naucuus ECs s renodosupa naxoauancs s npeaenax or 0,14 no 1,5 mxmons/n,
a 3navenus CCyp (50% unroToxcntinas xoHueHTpauua) npessimanm 100 mxmonn/a.
Pesucrentocts BI'B

He Omno obuapysxeno myraumii 8 nonmmepase BI'B, CBR3AHHBIX € PCIHCTCHTHOCTBIO X
renodosupa amsonpoxcuna  ymapary. B kaerounmx moaensx, sapuante  BI'B
akcnpeccupyronme samewesns rtVI1 731, nL1SOM u tM2041/V, caasaninie ¢ pe3HCTCHTHOCTHIO
K JaMHBYIAHHY # TEAGHBYIMHY, NPOACMOHCTPHPOBATH HYBCTBHTEALHOCTL K Tenodosupy B 0,7 -
3,4 pasa npeBMILAIONIYIO YYBCTBHTEALHOCTE BUPYCA AMKOIO THIA.

IWrammm BI'B, akcnpeccupyromme 3amemenns rtL1SOM, nTI84G, nS202G/I, nM204V u
rtM250V,  cBasauMBie € PC3HCTCHTHOCTBIO K JHTCKABMPY,  NPOAEMOHCTPHPOBATH
YYBCTBHTEALHOCTD K TeHohosupy 8 0.6-6.9 pasa Gonbwylo, qem supyc anxoro tuna. LLTammu
BI'B, axcnpeccupyromme samewenns nAISIV u riN236T, ceszannne ¢ yCToH4MBOCTHIO K
aacosupy, NPOACMOHCTPHPOBAIH YYBCTBHTEALHOCTL K TeHodorupy 8 2,9 - 10 pas Gonsuiyio,
YeM BHPYC ankoro tHna. Bupycw, coaepxanme sameny rtAl81T, octasanucs 4yBCTBHTCIBHBMM

k renodosupy. seanunnn ECso 6uum 8 1,5 pasa Gonsuue, yem y supyca JAHKOro THina,

Iasupens
Mexanuim deucmeun

Spasupens npeacrasaser coboil Henykneosmanbil uHruGHTOp 0oOpaTHON TPaHCKpHITAIL



(HHHOT) BHY-1. Ddasupens SBaseTcs HCKOHKypeHTHBIM Huruburopom BHY-1 obparnoii
Tpanckpuntassl (OT) u cymecrsenno ne uurubupyer BUY-2 OT u JIHK-noanmepassi (a, 0, y u
5) KA€TOK HenoBeKa.

lpomusosupycnas akmusiocms

[Tporusosupycuas sddexrusnocts pasupensa in vitro oucumsanaces Ha aumpodaacTHsx
KICTOMHBIX JIMHMAX, MOHOHYKICADHBIX KICTKAX NCPHPCPHYCCKON KPOBH M KyabTypax
saxpodaros/monountos, HurnGupyronas xonucarpauns (HK) sdasupensa, neobxoamnmas ans
90-95% wunrubuponanns (MK90.95) wrraMmor auxoro THna wan 7a00paTopHeIX KIWHHYCCKHX
H3OJIATOB, PCIMCTCHTHAIX K 3HA0BY/IMHY, HAX0AKMTCA B npeaenax ot 0,46 10 6,8 umonn/a,
Pesucmenmnocms

[lporusosupycHas >@dextHsnocTs pasupensa B KJACTOYHOH KyJbType B  OTHOLICHWH
PaIOBHANOCTEH BUpYCa ¢ Jamenamy amunokucnor 8 OT 8 nonoxennsx 48, 108, 179, 181 wm
236, a TaKAKC B OTHOWICHHM PAIHOBMIHOCTEH ¢ 3aMCHAMM AMMHOKHCIOT B mporease, Onuta
AHATOIMYHA TAKOBOR B OTHOWICHHM BHPYCHBIX [UTAMMOB JIHKOrO THNa. EXHHCTBEHHBIMK
3AMCHAMM, KOTOPBIC NMPHBEAM K NOABACHHIO Haubonbwieit pesmcrentHocTy K ddasupensy s
KJICTOMHON KyAbTYpE, ABARIOTCR 3aMCHA JACHIMEA Ha n3oaeiumn B nonoxenun 100 (L1001, 17-
22-KpaTHOC YBCIAHYMCHHC PCIMCTCHTHOCTH) M IN3HHA Ha acnaparuy B nonoxennn 103 (K103N,
18-33-kpatHoe  yBeamucHue pesucrentHocti). bonee uwem  100-xparmoe  yMeHbLICHME
BOCTIPHHMMMBOCTH BHPYCOB K npenapary Habmioanoch B oTHOUICHHM pasnosuanocreii BUY,
sxcnpeccupyoumx samery K103N B 10101HCHHE K APYrHM aMHHOKHCIOTHEIM 3amenam B OT,
3amena K103N ssasnack swanbonee wacro nabmonaemoit 3amenoi 8 OT BHpYCHBIX WITAMMOB,
NONYYCHHBIX OT NAIMEHTOB, ¥ KOTOPHIX HAOMIOAWIOCH CYIICCTBCHHOC YBCIHYCHHE KONHYCCTBA
BHPYCHBIX HaCTHIl B IUIAIMC KPOBM (BO3IBPATHAX BHPCMHA) B KIHHHHYCCKHX HCCHCAOBAHMAX
npumencHns H3asupensa 8 KOMOHHALMK C HIMHABHPOM WA B KOMOHHAUMM € IMAOBYAMHOM M
nasusyusom. Jannas myrauns nabmoaanace y 90% naumentos ¢ HeXPPEKTHBHOCTHIO TEPATHM
sdasupensom. Takxke, XoTa H peke, # 4acTo ToAbko B koMGunammn ¢ KI103N, nabmonanucs
samennt B OT B noaoxenuax 98, 100, 101, 108, 138, 188, 190 1 225. Tun aMHHOKHCAOTHBIX 3aMEH
8 OT, ceszanHbIX ¢ YCTOHYMBOCTLIO K MpaBHPEH3Y, HE 3ARHCET OT JAPYTHX NPOTHBOBHPYCHMX
NPENAPATOB, MPUMCHABIIMXCK B KOMOHHAIMH ¢ MPaBHPCHIOM.

[Tepexpecmnan pesucmenmuocmeo

Hayuenne npodmieil nepekpecTHoll peIHCTEHTHOCTH HpasHpeHiIa, HCBHPAIHHA i JICIABHPAHHA

HA KACTOMHBIX KYAbTYpax nokazano, 4ro samena K103N npesoaHT K noTepe BOCHPHUMTHBOCTH



ko seem Tpem HHHOT. Jlga 13 Tpex Hecac0BaHHBIX YCTONYHBBIX K ACAABHPAHNY KIHHHYCCKHX
H30M9T0B  00nananK NCPCKPECTHON PEINCTEHTHOCTHIO X MDABHPEHIY M COACPKUIM 3AMEHY
KI103N. Tpemnii usonar, nmeoumii 3ameny 8 OT 8 nonoxenun 236, ne obnaaan nepexpectHoi
PCIHCTCHTHOCTLIO K pasupensy. BupyCHBIC MIOASTE, BLUICACHHBIC H3 MOHOHYK/ICAPOB
nepHpepHUCCKOil KPOBM NAUNCHTOB, BIIOYCHHBIX B KAMHHYCCKHE HOCACA0BaHNA ddaBupensa, ¥
KOTOPLIX Tepanus 6uuta neaddexrinna (BoIBpaTHAA BHPEMMA ), ObLIH HCCAC0BAHBI B OTHOLICHHN
socnpuumunsoctt ¥ HHHOT. Tpuumaauars #30487T0B, KOTOpRIC NpeaABapHTeasHo  Onuim
OXAPAKTEPHIOBAHLI KaK YCTOHYMBBIEC K S(aBMpeH3y, OKA3AMHCh TaKKC YCTONYMBBIMM K
Hesupanuuy # aenasupauny. OGHapyxua0Ch, 410 nste M3 smux ycroiuuseix x HHHOT
n30a8108 coacpxany 3ameny KIO3N wam sameny Banuua Ha msonciiuun B nosoxenuy 108
(VIOBI) 8 OT. Cpeart nporecTHpOBAHHBIX HIONATOB nocne HeddupexTHBHON Tepanuu
PABHPEHIOM TPH HIONNTA OCTAAHCH HYBCTBHTEALHLIMH KAK K HDaBHpEHsy, TaK i K HCBHPANHHY
H JICIIABUPAMHY, HA KNCTOYHBIX KY/ILTYPax.

BeposaTHOCTs NEPEKPECTHON PEINCTEHTHOCTH MEALY HPaBHPEHIOM H HHIHOHTOPAMK NIPOTEasHI
ABIRCTCA  HHUIKON  BCacACTBHC pasnmuna  epmentop-mumeneit. Hanuune nepexpecTHoi
PEIMCTCHTHOCTH Meky Hpasupenzom u HykacosuaHnmMy uuruburopamu OT (HHOT) rakke
MAJIOBCPOATHO BCACACTBHC PAVIMYMA YHACTKOB CBAILIBAHMA C MMIICHLIO M MCXaHM3IMOB

JICHCTBHA.

Dapsakokunemura
Jdamusyoun

Beacwieanue

JlaMMBYZIMH  XOPOIIO BCACHIBACTCA M3 AKEAYJOYHO-KHIICHHOIO TPaxkrTa, OHOAOCTYNHOCTH
JIAMMBY/IMHA Y B3POC/BIX nOCAE npuema BHYTPh 00uvno cocrapaser 80-85%. INocae npuema
BHYTPL cpece BpeMs (lma) AOCTHXKCHHA MAKCHMAILHON KOHICHTPAUMH JaMHBYIHHA B
cuBopoTke KpoBH (Cpma) cocramaser okono | 4. Ha OCHOBEHMM JAHHBIX, NMOJYYCHHBLIX B
MCCIC0BAHMM ¢ YHACTHEM 30POBLIX 100POBOILIIES, IPH NPHEME TepanesTHeckod 2035t 150 Mr
asa pasa B cytkn cpeanas (KB - koodupuument sapuainn) paBHoOBCCHAS KOHUCHTPAHA Crax #
Coin JAMMBYIMHA B [a3Me kposu cocrasaser 1,2 mxr/ma (24%) u 0,09 mxr/mn (27%)
coorsercrsenno. Cpeanss (KB) AUC (msomaas noa  (apMaxoKMHCTHYCCKOH  KpHBO#
«KOHUCHTPALMA-BPEMA») B HHTepBaie Mexay npuemasmu 12 4 cocrasaser 4,7 mxr*a/mn (18%).
[pu TepanesTuycckoii gose 300 Mr oaun pas B cyTxu cpeanss (KB) pasHOBECHAS KOHUCHTPALIMA
Ciax, Cois ¥ AUC B murepsance mexay npuemamu 24 4 coctanasior 2,0 mxr/sn (26%), 0,04



MKr/sun (34%) 1 8,9 mxr*yw/mn (21%) COOTBETCTBCHHO,

Tabaerka npenapara Ddrenna ¢ 103uposkoit amusyanna 150 Mr GuooksusaicHTHA TabneTke ¢
ao3uposkoit 300 mr B orHomeHHH AUCs, Chpax M tmax, 3HAYEHHA YKAJAHHBIX NAPAMETPOB JUIR
Tabnersn ¢ sosuposkoii 150 mr n 300 mr omamualoTes nponopunonantsHo ao3e. Npumenenne
npenapara Ddrenaa 8 popme TabneTok GHOIKBHBAICHTHO NPHMEHEHHIO JTaMHBYMHA B Gopme
pacrsopa ans npueMa BHYTph B OTHOWEHHH AUC, # Cpa Y 83pocanix naumuesros. Mexay
B3POCIBIMH NALHCHTAMM H JACTEMH HAOTIOAANNCE PATTHYHS B CTCNCHH BeachiBanns (eM. «Ocobeie
IPYIIIEI NALHCHTOBY).

[IpHeM NaMHBYAMHA BMCCTC © NMMIICH BBIILIBACT YBCANHCHHC tmay M CHUKCHHC Caux (Ha 47%),
O/HAXO He BaMACT Ha obuwyro crencrb abeopOumn AaMuBYHMHA (PACCUHTAHHYIO HA OCHOBAHHM
seanunnn AUC),

He oxuaacrcs, 410 npuesM H3MeabueHHMX TabieTok ¢ HeDOABLIMM KOIHYCCTBOM NOJIYTBEPAOH
MMM MK KHIKOCTH NORIMAST Ha HApMaKOIOrHIecKie CBOMCTBA npenapara 1, C/1IC10BaTeLHO,
Ha  Kaumemaecknit  opdexr. Dror  BHBOA  OCHOBAH  HA  (DHIMKO-XHMHYCCKHMX H
DapMAKOKHHETHYCCKHX JAHHLIX NIPH YCIOBHH, YTO NAUMEHT MIMEALYACT M CMELLHBACT C NHIICH
Han AHAKOCTHIO 100% TabneTxn, M NPHHNMACT HE3AMEVIHTEALHO.

COoBMECTHOC NPUMCHCHKE INMA0BYAMHA NPHBOANT K YBCAHYCHHIO IKCHOIMLMM IMAOBY/IMHA Ha
13% M YBEAWHCHHIO MAKCHMATLHON KOHUCHTPAUMK B naasme kposy Ha 28%. D10 ssnenue He
CYHTACTCH IHAYMMBIM JUIA GE30MACHOCTH NMALMEHTOB |, CCA0BATENLHO, HE TpeOyeT KOppeKuHH
103,

Pacnpedenenue

[lo A3HHBMM KIMHMMCCKMX MCCACAOBAHMI NPH BHYTPHBCHHOM BBEACHMM cpeanmit oOnem
pacnpeaciIcHus JaMHBYAMHA cocTasaser 1,3 a/kr, a HaGmogaeMblii NEPHOA NONYBLIBEACHHA —
5-7 w. Cpeannii CHCTEMHBIA KAHPEHC AaMMBYMHA cocTasaser npubansurensno 0,32 a/wikr,
DOABLWIYI0 YacTh KOTOPOro COCTABIACT MNOMCHHBIH KAMPCHC 4Epe3 CHCTEMY TPaHCNopTa
oprannyeckux xarnonos (bonee 70%).

JlaMuBYAHH NPOABASET JMHCHHYIO PAPMAKOKHHETHKY NPH NPHMCHCHHH B TCPANCBTHYCCKOM
JIMANA3Z0HE 103 M HHIKYIO CTENCHL CBA3BLIBANMA C OCHOBHBIM DEIKOM NIA3MBI KPOBH - 160 YMHHOM
(< 16%-36% 110 CPABHCHHIO C CLIBOPOTOMHIIM ANLOYMHHOM B HCCACAOBAHNAX i1 Vilro).
OrpanmycHHBIC JAHHBIC YKASBIBAIOT HA TO, YTO JAMHBYMH NPOHHKACT B UCHTPAILHYIO HEPBHYIO
cucTeMy M cruunoMo3rosyo amakocts (CMIXK). Yepes 2-4 4 nocne nepopansHOro npuema
cooTHowenne KonuenTpaunn aamusyania 8 CMIK # chBOpOTXE KpOBH B CPSHEM COCTABIANO
npuGamsnrensuo 0,12, Heruunas crencHh NPOHMKHOBCHMA, & TAKAKE CBAIL C KIMHMYCCKOM
PPHEKTHBHOCTHIO HEH3BECTHM.

Buompancpopmayus



AxTHBHAS QopMa JAMHBYAMHA — BHYTPHKICTOMHBIN jamusyamna tpudocdar — obnagaer
Gonee UIMTEALHBIM KOHCTHBIM NICPHOAOM TOMYBRIBCACHHA 13 KACTOK (16-19 4) no cpasuenmio ¢
MEPHOJIOM NOTYBMBEACHHS €ro W3 naasMbl KposH (5-7 4). Corzacko AanHbIM, NOAYHCHHLIM Y 60
B3POCABIX 320pOBEIX A00poBonblUEes, (APMAKOKHHETHYCCKHE TNApPaMeTphl JIAMHBYIHHA B
PABHOBECHOM COCTOAHMH ITPH npreme B 103¢ 300 Mr oA pas B CYTKH IKBHBAICHTHB! TAKOBHIM
npu npiese 8 ao3¢ 150 mr sa pasa s cyrxu 8 ornomeniy AUC4 #t Coux VI8 BHYTPHKICTONHOTO
namusyanua rpudochara.
JIaMMBY/IMH NIPCHMYIICCTBCHHO BLIBOMTCA B HCHIMEHCHHOM BiJIC Noukamy, MetaGoanyeckue
B3AMMOJICHCTBHA AMHBYAMHA C APYTHMH JICKAPCTBCHHEIMM NPCNapaTaMil MATOBCPOATHB BRHAY
He3HAYHTEABHOrO MeTabomniMa B neuckHyM (5-10%) u HH3KOI cTencHi CaaIbiBanus ¢ Oeakamu
IUIA3MBI KPOBH.
Busedenue
B MCCNEN0BAHMAX € YHACTHEM NALUNEHTOB ¢ NOYCHHONH HEAOCTATOMHOCTHIO G0 NOXAIAHO, YTO
HapyWICHHE DYHKIMM NOMEKX WIMACT HA BBIBCACHHE JaMHBYAHHA. PekoMeHayeMblil pexum
JA03MPOBAHMA IR NAUMEHTOR ¢ KAHPEHCOM KPeaTHHiHA Menee SO Ma/MuH NPHBEACH B pasiene
«Cnocod npiMCHCHNA W 1036I»,
B3auMOIeHCTRHE C TPHMCTONPHMOM - KOMIOHCHTOM KO-TPHMOKCA3lona - TNPHBOAMT K
NOBBILEHHIO IKCTIOIHIIN AAMHBYANHA Ha 40% Nnpi NPHMCHEHIH B TEPANEBTHYCCKHX 103aX. Tem
HC MCHOC, 38 MCKMIOUCHHEM NMAMEHTOB ¢ NOYCYHON HEJOCTATOYHOCTHIO, KOPPEKIMA 1036l HE
Tpebyercs. Caeayer TWATEABHO OUCHHBATL BOIMOXHOCTE OJHOBPEMCHHOTO MPHMCHCHHA KO-
TPHMOKCA30/1a C JIAMHBY/IHHOM Y NALHCHTOB ¢ NOYCHHON HEAOCTATOYHOCTHIO,

bi 1 B
Hemu
AGcomornas  GHOAOCTYNHOCTL AamuByauna (npumepuo 58-66%) Owmna mwxke u Oonee
sapuabeasna y gereil mnamwe 12 ner. Ilpuem samusyansa y gereil 8 popme tabnerox
OMHOBPEMEHHO C APYTHMH AHTHPETPOBHPYCHBIMI Npenapatamu B opme TabaeTok obecreunnan
tonee seicokne 3Ha4eHA AUC # Crun 1aMHBYIHHA B 111a3MC KPOBH 110 CPABHCHHIO € PaCTBOPOM
JUIA DPHEMA BHYTPh, NPHHHMACMBIM OJAHOBPEMCHHO € JPYIMMH AHTHPCTPOBHPYCHRIMM
npenaparami B HopMe PACTBOPA AR PHEMA BHYTPE. Y JICTeil, NOAYHaBUWmMX JaMuBYIMH B Gopme
PACTBOPA JUIS NPHEMA BHYTPH B COOTBCTCTBHH C PEKOMCHIOBAHHBIM PEXHMOM N03HPOBIHMA,
GbUIa I0OCTHIHYTA IKCTIOIHIMA JTAMHBY/IHHA B NIA3MC KPOBH, 3HAYCHUA KOTOPOH HAXOULIHCE B
AMANA30HE, TOAYYCHHOM Y BIPOCABIX NALMEHTOB. Y JCTe, NPHHMMABIIHX JTaMHBY/HH B hopme
Ta0/ICTOK B COOTBEICTEMH ¢ PCKOMCH/IOBAHHBIM PEKMMOM  JIO3HPOBAHMA, IKCHOZHIMA
NAMMBY/IHHA B IUIAIME KPOBH ObLAa BHIE, HEM Y JCTEH, NMPHHHMABIINX JAMHBYIHH B Gopme

PACTBOPA JUIR NIPHEMA BHYTPb, NOCKOALKY NPH NIPHEME npenapara 8 Gopme TabAeTOK NaLMEHTs!



noay4alT Gonce BHCOKME JIO3LI B NECPECYCTE HA MI/KT MAcchl Tela, W NaMHBYIHH B (opme
tabnerox  xapakrepuayercs  Gosnee  Beicokoit  GuopocrynHocTeio.  DapMaKOKHHCTHYCCKHE
HCCIICAOBAHMA NPHMCHEHHA JAMHBYIMHA Y JeTeil B Gopme pacTsopa 1A npHeMa BHYTPL H B
dopme TabieToK NOKAIAM, HTO NPHEM NPENAPaTa OAMH Pas B8 CYTKH IKBHBAICHTCH MO
noxasaremo AUCq24 npueMy npenapara asa pasa B CyTK# 1pH ouHakosoit obuedl cyrounoi
nose, Jlanusie 10 HApMAKOKMHCTHKC Tpenapara y JAeTell B BO3PAcTC MAAMMC 3 MECSuCs
OrpaHMYCHB. Y HOBOPOXKICHHBIX HA NCPBOI HEICHC KIIHH KINPCHC JIAMMBYAMHA 1IPH NPHEME
BHYTPh OBLT CHIOKCH 10 CPABHCHHIO € JICTHMH DO/MICC CTApIICrO BO3PACTA, BCPOATHO, BCACACTBHE
HCIPCIOCTH BHUICAHTCABHON (YHKILHH MOYCK H HCMOCTOAHCTBA noxasareacii abeopOunn, Taxuwm
o0pasoM, IR JIOCTHAKCHHA OKCHOIMIMH, CXOAHOH ¢ TakoBOM Yy B3IpOCAMX M JCTeil,
PCXOMCH/I0BAHHASR 1034 /UIS HOBOPOAICHHBIX COCTaraseT 2 MI/Kr JiBa pasa B cyTku. [lannsic no
NPHMCHCHHIO NPCNApaTa Y HOBOPOAICHHBIX B BOIPACTE cTapiie | HEACAN OTCYTCTRYIOT.
Tayuenmu noxcurozo 6ozpacma

Jlanneie no GapMaKOKHHCTHKC NAMWBYIMHA Y NALMCHTOR CTapiie 65 A€T OTCYTCTBYIOT.
Tayuenmu ¢ vapywenuem ynkyuu novex

Y nauMeHToB ¢ HapyuieH#eM QYHKIHH NoYeK KOHUCHTPAINS AaMHBY/ KA B naasme kposu (AUC)
NOBLILIEHA BCACACTBHE CHMACHHOIO Kiaupenca, Taknm oOpasom, naumMeHTam ¢ KIMPEHCOM
kpearuHnna Mexee S0 M/MHH HeOOXOMMO YMEHBIICHHE 1036 JAMHBYIHHA.

Tayuenmm ¢ napyuenues dyusyuu nevenu

Jlanusie 0 NpHMEHEHHH TAMHBYIHHA Y NIALMEHTOB CO CPEAHECH M TRXEA0M CTENCHBLIO HAPYIICHHS
DYHKIUMH NEYEHH CBUACTEALCTBYIOT O TOM, HTO HAPYIWICHHE PYHKUMH NEHCHH CYLIECTBEHHO HE
BIMACT HA (ApMAKOKHHETHKY NAMHBYIHHA.

bepemennocmy

DapMaAKOKHHETHKA JAMHBYAHHA 1IPH GEPEMEHHOCTH HE OTIHYACTCA OT €10 PAPMAKOKHHETHKH B
cay4ac orcyrcrsus Gepesennoctit. KoHuenTpaums JaMHByIMHa B CHBOPOTKE KPOBH AcTel npu
poxacHun Omna aHATOrNYHA TAKOBOH B CHIBOPOTKE KPOBH MAaTCPH M NYTIOBHHHON KPOBHM Ha
MOMCHT POJOPRIPCUICHHA, HTO COMMACYCTCH ¢ JAHHLIMH O NACCHBHOM [IPOHMKHOBEHHM

NaMHBYJIHHA “MCpPC3 NAALCHTY.

Tenogposupa dusonpoxcuna gymapam

Tenodosupa au3onpokcuna Gymapar - 310 pacTBOPHMBII B BOJIC HQHP MPOICKAPCTBA, KOTOPLIi
OnicTpo npeobpasyercs in vivo B Tenodosup 1 Gopmanbaerna.

Tenohosup npeobpasyercs BHYTPHKICTOUNO B TeHodosupa Monodochar W aKTHBHEIH
KOMIIOHCHT - TeHodosipa audocdar.

Beacwesanue



[locne npuema suyrps BHY-unduimpoBanHmMi naumeHTaMu TeHoGoBHpa JIHIONPOKCHIA
¢pymapar Guictpo Bcachsacrca M npeodpasyerca B Tenodosrp. [lprem MHOroKpaTHeIX 103
Tenodosnpa ausonpoxkcuna dymapata ¢ numeit  BUY-unduumposaHHnIMM  nauMCHTAMH
NPHBOANIO K cpeannum (koadupuument sapnaumn % [CV, %)) snavennam 18 TeHopoBHpa Cous,
AUC #t Cuin 326 (36,6%) nr/sa, 3324 (41,2%) ur-a/ma n 64,4 (39,4%) nr/Ma, COOTBCTCTBCHHO.
MaKCHMATBHBIC KOHUCHTpaLMH TeHOGOBHPa HAGIIOJAIOTCH B CHIBOPOTKE KPOBH B npeacnax |
Haca NOCAC MPHEMA HATOWAK M B npeaeaax 2 4acos npy cro npueme ¢ mumed. [pn npiesme
TCHO(OBHPA AHIONPOKCHAZ (yMaparta NAUMCHTAMHM HATOWAK OHMOAOCTYIIHOCTL COCTaBIANA
npubansuTensio 25%. [puesm renodosmpa asonpoxcnia gymapara ¢ Goraroit Kupamu nuuiei
noseimuan  Guogoctynmocts, mnpe drtom 3uadenne AUC  tenodosupa  yBeaIMUHBAIOCH
npubansurensno Ha 40%, a Crx - npubansurensio na 14%. Iocne nepsoit 10361 TeHodoBHpa
ansonpokcuaa Gymapara, MOAYMCHHOH nocne npuema OOravoil XHpamu MHIM, MEAHAHHOE
HAYCHHE Coux B CHIBOPOTKE ObUIO B AManasone snavenuit or 213 no 375 ur/ma. Oanaxo, npuesm
TeHOPOBHPA AMIONPOKCHIA PyMAPaTa ¢ HHIKOKANOPHITHOMN NHILEH HE OKA3LIBACT CYIICCTBCHHOIO
BAMAHMR HA PAPMAKOKMHETHKY TeHODOBMpA.

Pacnpeoeaenue

[Tocae BHYTPHBEHHOIO NMPHMCHCHHA PABHOBCCHAR KOMUCHTPAUMA PacnpencacHus TeHodosmpa
ouennsanacs, npubmuntensuo, B 800 sa/kr. [locae npuema TenodoBHpa AM3ONPOKCHAA
dymapara BHYTPL, TeHO(POBHDP PACTIPEACARCTCH BO MHOFME TKaHM, NPH 5TOM Hanboabumme
KOHUCHTPAUMH HAOMIOAAIOTCH B MOYKAX, MCYCHH W B IMUTCAMH KHIICUHHKA B PasHbIX €ro
YHACTKAX (AOKIMHHYCCKHE HOCACAOBAHMA). [n Vitro cBA3IbBaHKE TCHOPOBHPA C GEAKAMM MIAIMBL
WK ChiBOPOTKH Kposi cocrasaano menee 0,7 u 7.2 %, COOTBETCTBCHHO, B AMANA3OHE
KoHueHTpaunit renodosupa or 0,01 10 25 mxr/ma.

Memaboauzm

Hcenenosanus in vitro nokasamm, 4o Hi TeHOGOBHPa AMIONPOKCHAA GyMapaT, HH TCHODOBHD HE
apisoTcs cyberparamu depmentos CYP450. boaee 10ro, npH KOHUCHTPALMAX, CYIICCTBCHHO
npessimaonmx (mprumepho B 300 pas) te, 4o HAGAI0AAOTCS in vivo, TeHOGOBHD He HHTrHOHPOBAT
in vitro nexapcTBenbii MeTabonHIM, ONOCPEAOBAHNBIN KaxOH-1MGO M3 OCHOBHEIX H30HOPM
CYP450 wuenoseka, yuactaywoumx 8 Ouorpamchopmaumn (CYP3A4. CYP2D6, CYP2CY,
CYP2E! win CYPIA1/2). Tenodosupa mmsonpoxcina dymapar npn xonuesrpawnn 100
MKMO/B/11 HE OKAIHIBAT BIHAHAR Hit Ha ojmy 13 usodopm CYP450 3a nexmouennem CYPIAL/2.
rae uabmozanocs neGonpmoe (6%), HO CTATHCTHYCCKH IHAYMMOC CHIKCHHE Merabommima
cyberpara CYPIAV2, Ha ocuosanmuu 510l MHOOPMAINN MOKHO CACAATH BRIBOA O MAIOW
BCPOATHOCTH BO3ZHHMKHOBCHHA KIHHMYCCKH IHAMMMBIX slanMoacicTrIE Mexay TenodoBHpa

AMIONPOKCHAA HYMAPATOM H JICKAPCTBEHHBIMH CPEACTBAMH, MCTABOINIM KOTOPLIX ONOCPEI0BAN
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CYP450.

Bwsedenue

Tenodosup BLIBOAMTCR rIaBHLIM O0PAOM MOYKAMM, KAK NyTeM QHALTPALMH, TAK M AKTHBHOM
KaHANLUCBON  TPAHCNIOPTHON  CHCTEMOI, NpPH  ITOM  1OC/AC  BHYTPHBCHHOTO  BBCICHHS
npubansureasio 70 - 80% 10361 BRIBOIMTCA B HEHIMEHCHHOM BHIE ¢ MO4OH, OGumit Kiupenc
oucHuBaica npubanzurensno B 230 mu/w/kr (npubanznreasso 300 ma/mun). Noswesnsiit xanpene
oucHusaics npubausurensio 8 160 su/w/kr (oxono 210 Mu/MHH), YTO NPCBLIMNACT CKOPOCTH
xnyOoukosoit GuasTpaiy, D10 YKAILBACT HA TO, YTO CCKPCUHA KAHANLIAMM ABIACTCA BAKHOMN
HacTei0  BeIBCACHMA  TeHodosupa.  Tlocne npuema  BHYTPL  OKOHYATCABHMIN  NEpHOR
nonyssiseacHns Tenoosupa cocrasaner ot 12 o 18 yacos.

Heeneposanmimy GbI0 YCTAHOBICHO, HTO AKTHBHAR KAHANBUCHBAR TPAHCIOPTHAN CHCTEMA
CCKPCUMH  BKAIOYACT MOTAOWCHHE TCHODOBHPE NPOKCHMUTBHBIMH KICTKAMM  KAHATLUCH
NOCPEACTBOM OPraHHYICCKHMX aHMOHHBIX Tpancnoprepos wenosexa (hOAT) 1 u 3. n suseacune
ero B MOMY C NoMOLBLI0 Deaka-Mapkepa My asTHaCKapeTBenHoil peaucrentiocty 4 (MRP 4).
Jluneninocmy-neaunennocms

[Mokasarenn dapMaxoKHHETHKH TCHOGOBHPA HE JABHCENH OT 10361 TEHODOBHPA AHIONPOKCHIA
dymapara 8 auanazone or 75 10 600 Mr it HE HIMEHAINCH NPH NOBTOPHOM BBSACHHH NPH MOGOM
YPOBHC 1103.

DapMaKOKHHETHKA BIX N NayuHeHTon

Hemu

BHY-1: ©apMaKOKHHCTHHCCKHEC NAPAMETPH! TCHO(GOBHPA B PABHOBECHOM COCTORHHH OUCHHBANK
y 8 aereii (sospacr or 12 a0 18 ner) ¢ maccoit Teaa > 35 kr, uudmunposannsix BUY-1. Cpemnne
(£ SD) 3navenus Cpux ¥ AUCuy cocrasnann 038 = 0,13 mxr/ma u 3,39 = 1,22 mr w/ma,
COOTBETCTBECHHO. IKCMNOZHUMA TCHOMOBHPA, KOTOpax ObL1A JOCTHIHYTA Y JACTCH, NMOAYHABWIKX
cyrounsie 03 300 mr tewodosupa amsonpoxciia Qymapara BHYTPL, COOTBETCTBOBANA
IKCHOTHUMAM, KOTOPHIC ObUIM JOCTHIHYTH Y BIPOCABIX, NONYHABUIMX PAZOBLIC CYTOUHBIC 1036
300 mr renodosupa Anlonpoxkcuia Gymapara.

Xponuveckuii 2enamum B: Papnosecnas 3Kcno3uius renodosupa y aereit (sospacr or 12 go 18
ner), HHOHUMPOBaHHKIX BHPYCOM renaruta B. xoTopmie momyuanu cyrousyro ao3y 300 wmr
TeHOpOBNPa AMIONPOKCHIA GyMapaTa BHYTPh COOTBETCTBOBANA IKCTIOZHIMAM, KOTOphie Db
AOCTHIHYTEL Y BIPOCALIX, NONYMABIIMX pasoseic cyroumsie ao03st 300 mr Tenoposnpa
an3onpokcuia gymapara.

V aereit maamme 12 ner wiM y AcTell ¢ HapymicHHeM (yMKUMH NOYCK MCCACA0BAHHA
dapmaxoxuuernkn 300 mr renodosupa anzonpoxciia Gymapara He MPOBOIANIHCE.

Hayuenmst noxcuroco aospacma



DapMaKOKHHCTHKAE TCHODOBHPA Y NOKHABLX NAUMCHTOB (CTapiie 65 1eT) HE H3yHaTach.

lloa

Orpannvientsie AanHbIe 10 GapMaKxOKHHETHKE TCHODOBHPA Y KCHIIHH YKAIHBAKOT HA OTCYTCTBHE
CYIICCTBEHHOI 3aBHCHMOCTH OT N0Ma.

Paca

He nposogmnocs cneuudryeckux Hecaeaosannii GApMAKOKHHCTHRH Y PAVITHYHBIX ITHHYCCKHX
rpynim.

HHayuenme: ¢ Hapywenuem @Hyukyuu novex

[Mapamerps dapmMakokuHETHEN TCHODOBHPA ONPEACARANCH NOC/E BBEACHHA pasosoil 1031 300
M1 TeHodosupa ausonpokcuaa Gpymapara 40 B3POCABIM NAUMCHTAM, HC HMCIOMIMM HHOCKIM
BHY n BI'B ¢ napymcHmueM QyHKUMH NMOYCK PAIIHYHON CTCHCHH, KOTOPHIC ONPCACIAINCH
COOTBETCTBCHHO HCXOAHOMY 3uadennio kaupenca kpearmuuna (KK) (dymxkums nosex ue
napywena, ecan KK > 80 ma/mun; nerxoe napywenne - ecan KK cocrasaser 50-79 mu/sun;
yMepenHo supaxennoe napymenne - npe KK 30-49 ma/sun n maxenoe napywenue - npu KK 10-
29 su/mun). Tlo cpasHennio ¢ naumenTamu ¢ Hopmaasioi gynxkuneii novex cpeanss (% CV)
axcnoanims TeHodosupa yseanunnach ¢ 2 185 (12%) nra/ma y auu ¢ KK > 80 mn/mun 10,
cooraercTeerno, 3 064 (30%) ura/ma, 6 009 (42%) vr-w/sa n 15 985 (45%) ur-w/sa y nauMeHTos
C JICTKHM, CPCAHUM W TAXCAMM Hapyuwichuem dyuxumn novex. OXHAaETCA, YTO yBETHYICHHE
HHTCPBANA MCAJLY BBCACHHEM NPENaparta NpHBEICT K H0Ce BLICOKHM NMHKOBMM KOHIICHTPAIHAM
B MAa3MC KPOBH M MCHBIIMM YPOBHAM Cumin ¥ NAUMEHTOB ¢ HApyWICHHEM QYHKUHH NOMCK 1O
CPABHCHMIO C NAUHCHTAMM, HMCIOUMMI HOPMATLHYIO QYHKUMIO novex, KanHHIECKOe 3HaYCHHE
ITOr0 HEH3BECTHO.

Y nauMeHTOoB ¢ TEPMHHANLHOIN cTaamei noeunoi Heaoctarounocty (KK < 10 ma/mun), KoTopsiM
OLU1 HEOOXOAMM FeMOAMATIH3, KOHUCHTPAUMK TCHOMOBMPA MEAAY AMAIHIAMH 3HAYHTCABHO
YBEAHYHBATHCH B TeueHHe 48 4acoB, A0CTHIAN CpeaHero 3HAYCHHA Cuax 1 032 ur/ma 1 cpeancro
snavenus AUCoasn42 857 wra/ma,

Pexomenayercs, wrobul uurepsan smexay npuemamyu 300 smr reHodosupa AM3ONPOKCHAA
dymapara Obin w3MeHen y m3pocieix naumentos ¢ KK < 50 ma/mun wan y naumenTos c
TEPMHHATLHON CTAAMCH NOYCHHON HEAOCTATOMHOCTH M NYAJAIOUIMXCA B AHATHIC,
®apmakoxuierika renodosupa y naumentos ¢ KK < 10 ma/vun 6e3 remoananisa i y naiHenTon
C TCPMHHAIBHON CTaaMell NOYCYHON HCAOCTATOYHOCTH, KOMTPOAL COCTOAHHA KOTOPAIX
OCYWIECTBIRCTCR MYTEM NEPHTOHCATBHOTO WM JAPYTHX GOPM AHAIHIA, HE HOCICI0BATACE.
Hceneposanus dapmaxokuneTnky TeHodoBHpa y Jerell ¢ NOYCUHON HCAOCTATOMHOCTHIO HE

HPOBOJHIHCE. Hannwe 18 NPEAOCTABICHHA pexoueunalmﬁ no  pekHUMy JA0IHPOBAHHA

OTCYTCTBYIOT.
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Tayuenme ¢ napywenues gyuxyuu nevenu

Pasosas noza 300 mr tenohosupa aAnzonpokcHia yMmMapara NpHHAMALACE NAUMCHTAMH, HC
unpuumposannsimn BUY w BI'B. ¢ napymienmem QyHKuMy neweHy pavimuHol creneus,
onpeaeasemum no kraccnduxannn Yaiina-Iewo. Y naunenTos ¢ Hapymenues GyHKIHH neYeHn
CYIIECTBEHHBIX W3MEHEHHH napameTpos (apMakOKHHETHKH TCHODOBHPA HE OTMECHATIOCH, HTO
NPEANOIAracT oTcyTcTBHe HeoOX0aHMocTH B Koppekin ao3sl. Cpeanne (% CV) snadeHns Coax
# AUCo Tenodosupa coctasnanm 223 (34,8%) ur/san u 2 050 (50,8%) Hrw/m, COOTBCTCTBCHHO,
y nnn Ges napymenns Gpyuxunn nevenst, 289 (46,0%) ur/ma u 2 310 (43,5%) ur-w/sn y amu ¢
yMEPCHHLIM HapyieHnem Gyuximn nesennn 305 (24,8%) ur/vn, 1 2 740 (44,0%) mr/sa y anu
C TRAKC/IBIM HAPYILCHHCM QYHKIHMH NCYCHM.

Buympuxaemounan ¢hapmaxoxunemuxa

b0 0OHAPYKEHO, WTO B HCACARIIMXCH MOHOHYKICAPHBIX KACTKAX nepupepuueckoi Kposi
wenosexa (MKIIK) nepuon nonysmseacuns renodosupa andocdara cocrasaser npumepno 50

wacos, Toraa xak B MKITK, crumyauposannsix puroremMarrnoruuusom - npumepuo 10 wacos.

Idasupens
Beacwisanue

V snopossix a06pososibies Makcumaiban KOHUEHTPAUHA (Coax) ddasupensa 8 maasMe Kposu
1,6-9,1 MEMOIB/N AOCTHIWIACH HCPE3 5 4 MOCIIC OJIHOKPATHONO NPHEMA BHYTPS IPENaparTa 8 103ax
or 100 g0 1600 mr. Jlososasucumoe yseanueHne Coux ¥ IIOWAAN NOA KPHBOH «KOHUEHTPALIHA-
spemar» (AUC) wabmozanocs npu npueme npenapara 8 ao3ax ao 1600 mr; npu s1oM He
HabMI0AAI0CH JIO3ONPONOPIHOHAILHONO YBCANYCHHA JMAHHBIX TMOKA3ATCACH, 10ITOMY MOXKHO
NPEANONOKHTE, 4TO NpH GO BHICOKHX JI03aX BCACHIBAHKE YMCHBIIACTCH, Bpems aocTixenns
Cipax B Na3Me KpoBH (3-5 4) HE MIMCHANOCH NOC/IC MHOPOKPATHOrO MpHEMa npenapara, a
PABHOBCCHAR KOHLCHTPAIMA B IIAIME KPOBH JOCTHIANACK Yepes 6-7 CyTok.

V BUY-HH)HUIHPOBAHHEIX NAUHCHTOB NPH JOCTHACHHH PABHOBCCHON KOHUCHTPAlHK Npenapara
B niaime kposy cpeauue 3HAUCHHA Cpay, MUHIMATLHOK KOHUEHTPAMH (Cuin) 1 AUC Gninn
nuueitns npu npuese 200 mr, 400 mr i 600 mr sdasupensa | pas B cyrsn. Y 35 naumnenros,
npuiMMasumx sdasupens 8 ao3e 600 mr | pa3 B cyTku, Cra (PH AOCTHREHHH PABHOBECHOT
KouuenTpawn cocrasnana 12,9:3,7 mkmonn/a, Coir— 5,643,2 mxmonn/n, AUC — 184£73
MEMOIB/ 'Y,

Bausnue npuema muwgu na scacsisanue. TIpi OIHOKPATHOM NPHEME JA0POBRIMI JI0GPOBOILIIAMK

sdasupensa 8 03¢ 600 Mr 8 Biae TabICTOK, NOKPLITRIX WICHOUHON 000N0UKON, BMECTE € numeH
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C BBICOKHM cozepaannenm xupos nabmoaanocs yseawsenne AUC na 28% # Cpax Ha 79% 8
CPABHCHMM C AAHHBIMH NOKAIATCAAMM NPH NPHEME NPENAPATA HATOILAK.

Pacnpedenenue

DdasHpens B BUCOKOI CTCNCHH CBAILIBACTCA ¢ DeNKaMH MIAIMBI KPOBH (MPHOANIMTCABHO HA
99,5-99,75%), rnasusim obpasosm ¢ arsbymuuom. Y BHY-1 undmumposannsix nausentos (n =
9), xoropuie npuuuMany Mpasupens s po3ax or 200 go 600 mMr 1 pas B CyTKM B TCHCHHE NO
MeHBIICH Mepe | Mecsna, KonuenTpana ApasHpenia B CHHHHOMO3IOBOMH KHIKOCTH COCTAR/ISAA
or 0,26 no 1,19% (& cpeanem 0,69%) or coorsercraylomeii KOHUCHTPAIME B TUIA3MC KPOBM.
Jannsiii nokasarens npuban3urensio B 3 pasa NpPesLlAcT KOHUCHTPAUMIO HE CBA3AHHOH
Benkamn (ceoboanoit) dpaxunn >dhasupensa B 1123ME KPOBH.

Memabomum

Kauunueckse HCCACI0BAHUA H HCCACAOBAHUS N Vifro ¢ MCTIONL3OBAHHEM MHKPOCOM TCYEHH
YCIOBCKA MOKAIWIN, 4TO HDAaBHPCH3 MCTA0OIHIUPYCTCH I7IABHHIM 00Pa3oM CHCTEMOMN UMTOXPOMA
P450 10 ruApOKCHIMPOBAHHBIX IIPOHIBOANKIX, KOTOPHE 3ATCM CBABIBAKTCA ¢ IIIOKYPOHOBOM
KHCIOTON ¢ obpasopauueM IIOKYpOHHAOB. B OCHOBHOM, MaHHBC MCTAGONMTH HCAKTHBHL B
orvomennn BHY-1, Heeneaosanus in vitro no3soisioT OpeANnONOKHTH, MTO HIO(CPMEHTH
CYP3A4 u CYP2B6 aBas01CA OCHOBHBIMH HIOPCPMCHTAMH, OCYIICCTRANIOMMMHI MCTa00HIM
sdasupensa, 1 4o pasupens uurubupyer uiodepsmentst 2C9, 2C19 1 3A4 cucremst LMTOXPOMA
P450. B muccacaosaumsx in vitro sdasupens ue unrubuposan mwiopepment CYP2EL u
unrubuposan wiodepmentet CYP2D6 u CYPIAZ TOMMKO B KOHUCHTPAUMAX, HAMHOIO
NPEBRIIAIOUINX TPUMCHACMBIC B KIMHHYECKOH NPaKTHKE.

IKCNoINIMA H3PaBUPCH3a B NIAIME KPOBH MOKET YBEIHUHBATHCA Y NAUMCHTOB, FOMOIHIOTHBIX
no nonumopdismy reua GS16T nzopepmenra CYP2B6. Kanunueckas 3HaYHMOCTH Takoro
M3IMEHEHHS HEHIBECTHA, OIHAKO HEJIB3R MCKIIOHATH BOIMOKHOCTS BOIPACTAHHA PHCKOB PA3BHTHR
H YBEIMYCHHA BHPXKCHHOCTH HEKCIATCAMHBIX peaxuuit aasupensa.

BuL10 noxasano, yro sgasupens uuayunpyer nzodpepmentst CYP3IA4 u CYP2B6, wro npusoauTr
K MHAYKUMH €10 COOCTBEHHOIO METab0AHIMA, HTO MOKCT KAHHHYCCKH BLIPAKATHCA Y HCKOTOPBIX
nausenros. [pu Muorokpariom npueme >asupensa 8 gose 200-400 Mr 8 CyTEN 310POBLIMH
n06posoasiamy B Tedenne 10 aueii HAGMIOAATACH MCHLILAK CTENCHL KyMYIRUHE pasupensa (Ha
22-42% nioKe MPEANONATACMBX 3HAUCHHI) H Gonee xopoTkuii nepnoa noyswseacHun — 40-55
4 (MIEPHOJ NONYRMBCACHHA OAHOKPATHOM 10361 cocTamnseT 52-76 4). Takxke ObUI0 NOKA3AHO, HTO

abarupens wnayumpyer usopopmy 1Al ypramsandocdar-rmoxyponnarpancepain (YIAD-
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I'TIAL), noToMYy KOHUCHTPALIHA PANTEIPABHPA, KOTOPHIl sBaseres cyberparom YID-I'TIAL B
MIa3ME KPOBH CHIGKACTCR NPH OHOBPEMEHHOM MIPHMEHEHHH C dPaBHPCHIOM.
HecMOTPA Ha TO, MTO B HCCACAOBAHKAX in vitro asupens unrubuposan wsopepmentst CYP2C9
# CYP2C19, 8 HCCACAOBAHMAX in vivo HaOMOAAN0CH KaK [(OBBLILCHHC, TAK W CHIGKCHHC
IKCTIOINLMHM CYOCTPATOB AAHHKX (PCPMEHTOB NMPH OHOBPEMEHHOM NIPHMCHEHNH ¢ HDaBHPCHIOM.
Koueunstii 2pdekr 1aHHOro B3aMMOACHCTBHA HE YCTAHOBICH.
Buseoenue
Ddasupens UMECT OTHOCHTEIBLHO GONBIION NEPHO NOMYBHIBCACHHA, KOTOPBIH COCTARISCT HE
MeHee 52 4 nocne npuema OAHOKPATHOH 10381 K 40-55 4 NOCAe MHOTOKPATHOIO NPHMCHCHHA.
Npubmusurensio 14-34% ot npuuatoil 10361 HpaBHpPeH3a BHIBOAMTCK nouxamy, mence 1% xo3m
3hasupen3a BHMBONTCR NOYKAMM B HCHIMCHEHHOM BHIC.

{HETHK B
Hapywenue ghynxyuu nevenu
[p oanokpartHOM mpueme npenapara HabMOAAIOCH ABYKPATHOC YBCAMYCHME NEpPHOAA
MONYBMBCACHHA HPABHPCH3A Y OAHONO MAUMCHTA ¢ TOKCJAOH CTCHCHLIO MEYCHOYHON
ueaoctarounoctd (kaace C no cucresme Haitna-I1610), 9T0 yKa3isiBacT HA NOBLILICHHYIO CTENCHD
KyMyISUMH 8 Takux cayvasx. [Ipu MHOroxparnom npueme npenapata He Obuio BRABICHO
JHAYMMONO BAMAHMA NOPAKEHHA NEHeHH HA PAPMAKOKMHCTHKY daBHpeH3a y NAUMEHTOB ¢
JICFKOIl CTENeHbI0 NeYcHoynoil neaoctatodnocty (xaace A mo cucreme Yaitna- Ileio) mo
CPABHCHMIO C NALMEHTAMH KOHTPONLHOM rpynnsl. B HACTOALIECE BPEMS HET OCTATOUHBIX AAHHBIX,
qTOOKl CACHATH BLIBOA O TOM, BIHAIOT AH CPCAHAS M THKCIAN CTCNCHL NEYCHOYHOH
nenocrarosnocts (kaace B u C no cucreme Yaitn-TTvio) na papmaxoxuueTnky ddasupensa (om.
pazien «C 0CTOPOKHOCTLION).
Hapywenue @ynkyuu novex. DapMakokmieTnka Shasupensa y NaLUHCHTOB ¢ NoYeYHON
HEJOCTATOMHOCTBIO HE HIYHAIACH, OJIHAKO B CBAIM C TCM, HTO B HCHIMCHCHHOM BHJIC IOYKAMH
BRIBOJMTCA Meree 1% npuuaToil 2036 ddaBHperIa, HApYWCHHE QYHKUMM NOYCK HC JO/IKHO
OKa3LIBATL CYICCTBEHHOIO BAMAMMA Ma BmBeachne Sdasmpensa (cm. pasnen «Ocobhie
YKATAHHAR).
Iox u pacosas nPURAoIEXCHOCMb
V MyA&qHH H KSHULHH, 3 TAKKE Y NAUHCHTOB PA3IHYHOH PACOBOH NPHHALICKHOCTH Habmoaammcs
CXOIMBIC (PAPMAKOKHHETHYECKHE NapaMeTpsl asupenia.

Hoxcuawie nayuenns
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Kakux-nmmb0 (apmaxoxuHeTHYCCKHX pazanunii y naumentos or 65 aer u crapuwe n Gonee
MOJIO/IBIX NAMEHTOB HE BLIABICHO, XOTA KANHHYCCKHE HCCACA0BAHKA YPABHPCH3A HC BRIIOYAIH
AOCTATOMHOIO KOIHYECTBA NAUMENTOB OT 65 neT it Crapue.

Hemu

Ddasupens He MIYMAICK Y JACTCH B BOIPACTE A0 3 MCECAUCE WIM € BECOM Menee 3.5 Kr.
DapmakokHHeTHYCCKHE nokasarenn sgasupensa y aereit u sspocasix Onum cxoxmmu. Y 49
AeTei, npHHMMaBIIHX MpaBHPeHs B 03¢, IKBHBAICHTHON 600 Mr' (1032 pacCUHTLIBANACH HCXO/IN
13 Macceht Tena), 3HauCHHE Co cocTasnno 14,1 mxmons/, Couir— 5,6 Mxmons/n # AUC — 216
MEMOIB/ 1Y,

TMokalanus K npUMEHCHHIO

- Jleyenne BUY-1 undexuun y s3pocasix 1 gereit crapme 12 et ¢ Maccoil Tena He Mexee 35 kr.
[porusonokaanus

. TTOBBIICHHAS HYBCTBHTCABHOCTL K NAMMBY/MHY, TeHOGOBMPA J3onpokenna dymapary,
pasupcHly win OGOMY JPYTOMY KOMIMOHCHTY npenapara (NpeulecTBYIONNE PCAKIIHM
THICPYYBCTBHTEIBHOCTH, Hanpumep, cuiapom Crusenica-/Ukoncona, Myastudopmuas spurema,
TOKHCHYCCKHI HMHACPMATLHBIN HCKPON) |

. Jlercknii Bospact z0 12 ner u macca Tena < 35 xr (addexrusnocrs u 6e30MaCHOCTL He

YCTaHOBJICHAI ).
. Jletn B Bospacte ot 12 go 18 zner ¢ mapymennem QyHKUHH TOYCK (OTCYTCTBYIOT

PCKOMCHAAIIHH TTO PCKHMY IIO'SHPOIIHHSI).

. TMaumenTsl, KOTOPHIE HE HAXOANTCA HA FEMOHATHIC I HMCIOT KAMPEHC KpeaTnnna < 10
MI/MHH.
. TTeprost rpyAHOIo BCKAPMINBAHNA,

. OnmospeMenuntii  PHEM € ZAPYTHMH  NIPCHAPATaMy, COACPAAMMH  TCHOOBHpA
Ansonpoxcuta Gysapar win Tenodosrpa anadenamm, Hgaspens, apremerepa/moMedaHTpHHA
(cm. pasaens «BsammoaciicTsue ¢ APYrMMH CKapCTBCHHBIMM cpeicTsami» # «Ocobne
VKA3aHHA» ).

. Onnospemennmii npuem ¢ ancdosupom (M. pasaennt «Bisanmoaciicrane ¢ ApYrHMH
nexapcrseHibMH cpeacTaamiy u «Ocobbie yKasanus»).

. Cpeanss M TAKEIAR CTENeHs nedeHounoil neaoctarounoct (xnace B n C no mxane
Yaitan-TTsi0) (oM. pazaen «DapMakonornyeckne cRoicTsan, noapasaen  Papmaxoxunemuxa y
0COOBIX Zpynn Nayuenmos).

. OnnospeMeHHbIil npHeM ¢ TepHEHATMHOM, ACTEMHIONOM, UH3ANPHAOM, MHAAIONAMOM,

TPHA3ZOMAMOM, MHMOZMIOM, OCNPIAIOM, WIKAIOMAAMH CHOPWNLH (HANPUMEp, IProTaMHH,
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OUTHAPOOPIOTAMHH,  JPrOHOBHH  WJIH  METHWDPrOHOBHH), NOCKOALKY  KOHKYPCHTHOC
slaumosciicrane sdasupenia ¢ uzopepmentom CYP3A4 moker npusectd X NOAABACHHIO
MeTaGONMIMA JAHHBIX NIPENAPATOB M NOABICHHIO (IPEANOCHIIOK UIA BOIHHKHOBEHHA CEPLE3HLIX
WHIH YIPOKAIOMIMX KHIHH HCOKCIATCIBHBIX RKBACHHH (HANPHMEP, APHTMHM, JUIHTEALHOMY
ceparuBHoMY MpdexTy Win yrHCTeHMIO AbIXanua) (cM. pasaen «BaumoneicTane ¢ apyruMu
JICKAPCTBCHHBIMH CPCACTBAMHN®).

. OaHOBpEMEHHBIT NPHEM ¢ NPCHapaTaMi/IPOAYKTAMM PACTHTCABHOIO IPOMCXOKACHHA,
cojcpxautumu 38epoboil npoampssiacHubit (Hypericum perforatum), NOCKOALKY CHHAACTCA
KOHUCHTPAWNA QaBHPCHIA B IIA3MC KPOBH H, KAK CACACTBME, KinHuucexkuit apdexr (eum. paysen
«B3anmoacHcTaie ¢ APYIHMH ICKAPCTBCHHBIME CPCACTBAMHY).

C ocTopoknocTsio

- Y NAUMCHTORB C caxapHbiM anaberom;

- Y NOKMIBIX MAUMCHTOR (B BO3pacTe crapue 65 ner);

- Y NAUMCHTOB ¢ HapywenneM Gynxumn novek (oM, pazaen «Ocobuie ykasanusy»),

- COBMCCTHMII NPHEM C JAPYrMMM  JICKAPCTBCHHBIMM  nipenaparamy,  o0naalommMm
HepPOTOKCHYUCCKHM CHCTBHEM, HANPHMEp, aMuHOraukosuaw, amdorepuunn B, dockapuer,
FaHUMKIOBHD, NEHTAMMIHH, BAHKOMMIMH, WHTCPACHKMH-2, UMAODORMD, TAKPOIHMYC.
HECTEPOHANBE  NPOTHBOBOCHAINTEABHBC  npenaparel, wHruburopst nporeasst BHY.
OYCTHPOBAHHBKIC PHTOHABHPOM KK KOOHUMCTAaTOM (CM. pasaensl «BiaumoaeiicTaie ¢ aApyrumu
NEKAPCTBEHHBIMH cpeacTBaMi» H «Ocobre yxazanus»),

- cosMecTHui npueM TCHOPOBMPA AMIONPOKCHAA € ACAMNACBHPOM/COHOCOYBHPOM.
seanaracsupom/coGochysupon HIH BENNATACBHPOM/BOKCHAANPEBHPOM/ cophocOyBHpOM
0COBEHHO, NPH NPHMEHCHHH OHOBPEMEHHO co cxemoil euchins BHY-nndexunn, cogepxautci
renodosnpa aulonpoxcuaa ymapar i dapmakoxunerHieckuii yeuanteas (Gycrep, nanpusmep,
pHTOHABHP MaM kobuumcrar) (cM. pasaensl «B3aMMOACHCTBHC © JPYIrHMM ACKAPCTBCHHLIMH
cpencraamiy it «Ocofnie ykazanmunn),

- ¥ NAUMCHTOB ¢ yKa3aHHeM Ha 3a601¢BaHHe NCUSHH B AHAMHCIC, BKIIOYAA renaTnThl (CM. pasaen
«Ocobme ykazanusn);

- coBMeCTHBI npreM TeHOPOBHPA AMIONPOKCHIA PyMapaTa W AMAAHO3NHA HE PEKOMEHI0BAH
(em. pastenst «B3auMONCHCTBHE © APYIMMH JICKAPCTBCHHBIMH CPEACTBAMMH» M «Ocobuie
YKAAHHAY).

- ¥ NAUMCHTOR, HMCIOUINX B AHAMHEIC ICHXHATPHYCCKHE PACCTPOICTBA, HAXOAXIMXCA B rpynne
MOBBILICHHOIO PHCKA 110 PAIBHTHIO CEPHEIHBIX HEOKCATCIBHBLIX SBACHHI CO CTOPOHBI NICHXHKH,

- ¥ MAUHCHTOB, MMCIOMIMX B AHAMHE3E CY/IOPOIH,

- COBMCCTHMIl NPHEM € NPOTHBOCYAOPOKHLIMM [PENAPATAMH €  [PCHMYLICCTBCHHBIM

17



MeTabomIMOM B neueHH, Takux Kak dexnTonH, kapbamasenun i genobapGuran (Heobxommmo

OCYUICCTBAATH NEPHOAMHECKMI KOHTPOAL MX KOHUCHTPALMI B KPOBH).

Ipumencnue npu GepeMeHHOCTH M B NEPHOI TPYIHOTO BCKAPMIHBAHNA

MEHNOCTS
Jamusyoun
Kax npasuio, nps DPHHATHH PEUICHHA 00 HCNOILIOBAHNE AHTHPCTPOBHPYCHBIX IIPENAPATOB 1A
nevenns BUY-undexunn y GepeMcHHBIX KCHIIMH W, KaK CACACTBHC, JUIA CHIOKCHMA PHCKA
seprukansoll  nepenaun BHY-undexumn HOBOPOAKACHHOMY CIACAYCT YYMTHIBATL JI3HHLIC
MCCACAOBANKI HA KHBOTHRIX, @ TAKKC KAMHHYCCKHIL ONBIT IPHMEHEHHS Y OCPEMCHHBIX KEHILHH.
MCCeIOBARMA 110 NPHMCHEHHIO NAMHBYIHHA Y JKMBOTHBIX NOKA3AIN YBCAHUCHHC PaHHCH
IMOPHOHATHHOM CMEPTHOCTH Y KPONMKOB, O/IHAKO Y Kphic Aannsiit didexr e nabmonancs. beio
YCTAHOBIICHO, YTO Y HCJOBCKA BOIMOKHA [ICPCAAYA JAMHBYIHMHA HCPC3 IUIALCHTY.
Y GepeMeHHLIX KeHIH, nomywasmmx samusyuun, 6onee 1000 uexonos GepeMeHHOCTH Nocae
NpHMEHCHHA B0 BpeMa nepsoro Tpumectpa # Gonee 1000 mexonos GepemeHnocTH nocae
NPHMCHCHHA BO BPCMA BTOPOIO M TPCTREIO TPHMCCTPA  JICMOHCTPHUPYIOT OTCYTCTBHC
MaILPOPMATHBHOTO H (PETATLHOrO/HEOHATANLHOID BO3ACHCTBHA. JlckapcTBeHnbIl npenapar
DPrenna MOKHO IPHHHMATE BO BPEMA GCPEMCHHOCTH B CYYAC KIMHHYCCKON HCOOXOIMMOCTH.
Ha oCHOBaHMM AOCTYNHBIX JAHHBIX MOKHO CACHATH BLIBOJA O TOM, HTO NpH NPHMCHCHHH
NAMHBYIMHA ¥ YEAOBCKA PHCK BPOXKIACHHRIX NATONOIHA MAIOBCPOSTCH.
Jins BUY-undHUMPOBAHHEIX KCHIMH € KO-HHQEKUMEl BHPYCOM FenarHTa, NOayHamoumx
TCPANHIO JAMMBYAMHOM, B CAYY3ac HACTYIICHMA OCPeMCHHOCTH CACAYET YUHTHBATH
BOIMOKHOCTh PCIUHIHBA IEIATHTA NOCIC NPCKPALLCHAA IPHMCHCHHA NAMHBY IHHA.
Mumoxonopuarskas ouchyuxyus
B uccneaoBanuax in vitro # in vivo ObUI0 NPOACMOHCTPHPOBAHO, YTO AHATOMH HYKICOIHIOB H
HYK/ICOTHIOB CTIOCOOHK! BHI3KIBATE TOBPCAICHNR MHTOXOMADHIT PasIH4HOMN CTCNCHH. buun
JAPErUCTPHPOBAHK COOOIICHHA O MHTOXOHAPHAILHOR AMCHYHKIH Y JICTeH, NOABCPraBIHXC
BOICHCTRHIO AHATONOB HYK/ICO3MI0B BHYTPHYTPOOHO M/IIH B IOCACPOIOBOM NEPHOJC.
Tenodosupa duzonpoxcuna gymapam
OGumphsie panuste, nonydennsic y Gepemennmix (Gonee 1000 mexonos GepemennocTH),
VKA3BIBAKOT HA OTCYTCTBHC [OPOKOB PAIBHTHA WM TOKCHYECKOTO BOeHiCTRNA  Ha
MA0/HOBOPOAICHHONO, KOTOphic GbiiM OBl CBR3AHE! ¢ NPHEMOM TEHO(GOBHPA AHIONPOKCHTA
dymapara. HccaeaoBanns Ha AHBOTHBIX HC YKQILIBAIH HA TOKCHHCCKOS BO3CHCTBHE HA
penpoayxTHsiyio pyrkiuio, Takim 0Gpasom, npH HEOOXOAMMOCTH, MOXKET OBITH paccMOTpeHa
BOIMOKHOCTS IIPHMEHEHHA TCHODOBHPA AMIONPOKCHIA (hyMapaTa BO BPEMA GepeMeHHOCTH.
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Ipasupens

[lpr neyenun pasupensom clueayer wiberats Hactymnchus Gepemennoctd. Heobxommmo
HCTIOABIOBATE HAZCKHBIC METO/IB! GAPLEPHOIN KOHTPALICHUMH B COYCTAHHM C APYTHMH MCTOAMH
(B TOM YHCAC NCPOPATLHEIC HAN IPYTHE NOPMOHANLHLIC KOHTpauenTusel). [Tockonsky sdasupens
HMCCT JUTHTC/IBHBIN TICPHO NOAYBHBCACHHA, HCOOXOAMMO HCIONBIOBATE HAACKHLIC MCTOJLI
KOHTPALCHIMH HA npoTskeHun 12 Heaeas nocae npexpamenns seuenns sdasupensom. Iepen
HAYAIOM JICHCHHR HPABHPCHIOM KCHILHBI, CHIOCOOHBIC K JACTOPOKACHHIO, A0/UKHL IPOHTH TeCT
Ha GepeMCHHOCTL. DPABMPCHS HE CACAYCT NPHMCHATE BO BPEMA GEPEMEHHOCTH, 38 HCKIIIOYCHHCM
C/Ty4aes, KOF/a NOTCHUMAIBHAS NOIb3a [UIA MATEPH NPEBHINACT BOIMOKHBIA PHCK JUIN 11103 H
HET JAPYTHX AILTEPHATHEHELIX MCTO0B JIeHeHHA. EC/i KeHumna npuHuMacT 2pasipeHs BO BpeMa
NCPBOro TpHMeCTpa GepeMEHHOCTH MM GCPEMCHHOCTL HACTYIIACT BO BPEMSA NPHMCHCHHR
ahasupensa, OHa A0/KHA GRITH NPEAYNPEAICHA O NOTCHUMANBHOM BPEAC UIX IO,

He npoBoamioch aiekBaTHRIX W KOHTPOAHPYCMBIX KIMHHHCCKHX MCCACAOBAHMIA C y4acTHCM
Gepemenusix. B nocTperucTpauMonHoM nepuoae Gbiin noayucHsl COOBICHHE O NPHMCHCHHH
abasupensa B cocTase XOMOMHHpOBaHHON anTHperposupycHoit tepanumn (APBT) 8 nepsom
Tpumectpe  Gepemennoctd. He coofmanock o nammumm cneunduueckux ocobeHHOCTEH
(yBEANYCHHA MACTOTHI) NOPOKOB PA3BHTHA Y HOBOPOMICHHHX. TONLKO HECKONLKO coobueHuit
copepxan MHGOPMALMIO O Cayyasx pasBHTHA JAchCKTOB HCpBHOIL TPYOKM, BKIIOWAN
meHuHroMuesonene.  Boasumuerso  ammbix  coobwennit  GhuiM  PETPOCHEKTHBHBIMH, M

NMPHYHHHO-CIIC/ICTBCHHAR CBR3b HC Os1a H3IyHCcHa.

lepuod pydnoco sckapmausanus

Jamusyoun

[Tocie mpHeMa BHYTPh JAMHMBYAMH BHUICAACTCH B TPYAHOC MOJIOKO B KOHUCHTPALMAX,
AHANOrHYHBIX KOHUCHTPALHMAM, OOHADYACHHLIM B CLIBOPOTKE KpoBH, Ha OCHOBaHMM PE3YILTATOB
ucenenosanus Gonee 200 nap «marwn/peGenoxn, nonydasmmx Tepanuio BHY-undexwm,
KOHLUCHTPALMA JAMHBYJHHA B CHIBOPOTKC KpPOBH JICTell, HAXOASUMXCA HA  IPYAHOM
BCKapMaMBaHuy y Marepeii, nomywasumx tepanmio BHY-undexwm, oucns nusxa (< 4% or
KOHLUCHTPALAN B CHIBOPOTKE KPORH MATEPH) M NOCTENCHHO YMEHLIIACTCR 10 HEONPEACIAEMOrO
YPORKS MPH AOCTHRCHIH IPYAHEIMH AeThMH 24-HeaensHoro Bospacta. Jlannsie no GesonacHocTH
NPHMCHCHNA TAMHBYMHA Y AeTell Maamme Tpex Mecaues orcyrersyior, BHY-nuduuumposannmm
MCHIIMHAM HH NPH  KakuX OOCTOATEARCTBAX HE PEKOMEHIYCTCS NPOBOANTH TPYIHOE

BeKkapmanBanie 8o nibexanne nepenayun BUY pebenxy.

Tenogosupa dusonpoxcuna ymapam
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HceneaoBanus NOKasanM, 9T0 TCHOGOBHP BBIICASCTCE B IPYAHOC MONOKO. JaHHLIC O BAHAHHH
TeHodoBHpa Ha HOBOpOKACHHMX/IeTell  Miaamero  Bospacta  Hegoctatodms.  [Todromy
TCHO(OBHP HE CICAYCT NPUMCHSTS B IICPHOJL KOPMICHHA IPYIILIO.

B uesnom, wenmmmasm, nednunposannnin BUY u BI'B, ne pekoMenIyercs KOPMHTE IPyasio BO
m3bexkanne nepeaaun BUY u BI'B pebenxy.

Idasupens

Buu1o nokasano, 4ro HaBHPEH3 BLUICARCTCA ¢ IPY/AHBIM MOJOKOM KOpMAtMX xenumu, He

MMEETCA 0CTaTOMHOM HHpOPMALMK 0 AciicTEHN MpasHPenIa HA HOBOPORIICHHBIX H MIAICHUECH.
KHenmmuam, npuaMMaOnMM )aBHPEHI B NCPHOI JNAKTAUMM, KOPMICHHE IPYIbi0 HE
pekomenayercs. Bo mibexanme nepesaun BHY mm npn kaxux obcrosrenscrsax BHY-

HHPHUUMPOBAHHBLIM MATEPAM HE PEKOMCHIYCTCA KOPMHTH FPYIIbHO.

Depmussnocms

Jamusyoun

PesyasTarsl HCCICAOBAHHH HA JKHBOTHBIX TOKAIAIH, YTO NAMHBYAHH HC OKa3bIBACT BIAMAHMC HA
PepPTHALHOCTS.

Tenogposupa ouronpoxcuna gymapam

He HMeeTcs KAMHHMCCKMX AAHHBIX O BAMsHMM Tenodopupa aulonpoxcuna ¢ymapara Ha

depriiocTs. Hecaenosanis y RuBOTHLIX HE YKAILIBAIOT HA BPEIHOE BO3ACHCTBHE TeHOPOBHPA

Jmsonpoxciia hymapara Ha GepTHALHOCTS.
Ipasupens

He MMeeTCR KIMHMYCCKHX JAaHHBIX 0 BIHAHIH dGaBupensa Ha GepTHALHOCTS.

Crocol npuMenenns ¥ 10361
Tepanuio npenapatoM DTeHna AOMKCH HAIHAYATH BPAY, MMCIONHIE ONBIT JICHCHHA BHY-
undekumn, Bubop npenapara Ddrenna wim acuenus BHY-1-uuGHUHPOBAHHLIX NAUHEHTOB,
KOTOPHIC PaHCC MOAYHAMM JICYCHHE, JIO/KCH OCHOBBIBATLCA HA TPOBCPKC  HATMIHA
HHAMBHAYAIBHON BHPYCHON PCIMCTCHTHOCTH H/HIIK HCTOPHH JICHCHHA NAIHCHTA.
Jlo mayana nevenns npenaparom Ddrewna HeoOXxommo 06CHCI0BATH NALMCHT HA HATHYUHE
supyca renatura B (oM. pasaen «C ocropoxnocTsion it «Ocobuic ykasamua»). Pexomenayercs
KOHTPOAMPOBATH (YHKIMIO MOMCK M MEYCHH [0 HAYQNa M BO BPCMA JICHCHMA MPCTIapaToOM
Ddrenna (em. pasnen «C OCTOPOKHOCTHION).

Ane u demu ¢ 12 aem ¢ maccou He menee 35 K
Ddrenna - KOMOMHHPOBAHHMIT NPENApaT, COACPAAULIA (puKCHpOBAHHKE 03B TPEX
aciicrsyioumx semiects: amusy/una 300 Mr, TeHOPOBHPA IONPOKCHAA dymapara 300 Mr u

sdasupensa 600 mr.



[Ipenapar Dfrenna npunumaetcs BuyTph. PexoMmenosannas 103a npenapara - 1 rabaerxa B
CYTKH.

PexkOMEHIYETCA NPHHAMATE NPENApaT HATOUIAK MEPEA CHOM JUIR YMCHBIICHHA CHMITTOMOB
HENEPEHOCHMOCTH CO CTOPOHE HepBHOMN cucTemsl (om. pasaen «lloGounoe aeiictauner). Mpuem
npenapara IPTeHia BO BPEMS NPHEMA MHIH MOKCT YBCAMYMTL IKCHOIMUMIO ddaBHpensa H
NPHBCCTH K MOBLILICHIIO YACTOTHI HOACIATCIBHBIX peaximit (em. pasaen «Ilobounoe aciicTane»).
Jlns 00eCTicHCHHA TOMHOCTH JI03HPOBAHMA Npenapara TabieTkH PEKOMCHIAYCTCR NPOrIaTHBaTh
MOMHOCTLIO, 5E3 HIMEIBYCHHA.

Iponywennas dosa

Ecam npuem a03m Gsin nponyiuten, # npouio Menee 12 4acos o1 06BIMHOIO BPEMCHH MpHEMa
710381, TO NAIMCHTY CACAYCT KAK MOKHO CKOpPEe NPHHATL npenapar JPrenna BMECTe ¢ ¢a0il o
BEPHYTHCH K 0OLIMHOMY pekuMy npiema npenapara, Ecan s cayuae nponyiueHHoro npHema 103s
npouwto Gonee 12 wacos M npuOAMAKACTCA BPEeMS NpHEMa Caeayloumedl 103w npenapara, 10
MAUHEHTY HE CACAYET NPHHHMATH NPONYUICHHYKO 03y, & NPHHATE OHCPEAHYIO 103y B
COOTBETCTBHM C ODMYHBLIM PEAKHMOM NPHEMA Npenapara.

Peoma

Ecau 8 redenne | vaca nocae npuema npenapara Hprenna y nauuenTa sBO3HHKIA pBoTa, caeayer

npuusts eme | rabnerxky. Ecan psota y naunenta sosumuxia Sonee yem uepes 1 wac nocse npuema
npenapata drenna, 1o eme | TabACTKY NPHHHMATE HE CIERYCT.
%ZM:. Zpynnn nayuenmos

Tayuenmu noxcuiozo sospacma

Jlanusie 1o npuMeHeHno npenapara Ddrenna y oTol KaTCropHi NAUMEHTOB OTCYTCTBYIOT,
oAMako caeayer cobaoaate 0cofyl0 OCTOPOAKHOCTL NPH NPUMCHCHHM [IPCIAPATA Y TAKHX
NALUMEHTOB B CBA3M C BOIPACTHBIMM HIMCHCHHAMMH, TAKMMH KaK yxyauwenue QyHKUMH nouek,
NEYEHH M HIMCHCHHE NOXA3ATENCH KPOBY.

TMayuenmm ¢ napywenuem Gynkyuu novex

[Mockonsxy npenapat Irenna spnsercs GUKCHPOBAHHOR KOMOHHALMEH ACHCTBYIOUMX BEWLECTS
B 04O TabneTke 1 He MOKET OhITh CKOPPEKTHPOBAH (10 JI03€, HE PEKOMCHIIYCTCR NPUMEHEHHE
npenapara IdTenna y nauneHTOB ¢ HapywenueM GYHKIHN NOHCK (KIMPEHC KPCATHHHHA MeHEee
SO MA/MHH) M TCPMHHAIBHON CTAIMCH NOYCHHOH MEJOCTATOYHOCTH, HYAARIOUMXCE B
FEMOIHATIIIC,

Iayuenme ¢ napywenues Gynkyuu nevenu

He pekomenayerca npuMescHue npenapara  Ddrenna y  NaUMCHTOR € NeYeHOMHOMN
HEAOCTATOYHOCTRIO CPEAHEH M TRKEIOH CTencHy TRxeCTH (Kiace B # C no wxane Yaiina-Ies0)

(em. pasaen «C ocTopomHocTLION H «Ocobhic ykasanna»).
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Hemu
[penapar Ddrrenna nokasan Ui npUMEHCHHA aeTam crapue 12 e i ¢ Maccoii Tena menee 35 kr.
IoGounoe neicreme
Javusyoun
OnMCanHpe HUKC HCKCAATCIBHRIC peakumun orveqanucs npu nevennn BHY-undeximn
naMHBYIHHOM, HemenareabHme peakinnm, K1accH(pHIMpOBAHHLIC KAK CBASAHHLIC WIH BOIMOKHO
CBRIAHHBIC C TCPANMCH JAMHBYIHHOM, NCPCYHCICHB! HHXC B COOTBCTCTBHM C MOPAKCHHEM
OPraHoB H CHCTCM OPraHoB i YacTOTOH BCTpeHacMOCTH. HacToTa BCTPCHACMOCTH ONPCIACIRCTCH
caeayromum obpasom: oucHs 4acto (=1/10), wacro (=1/100 u <1/10), wewacro (= 1/1 000 u <
1/100), peaxo (= 1/10 000 1 < 1/1 000), ouens peaxo (< 1/10 000). B npeaenax xaxaoi Kareropit
HACTOTHI HOKCIATCABHAIC PCAKIIMH NPCICTARICHD! B NOPK/IKE YOLIBAHHA CCPHCIHOCTH.

X it
Hapywenus co cmopons Kposu u aumpamuneckon cucmemn
Heuacto: HelTponeHus i aHeMus (MHOrAa B TR0 dopme), TPOMOOUHTONEHHS,
Ouenb PeaKo: HCTHHHAK IPHTPOLUMTAPHAS ANIAIHA,
Hapywenus co cmoponn o0Mena seuecms u numanus
Yacro: runeprakTaTteMHa.
Ouens peiko: TAKTOANHAOS.
Hapywenus co cmopons nepanoit cucmembl
Yacro: ronosnas Gons, Gecconnmua.
Ouenb peako: nepudepuyeckas HEHPONATHA, B TOM MHCIC NAPECTEINH.
Hapywenus co cmoposs OuXamesHot CUCIMEMN, 0P2aKOE 2PYOHOU KAEMKU U CPedocmenun
YHacTo: Kaweas, HA3AIBHLIC CHMITOMBL.
Hapywenus co cmopons deayoouHo- KUeyno2o mpaxma
Yacro: TomHoTa, ppoTa, 6016 HAH CHAIME! B KHBOTE, IHAPCA,
Pe/iko: nankpeaTiT, NOBHUICHNC AKTHBHOCTH CHIBOPOTOUHON aMMIa3hI.
Hapywenus co cmopons REVENI U HCETHEENEOONUUX nym et

Hesacto:  TPaH3MTOPHOC  NOBRIUCHHE  AKTHBHOCTH  MCHCHOMHBIX  (hepMEHTOR

ATAHHHAMHHOTPAHCHepashl

(AJIT), acnapraramunorpasncdepass (ACT).

Penxo: renarur.

Hapywuenust co cmoponst KOXCH U NOOKONCHBIX MKAHE
Hacro! chlllb, AI0MCUNS.

Peiiko: anrnoHespoTHUICCKNI OTEK.

Hapyvuenus co cmopons ckeIemuo- MEWeVNol & CoeOunumeIbnon maxanu



YacTo: aprpairug, MLIICYHLIC HAPYIICHHA.
Peaxo: paGaommuonns.
Obuyue paccmpoiicmea u NGPYWENUR & MeCme 86€0eHUR
YacTo: MYBCTBO YCTANOCTH, HEJOMOTAHHE, JTHXOPAAKA.
3aperuCTPHPOBAHI  CHIYMaH  PasBHTHA  OCTCOHCKPO3d, B  YACTHOCTH, Y MNAUHEHTOB C
obumenpuInanusIMi daxTopamu pucka, Ha npoasuHyToill craaun BHUY-undexummn win npu
AMHTEALHOR KOMOHHHPOBAHHON AHTHPCTPOBHPYCHOI Tepanuy. YacTora BCTPEHACMOCTH ITONO
ABJACHHA HCHIBCCTHA,
Bo BpeMa NPOBCACHHA AHTHPCTPOBHPYCHOH TCPANTHM MOKCT OTMCHATHCH YBCAMHCHHC Macchl
T, 3 TAKKC NOBLIUICHHC KOHICHTPALMH IIIOKO3L! M IHITHIOB B KPOBH.
Y BHY-#HpMuMpoBaHHEIX NAIMCHTOB € TRKCALIM HMMYHOACPHIMTOM HA MOMCHT Hayasa
KOMOMHHPOBAHHON AHTHPCTPOBHPYCHOH TCPANTHM BOIMOKHO PAIBHTHE BOCHATHTEILHOH PEaKUMH
Ha doue GECCHMITOMHBIX ONNOPTYHHCTHYCCKHX HHOCKUMI MAM MX OCTATOMHBLIX SBACHMH.
Ayroummynnsie abonesanus (taxue xax Gonesus I'peiinca i ayrOMMMYHHBI FENaTHT) TAKKe
nabmoaanucs Ha GoHe BOCCTAHOBACHHA HMMYHHTCTA, OJIHAKO BPCMA NEPBHUHBLIX NPOXBACHHH
BAPLHPOBATO ¥ 3a00NCBANHE MOT/IO BOSHUKATE HCPE3 MHOMO MECRIICS NOCIC HAYANA TCPANHM.
Hemu
669 aereit 8 Bospacre or 3 mecsues ao 17 ner, mnduumposanisix BUY-1, xotopsie noaysams
abaxkasup M NAMMBYAMH OJMH WIM /183 Pasa B CYTKH, NPHHMMAIH YHACTHC B HCCICAOBAHHK
ARROW (COL105677). ¥V naumeHTos AETCKOro BOIPACTA, MPHHUMABIIHX NPENApaT OAHH WIH
/182 Pa3a B CYTKH, HC OLLIH BUSBACHH J0NOHNTEILHEIC NPODICMBI, CBA3AHHBIC ¢ 6E30NACHOCTLIO,
10 CPABHEHHIO CO BIPOCABIMH NALUMCHTAMH.
Tenogposupa ousonpoxcuna gymapam

n : ) HOocmu
BHY-1 u 2enamum B
Peako coobmanocs 0 CAyvasx HapymeHus (QyHKUMH [0YEK, MOYCHHOH HEAOCTATOMHOCTH M
HEHACTO = O CYYARX NPOKCHMATBHON TYOy10naTiu (B TOM YHcAe CHHAPOMA DAHKOHM), KOTOPHIC
MHOFA NPHBOAMAN K (ATONOrMH KOCTHOH TKAaHM (PEAKO - K NCPEAOMAM), Yy NAUMCHTOB,
npuakMaswux  Tenodosupa  amsonpoxcuna  ¢ymapar. [l NauMeHToB, NPHHMMAKOUIMX
Tenohosnpa ansonpoxciaa (ymapar, pexkomerayercs nabmosenne 33 Qynxumeil noyex (oM.
pasjen «Ocobbic yKasaHua»).
BHY-1
[MoGoumpe peaKuwuu Npi AedeHHH TEHOMOBHPA IMIONPOKCHIR (GYMApATOM B CONCTAHHM
APYTHMH  AHTHPCTPOBMPYCHBMH NPCNAPATAMM MOFYT OMHIATBCA NOYTH Y OHON TPeTH

naumenTos. Takue PeaKiMy, Kax NPasuno, NPCACTARAKIOT COOO0H HAPYWICHHA €O CTOPOHEI
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KCTYI0MHO- KHIICYHOTO TPAKTa OT IerKoit 1o cpeaneii crenenn TaxecTH. [pubmnsurensno 1 %
NAUMCHTOB, NOAYHABIIMX JICHCHHUC TCHOHOBHUPA AHIONPOKCHIA PYMAPATOM, IPCKPATHIIH JICUCHHC
H3-32 PCAKUMH CO CTOPOHBI KENYAOHHO-KHIICHHOIO TPAKTA.

He pexoMcHAYeTCS OIHOBPCMCHHOC NMpHMCHEHHE # TeHOQOBHPa AMIONPOKCHIa dymapata
AMJAHOIMHA, MOCKOMBKY ITO MOKCT NPHBECTH K NOBLILICHHIO PHCKA NODOYHBIX peakumii (cMm.
pazten «B3anMoICHCTBHE C APYTHMH JICKapCTBCHHBIMI cpeacTBamuy). Peaxo coodmanocs o
CAYHAsX NAHKPCATHTA H JAKTOAINI033, HHOM/IA C JICTATBHMM HCX0a0M (oM. pasaen «Ocobwme
YKA3aHHA»).

Fenamum B

[MoGounnic peaxumy, B OCHOBHOM HEIHAYHTEILHBIC, MPH NpHeMe TeHO(GOBHPA AM3ONPOKCHAA
ymapara MOryT OKMAATLCH [OMTH Y OAHON YCTBEPTH DANMCHTOR, B  KAMHHHYCCKHX
HCC/ICIOBAHMAX C YHaCTHEM nauneHTos, nuduunposanunx BI'B, nanbonee wacroii nobounon
peakumeit na renodorupa amzonpoxcuia Gymapar Guna romnora (5,4%).

Coobwanock o cnywasx obocTpenms renatura B y naunentos Ha GoHe Tepanuy, TAKKE Kak ¥ Y

MALMEHTOB, NPeKpaTHBIINX acuenue renatnta B (eum. pazaen «Ocobuie ykazannay).

) ", HH Tl
Ouenxa noGounsIX peakiit Ha TeHoHOBHPA AHIONPOKCHAA GyMAPAT OCHOBLIBACTCA HA A3HHKX
no GEIONACHOCTH, MONYMCHHBIX B XOAC KAMHUMCCKHX HCCAEA0BAHHA H MOCTPErHCTPALHOHHOIO
anannsa. Bee nofounsie peakunn ykasans B Tabanue 1.
Knaunuvecxue uccredosanus BHY-1: Ouenxa noSouHbX PeakumMil N0 AAHHLIM KAHHHYECKHX
uecaeaosanuit BUY-1 0CHOBHIBACTCH HA PE3yNbTATAX ABYX MCCACAOBAHME, B PAMKAX KOTOPLIX
653 naumenTa, PAHEE NOTYHABIINE JICHCHHE, NPHHUMATH TeHOGOBKPa AH3oNpoKcHia dymapar (n
= 443) wan naaucbo (n = 210) 8 coueranumn ¢ APYrHMH AHTHPCTPOBHPYCHBIMIH NPCNaparaMi B
TeueHHE 24 HEACab, A TAKAKCS HA JAHHLIX ABOHHOIO CACNOr0 CPABHHTEALHOIO KOHTPOIHPYEMOro
HCC/ICAOBAHMA, B PAMKax KOToporo 600 naumMenTos, paHee HE NONYHABIINE JCUCHHE, NPHHHMATH
300 mr Tenodosupa auzonpoxciaa gymapara (n = 299) uan crasyann (n = 301) B coueranmnu ¢
naMuByAHHOM 1 ddasupcriom Ha npoTxeHnn 144 nenens.
Kaunuyeckue uccredosanus 2enamuma B
Ouenka no6oOYHBIX PEAKIMil N0 JAHHKIM KANHHYCCKHX HCCACIOBaNNA renatura B. raasnmmM
00pa3oM, OCHOBLIBACTCA HA PCIYABTATAX JABYX JIBOHHBIX  CHCMLIX  CPABHHTCIBHBIX
KOHTPOIMPYEMBIX HCCACAOBAHMI, B PAMKAX KOTOPBIX 641 NaumeHT ¢ XPOHHYCCKHM renaTHTOM
Bic xommencuposanioii dynxumncit neyenn noaywan 300 mr TenogoBMpa MIONPOKCHIA
dymapara exeanesno (n = 426) wan anedosnpa anmnusoxcua 10 Mr exeaneano (n=215)8

reuenue 48 meaens. MNoSounsic peaxuny, xotopsic Habmoganuce B Teucuue 384-neacibHOro
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HCNPCPHBHOIO JCHCHUA, cOOTBETCTROBAMH Npodiuno GezonacHocT TeHooBipa ANIONPOKCHIA
¢dymapara. [locne nCpROHAMANLHOIO CHIDKCHHA npuMcpHo Ha 4.9 su/smun (no dopmyne
Kokpodra-Ioara) wan 3,9 sma/mun/1,73 m? (no dopmye MOAHGHKALHM JIHCTH! TIPH NOYEUHBIX
sabonepanusax [MDRD]) no ucredewun nepsuix 4 HEACHh JICHCHMN CKOPOCTH CKETOAHOIO
CHIOKCHMA noYcyHol QYHKUMH (10 CPABHCHHMIO C HCXOAHOH, OTMCHCHHAR Yy MAUMCHTOSB,
nonysasmmx Tenodosupa Ausonpoxkciia Gpymapar, cocrasina 1.41 ma/sun B rox (no opmyne
Koxpodrra-osrra) wan 0,74 suv/sun/1,73 s (nio dpopsyne MDRD).

Tayuenmui ¢ OeKOMRENCUPOBAHKBIM 3A00NEEANUEM NEYENI

[popune  GezonacHocTdt  TeHodosupa  jmsonpokeuna  Qymapata  y  NAUMCHTOB ¢
JICKOMIICHCHPOBAHHKM 3a00/ICBAHHCM TICHCHH OUCHMBAICK B JBOHHOM CIACIIOM AKTHBHOM
KOHTPOJIHPYCMOM MCC/ICAOBAHMH, B KOTOPOM B3POCHBIC IAUMCHTH B TeyeHwe 48 Heacns
nonyuans tenodosupa ausonpokcuna pymapar (n = 45) win omrpuumtabun + renodosupa
ausonpoxcuia gpymapar (n = 45), wan surexkasup (n = 22).

B rpynne renodosupa ansonpoxcuna pymapara 7% naiuHCHTOR NPCKPATHIM JICHCHHE B CBAIH C
nobounbIMH peakumamu; 9% NaHEHTOR Ha MPOTAKCHHM 48 HEACAL MMEIH NOATBEPAICHHBIN
MOBLILCHHKI CHIBOPOTOMHEIA Kpeariunn > 0.5 Mr/an WiH NOATBEPAACHHYIO KOHUCHTPALHIO
cuiBOpoTodHOro dochara < 2 Mr/an; CTATHCTMHECKH 3IHAUMMBIX OTAWYMIA MCKIY rpynnoi
KOMOHHHPOBAHHOIO JICHCHHA HAa OCHOBE TeHoDOBMpa AmsonpoxcHna dymapara u rpynnoi
sntekasupa He Ouno. Yepes 168 mepens y 16% (7/45) naumenTtos u3 rpynnsl TeHodosHpa
ansonpoxcuaa dymapara, 4% (2/45) w3 rpynnsl SMTPHIMTaOHR + TCHOPOBMPA AHIONPOKCHIA
dymapar u 14% (3/22) u3 rpynnst IHTCKABHPA HAGAIOAANOCH HAPYIICHHE NEPEHOCHMOCTH. Y 13
% (6/45) naunentos u3 rpynnsl TeHodosupa auzonpoxcuna gymapara, 13% (6/45) u3 rpynnst
ssmrpuumTabun + Tenodosupa ausonpoxcuna pymapar u 9% (2/22) u3 rpynne IHTCKaBHpA
HAOMIOAANOCH NOATBEPAACHHOC NOBMIICHHE CHBOPOTOMHOrO Xpearwiuua = 0,5 mr/an wam
NOATBEPAACHHOE CHIKCHHC KOHUCHTPALMH ChiBOpoTouoro docdara < 2 mr/an.

[Ma 168-it weaene B A3HHONH NOMYASUMH NAUMEHTOB € ACKOMICHCHPOBAHHON NEYCHOUHON
HEAOCTATOMHOCTLIO YPOBEHL CMEpTHOCTH coctasun 13% (6/45) 8 rpynne Texodosupa
ansonpokcnna dymapara, 11% (5/45) 8 rpynne svrpuimtabus + TeH0POBHPA AHIONPOKCHAL
dymapar 1 14% (3/22) 8 rpynne snrexasupa. Jloas neHeHOMHO-KICTOMNONO paka cocTasuna 18%
(8/45) B rpynne Tenoosupa ansonpokcuna dymapara, 7% (3/45) s rpynne >MTpHUHTAOHH +
Tenodosrpa ausonpoxcitia Gymapar u 9% (9/22) B rpynne HTEKaBHPa.

[MausenTsl ¢ Hexoano GoasiMM KoaunaecTsom Gannos no kiaccuduxawn Haitna-Tso nvemn
GonbUIMIE PHCK PASBHTHA CEPLEIHMX NOGOMHBIX peakimil (M. pasaen «Ocobuie yKasanHA»).
Hayuenmsi ¢ naruquem pesucmenmrocmu BI'B x aavueyouny

B pangoMM3IMPOBAHHOM JBOHHOM CHENOM MCC/ACAOBAHMM, B XOJAC KOTOPOro 280 naumeuros ¢
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PCIHCTCHTHOCTHIO K JIAMHBY/IHHY B TeqcHue 240 Heneas noxydany TeHo(OBAPa JHIONPOKCHIA
dymapar (n =141) wan smrpuunTabis/reHodosnpa ansonpoxcuna ymapar (n = 139), Hoswx
noGoumbIx peaximil Ha TenodoBHpa AMIONPOKCHIR ymMapar suABIEHO He Do,

[MoGounsie peakin ¢ NOTEHUNANLHON (HIH, KaK MHHHMYM, BOIMOXHOI) CBR3LIO C NICUCHHEM
HPHBO/ISTCH HIAE 110 KJIACCAM CHCTEM OPraHoB H YacToTe. B paMkax Kaxaoit rpymnisi no yacrore
NOGOYHEIC PCAKIIMH IPHBCACHE! B NOPRAKE yMCHbLICHHA cepbesnocTi. [ToGounne peakunu no
HAaCTOTE ONPEACAAIOTCS Kak: 04CHb vacto (= 1/10), wacro (ot > 1/100 no < 1/10), wewacro (o1 2
1/1000 g0 < 1/100) u peaxo (ot = 1/ 10000 a0 < 1/1000).

Hapywenus co cmoponst 06MENa Geuyecms u numarkus
Ouenn wacto: runodocdaremus';

Hewacro: mnomueuua';

Peaxo: nakToaumnos’,

Hapywenws co cmoponst Kepanoti cucmemsi

Ouenb 4acTo: roJIOBOKPYKCHHE,

Yacro: ronosnas 6o,

Hapyuwenus co cmopons »eay0ouio-KumieNnozo mpaxma

Ouens 4acTo: AMAPER, PROTA, TOUIHOTA;

Yacro: Dok B XHBOTE, BITYTHE, MCTCOPHIM,

Heuacro: nanxpearur.,

Hapyuenus co cmopoun nevenu i MeTHeans00Ruux nymei

Yacto: nOBHILCHHE AKTHBHOCTH «NEHCHOMHBIXY TPAHCAMMHAS,

Peaxo: AMpOBas AMCTPODHS NCHCHH, rEHaTHT.

Hapyuenus co cmoponsi KoXcu u ROOKONCHBLY mKane

O4cHb HaCTO: KOKHAR ChITTh;

Penxo: aHrHoHEBpOTHYECKHH OTCK.

Hapyuwenun co cmoponst CKEICMNO-MbBUEYHON U COEOUNUMETLHOU MKGHU

Heuacro: paGaomuonns', meieunas cnaboets';

PeKo: OCTCOMAIAINS (MPOABAKIOWARCA OONRMM B KOCTAX M NEPEIOMAMH KOCTEH B OTACABHMX
cayuanx)'?, muonamms';

Hapywenus co cmopons novex 4 MOVesNe0dsuux nymei

HeuacTo: MOBBILCHHE KPCATHHHHA, NPOKCHMAILHAR noveuHax TyOynonatus (B ToM wHCAe
cunapom Dankoun);

Peako: OCTPas NOYCHHAR HEAOCTATOMHOCTH, MOYCHHAR HEAOCTATOHHOCTD, ocTpuiit TyOyaspubii
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HEKPO3, HeDPHT (B TOM HMC/e OCTPLI HITCpCTHIMANLIHE HedpuT)®, Hedporenusiit necaxapHsiil
amaber.,

Ofugue paccmpoicmea u HaPYILEHUR 8 MECHIE B8COCHUA

OueHb YacTO: ACTCHHA,

YHacro: ycranocrs.
ToBowitan peaxine MOKET BOMHHKHYTS KAK CACACTRHE npokcuManknodl TyGysonarm. He cumracres, 910 oMa

OPHYMENO CRRX3AHA ¢ TCHOGOBHPA THIONPOKCIHIA DYMAPATOM IIPH OTCYTCTHMM ITOro 3abonesarnns.
 NoGounas peaxines GhUIA YCTRHORACHD NO BPEMS TOCTPCrHCTPALMORHONO HCCACAOBANMA, WO HE HABAOILIACH BO

BPEMA  PULAOMIGHPOBMOIIX  KONTPOIMPYCMLIX KAHHHSCCKHX HCCHCAOBAINR WIN IPOIPAMML  PACIINPCHHOIO
JAocryna x renodosupa onpoxciuia (pymapary. Karcropis wactorut Guman yCTaMOBICHA 10 CTATHCTHYCCKHM
PACHCTAM 1A OCHOBC OBIRCIO KONMHYCCTBA NALMCITOR, NPHHMMABLIMX TEHOGOSHPA TSONPOXCIIAL GYMAPAT B PAMKAX
PAIOMIIHPOBAHMBIX KONTPOMMPYEMMX MCCASIOBAHI # IPOrPAMMB PACHIHPEHIOND JocTyna (n = 7319).

THHBLX ROGOYHBIX Pearyull

BHY-1 u 2enamum B:
Hapywenue ¢yuxyuu novex
[Mockonsky TeHoGOBHPa AHIONPOKCHIA PyMAPAT MOKCT NPUBECTH K HAPYWICHHIO paboTh NOYECK,
PEKOMEHIYETCA KONTPOIHPOBaTh HX (yHKimio (em. pasaen «Ocobute ykasanuay). [lociae ormens
TenoOBHPa AHIONPOKCHIA PYMAPATa NPOKCHMANLHAS TYOYA0naTHA, KaK NPABI/IO, HCHCIAIA N
oTMEHAN0ch yaydwenue, Tem He MeHce, Y HCKOTOPHX NAUMEHTOB, OTMEHa TeHoGoBMpa
AMIONPOXCHIA GyMapaTa He IOAHOCTHIO PHBOIIIA K BOCCTAHOBIACHHIO CHIDKCHHOTO yposus KK.
TTauMeHTsl C PHCKOM PAIBHTHA NOYCYHON HEAOCTATOMHOCTH (HANPHMED, MALHEHTH ¢ HCXOAHLIM
PHCKOM 10MeuHoll HexocTarounocty, comyrersyiomas BHY mmdexuns, conyrersyiouias
Tepanis HePPOTOKCHYHLIMH IPETIAPATAMH ) HAXOAATCA B IPYIIIE NOBLILICHHONO PHCKA HEMOIHOTO
BOCCTARHOBJICHNMA DYHKUMH [OUEK, HECMOTPA Ha OTMEHY TeHohOoBHpa AM30ONpoKcHIa dymapara
(cm. pasaen «Ocobbie yxasanuan).
BHY-1

THHO
OaHOBpEMEHHOS NpHMEHEHHE TeHODOBHPA JM30NpPoKCHAa ymapata o AMIAHOIMHA He
PEXOMEHIYETCA, TAK KAK ITO NPHBOANT X IOBLIULCHHIO CHCTEMHOMN IKCIIOTHIH IAAHOIHHA HA
40 - 60%, 4TO MOKET YBCAMYMTL PHCK BOIHMHKHOBCHHMA NOGOYHBIX PEAKUMH, CBRIAHHBIX C
AMAAHOINHOM (e, pasaen «B3anMoacicTRME C APYTHMH JCKIPCTBCHHBIMM cpeacTBamMm»). Pexo
co0BIMANOCE O CYMARX NAHKPCATHTA | JNAKTOALMIL033, HHOTIA € JCTANBHBIM HCXOA0M.
MNapamerput MeTaboanIMa
[Mps AHTHPETPOBHPYCHOIM TEPANHH MOKET YBEIHHHTHCR MACCA TE/IA, H MOTYT NNOBBICHTRCR YPOBHH

AMNMAOB ¥ IIOKO3K B Kpos# (cM. pasaen «Ocobnie yKasanus»).
CHIAPOM BOCCTAHOBACHUA MMMYHHTETA
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Y BHY-uuumposanubix NAUHCHTOR ¢ TRRCI0H GopMOil MMMYHOACHHUNTE HA MOMCHT Hayana
KOMOMHHPOBAHHON ANTHPETPOBHPYCHOH TCPANHH MOKCT BOIHHKHYTH BOCTIUITHTC/ILHAR PCAKUMA
HA ACHMITTOMATHYECKHME WIH OCTATOMNBIE onmopTyHHCTHYcCKHe mudexkumn. Taxke coodmanocs
00 AYTOMMMYHHBIX HapyweHusx (Takux kax Goneswn I'peiiBca W ayTOMMMYHHBIl renarwT),
OJIHAKO, AAHHKE O BPCMCHH HAYANA TAKHX ABJCHHT CHIIBHO PA3HSTCH, H HTH CIYHaH MOTTTH HMCTH
MECTO CIYCTA HECKONBKO MCCAICR MOC/C HAYAIA ACHCHHS.

Ocreonexpos

CooBmanocs 0 CAYHARX OCTCOHEKPO3a, B HACTHOCTH Y NAIMCHTOB ¢ O0IICHIBCCTHHIMH (GaxTOpaMH
pucka, nosaseil crammeit BUU-MHOCKUMM W TMTCABHBIM NPHCMOM KOMOHHHPOBAHHOI
AHTHPCTPOBHPYCHOI Tepanui. YacTora BOIHHKHOBCHHR YKA3aHHOIO ABJICHHA HCH3BCCTHA (CM.
pazaen «Ocobnic yKasanusy»).

lenamum B

OGocTpenne renarnTa 8o BPCMR ACHEHUS

B pamMkax MCCAeA0BaHMIl CPCH NAIMCHTOB, KOTOPHE PAHCC HC NPHHMMAIH HYKICOIHAHMC
asanors, nossiwenne akTHEHOCTH AJIT BO BpeMA 1CYCHHS C NPCBLILLICHIEM BEPXHETO npeacia
Hopmut Gonee wem B 10 pas, W NPEBBINCHMEM HAuanLHOro yposHa Oonee uem 8 2 pasa,
HABMIOAAN0CH ¥ 2,6% NAUMEHTOR, I0YHABIIHX JICHCHNE TCHOGOBNPA AM3ONPOKCHAA PyMAPATOM.
[Momwem axtusrocti AJIT, Meauana speMenH 0 NOFRICHHS KOTOPOro COCTanaAAa 8 Heenb, B
AaneHeiiuem neuesan Ha done npojomAaomerocs Aeuenus. B GoanmmucTBe Cydaes Takoe
nossieHie akTHaHOCTH AJIT GBUIO CBR3AHO C YMEHBIICHHEM BHPYCHON Harpysxu Ha = 2 logio
KOMMIi/MJI, KOTOPOC NPE/ALIECTBOBAN0 MAM COBNAA10 ¢ nossimennem axrusnoctn AJIT. Bo
BPEMA JICUCHHA PEKOMCHAYETCA NEPHOAHYCCKH KOHTPOAHPOBATL QYHKIMIO neveHn (CM. pasaen
«Ocobme ykazanus»).

O6ocTpenne renarura nocie OTMEHb! JeHeHHA

V nausenrtos, unduumposanksix BI'B. nocae npexpamicHus npHeMa npenaparos, aKTHBHLIX B
ornowenny BI'B. BOIHHKANH KAMHUHECKHE # 1a00OPaTOpHBIC NpHINaKK 00OCTPEHHA renarnTa
(cm. pasaen «Ocobbie yKazanus»).

Hemu

BHY-1

Ouenxa noGOUHEIX Peakiil OCHOBANA HA ABYX PAHJIOMHIHPOBAHHBIX HCCACA0BAHHAX, B KOTOPLIC
G0 BRmodeno 184 pebenka, mndmumposannsx BHY-1 (sospact or 2 a0 <I8 ner) w
nonyuasuwmx renodosupa ansonpokciaa Gymapar (n = 93) win naanebo/akTHBHLIE npenapar
cpasueHms (n = 91) B CONCTAHMM C APYTHMH AHTHPCTPOBMPYCHWMH NIPCHAPATAMM B TCHCHME 48
nenens. [MoGounbic peakuuu, XoTophic HAOGMOAANMCH Y JACTCH, NOMYYABIIHX TCPANHIO
tesodosupa mlonpokcna  GymMaparom, COOTBETCTBOBATH TEM. 4TO Habmoaanucs B
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KIMHHYCCKHX HOC/ACIOBAHMAX TCHOPOBHPA AMIONPOKCHIA PyMapaTa y BIPOC/LIX (CM. pasacisl
«apmakourHamukar 1 «lloGounoe aciicraney).

V nereii HaGMIOATHCE CAYHAH CHIKCHHA MHNEpanbHoil oTHocTH Kocredt (MIIK). VY BHY-1-
HHHIMPOBANHLIX TOAPOCTKOR 3HaucHus Z-xpurepus MIIK Gt Hike Ha Qoue neueHHs
TeHODOBHPA AMIONPOKCHIA GYMAPATOM 110 CPABHCHMIO C TPYNNON, nomysasmed niauebo. ¥
BHUY-1-undmunposannsix  acreil 3mavenns  Z-xpurcpus MIIK Owum winke B rpynne,
NCPCRC/CHHON Ha npieM TeHOpOBHPA AM3I0NPOKCHAA (ymapara, N0 CPABHCHHIO C FPYNINoi,
NPOJO/KABIICH JICYCHHC MO CXCMC €O CTABYAHHOM HWIH 3HUI0BYAMHOM (CM. pasacan
«DapmaxomuHamukan n «Ocobsie yxasanusn).

B oxnom nccaeaosannn 8 i3 89 aereit (9,0%), noaysasumx renodosnpa ansonpoxcuna gpymapar
(Meanana po3acicTaHA TeHO(OBMpA An3onpokcina dymapara - 331 HEACAR), NPEKPATHIN IPHEM
NPenapaTa M3-3a HEKCHATCABHMX PCAKUMIl CO CTOPOHB nouex. Y namw naumentos (5,6%)
peayabTarsl 1a0OPATOPHLIX MCCACAOBAHMA KAMHMMECKH COOTBETCTBOBAIM MNPOKCHMATBHON
TyGysonarin. 4 w3 uux npexpaTian npuem texodosupa ansonpoxcuaa dymapar. Y cemu
NALMCHTOB pacteTHas ¢xopocts kayboukosoii duastpaumn (CK®) cocramasna or 70 o 90
s/ ia 1,73 a2, V 3 53 HHX IPOH3OULIO KAMHHIECKH 3HAUHMOE cHikenie pacueTHoit CKD,
KOTOPAR BHORE MOBHICHIACH MOCAE OTMEHL TEHODORHPA AM3IONPOKCHAa PymapaTa,

Xponu

Ouenka noGOMHBIX peaxumil OCHOBWBACTCA HA OJHOM PAHIOMHIHPOBAHHOM KIHHHYCCKOM
uceneaoBanmn ¢ yqacriem 106 aereii (sospacr ot 12 o 18 aer) ¢ xpornuecknm renaturom B,
KOTOpHM npoBoawan Tepammo 300 mr terodosupa ansonpoxcuna pymaparom (n = 52) win
mnauebo (n = 54) B ewenne 72 neaens. [loGoumsic peakumy, KOTopbie HAOMIOALINCE ¥ AeTel,
NOMYYABLIMX TeHODOBHPA AMIONPOKCHAA (PYMAPAT, COOTBETCTBOBAIM TEM, YTO HAOMIOIATHCE B
KAMHHYCCKHX MCCACA0BAaHMAX TeHODOBMpa anlonpokcuna dymapara y s3pocasix (M. pasaen
«llTobGoynoe aeicTaues).

Vmensuenne MITK nabmonanocs y acreit, tndpuunposannmx supycom renarura B. Z-xpurepuii
MIIK y naumentos, xoropsie nomy4any TeHOGOBHD, Ol HIKC, HEM TAKOBOH y NAUHCHTOB,
KoTophie noayuanm naauedo (oM. pasaen «Ocobsie ykasanus»).

Jpyeue ocobme zpynnit nayuenmos

TaumeHn NOXIION0 BO3pACTA

Mcenenosanie npusmenenns TeHoPOBHPa H30NPOKCHIa (yMapaTa cpe/ii NAUHEHTOB B BO3PAcTe
crapme 65 ner ue nposomiocs. NawsenTsl noxwioro pospacra B Goabuei CTENCHH CKAOHHM
MMETE  TIOHMACHHYIO TOHYCHHYI0 (QYHKIMIO, NOJTOMY BO BPCMA JCHCHHA TeHODOBHPA
AMIONPOKCHAA PYMAPATOM ITOH NONYIALHK HEOOXOMO CODMIOIATE OCTOPOAKHOCTE (cm. pazaen

«Ocobbie yKazanua»),
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HCHTH! C HADYIICHHEM HH 11

[ockoasky npues TeHOPOBHPA ANIONPOKCHIAR HYMAPATA MOKCT IPHBCCTH K MOPAKCHHIO MOYCK,
PCKOMCHIYETCH BHMMATCALHO KOHTPOIHPOBATH QYHKUMIO MMOYCK Y BIPOCHBIX NALHCHTOB ¢
HapywieHneM QYHKUMH 104CK, NPHHMMAIONMX TeHodoRMpa an3ONpokcHaa dymapar (om.
pasaens «Cnocod npumenerns 1 1036 i «Ocobbie ykazanns»). [IpoTHBONoOKasano npHMEHATL

Tenoposrpa ausonpokcHaa gymapar y gereit or 12 10 18 neT ¢ HapymcHHeM GYHKLMI NOYCK
(em. pazaenst «Criocol npumencHis i 1036 # «Ocobbie ykasaHus»).

Ipasupens

Ofwuaii npodhuan besonacnocmu

B uenom ddasupens Xopowlo NEPCHOCHICA B KIMHHYCCKHX Mccaciosanmsx. B noarpynne
NAUMCHTOB, UpMEMMaBIMX ddasupens B go3zc 600 mr 1 pas B cyrkn B KomOMHAUMM C
unrnGuropamu nporeasst BUY winn HUOT, wanbonee wacrsimu (no menwmei mepe y 5%
NALMCHTOB) HEKCIATEILHEIMH PCAKLUHAMH KK MHHHMYM CPCHCH THXCCTH OLUIH KOKHAA Chillb
(11,6%), ronosoxpyxenne (8,5%), rommora (8,0%), ronosnas Goaw (5,7%) # nosbiuCHHAA
yromusemocTs (5,5%).

HauGonee 3aMETHBIMH HEKCHATC/ILHBIMH ABICHHAMM, CBAAMHLIMH C npHeMom Npasupensa,
KBARINCH KOKHAR CHIITL B CHMIITOME! CO CTOPOHB! HEPBHOMN cHcTeMbl, CHMITTOMBE CO CTOPOHBI
HEPBHON CHCTEMBI OOMMHO NOABIAIHCH BCKOPE 110C1¢ HAYANA TCPAITHK M, KAK NPABIIO0, HCHCIANN
nocne nepswix 2-4 weaean tepanuy. Takke y NAUMENTOB, NPHHMMABIUMX H(aBHPEN3,
HAGIOANCH TAKEIBIC PCAKIMM CO CTOPOHBLE KOKH, TaKHe Kax cunapom Crusenca-JIKoHCOHa H
MHOrolOpMHAN IKCCYIATHBHAS IPHTCMA; HAPYIICHHA IICHXHKH, BRIIOYAA TAAKCAYIO JACIPECCHIO,
CMEPTH BCACACTEHE CYHUMAA M NICHXO30MOA00HOC NOBEACHHUE, @ TAKKC CYAOPOKHBIC NPHNALKH.
Ipy npusmencHnn HPABUPEHsa OAHOBPEMEHHO C THINCH MOAET YBCAHUHBATLCR CHCTCMHAN
IKCHOIHIMA HPABHPCHIA, HTO MOKCT NPHBOAMTE K YBCAHHCHHIO HACTOTH HEKCHATCABHBIX
peaxumii (cm. pasaen «Ocobbie yKasaHus»).

[Mpoduas Ge30NACHOCTH NPH AMTEALHON TCPAIMH, BRAIOYMABIICH HpaBHPEHS, OUCHHBATH B X0AC
KOHTPOJIHPYEMOTO HCCACAOBANMA, B KOTOPOM NAIMCHTH npuuumany aubo dasupens +
IMAOBYAMH + naMuByHH B Tevehne 180 neaens, nuGo sdasupens + HHAHHABHD B TCHCHHE 102
Heaens, NHG0 MIUDIHABHP + IMAOBYAMM + JAMMBYIMH B Teucuue 76 meaenn. Jlanrensuoe
npuMeHcHie 3PABHPCH3A B XOJAC JAHHOTO HCCACHOBAHMA HC CONPOBOAIATOCH MMOABACHHCM
KAKHX-/THOO HOBBIX AaHHBIX 10 HEI0NACHOCTH,

Hipke NpHBEACHB CPEAHETAKEME H TAACLIC HEAEIATEABHRC PCAKIHH, B OTHOWCHHH KOTOPAIX

Omna YCTAHOBICHA BOIMOKHAR NPHYHHHO-CACACTBCHHAN CBASL C NPHUMCHABIIHMCA PEAHMOM
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TepanuK (MO MHCHMIO Mccacaosareiacil) M KOTOphIC HAGMIONATIHCH B XOAC KAMHHYCCKHMX
HeencAoBaHMin  HABHPEHIA, NPHMCHABIICIOCH B PCKOMCH/IOBAHHOH /03¢ B COCTaBC
komGunuposannoit APBT.

KypcHBOM BHUICACHB HOKCHATCIBHBIC ABACHMA, KOTOpHIC OLUIH  3APCTHCTPHPOBAHB B
MOCTPErHCTPALHOHHBIA NEPHOA MPUMCHEHNS HPaBHPCHIA B COCTABE KOMOHHHPOBAHHON TEPANHH.
YacTora HEXEIATENLHEIX ABACHMI NPHBEICHA 10 CACAYIOMCH KIACCHPUKAUMK: O4EHb 4acTO (2
1/10); wacro (Z1/100, < 1/10); newacro (2 1/1000, < 1/100); peaxo (= 1/10000, < 1/1000); ovens
peaxo (< 1/10000).

Hapywenus co cmoponst usMMynNott Cucmest

HewacTo: runepyyBscrsnTenLHOCTS,

Hapyuenus co cmopons ofmena seuecms u numanus

YacTo: rUncpTPHIMUCPHACMHA®; HEHACTO: FHIEPXOACCTEPHHEMNA

Hapywenus ncrwauxu

Yacro: NATONOrHYCCKHE CHOBMACHMK, OecnokoiicTso, aenpeccus, OGeccoMnmua®; HE4acTo:
CKAOHHOCTS K aheKTy, ArPCCCHBHOCTS, CNYTAHHOCTD COIHAHMA, HACTPOCHHE CO CKIOHHOCTBIO K
MWihopHH, TALTOUMHALMH, MAHHA, NAPAHOMAATHHOE (OBEJACHHE, ACUX03', CYMUMIAILHAA
NOMBITKA, CYHIMAATEHBIC HAMCPCHHA; PEIAKO: Bped’, nespos’, cuepms 6credcmeue cyuyuda’.
Hapywenus co cmopons HEpEHoll cucmemsl

YacTo: HaP)UeNUR MOTHCEVKOBOI KOOPOUNAYUU U PasHOSECUR’, PACCTPORCTBO BruManus (3,6%),
ronosoxpyxenne (8,5%), ronosusic 6o (5,7%), comnusocts (2,0%)%; HEHACTO! TPEBOKHOE
BO30YKICHHE, AMHEINA, ATAKCHA, HAPYIICHHE KOOPAHHALMH ABIACHHH, CYAOPOIH, HAPYLICHHE
MBILLIEHHA, mpemop’.

Hapywernus co cmoponst 0p2ana spenus

HeywacTo: HEHETKOCTL 3PHTEALHOIO BOCTIPHATHA.

Hapywenus co cmoponmn opeana cayxa u 1abupunmnsie Hapyuenus

Heuacto: wym 6 ywax', sepruro.

Hapywenus co cmoponn cocydos

Heuacto: «npuausi» Kposu x xoxce auya’.

Hapywenus co cmopownsl XeaydouHo-Kuweuno2o0 mpaxma

Yacto: 6OK B KHBOTE, AHAPEH, TOLIHOTA, PROTA; HEHACTO: NAHKPCATHT,

Hapywenus co cmopons ReYeni i NeAesnso0suux nymei

Yacro: NOBLIICHHE AKTHBHOCTH acnapraramusorpascdepazi (ACT)*,

ananunamunorpancdepast (AJIT)* u ramma- rayrassurrpancdepasst (I'TT)*; newacro: ocTphiii
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FENaTHT; PEIKO: NEYEHOUNAR HEDOCRIAMOYHOCTb' .

Hapywenus co cmoponst KoXcu u noOKONCHBIX mKanel

Ouens uwacto: xokmas cuns (11,6%)% vacto: KOKHMI 3ya; Hewacto: muoropopmHas
IKCCynaTHBHas opuTema, cunapom Cruseuca- Jxoncona®; peaxo: gomoavepzuneckui
depmamum’.

Hapywenus co cmoponsi notossx op2anos i MOIONHOU Heerent
HewacTto: runekoMacTus.

Obwgue paccmpoicmsa

YHacTo: nOBLIICHHAN YTOMISCMOCTS.

*. boce noapobHoe ONNCAIIE CM. HIKE.

'~ JlaHHbIc HeXeNaTEALHBIE PEAKITNN O3UTH 3aDHKCHPORAIM B IOCTPEIICTPALHOHHKIA
Nepio HABMOCHAR; HACTOTY ITHX PEAKIUNI ONPEACARII, HCTIONSIYA SAHHMC, NONYICHHBS B X03¢ 16 Kuisecxux
necacaonaiii (yeacTnonann 3969 naumenros),
¥ Drw nemcanTeaMMe peakit GAUIN SadUKCHPOSAHM B NOCTPSIHCTPMIMOIINIA NEPHOA HAGMOACHIR, OAKD Y
NAUMCHTON, NPIUMABUINX MABIPCHI B X02¢ 16 KIMMHSCCXMX MCCACAOBAMMA, O HMX HE COOOMAIOCH KAk O
ARICINNNX, CRASAHIMIX C TpHMelcHMeM npenapara. B coomnercramm ¢ xsaceiduxaumeli no wactore 3 nobownae
ABNCHHA ORUTH POCUCHCHM KaX 1af/MOJAnIItect «peaxo» (HA OCHOBAMMI OUCHKM Bepxich rpamum 95%
JOBCPUTEAMIOTO IiTepiasa uan O NRICHUA B PACHCTE HE KOMHUSCTRO NALMENTON, HIPHMMMABIINX MPABHPCH) B XOjIE
YUK KIMHHNCCKMX Hocaeosanil (n = 3969)).

Onucanue omoeIbHbLY HENCEIAMENLHBLX RRICHUT

Koxcnas ceinb

B X0A¢ KIMHHYCCKHX MCCACAOBAHMI KOXHAs cwink wabmopanace y 26% nauueHTos,
npunHMasHX pasupens 8 go3e 600 mr, no cpasieHno ¢ 17% NAUMCHTOB B KOHTPOIBHLIX
rpynnax. ¥ 18% naumeHTor KoxHas chins Obi1a CBA3AHA C NPHEMOM HaBHpensa, npi TOM Yy
1,7% naumenToB npueM npenapara Gsu1 MPEKPALCH H3-3a NOXBACHUA KOXKNOH cwny. Hactora
passuTHa  MuOorodopMHOIl IKcCyaaTHBHON OdpuTeMbl M cuiapoma Crusenca- Jixoncona
cocrasuia npumepro 0,1%.

Caywan KOXHOR cunm 3apernctpuposansl y 59 w3 182 nereii (32%), nonydasimmx neucHne
HhABHPEHIOM B 3 KIMHIUCCKHX HCCACAOBAHMAX CPENEil IPONOIAHTEALHOCTEIO0 123 Henean. Y
6 aereil cuins Obina Tkeaoi. [lepea nauanom Tepanmuy pasuperIon y acteii Hm MoxeT Guirh
PEKOMCH/10BANA COOTBETCTBYIOIIAR AHTHIHCTAMMHHAA TCPAITHA B KAYCCTBE NPOPHIAKTHKMN.
O6GkMHO  passMBAIOTCE €200 WIH  YMEPEHHO BLIPAKCHHBIC MAKYIONAMYICIHBIC KOKHBIC
BRICHIMIAKMA, KOTOPHC MOSBAAIOTCA B TCUCHHC NCPBLIX ABYX HEACHh MOCIC HAYANA TEPAnMM

pasupen3om. Y GOTBIHHCTEA NAUMEHTOB KOKHAR Chillh HCYCIACT NPH NPOIC/IKCHHN TCpanuu
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)ABHPCHIOM B TCHCHHC OANOrO Mecaua. Ddasupens MOXKCT ObTh NOBTOPHO HAIHAYCH
NAMEHTAM, KOTOPHE NPEKPATHAN €r0 NpHeM H3-33 NOABACHMA KOoxHOA cwnm. [lpn
BO30OHOBACHHH TEpaly MPABMPEHIOM PCKOMCHIYCTCR TAKKE NPHHHMATL COOTBETCTBYIOUIHE
Ga0xaTopnt Hi-rHCTaMiHOBLX PCLCHTOPOB W/HAH KOPTHKOCTEPOHIINI,

MMeeTcs OrpanmyeHHBI ONBIT npHMEHeHHA Hasupensa y NauHCHTOB, KOTOPBIC NPEKPATHIN
TEPANMIO APYTHMH AHTHPCTPOBHPYCHBIMK npenapatamu w3 rpynnst HHHOT. Yacrora peunansa
KOKHOM CHITK NOCE NIEPEXOA € TCPANTHH HCBHPAIHHOM HA TCPAMINO HPABHPCHIOM, B OCHOBHOM
OLCHEHHAS 1O ONMYGAHKOBAMNBLIM PETPOCTICKTHBHBIM AanHbIM, coctasuna ot 13% no 18%, u
CONOCTABMMA C YACTOTOMH, BHIABACHHON Y NANMCHTOB, UPMHUMABIIMX >PaBHPCH3I 8 XOae
KAMHHYCCKHX Hecaeaosanuit (em. pazaen «Ocobbie yRazanua»).

Cumnmomsl o CMOPOHN NCUXUKU

Y HCKOTOPHIX NALMCHTOB, NPHHIMABLIHX YDaBUPEH3, HAOMIOIANNCH CEPLEIHBIC HEKCTATCIBHMNC
ARNCHHA CO CTOPOHB NCHXHMKH. B KOMTPONHPYEMMX KIHHHYCCKHX HCCICAOBAHMAX HacToTa
BOSHHKHOBCHHA OTJCABHBIX CCPHCIHBIX HEKEIATEABHBIX NBICHHI CO CTOPOHB NCHXMKH Obina
caeayroweit: Taxenas aenpeccua 1,6% B rpynne nauueHTos, NPHHHMABIIHX KOMOHHHPOBAMHYIO
APBT c spasupensom i 0,6% B KOHTPOJBHON PYNNE NAUKHCHTOB, CYHUHAXIBHBIC HAMEPEHHA
0,6% u 0,3%, cymumaarsnne nonwrsn 6¢3 acransmoro uexona 0,4% u 0%, arpeccusnoe
nosenenne 0,4% n 0,3%, napanonaaisusie peaxunn 0,4% u 0,3%, mannakansusie peaxumn 0,1%
1 0% coorsercrsenno.

[MaumenTsl, WMEIOMME B aHAMHEIC NCHXHYECKHE pPACCTPONCTBA, HAXOAATCH B TIpynne
MOBWILCHHOIO PHCKA 10 PAIBHTHIO JAHHBIX CEPHCIHBIX HEKCIATEALHMX KBACHHI CO CTOPOHM
NCHXHKH ¢ HACTOTON BOIMMKHOBCHMA KOKIONO W3 BhilCHepeuncaeHnbix saaeuuii or 0,3% ana
MAHHAKATHHBIX peaKimit 10 2,0% 18 TAOKCI0H ACHPECCHi H CYNITHAMBHBIX Hamepennil. Takke
B NOCTPErHCTPALMOHHOM NEPHOAE MONYHCHB COODIICHHE O CAYUASX CMCEPTH B PEIYabTaTe
CyMiHa, GPEOBHIX PACCTPOICTBAX M IICHXO030MOA00HOM OBE/ICHHN,

Cumnmomst €O CIOPOHB HEPEHOIL CUCTEMBI

V nausentos, npuuumaswnx dpasmpens 8 o3¢ 600 mr B pamxax KOHTPOIHPYCMBIX
KIMHHYCCKHX  MCCHCA0BaNHi, “acTo HAGMIOAUIHCEH CACAYIOUIME HCEKCAATCABHMC PCAKIUMH:
rO0BOKPYKEHHE, HECCONHMILA, COMINBOCTL, PACCTPONCTBO BHHMAHNA, KOUIMAPHBLIC CHOBHACHHS.
Takke HabMOAANHCE H APYIHE HEKCAATEAbHBIC ABICHHA, CPEAHCTAKCINE H TAKCILIC CHMITTOME
CO CTOPOHB! HEPBHOI cHCTeMb HaGmosamies y 19% (Taxeasie—y 2%) NAUMCHTOB, TOTAA Kax y

NALMCHTOB, TIONYMABIIHX KOHTPOALHYIO TEPAINIO, ITOT MOKA3ATE b COCTaBuA 9% (TKensie— y
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19%). B xoge kiMuuyeckux ucecacaosammii 2% NAUMCHTOB, NPHHHMABIUMX XpasHpens,
MPEKPATHIN TEPANMIO HI-32 BLIICYKA3AHHKX CHMIITOMOB.

CHMITOMB CO CTOPOHBI HCPBHOMN CHCTEMB! OOLIMHO HAGMOAATHCH B TCHCHME NCPBONO MM
BTOPOFO JAHA NIOC/E HAYANA TEpaniK H B GOABIIMHCTEE CAYHACH HCUEIANH B TCHCHME NepBbix 2-4
Heaens, B HCCACIOBAHMKM ¢ YHACTHEM HCHHOHUMPOBAHHLIX 100POBOIBUCE PENPLEICHTATHBHBIH
CHMITTOM CO CTOPOHK HEPBHOI CHCTEMBI BOZHHK] B CPEAHEM Yepes | 4 nocie mpiema npenapara
W Macs B cpeiem 3 4. CHMIMOMLE CO CTOPOHK HEPBHOM CHCTEMBI PAIBHBATHCH Halle, ¢CiIH
MPABMPCH3 NPHHHMANH BO BPEMs npueMa nuuy. Bo3Moxno, 310 06yCnosaeHO NOBHINCHHEM
KOMUCHTPALMH  >PaBHPCH3a B (UIA3ME  KPOBH B Takmx  YCnosMax  (om.  paiaen
«DapMaKOKHHETHKa»). JUIS yIyMIICHHA MEPEHOCHMOCTH TIPCTIapara B OTHOWCHHH JaHHMX
CHMIITOMOB B TCHUCHHE NEPBLIX HCACAb TCPANMM PEKOMCHIYCTCA NPHHAMATEL Npenapar nepea
CHOM. DTOT PeAMM NPHEMA PCKOMCHAYCTCR M TEM NAUMCHTAM, Y KOTOPHIX HPOAOTARIOT
HaB.MOAATECA AaNHKLC cHMITToMp (oM. pasaen «Cnocod mpumenenna i 1036»). CHIDKCHHE 10381
WK apoGHKIE npHeM CyTOMHOI 20361 00LMHO He AaK0T GaaronpusTHoro sddexra,

AHLINZ JIAHHHX N0 JUIMTEALHOMY NPHMCHEHWIO NMPENapara noxasan, 4ro nocae 24 Heaens
TEPAIHK YACTOTA BICPRLIC BOIHMKINNX CHMITTOMOB CO CTOPOHK! HEPRHOI CHCTEMB Y TIALHCHTOB,
HPHHHMABIIHX HPaBupens, Gbl1a B HEJIOM CXOANOH ¢ TAKOBOH B KOHTPOILHOI rpynne.
Tlewenounas nedocmaniowwocms

B nocrperncTpaumonnnii nepruoa nadmoacHns ObU10 3aperHCTPHPOBAHO HECKONBKO CIyHacs
[IEYEHOYHON HEJOCTATOMHOCTH, BKIOYAN Chyvan 0¢3 yxasaumit Ha 3a00/CBaHMA MNCHCHH B
aMaMue’e, a TaKKe O0C3 APYrHMX BHABICHHBLIX (aKTopos pHCKA. YKasaHHBIC Cayydau
XAPAKTEPHIOBAIHCE MOTHHCHOCHBIM TCHCHHCM; B pAJIC CIyuacs noTpeboBanach TPAHCIIAHTALMA
MCHCHN HAN COOBIANOCE O CMEPTH NALMEHTA.

Cunopom 60CCMAaNOBIEHIUR WMMYNUmemMa

Y BHY-uuuuMpoBanisIX NAUHCHTOB © TRKEILIM HMMYHOACHHIHMTOM B HAYANC NPOBCACHHA
xoMOuHipoBanHON APBT MOKET NOBHCHTHCA PHCK BOIHHKHOBCHHA BOCHATHTCALHBIX peakumii
HA HCAKTHBHBIC WIH OCTATOMHBIC ONNOPTYHHCTHYeckue Huexwmn (om. pasten «Ocobie
YKAIAUHRR),

Junoducmpodus u memabougecxkue Napyuenus
KomGuumnposannas APBT accoummpyercs ¢ nepepacnpeicicHieM KHPOBOH TKaHM Tena
(munomucrpoducit) vy BHUY-unduumposanneixX — NAUWCHTOB,  BKIKOYaX  HCTOLICHHE

nepudepHdeckoil ¥ ANUCBOH  NOAKOKHO-KMPOBOH  KICTHATKH, 12 ¢¢ HAKOMICHHC BO
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BHYTPHOPIOIMIHOM NPOCTPAHCTBE, BHYTPCHHUX OpraHax, 3aaneit wacty men («opl Gyiisonan)

H THNCPTPOPHIO MPYAHBIX KEACI,
KomOunmposannas APBT  moxer ssosars  MeTa0ONMMCCKHC HAPYWICHHA, TAKHC Kax

THICPTPHIITHICPHICMMA, FHIICPXOACCTEPHHEMHA, HHCYIHHOBAR PEIHCTEHTHOCTS,
FUNEPrAMKEMIA ¥ rHneprakTaTemus (M. pasaen «Ocoduie ykasanus»).

Ocmeonexpos

Habmoaanucs cayuan OCTCOHCKPO3A, MPCHMYNICCTBCHHO Y NALMCHTOB C XOPOIIO HIBCCTHBIME
daxropamu pucka, ¢ amrrensHoil BHY-nidexumedt, a Takke y NauHeHTos, KOTOPHEC LHTEALHO
npiEMaTH KoMmGuuuposannyio APBT. O1naK0 4acToTa 31010 0CIOKHCHNA HE YCTAHOBICHA (CM.
pazaen «Ocobsie yxazanus»).

JlaGopamopnsie noxazameau

«Ileuenounnic» depmentnt: nossmenne akrusiocTH ACT u AJIT Gonee siem B 5 pa3s sbiue
sepxueit rpanmmst wopmst (BI'H) maGmopanocs y 3% nawsentos w3 1008, npurmMasumx
adasupens s nose 600 mr 8 cyrxn (5-8% npu amnreasnoit APBT ¢ adasupensom). AnanorniHoe
NOBIULICHHE HABMIOARIOCH Y NALMCHTOB KOHTPOALHOIT rpynmst (5% npu anureasuoit APBT Ges
abasupensa). Mossiwenne axrusioctn I'TT Gonee yem 8 5 pas sunne BIH nabmoaanocs y 4%
BCEX MAUMEHTOS, npuuuMasmmx 600 mr sdasupensa, u y 1,5-2% NauMenTos U3 KOHTPOILHON
rpynnst (7% npu aamrensuoii APBT ¢ sdasupensom u 3% npu anmrensuoii APBT be3
spasupensa). Wsoauposannoe nossunenne akruspocty IT'T y naumentos, NPHAHMAIOIIHX
hABMPEH3, MOKET YKAILIBATH Ha WHAYKUMIO PepMEHTOB. B KIMHHYCCKOM HCCICAOBAHHM NpH
unrensioit APBT oxkono 1% NauneHTos B KaX/10i HIYYaeMOH IPYINe NPEKPATHIN TCPANHIO B
CBA3H C HAPYIICHUAMM CO CTOPOHBI TICYCHN M AKCTHCBLIBOAAILMX TYTCH,

AMIUIAZA; SCHMITTOMATHHYCCKOS YBEAHUCHHE AKTHBHOCTH AMHAAILI B CHIBOPOTKE KpoBH, Oonce
gyem 8 1,5 pasa npesmmaromee BIH, Owno swssicno y 10% naumeHTos, npuHHMaBuinx
sbasupens, u y 6% nauMentos  KOHTPOAbHMIX  rpynn.  Kaumnueckoe  SHaucHHe
ACHMITTOMATHYCCKOTO NOBMIICHHA AKTHBHOCTH AMHIA3K! B CHIBOPOTKE KPOBH HCHIBCCTHO.
Jlunmas:: nosstenne Konuentpainy obuero xonecrepuna (OXC) Ha 10-20% unabmoganocs y
HEHMHPHUHPOBAHHBIX A00POBOABICE, IPHHHMABIIHX HpaBupen3. B KIMHHHCCKHX HCCICA0BAHHAX
npuMeHeHns pasananoil komGunnposannoil APBT ¢ apasupeniom y NauMeHToB, panee HE
noayuaswux APBT, B Teucnne 48 neaens neveHns HabIoAaI0CH NOBMILCHHE KOHUCHTPALMM
OXC na 21-31%, xoneCTEpHHA NNNONPOTCHHOB BLICOKOH MIOTHOCTH (XC JITIBIT) na 23-34% n

TPUIIHICPHAOB Ha 23-49%. JloNR NAUMCHTOB, Y KOTOPHIX OTHOUICHHE OXC/XC JIIBIT 6wu10
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Gonpie S, HC MIMCHWIACH, BCAMMMHA MIMCHCHMA KOMUCHTPALMil AHMNHI0B MoxeT Owrrs
obycnosneHa Takumy GaKToOpaMM, KaK JUIHTCABHOCTh TCPANMK M NPHEM APYIHX ICKAPCTBCHHLIX
cpeacts B cocrase komGunnposaunoit APBT.
BaaumojiciicTaue npi_npOBCACHHM TCCTa HA KaHHAOHHOWIL: HPaBHpeHI HE CBAIWBACTCH C
KaHHAOMHOMAHBIMH PCUCTITOPAMM, OJHAKO HMEIOTCA COODMICHMA © NOKHOMONOKHTCAbHBIX
PeIYALTATAX AHATH3IA MOUH HA KannabuHOWIL Y HeHndHImpoBatHbx J06posoasues # y BHY-
HHQUUHPOBAMHLIX  NAlMCHTOB, npuHuMasmux  Sbasupens. [lonokureabwmil  pesyabTar
CKPHHMHI-TCCTA HA  KaHHAOMHOW/IB  PCKOMCHIYCTCH MOATBCPAJATH, HCHOABIYS Takue
CHEUMANLHEIE METOAM, KAK FA30Bas XPOMATOIPAdHs 1K MACC-CIEKTPOMETPHA.

muu
THn # HACTOTA HEKENATEALHLIX NBICHHI Y JICTCH B 1EI0M CONOCTARMMB C HAOAIOAACMbBIMK Y
BIPOC/BIX MALMCHTOB, 3 HCKITIOYCHHEM KOXKHOMN CHINTM, KOTOpas y acreii serpevaetcs same (y
46% nereit), wem y B3pocanix 1 Gosee supakena (THKeIAN KOXKHAR chirts Habmonanace y 5,3%
pereii). C uenwio npodmiakTHKH ChITH  MOXET ObTh  1EACCOOOPAIHBIM  HASHAYUCHHE
coorsercrsyiommx Onokaropos H-ruCTaMHHOBEIX PEUENTOPOB ACTAM /10 HAYANA TECPANHM
pasupensom. XOTR CHMITOMB €O CTOPOHB! HCPBHON CHCTEMBI Y MAICHBKMX JcTell TpyaHo
BBIABHTE, TIOJAIAIOT, YTO TAKHC CHMITOMB y Acteit HabmoaaoTes pexe # obwrno OGusalor
aerkumu. Y 3,5% naumentos HabmoaLIHCE CHMITOMBI CPEANHEH TRKECTH CO CTOPONSI HEPBHOM
CHCTCMBI, IIPCHMYLECTBEHHO rososokpyxenne. Hiu y oanoro pebenka ne Habmoaa10¢s THKCIHX
CHMITTOMOB ¥ He TOTPeGOBANACH OTMCHA TEPANMH H3-33 CHMITTOMOR CO CTOPOHM HEpBHOM
CHCTEMBI.
Upyzue ocofivie cpynni nayuenmos
AKMUBHOCE  KNEVEHOMKBXD (DEPMENMOB ¥ NayueHmos, OOHOBPEMENHO UHPUYUPOSANHBX
cenamumom B wiu C
Cpesst NauMeHToB, CeponosuTHBHLX 110 renatury B w/man C, nOBLILICHHC AKTHBHOCTH ACT
Gonee wem 8 5 pas seime BI'H nabmoznanocs y 13% naunenTos, NpHHHMABIIHX apaBnpens, u y
7% NALMEHTOB M3 KOHTPOALHON rpynis, a nossuuenne axtusHoctn AJIT Gonee wem 8 5 pas
same BIH mabmonanocs y 20% u 7% nauuentos coorsercrsenno. Cpean NaumeHTon ¢
coyerannoit mnexumeit 3% naumenros, npuuumasmmx dpasupens, w 2% nauuenTos H3
KOHTPO/ILHON FPYNILI NPEKPATIIN TEPANMIO H3-3a HapyweHuit QynKinm nesenn (CM. pasaen
«Ocobuie yKazanus»),

Ilepenoinponka
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Cumnmomm

Y HEKOTOPBX NAUMCHTOB, caydaiino npunssmmx 600 sr pasupensa ABAKIAL B CYTKH,
Habmopanock ycyrybaeHne CHMIITOMOB CO CTOPOHBI HEPBHOM CHCTEMB. Y OAHOIO NauMenTa
OTMEHAIOCH TOABICHHE HETPOHIBONBHAIX MBIIICYHBIX CIIA3MOB,

Jevenue

B caywac nepeio3MpoBKH CACAYET TUWATEALHO KOHTPOJAHPOBATH KAMHHHCCKOC COCTOSHHE
nawwentos (oM,  pasaen  «lloGotinoe  aciicresuen), npH  HEOOXOAMMOCTH  HasHa4aTh
CHMITTOMATHYCCKYIO H TIOAICPKRHBAIOULYIO TCPAITHIO,

JUis suBeIcHH HEAICOPOHPOBAHHOIO HPABMPCHIA MOKHO HPUMCHHTH AKTHBHPOBAHHKMI YTOab.
CricumH4ecKOro aHTHAOTA JUIS ACYCHHA Nepeo3nposky Hasnpensa ner. B cuasu ¢ TeMm, 410
CTCNEHb CRAIBIBAHMA H)aBHpeH3a ¢ OeaKaMu NAA3IMEI KPOBHM BRICOKAN, MATOBCPOATHO, 4TO C
NOMOUIBIO FEMOIHATHEA MOKHO YALUIHTEH CYIICCTBEHHOE €r0 KOIHYCCTRO,

Jlo 50% sseacHuoit 20361 2aMusyuna # okono 10% renodosupa BHBOAMTCR NPH MEMOAHAIHIEC.
Hen3necTHo, BHBOASTCA I JAMHBYAMN ¥ TCHOGOBHP € NOMOIILIO NEPHTOHCANLHOIO AHATH3A.
B3aumoaelcTBME C APYIHMMN JICKAPCTBCHHBIMM CPLACTBAMM

Javusyoun

HceeioBanms ICKapCTRCHHBIX B3AMMOICHCTBMI Db IPOBEACHRI TONLKO C YHACTHEM B3POCAKIX
NALUHEHTOB.

MeTabonnyeckoe RIaHMOACHCTBHE TAMMBYIHHA C IPYTHMH NPCNApaTaMi MATOBCPORTHO B CBA3H
€ €r0 HEIHAYHTEABLHKM META0OTHIMOM, OFPAHHHCHHLIM CBAIBBAHHEM C DeIKaMH MIA3MB! KPOBK
M [PAKTHYCCKH NOIHBIM BHIBCACHHCM HEPE3 NOYKH B HEHIMCHCHHOM BHIIC.

OAHOBPEMEHHOE IPHMEHCHHE KOMOHHALMK TPHMETONPHM + cyabpameroxcason B ao3e 160 mr+
800 Mr (KO-TPHMOKCA30) NPHBOAMT K NMOBBLILICHNUIO IXCHOIMLIMK AamMuByanna Ha 40 %, uro
06YCN0BACHO HATHYHEM TPHMETONPHMA; HATHYHE CYAL(DAMETOKCA30/1a HC OKA3LIBACT BAHAHHE HA
dapmakoxkumeruxy naMmusyauna. OaHako, 33 MCKIIOMEHHMEM NAUMCHTOB ¢ MOYEUHON
HCAOCTATOYHOCTLIO, KOPPEKUMA 1031 NaMuByanHa He tpebyerca. JlaMusyaun He OKasnisaer
BIHAHHC Ha APMAKOKMHCTHKY TpHMETONpHMa nam cyisameroxcasona. B caywae, xoraa
OAHOBPEMEHHOE NMPHMCHEHHE KO-TPUMOKCAZONA RBANCTCH ONPABIAHHBIM, NALHCHTH I10TKHb
HAXOAMTHCH MO KauHuueckum wabmoaenmem. Caenyer usberars COBMECTHOMO NMPHMCHCHMA
NMAMHBYIHHE C KO-TPHMOKCAIONOM B BBICOKMX 103X JUIX JICHCHHMS NHEBMOHMH, BRI3BAHHONM
Pneumocystis jirovecii, # TOKCONIAIMO3a.

Creayer yuuTRIBATL BOIMOAHOCTE BIAMMOJICHCTBHA JAMHBYIMHA C APYIHMH OJAHOBPEMCHHO
NIPHMCHACMBLIMH IEKEPCTBCHHLIMY NPCNapataMy, 8 0COGEHHOCTH € TEMH, Y KOTOPBIX OCHOBHBIM
MCXAHHIMOM BHIBEACHHA ABAACTCH AKTHBHAA KAHANLUCBAN CCKPCIHA HEPE3 CHCTEMY TPaHCNopTa

OpPraMM4ecKHX KaTHOHOB (Hanpumep, Tpumeronpum). Jlpyrue acicTaylommMe BemlecTsa
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(HanpuMep, PaHHTHAMH, UMMCTHAMH) JIMIIL YaCTHYHO BLIBOJATCA € NOMOUIBIO YKA3aHHOIO
MEXAHHIMA M HC BIAHMOACHCTBYIOT C JaMHBYAMHOM. AHANOrH HYKICOIHAOB (HAnpHMCp,
AMAAHO3HH, IHAOBY/IHH) HE BHBOAATCH MOCPSACTBOM JIAHHOINO MEXAHHIMA, H HX B3aHMOJICHCTBHE
C NAMHBY/IHHOM MAJIOBEPOATHO.
[Ipit OAHOBPEMCHHOM NPHMCHCHMM NAMHBYAMHA W INA0BYAHHA Halmoaaercs ymepennoe (Ha
28%) yBemmucHne Cpax INAOBYIHMHA B IUIAIME KPOBH, NPH 2TOM 00mas sxcnosuums (AUC)
CYIUCCTBCHHO HE M3IMCHACTCA. 3HIA0BYAMH HC BAMKCT HA (GapMAKOKHHCTHKY JaMHBYIIHHA,
[Mpenapar Ddrenna He CACAYCT NPHHIMATE OJHOBPCMCHHO ¢ JAPYIMMH AHATOIaMH UHTHIAMHA,
TAKHMH KAK IMTPHIHTAOHH, B CBA3H C CrO CXOJACTBOM C JaHHBIMU npenaparami. Kpome Toro,
npenapar DGrenna He CACAYET NPHHIMATE C IOOBMH APYIHMH JACKAPCTBCHHBIME NPCTIAPATaMH,
COCPAALIMMM TAMHMBYIHH,
In vitro nammsyamn uurnGupyer suyrpukaerounoe pochopuimposanme kraapubuna, wTo
ofycnarausact noTeHupansuuii  puck  norep  dpdexusrocTn  Knaapubuna B caywac
KOMOHHMPOBAHHA B YCAOBHAX KAHHHYECKOH NPAKTHKH. HEKOTOPHE KAMHHYECKHE JaHHBIC TAKKE
NOATREPAAIIOT BOIMOKHOCTS BIAMMOACHCTEHA MEAILY JTAMHBYIHHOM ¥ Kaapnbunom. TToatomy
OHOBPEMEHHOE MPHMEHEHHE NAMHBYIHHA i KAAIPHOKHA HE PEKOMCH/I0BAHO.
[uroxpos CYP3A ue somneuen B MeTabonmM3M NaMMBYAMHA, NOITOMY BIAHMOACHCTBHE C
NCKAPCTBCHHBIMM NPENAPATAMH, KOTOPhIE MeTalomm3npyioTea HToit cucTemoit (Hanpumep, ¢
HHIHOHTOPAMM NPOTEA3HI), MAIOBCPOSTHO,
OsHoBpeMennoe npuMenenie pacteopa copéurona (3.2 1, 10,2 1, 13,4 r) ¢ 0aHOKpaTHOI 1030
namusy/na 300 Mr B GOPME PACTBOPA U1K NIPHEMA BHYTPS Y BIPOCIBIX 310POBLIX 100pOBO/IbICH
MPHBOIIO K A0303ABHCHMOMY CHIKCHIIO dxcrodntmu namusyuuna (AUC.) na 14%, 32% n
36% M Cume samusyamna na 28%, 52% u 55%. Ilo sosmokHOCTH caeayer u3berars
OAMOBPEMCHHOIO NPHMCHCHHA JAMHBYIMNA M COPOMTON-COACPKALMX MPENApATOB, anbo
C/ICYeT PACCMOTPETh BOIMOXKHOCTL (ONee HACTOr0 KOHTPOIR BHPYCHON HArpysku BHY-1 8
CAYYanX, KOT/A3 HCBOZMOKHO M3IOEAKATH UIMTCABHOIO OJHOBPEMCHHOIO NPHMCHCHHA JTHX
npenaparos.
Tenogposupa duzonpoxcuia gymapam
Hecaeaosanns B3anMOACHCTBHA NPOBOANINCH TONLKO Y BIPOCTRIX.
Ha 0CHOBAHHH PEIYALTATOR IKCIICPHMCHTOB in Vilro # HIBECTHOTO MYTH BLIBEACHHR TEHOGOBHPA
BOAMOKHOCTS BIaHMOzCiicTBRIL, onocpesosanibix CYP450, npi ywactun renooBHpa i Apyrux
NCKAPCTBEHHBIX CPCICTB HHIKAK.

HOBPEME CHHE HE 0
Mpenapar Ddrenna HE CACAYET NPHUMCHATE € JPYTHMH JCKAPCTBCHHBIMH CPCACTBAMMH,

copepaaummMi TeHodosupa ausonpoxrciia GymMapaT win Tenodosupa anadeHaMmi.

38



Jludanozun

OAHOBPEMCHHOC NpHMCHEHKE TenodoBHpa AMIONPOKCHAA (ymMapata o JHIAHOIMHA HC
pekomertyercs (cM. pasaen «Ocobwie ykasamus» w Ttabmmuy «Bsaumodericmeus mexcoy
meNogosUPa OUIONPOKCUAA (hYMAPAMOM U OPYIUMU JEKAPCMECHIBIMU NPENAPaMamuy»).
Jlexapemeennnie cpedcmaa, KOMopsie GHIBOOKMCR NOUKAMU

[Tockonbky TEHOPOBHDP BLIBOIHTCA NPCHMYILCCTBCHHO MMOYKAMH, OJIHOBPCMCHHOC NPHMCHCHHC
TeHODOBHPA AMIONPOKCHIA (yMAPATa € JICKAPCTBCHHBIMM  [IPCIAPATAMM, CHHKAIOUIMMH
NOYCHHYI0 (DYHKUHIO WIH XOHKYPHPYIOUIHMH 33 AKTHBHYIO KaHAILUCBYIO CCKPCIHIO MYTeM
tpancnopraeix Geakos hOAT 1, hOAT 3 wan MRP 4 (nanpusep, ¢ unaoQoBupoM), MOXKCT
MOBKIUATE KOHUCHTPALNIO TCHOPOBHPA B CHIBOPOTKE KPOBH M (1/IH) ICKAPCTBCHHBIX NPENApaTos,
MPHHHMACMEIX OJIHOBPCMCHHO.

Heobxoanmo u3berars npuMcHeHns TeHOGOBHPA AM3ONPOKCHIA PyMapaTa ¢ OHOBPEMEHHKM
MM MCAABHHM TPHMCHCHHMEM HCPPOTOKCHHECKHX JICKAPCTBEHHMX CpeacTs  (HManpumep,
aMuHorankosuaos, amborepuumna B,  Qockapuera.  raHUMKAOBHPA,  NCHTAMMIHHA,
BAHKOMULIMNA, UHACDOBKPA M HHTEpACHiKuHA-2) (M. pasaen «Ocobkie yxasaHua»).

VYuTHIBAR, 4TO TAKPONHMYC MOKET BIHATE HA GYHKUMIO NMOYEK, PCKOMCHIYCTCR TIMATENLHOC-
HAOMIO/ICHHE NPH €ro OAHOBPEMEHHOM IPHMEHEHHH ¢ TCHOGOBHPA AMIONPOKCHAA PyMAPATOM.
Apyeue s3aumodeicmeus

BaaumosaeiicTaus Mexty TeHoGOBHPa IHIONPOKCHIA GyMapaToM i APYTHMH ICKAPCTBCHHLIMH
cpecTRaMH npeacTanienst Hke B Tabanue 2 (yBeanucHue 0503Haueno «», YMEHBIICHHE - «[»,

OTCYTCTBHE HIMCHCHMIA - «e+», 2ABA Pa3a B CyTKH - «b.i.d.» M 0N Pa3 B CYTKH - «q.d.»).

Tabnuua. Braumodeucmeus mexcdy menodosupa OusonpoxcuIa gymapamon u opyumu

AEKAPCMBERHBIMU NPENAPAMAMY

Jexapcrsennniil npenapar 0o, Banuuue ua yporess npenapara s maaime, | POKoMenianns oTHOCHTEALHO
TEPANEBTHHECKHM cpeanee wamenenne AUC, Cmax, Cmin [ 0AHOBPEMENNOTO HPHMEHCHNS
Hanpassennnm (1032 8 Mr) B HPOMENTAX ¢ resodosupa pymaparon
300 mr
NPOTHBOHH®EKIIHOHHLIE
ANTHPETPOBRNPYCHBIC
Huoubumopw npomeasn
Atuwsananup/ Pierosasnp ATRIHARHD a0asd He Tpebyercs
(300 q.d4./100 q.d) AUC: | 25% BCTITNCHHAR MXCIUOIMLIN
Cmax: | 28% HOGONIPA MOKET YCHINRATE
Cmin: | 26% BRIAHNKE ¢ TCHODOBIPOM
Tenodonip MHMC NRICHHA
AUC: 137% MATOROINIO 1I09EK,
Cmax: 1 34% coDX0AMMO TILATENSHO
Cmin: 1 29% AMPOBATE GYHKINO
{em. pasaen «Ocobue
PKRIRIENR ).
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Jlexapcrsennstit npenapar no

Bansinse Ha YPOBCHL NPCHApaTa b nARIME,

(400 bidA00 bid)

TEPANCHTHUCCKNM cpeanee wivenenne AUC, Cmax, Cmin [ 0400BPeMEHIONO TPHMEHCHMS
uaupancunny (1o3a 8 mr) B IpoucHTax ¢ renodonnpa GyMaparom
300 sr
Jlonumasup/ Purosannp UTonunagip/ Prrosasnp

Her cymecTsesionn soyicicTans Ha

Jlapynasp/ Puronanip
(300100 b.i.d.)

PEAKILIH, CREIANMMS
TeHOORNPOM, B TOM YHEE

yRAconuLie uurnduropur obpaTnoll TPANCKPHATAIM

Jinaasosns MOBPEMSHNOE NPHMEHEHKE TCHOGOBIDa i IOBPEMCHHOE NPHNMCHEHIC
Ha npumoant X 40-60% nOBLINCHIIO Joxmp n
IRCHOTMELN DUIAHOIMHA, HTO MO! HE PCKOMCHAYCTCR
AMUMBATH PHCK CRNIANNMX € AMAAHOIMHOM oM. pavsen «Dcobue
rexenareaniax sancaui. Coobmanocs o »).
MACTMX, IHOTIA ACTATRHEX, CIYHANX
HKPCATHTE M raKTOAUN 030, OnoRpeMeInioe
HME TEHOPORMPA M JuLtasosiia 8 03¢ 400
B CYTKH OMI0 CARSANO CO THATHTCLHEM
cHbICHHEM KomtiecTsa xaeTox CD4,
MOKHO, B CRNIN € MEKKACTOSHRIM
MOJCHCTRIEM, NTO NOSMILACT
(hoprmEpoBAIIK (TO €CTH aXTHEHBI)
WRANOIHE, Y MCHBINCHHE J0TMPORXM
MOsHEa 10 250 Mr, KOTOpax EnOaMTCK
¢ renodosnpost, Gs10 cax3aN0 ©
ILCHILAMH O BCOKOH MacToTe
A0FHHCCKH HEYIANHOIO AeNCHs Ipi
CCKOALKMX HCCACAOBANHRIX KOMOUNALMAX [LIR
mescsns BHY-1 wedexumn.
Ancgonup AUC: o TeroPoBHP NPOTHRONBOKAIAHO
Cmax:e-s IPHMCHATE OIHOBPEMEHNO ©
BHPOM (CM.pasen
VEAZAHHAR),
DuTexasmup AUC: © OBA0 KAMHHICCKH SHATMMMX
Crmax:es AKOKHHCTHNECKHX
mansoeicTani npu
PEMEHHOM ITPHMCHEIHN
HHPA C IHTCKABHPOM.

lllpornoupyclue npenaparhi s aevenmns XI'C




PeKOMECHAAUNS OTHOCHTEARNO
OIHOBPEMEHHOTO NPHMCHCHKS
¢ remodosupa pymaparom
300 mr

Jlexapernennniil npenapar 1o, Bansnue na yposesn npenapara s maaime,
TCPANCBTHHECKHM cpeanee wamenenne AUC, Cmax, Cmin
HANPABACHHAM (1032 B MT) B UpONCHTAX
Jlesmacesnp’ Codochysup (90 Uleannacsup:
r/400 Mr q.d.) AUC:196%
Tasananup/ Prrorasip (300 (Crmax: 168 %
q.d. /100 ser gd.) + Cmin: 1118 %
Tenodosupa asonpoxenaa  Copochynp:
ihymapar/ IvTpunsrabin AUC:e
(300 Mr/200 mr q.d.)' Crmax: e«
GS-331007*%
AUC:es

HALPMMED, PHTOHABMPOM KK

Kob mlC'lthM) ne ycllllotllﬂll.

41



Jdexapcrsennniii npenapar no
TEPANCBTHHCCKHM
nanpagacumas (103a 8 mr)

Bamsinue wa yponens Spenapata n iisime,
cpeanee mmenenne AUC, Cmax, Cmin
B HpOuCHTAX

PexoMenaanns oTHoCHTenHo
OAROBPEMEINOTO HPUMEHCHIN

¢ Tenodonupa gymaparom

300 mr

Jlemmaceup’ Codochysup (90
{er/400 mr q.d.) +

Japynasup/ Paronannp (800 mr
qd/100 mrgd,) +
Dmrpuunrabu’ Tenodosipa

unonpokciza dymapar (200
sr/300 mrq.d.)’

JleaMnaceup:
AUC: «
Crax: e
Cmin: «»
Jleannaceup:
AUC: [27%
Cmax: |37 %
GS-331007%
AUC: o
Cmax: «
Cmin: «»
Jlapynasip:
AUC: o

Crmax e

.- , B TOM “Heie

CCAN OTCYTCTRYIOT
PDYIHC BAPHAHTEI ICHCHIR (CM.
panaen «Ocolsie ykaannss),
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Jlexapcrsennstit npenapar no

Bansnne #a YPOBCHb NPCAAPATA B ILIZIME,

PexoMenaanns 0THOCHTEALNO

TEPANCHTHMCCKMM cpeanee masenenme AUC, Cmax, Cmin [ 01HOBPEMEHNOTO HPUMENEHIN
nanpasacnny (1038 B wr) B upoueITax ¢ renodosupa ymaparom
300 mr
Uleamnaceup/ codochysup (90 Ulcannacsup: OPPCKILHA JI03B HC
ser/ 400 mr g.d.) + Ddasmpery’  |AUC: [34% xomerutyerea. Hossmenne
Onvrpuirrabuy Tenodosnpa  [Cmax: [34% KCHOMIIDO TeHOGOBHPA MOKET
suponpoxcisa gymapar (600 Cenin: [34 % WHITH HCRCIATCAMNME
iper/200 mr/300 wer q.d.) Cohocbynup: M, CBRIAHHMCE ¢
UC:es JAMIONPOKCILT
max: «+ YMEPATOM, B TOM SHCNC

GS-331007% APYINEHIR CO CTOPOHM NOYCK M

AUC: e OeBMBO ALY nyTeH.

Cmax: « ACAYCT TUATCABHO CACANTH 3a

Cmin: s Kumedt novex (o, pasaen

Ddanupens: € YKRIANMUND).

AUC:

Cmax;: «»

Cmin: «+

vrpagrabn:

AUC: +

Cmax: «

Crmin: e

Tenodgorup:

AUC: 198 %

Cmax: 179%

Cmin: 1163 %
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Jlexkapersennntit npenapar no
TEPANCETHIECKIM
nanpanicnuns (1034 8 mr)

Bamsiume na yposens npenapara s niaaime,
cpeance wimencnmne AUC, Cmax, Cmin

B (POUCHTAX

PexoMenIauns oTHOCHTEALNO
OANOBPEMEHNONO NPHMCHCHHA

¢ Tenodonupa dymaparom
300 mr

leamnacenp’ CogocGymup (90
Mmr/400 wmrq.d.) +
DvrprimTabun’ Prannenpis/
Tenodorupa p3onpoxcna
bymapar (200 ur/25 wr/300 sr
q.d.)

Ulemunacaup:
AUC: &
Cmax; «=
Cmin: e+
Codocbysup:
AUC:O-O
Cmax: «
GS-331007%
AUC:
Cmax: e
Cmin; e

AUC: o
Crnax: «
min; «»
MMBIPIN;
AUC: «»
Crmax:
Cmin;: +
Tenodomp:
AUC: 1 40%
Cmax: «»
Cmin: 191 %

DMTprusTabun:

OPPEKIMA 203K 1e
caayercs. Hlomameniee

Jleannacnup’ CogocSymup (90

S0 mr q.d.)+ Dserpianerabium /
enodOBHpa JHBONPOKCIUIA
apar (200 mr /300 mr q.d.)

Cogochysup:

400 mr q.d.)+ Jloayrerpanup AUC:

Cmax: «»
GS-331007:
AUC: e
Cmax: s
Cmin: e
Uleannaceup:
AUC: o
Cmax: «
Cmin: o
uTyTeIpanIp:
AUC: o
Cmax: «
Cmin:

AUC: «»
Cmax: =
Cmin; «»
Tenodorup:
AUC: 1 65%
Cmax: 161%
Cmin: 1115 %

IMTpUuTalion:




Jlexapersennsiit npenapar 1o, Bansuue na yposens npenapara s naaive, | PexoMeniaumns ornocuTeILN0
TCPANEBTHYCCKHM cpeanice wamenenue AUC, Cmax, Cmin - |01HOBPCMCHIONO BPUMEHEHns
nanpangcnues (103a s mr) B upoucHTax ¢ renodosupa ymaparom
300 mr
Codochymmup’ Beanaracmp Codoclhyrip: Ilouunmmc uonuempumm
(400 mr/ 100 ser gd.) + AUC: +
Atasanasup’ Purosasmp (300 Cmax: «»
mr q.d./100 sr g.d.) + GS-331007%
Dvrprumrabun’ Tenodosnpa  AUC: oo
JHIONPOXCHIA Gymapar Cmax: «»
(200 30r/300 sar q.d.) Cmin:
Beanaracaup:
AUC: 142%
Cmax: 155%
Cmin: tBOI%
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Jlexapcrsennsiit npenapar no. Bauswme na yposens npenapara s naaime, | PexoMesaaums oTHOCHTETRHO
TCPANCETHNCCKNM cpeance mamenenne AUC, Cmax, Cmin - 0aHoBpeMeHNOTo OpHMEHCHIR
HaAnpasacHuam (1024 B MI) B UponcHTAX c renodonupa Gymaparom
300 sar
Codochymup’ Beanaracsup Cotochynup: HHE KOHUCHTPALIMM
(400 mr/100 mr qd.) + AUC: | 28% BHPS B UEANMC P
Japysasup/ Pieroranup Cmax: |38% BMECTHOM IPHMCHCHNN
(200 yr q.d/100 mr q.d.) + GS-331007% odgonpa AMIONPoKCHIR
Omrpuisrabiun’ Tenodosupa  |AUC: «e YMAPATR, (PCHAPaTOs
JUOONPOKC IS Cmax: «» NaTac copochysup n
pyxupn Cmin: «» PHTOHABHP MOXCT
(200 sr/300 mr q.d.) Beanaracnup: HEKCNATCABHEC
AUC: o CRAIANHBIC ¢
Cmax- |24% HOPORHPA JUONPOKCH A
Cmin: e , B TOM MiHCae
Jlypasasup: HHR CO CTOPOHM 1IONEK
AUC: o MOYCHBIBOINUINX 1TYTCH...
Cmax: - HOCTS TeROPOBIPA
waa Gyseapars npu
MCCTIHOM [PHMCHEI ¢
peanaraceup’
odochymip n
BROKHHCTIHHCCKHM
nanreaesm (Gycrepom)
HAOPHMEP, PHTOHABMPOM JLIN
CTATOM) HC YCTAHORICHA,
COMETAHHE CAeayer
HOILIOBATH € OCTOPO!
HACTOM KONTPOAE SYNKINNO
(cm. pasaea «Ocobuwe
s ),




CKAPCTRCHMLIN npenapaT no

Bansinme wa ypoBeHs NPEnapaTa B miaIme,

PekoMeRAANNA OTHOCHTCALNO

TEPANCETHYCCKHM cpeantee mavenenme AUC, Cmax, Cmin  |oanospesennoro npuMesenns
manpansenmns (1038 8 ) B HPONENTAX ¢ renodonupa Gymaparosm
300 mr
CodocGynup/ Beanaracnmup Cogochymmp: [Momuurenmne xomuewpatss
(400 sr/100 mr q.d.) + AUC: | 29% TCHOMORNPA I IUEAIMC (PK
Jlonuuasup’ Pyronasup Crax: [41% COBMECTHOM NPHMEHCHHHM
(800 Mr/200 mr q.d.) + GS-331007%; TCHODOBIPA AMIOIPOKCILIA
Dsrpuusradbun’ Tewodosspa  AUC: «» DYMAPATH, (PCHRPATOR
JMI0NPOKCIUTA Cmax: «» peanaraceup’ copochynip
bymapar Cmin: « ONMHABHP/ PHTOHABHD MOKET
(200 mr/300 mr q.d.) Beanaracaup: HTh HEKCTATCABHBIC
AUC: « W, CBRIAHHBIC C
Cmax: [30% BHPE AMBONPOKCHIA
Cmin: 1 63% YMAPATOM, B TOM NHCAS
Jlomunasip: PYIICHIN CO CTOPOIBLI HONCK
AUC: o MOYCEBIBOJIRIIMX TTYTE,
: besonacnocts Tenodosupa
KCia GyMapaTa npu
BMECTHOM TIPHMEHCHIH ©
TOM weanaraceup/
Hp M
PMAKOKHHCTHHECKHM
yowneresem (Gycrepom)
HALPHMEP, PHTOHARMPOM JLIH
LHMCTATOM) HC YCTAHORICIEA,
COMETAMME CaLayeT
MCHOALIOBATH € OCTOPORKIOCTHIY
P SACTOM KOHTPOAE GYHKIDNO
novck (cM. paaaea «Ocobue
(HAX ).
Codochysnp’ Beanaracomp
(400 wr/100 mr q.d.) +
h’mupnnp (400 mr b.id) +
Ivarpurralun’ Tesnodosupa
SUOONTPOKCHIA PYMApaT
(200 wr/300 mr q.d.)
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Jexapcrsennsiit npenapar no. Biausune Ha ypoBens npenapara B naaive, | PexoMenanns ornocnreanno
TCPANCBTHUCCKUM cpeance mamenenue AUC, Cmax, Cmin - |01n08peMeanoro npuMenenns
nanpansenuny (1o5a 8 mr) = npoucHTax ¢ renodonupa dymaparom
300 ser
Cogochysup/ Beanaracmup Codochymmp: OasospeseHimit pHest
(400 mr/100 wr qd) + AUC: o penaparon codochynup’
Dasupeny Ovrprivmabi’  Cmax: 1 38% NATACHIP W HanHpeIs
Tenogosupa monpoxcina  GS-331007% CHMSHTE KONUCHTPAIU
shymapar (600 mr/200 sr/300 sr|AUC: + NATACHIEPS B AXIME
q.d.) Cmax: «» IIHOBPEMCHMMIT ITPHEs
Cmin: +» coocOysap/
Beamaracaup: BHP C PERIMAMH
AUC: [53% MK, BRAKYAKIIAMH
Cmax: 147% PARIPCHY, HE PCKOMCHIYCTCH
Cmin: [57%
AUC: o
Cmax; «»
Cmin:
IMTpHITaOIN:
AUC:
Cmax: «
Cmin: «»
Tenodonmp;
AUC: 181%
Cmax: 177%
Cmin: 1121%
CodocOysup/ Bearanaceup Codocbysup:
(400 ser/ 100 sr g.d. )+ AUC: «»
IMTpHiHTabr/ Pramweuprr’  Cmax: «
Tenodomupa pesonpoxcivra  (GS-331007%
Wyseapir (200 sr/ 25 sar/ 300 mr AUC: e
qd.)
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Jlexapornenmntii upenapar 1o Bansnne na yposess npenapara s maaime,  PexoMenIaumns oTHOCHTEALNO
TCPANCBTHYCCKNM cpenee wmenenne AUC, Cmax, Cmin - oauospesMennoro npuMencnus
HANPABJICHUAM (1032 B M) B HPOUCHTAX ¢ renodosupa Gymaparom
300 mr
racaup’ Boxcuranpernp' Codochyrup: ORMIDCHIE KONUCHTPRIIN
odocGywip (100 mr/100 UC: « ONMPA B TUIAIME HPK
/400 ser+ 100 mr q.d )’ Cmax: [30% IPHMCHERIH
+lapynamiep (800 mr q.d.) Cmin: N/A OPOBHPA NONPOKCILEA
'+ Tenodonspa moonpoxcina  GS-331007%: apata, NPCNAPATOs
Eyuapﬂf.)mpumnuﬁuu (300 AUC: «» BHP/BOKCHAANIPEBHP/
mrqd.) Cmax; = Hp N
MABUP PHTOHIBHD SOMET
VCHAHTS HEARCABTCLHME
CAKLIMM, CRAJANMME ©
DBMPA JHIONPOKCHAR
APATOM, B TOM HHCae
IAPYHICHHMN CO CTOPOHN BOYCK
MOYCHADOIRUINX [y Ted.
HOCTH TCHOGORIPA
WOONPOKCILIA GymapaTa npu
HPUMCHCHHM ©
IETACKID BOXCHARIPEBHD
Hp M
LAPMAKOKHHCTHYCCKHM
aem (Gyerepom)
HAPUMED, PHTOHARHPOM HIH
DOMUMCTATOM) HE YCTANORICHA,
KosGupamms aomsma
HCNOMEIOBATLCR C
DPORHOCTRIO, € SACTHIM
: mopuurou yHKiMH BOYEK
oM, pasisean «C
AUC: 139% AHOCTRION 1 oOcolue
Cmax: 148%
Coun: 147%
CopocOysup (400 ur gd. )+ Codochynmp: [Koppexiits 103 e mpebyerc
Ddasupens’ Ivrpuanmabun’  AUC: o
Tenoopupa TUSONPOKCHITA Cmax: [ 19%
ﬂ)ympn (600 sr/ 200 mr/ 300 |GS-331007%
sr q.d.) AUC: «
Cmax: [23%
Ddasupens:
AUC: «»
Crmax: «
Crin: «
OMTpatisrrabum:
AUC: «»
Cmax: «»
Cmin:
Tenodowmp:
AUC: o
Cmax: 125%
Fmin: ..

U Jlasise MOAYNCIW NP OANOBPEMCHHOM BBCACHNM © Acmmmacsupos/codochyrupos. Heoamompescunoe
sugenme (¢ murepsanom 12 Hac0B) NACT TC e PESyanTaT,

 OcHono# LHPKYAMPYIOLEHHI

smeraboaur cofochysupa.

' Mecacsosamee nposeacko © aobamienmes 100 sr BOKCHIADPCENPA A JOCTIOKCHHN  OXCTIOIMINN
BOKCHAAITPCRIPA, OAWIACMOR Y IauMeHToR, MHdrumponaimx BI'C.
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-

N/A - 3¢ nprMennso.

Heeaedosanus, nposedennmie ¢ Opyumu 1CKGPCMEEHRBMU Cpedcmeamu

He wabmoaanoch KAMMHMYMECKHM 3HAYMMBIX  (APMAKOKMHCTHHMCCKMX  B3aumoaeHCTBHi  npu
O/HOBPEMEHHOM NpHMeHeHuy TeHodoBMpa ausonpokcuna Qymapara ¢ IMIPHUHTAOHHOM,
NAMHBYAMHOM, HHAMHABHPOM, Hpasupen3onm, HenQHHABHPOM, CakBHHABHPOM (GYCTHPOBAHHEIM
PHTOHABHPOM), METAZ0HOM, pHOABHPHHOM, PHOAMITHIMHOM, TAKPOAHMYCOM W FOPMOHAILHEIM
KOHTPAUCITHBOM HOPreCTHMATOM/ ITHHIIICTPAAHONOM.

Tenodosupa anzonpoxcina gyMapar creyer NPHHUMATL OJHOBPECMECHHO € MHUICH, NOCKOALKY

MHILA MOBBIIACT GHOAOCTYNHOCTL TeHOGOBMpA.

Iasupens

Ddasupens in vivo asnserca mwtykropom niodepmentos CYP3A4, CYP2B6 u YI®-TTIAL
KoHueHTpaums B IIa3Me KPOBH COCHMHCHRIL, KOTOPME ABAKIOTCH CYOCTPaTamMy JIaHHBLIX
H3IODCPMCHTOB, MOACT CHIAKATLCA TIPH OJIHOBPCMCHHOM NPUMEHEHNH ¢ dpasuper3zonm. B 1o ke
spems in vitro pasupens uurubnposan wizodepment CYP3IA4. Teoperuuecku 310 MOKET
npHBeCTH X yseamuenmo dxcnosmump cyberpatro CYP3A4, nosromy caeayer cobmoaars
OCTOPOXHOCTH npi npumencinn cyberpator CYP3A4 ¢ y3KMM TCPaNCBTHYCCKHM OKHOM.
panupens moxer Gure uuaykropom wiodepmentos CYP2CI9 w CYP2CY, onnaxo in vitro
TaxAe Habmoanoch Murubuposanue aannux n3odpepmentos, Jlo konua sddext, nabmonacwniii
NpH  OJAMOBPCMEHHOM TNPHMCHCHMH HPAaBHPCHIA ©  COCAMHCHHMAMM-CYOCTPATAMH  AHHBIX
nsopepmenTon, e scer (oM. pasaea «DapMAKOKHHETHKEN).

IKCNOIMUMA HPABHPECHIA MOKCT YBEAHYHTLCH NPH NPHMCHCHHH NPEHAPATA OAHOBPEMCHHO ¢
HEKOTOPHIMH  JICKAPCTBCHHLIMM  NIPENAPATAMK  (HANPHMCP, PHTOHABMPOM) WIH TTHIUCBLIMH
NPOAYKTaMH (HanpuMep, © rpeiindpyToBLIM COKOM), KOTOphIC HHIHOMpYIOT H30depMENTH
CYP3A4 unn CYP2B6. lNpenapars na ocnose sxkctpaxta [innxro bunoba, KOTopsie MHAYUHMPYIOT

naHHBie HIOGEPMEHTH, MOTYT NPHBOAMTS K CHIDKCHHIO KOHUCHTPAUHH HpaBHPCHIA B 1asMe

Jaepoboit npodwpasrennwi (Hypericum perforatum): NalHCHTSL, IPHHHMAIOIIHC apasupens, He
JOMKHB  NPHHMMATH  NPCTIAPaTLYNPOAYKTHI,  COJACpAamme  38epoboil NPOALIPABICHINIL,
Konuchrpauns Hasupensa B [UIAIME KPOBH MOKCT CHMAQTLCA NPH  OJIHOBPCMCHHOM
NPHMCHCHUH CO IBEPOGOCM NPOALIPABICHHBLIM, TOCKONBKY OH BLIMBACT HHIYKLHIO depmeHTOB

WM TPAHCTIOPTHIX GEIKOB, OTBCTCTBCHHBIX 33 MCTabOAMIM JCKAPCTHCHHMX CPEACTS. Ecnm
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MALHEHT YKE NPHHAMACT NPENapaTsl/IIPOAYKTHI, COACPNKANIMC 38¢PODOA NPOABLIPABACHHBIH, TO

NPHMCHCHHE MOCACIHEI0 CACAYET OTMEHHTH, NPOBEPHTH KOHUCHTPALIMIO BHPYCA B KPOBH H, €C/IH

ITO BOIMOKHO, KOHUCHTPaWH0 »pasupensa B kposu, [Mocse orMens! npenaparos/npoayxTos,
conepaanmx 38¢pofoil NPOAMPARICHHMI, KOHUCHTPawMs MpasupeHsa MOKET MOBBICHTBCA M
Toraa norpeGyercs Koppekums n03w dpasupensa. Bausune 3sepofos npoampasieHHOro,
CBAZAHHOC C HHAYKUMCH PCPMCHTOB, MOKET COXPAHATLCA B TCHCHME HE MeHee 2 Heaens nocie
ero orMens (oM. pasaen «lIpoTusonoxasanuan).

Jpyeue szaumodeticmsus

Bsammoneiicteus  mexay odasmpenszom # wuruburopamu  nporeasst  BHY, apyrumm
AHTHPETPOBHPYCHRIMH TIPEnapaTamu, noMumo uurnduropos nporeasnt BUY, a takke mexay
aBHPCHIOM M JICKAPCTBCHHBIMM  NpCnaparam, HE OTHOCAIMMHCR K  rpynne
AHTHPETPOBHPYCHBIX NPENAPATOB, YKa3aHhl B NPHBCACHHON ke Tabnuue «Bsauvodeicmeus
MENCOY PABUPENIOM U OPY2UMU REKAPCMEEHRBIMU CPEOCMEAMUN».

VBeauueHue 3naucHns noxasarens obo3HAYacTCR CTPCAKOH «T», YMCHLUWICHHE 3IHAYCHHS—
CTPEIKOM «[», €CIH NOKa3aTenb OCTacTes 603 MIMCHCHMII— CIPEIAKON «e+»] CCAN Npenapar
BBOAMACH Hepes Kaxasie 8 win 12 4, 10 310 ofo3navacTes Kak «x8u» win «x 12un. 90% n 95%
JIOBEPHTENABHBIC HHTEPBAIIBI NPEACTABACHB B CKOOKaX, ecan npumennmo. ODLIMHO HCC/ICI0BAHMA
NPOBOANINCS HA IOPOBLIX A0OPOBOIBLUAX, CC/AH TOALKO CHCUHANLHO HE OFOBAPHBACTCH ApYran
uHbopManms.

Tabmuua 2. Braumodeicmeus mexcoy Hpacupeniom u opyusu 1eXKapCmMEeNnsMu cpeocmeaamu

JIeKAPCTBEHHAIC IPLHAPATEL, PALICACHNLIC 110 BARSHME N2 KONUEHTPAUMNIO BPENApaTa B
QAPMAKOTEPANEBTHICCKNM rpynnam (1oxa) cuBoporTke. Cpeanee MaMeHenne nasennil
AUC, Cmax, Cmin (%) u 1osepureabubie
HHTCPBAIBE, CCAM MPUMENIMO® (MEXANIIM)

NPOTHBOMHKPOBHBIE HIPEIAPATHI

ANMUPEMPOSUPYCHME TEXUPCMEEHNME CPEICmEa

Hueubumopst npomeazn BHY

Aramanasup’ puronasip’ >dasipeiss (400 mr | pas s cyrxn/ 100 wr | Atasanasup (nocie noayas): AUC: «* (o1
1 pax & cyrxw/ 600 mr 1 pas s cyrxm, Boe npenaparid npascamasncs | |9 20 110), Cmax: 117%"* (or 18 no 127),
RO BPEMS NIPHCMA TTHEIL) Cmin: [42%* (o7 |31 a0 [51).

Arazanasup’ puronasup’ sdasiepers (400 mr | pas » cym’ 200 sr | Atasanasup (nocae noayann): AUC: «e®/**
| pa3 s cyrxi/ 600 Mr 1 pas B CYTKH, BOC IPENaparil npuHMMATHes | (OF 110 a0 126), Cmax: «*/** (o7 |5 20

HO BPEMR [IPHCME TTHELH) 126), Cmin: 112%*/** (or [16 a0 149)
Ooutyxums CYPIAL), * Tipu cpasicHim ¢
arasamasupos 300 sr/ prronasiepost 100 sr
1 pas s cyTxu Becpom Ger adasupeiia,
Taxoe cmxerne Cmin aTasanasHpa MOKCT
OTPHUATCARHO BAKATH Ha IPPEKTHBHOCTS

ATAIAHABHPA. ** OCHOBAIO HA MCTOPHHECKOM
CPABHCHHN.

OAHOBPEMCHIOE IPIsEHEHHE HPABHPEHIA C ATAINARIPOM/ PHTOHABHPOM HE PEKOMEHTYETCR. Ecam tpeGyerca
ONHORPEMCHNOC pistekesite aratanasipa ¢ HHHOT, neofxommmo pacemorpers HENSCOOOPATHOCTE VERCANUCHHA
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Jlexapersennnie npenaparTi, payieicnnnie no Bauanme na KONHCHTPANMIO NPCRApaTa »
GAPMAKOTEPANCETHNCCKIM TPYIIAM (103a) cunoporke. Cpeanee misencnme suavennit
AUC, Cmax, Cmin (%) u J0neprreasnnie
MHTEPBATLL, CCH HpUMEnUMo® (Mexannin)

Ao3n arasananipa 30 400 sr w puronasiepa 10 200 ser, 8 xomGuRai ¢ HGARHPEHIOM, © 00CCTICHCHHEM
TIATEALHONO KAHNNYCCKOrO MONHTOPHNIA.

Jlapyrasup/prronasup/s¢anupens (300 sr 2 pasa s cyrxn®/ 100 mr | Japysasup: AUC: | 13%, Cmin [31%, Cmax
2 pasa m cyrxn/ 600 sar | pas » cymxn) * 1nke pexoMeniosasod 115%, Ooaayxuns CYP3IASL). Dgasupens:
2036 TToaobime peayabTarsl OXMIRIOTCS # P TPHMCHEIN B AUC: 121%, Cmin 117%, Cmax 115%
PEXOMEIUIOBANNMX JIOTIX, Onrubrposanne CYP3IA4).

Oamospesscunnii npues shasupensa u papynasipa’puronasipa (800 mr/100 sr | pas s cyTsm)
MOKCT HPUBECTH & Clnxeitno Cmin aapynasipa. Ecan ddasupens neofXouso NPHMCHETS OIHOBPEMEHNO ©

JAPYMABHPOM/PHTOHANHPOM, CHCAYET HPHMEINTE KOMGHMAILN0 AapyHasup/puronasnp s peasme 600 s/ 100 s 2
paia B CyTRH, OQHAKO TAKYI0 KOMOMHAUNO CASKYST HAMIYATL C OCTOPOMNOCTIIO, OM. MHCTPYKUMIO NO

MCTHUMEHCKOMY NPHMCHEHHIO J3PYHABHPA pHTOHABHPA. CM. TRKAC HItKS MHPOPMAIINO N0 PHTOHABMPY.

Qocaunpesasip pHTOHABHpP/

pasupers Kminoneeckm sHasnmoro

(700 ser 2 pasa n cyrxn/ 100 mr 2 pasa n eyl 600 mr 1 paa s GAPMAKOKHHETHHSCKOTO RIANMOACTHCTEIN HE
CYTRM) BAINBJICHO.

KOpPpekums 1035 HIK OAHOTO W3 ITHX ACKAPCTRCHHBIX CPEACTR e Tpedyeren. Cm. Takae Hitke HHPOPMALLIIO 10
PHYOIEABNDY.

Docasnperarip’
neadunasup/

»pasmupens Bsasmoacicrene He i3yNaiocs,

Koppexitis 10350 1M 014010 K3 ITHX JCKIPCTBCHRMX CPEACTB e TpebyeTcs.

®ocamnperasup’
caxsuianup’ Baanmoaeficrane ne msywanocs,
spasmupens

Henoansonaimne Taxoi XOMOMMALIN HE PEKOMERIYCTCR, TOCKOIBKY OAIIICTCR THRUNMOE CINLKEHNE DKCTIOIMIHI
oboux wrrnburopos nporeaist BUY,

Higueasiep’ sdasupens Hivomasup: AUC: [31% (ot |8 a0 [47),
{800 mr x84/ 200 mr | pas s cyTxn) Cmin: [40%. Cxoanoe CHUACHNE
IKCHOILIN HIIHHAREPA HAGMOAAN0CH B
cayyasx, xoraa supesasip (1000 mr x8y)
pBOULICH B xoMGienazine ¢ shasupeHIon
(600 mr 1 pas » cyrxn) (uayxums CYP3AS),
DPaBHped: KAHNHYCCKN SHAHNOTO
(DAPMAKOKHHCTHECCKOrO KIAMMOICHCTINE HE

#almoaanoce.
Huammanup/ puronasup’ spasipeins (800 mr 2 pasa w cyrxn/ 100 mr | Hizmuasnp: AUC: 125% (or 116 a0 132)%,
2 pasa s cyrxar 600 sr | pas 8 cyTxm) Cmax: | 17% (ot [6 a0 [26)", Cmin: [S0%
(or 40 1o [S9)".

Danupers: KINHHECCKH JHATUMOrO
msaumozeiicTsis re mabmozanock. Cpeasiee
reomeTpiieckoe sratcene Cmin wHaHanupa
(0,33 sr/a) npit €50 NPHMEHCHHN B
XOMOMHALMI C PHTONNHPOM It IDABNPCHIOM
Gawn1o GoaBILC, HEM TPH €10 HPHMCHCHHEA B
xasecrse soporeparii no 00 mr k84 (Cmin
0,15 sri/n). Y nameenros, HHGUIAPOBANKKX
BHY-1 (n= 6), nokajarean
GAPMAKOKHMCTHKI MHIMHABNDPA B
hamupeisa 0OMHO GaUTH CONOCTARIMM ¢
TAKOWMMI Y MEHHGHUMPOBAKKKIX
noGponaanien,

XOTR KANHMICCKRR SHAMMMOCTS CHIACHIN KOHICHTPALIN MICIHABNDA HC YCTAHORICHA, 1almo asmcces
GOPMAKOKHHETHHECKOE KIUMOICHCTRNC J0IKHO MPHINIATLCH BO BHIMAINC TPH BRGOPE PEXIMA TEPATIHN,
BAUTIONRIOMIETO OINOBPENCHNO Hanupess i snuuanip, Koppexigen 2036 dhasupeisa ie Tpebyerca, e on
HASHAMACTCA C JIULNEABIPOM I € MIIMHABIPOM PHTOMABHPOM. CM. TAKKS HIKC IIKPOPMALMIO 130 PHTOHIBHDY.
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Jlexapcrsennnie npenaparsi, payieiennLie no
GApMAKOTEPANEHTHCCKMM rPynnas (103a)

Bamsume wa KONUCHTPANNN NPENAPATE B
cuisoporke. Cpeance mavencume mnvennit
AUC, Cmax, Cmin (%) w 1osecpureiannnie
M TEPRATRL, CCAM HPUMEHNMO® (Mexammiv)

Jlomuanyg/ pHYOHARKD & MATKHX KANCyAax T B PACTROPES NN
upuema meyTps) dbanupens

CYUICCTBCHHOE CHIACHHE IKCHOSHLUMN
NONMHIEHPA.

TIpK OAROBRPEMEHHOM HAIHANCHHHN C HPABMPCHIOM CICAYCT PACCMOTPETH REACCOOTPANIOCTS YBEIMUCHAR 203
SOIMMMABKPA H PHTOKARKPA B MATKHX KANCYSAX WIN B PACTROPS VLK NPHeMa BHYTPs Ha 33% (no 4 xancyua/ ~6,5 s
2 pasa n cyTin mmecto 3 xancya/ S ma 2 pasa n cyrxn). Oueaxo cacayer cofunoiars 0CTOPOKROCTS, NOCKOILKY
TAKAS KOPPEKIGIR A0TM JUIN ICKOTOPMX BALMCHTON MOKCT OXKAIETLCX HEAOCTATOHOIL

Jlomueamgy/ purosanup s rabnerxax/ sganupens
(400/100 mr 2 pasa s ey 600 sr | pas s cyrsu)

Konuerrpamsr somasasmpa; [30-40%.

(5007125 mr 2 paza 8 cyrxw’ 600 sr
I pas » cyrxn)

Komenrpassn TonmuHasHpa CXO1HN ¢
TAKOBLIMH TIPIt IPUMENCHMM NONHHABHPAS
purrosasupa 1o 400/ 100 mr 2 pasa B cyTsH
Ge3 shasupensa,

Jlosa somosasispa n prronanupa n rafiaerkax aoxasa Gurs ysemiena 10 5007 125 wr 2 pasa » cymen npm
OAHOBPEMCHIOM HPHMENSHIM ¢ Sdanmpesiom 1o 600 mr | pas s cyrxm. Cu. Taxme ioke HHhopMMLno no

PHTOHABHPY.

Headuoranup/ sanupern
(750 s x84/ 600 sr 1 pas n cyrxnm)

Hendumasup: AUC: 120% (o7 18 a0 134),
Cmax: 121% (ot 1 10 30 133). Jlanmax
xOMOMHAIHA OGRYHO XOPOIIO NEPEHOCHTCR,

KOppexuss A03id 15 05070 163 ITHX JACKIPCTHSIHMX CPeacTs e Tpelyeres.

Puronasup/sdasupens
(500 s 2 pasa s cyrxu/ 600 mr 1 pas » cyrxs)

Puromanup: AUC yrpom: 118% (16-133),
AUC seyepos: +», Cmax yrpom: 124% (112-
138), Cmax scucpos: «+, Cmin yrpose: 142%
(19-186)", Cmin nevepom: 124% (13-150)".
Spasupens: AUC: 121% (110-134), Cmax:
114% (14-126), Cmin: 125% (17-146)"
(MHrHOHPOBAHIC OKHCAMTEARNOTO
seratoamssa). Tpu npuesc sdasupeisa
xoMOstuatgm ¢ puronasupos no SO0 wr
600 sr 2 pasa » cyTxH nepeHocMocTs Gula
HMIKOH (HanpuMEp, HABIOAANCE
FONIOBOKPYACHNE, TOWINOTY, (IAPECTEINN,
NOBMILEHNS AXTHRHOCTH «IICHEHOMHMX»
pepmenTon). JocTatodMmMe JanHne o
NCPCHOCHMOCTH MPARNPCIIA B KOMORHALH C
PHTOHARKPOM B HI3KHX 103ax (no 100 mr |
MM 2 PEXA B CYTKH) OTCYTCTRYIOT,

[Tpi HAIHANCHMM SPABNPSING C PHTONABNPOS B HHIKMX J03AX CHCAYET YUHTHBATS BOIMOKNOCTS YREANUCHIUA
MACTOTH CHASAHMAX € IDABHPCHIOM HCACANTSTRHMX XNICHIT BCICICTEMC BOIMOKHOTO (DAPMAKOANHAMIECKOTO

BIAMOICHCTEMN.

Caxsuuasup/ pHTOHABHD MWPasupe

| BrammonehicTane 1e Hiywasocs.

OTCYTCTBYIOT AAHHME, (KIBOATOWNE PASPabOTATE PEXOMCHIALINN 110 PERHMY J03HpoBatns. Cu. TaKxe Bane
urdopMatno no puronasupy. Mpisencine HGanupeirsa & xOMOHHALHI ¢ CAKBHHABIPOM B XaNCCTEE

eancTaeHnoro Murnburopa nporeatss BUY e pexomenayercsa.

Anmazonucmm xemoKunosux peyenmopos CCRS

Mapasupox/ ypanupens
(100 mr 2 pasa 8 cyrxw/ 600 sr | pas s cyrxu)

Mapasupox: AUC:: [45% ([38-]51), Cmax:
151% (}37-162). KonenTpawmn

He HIMEPAICE, BiansoneficTRIe He
OAMINCTCA.
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JIERAPCTREHNLIC TPEIAPATRL, PRALICACHIMC 110
QAPMAKOTCPANCETHUCCKHM IPynnaM (103a)

Bausine Ha KONUCHTPAUNIO NPENAPaTa &
capoporke. Cpeance wasenenmne ynavcnni

AUC, Cmax, Cmin (%) # 10BCpHTCABHBIC
WITEPRAIBE, CCAN HPUMENNMO” (Mexanniv

CM. MHCTPYKUMH 10 NCIMUMHCKOMY MPHMCHCHMIO ACKIPCTHCHNMX NPCIAPATOR, B COCTAE KOTOPRIX BXOIHT

MAPABHPOX.

Huzubumop unmezpaise BHY

Parrerpanap/sdasupens (400 ur ogsoxparsas zo3a <)

Pasrerpasup: AUC: [36%, Cyx: [21%, Cmax:
136% (mmayxuns depseenta YIO-I'TIAL).

Koppexipes 1038 panverpanipa e Tpedyercs.

Jexapemaennsie cpedcmea wi cpynn HHOT u HHHOT

HHOT/ »dasupens

Heeaeaosanns s3asvoachicramil sganipeina
o npenaparos us rpynnst HHOT we
HPOBOTLINCS, 30 HCKIOMCHHEM
RIANMOACTICTENI C BAMHBYIIHROM,
IMAORYAMHOM 3t Tenodosipa
wsonpoxcitapymaparost, Kneusecxn
IHATHMBIC BIAHMOICACTINS NE
UPCANONArAXOTCH, TOCKOTLKY METROOTHIM
npenaparon w3 rpynmst HHOT nporexact
YTEMM, OTANMIIMM OT TAXOBSIX VA
MHABNPEINIA, I MAAOBEPOXTHO, 41O 0K ByayT
KOHKYPHPORATL 3@ OUIN M TC e

METabOMOIMPYIOUDIC CPNCHTI 3 YTH

BAIBCICHHR.

Koppexums 2036 Kt OAHOTO 3 TAHHMX JCKAPCTRCHHMX CPECTR He Tpebyerca.

HHHOT/ »asupein

| BaaumoacficTaie ne 3yNatocs.

TNocxoanky npusmesnciie 1syx HHHOT se ofecncamsact npesMyiiecTsa ¢ TOYKN IPCHRR SQPSKTHBHOCTH 1
GCINBCHOCTI, OAHOBPEMEHIOE NPHMCHERKE YPAsHPCIna M ApyToro cpeacTsa iy rpynnw HHHOT we

PEKOMCHILYCTCH.

Texapemeennsie cpedemea npomuse supyca zenamuma C

Botenpennp/ shasupens
(800 r 3 pasa » cyrxn’ 600 mr 1 pas & CyTkn)

AUC: «++19%*, Cmax: «+8%, Cmin: [44%,

s AUC: «20%, Cmax:e=| 1%,
Cmin: J12% (124%- | 1%) (suayxuns CYP3A
suset wa Goucnpenup), *0-8 4. Orcyrcraue
IPHCKTA (¢4) COOTHETCTRYET YMCHLILCHNIO
CPE/INHETO COOTHOIDCHMR He > wem 1a 20%
HAM YBCAMUCHIMIO HE > 4est Ma 25%.

KAHHIMOCKAR SHATHMOCTS YMCHLUICHHS KONUCHTPAIUH GOLCHPERIDPA B IIAIMS KPOBH 1IC YCTANOBICHA.

Teaanpennp’ ydanupens
(1125 mr x84/ 600 sr | pas » cyTxn)

Teaanpennp (ornockTeasho 750 sr x8u):
AUC: [18% (|8-127), Cmax: | 14% (}3-]24),
Crnin: [25%(] 14-/34)%. Ddarupens: AUC:
118% (110-126), Cmax: [24%( |15-132),
Croun: [ 10%0muayxuns CYP3IA4).

[1pi COBMECTHOM TIPHMCHEHMH TEIATPEHIPA i HPABHPEIIA PCXOMCHAYCTCS YICINIITL 03y TENANPCBNpa 20 | 125

M1 k8w,

Cumcupesup/sdasupein
(150 mr | pas s cyrsn/ 600 wr | pas s cymxm)

Cumenpensp: AUC: [T1% () 67 -[74),
Cmax: [S1% (146 -156), Cmin: 91% ([88-
192) Ddasupens: AUC: -, Cmax: «+, Cmin:
+s, (ayxums CYPIAL)

OOBPEMCHHLIA NPHEM CHMCTIPSBHPA € WPABIPCHIOM NPHEOINT X CYIICCTHSINIONY CHMACHIK KOHLUCHTPALIH
cuMenpennpa B nnasse seaeacTane Mty CYP3A SQasupciion, HT0 MOKCT HPHBCCTIE K HOTEPE
TCPANERTINECKOrO peKTa Cascnpeaipa. CORMECTHOE HPHMENCHHE CHMETPCHIPA M HPaBIPeira ue

PEKOMCILTYETCR.

Anrnbuoruxu

Asirposteinn’ sgasnpens KnweckH 3BA9HMMOro

(600 Mr » muae oaHoKpaTHO J008/ GAPMAKOKMHETHHECKOTO BIAMMOJLHCTRIA HE

400 mr 1 pas s CyTRH)

BRIXIICHO.




Jexapernennnie nPenapaTil, parieaennne 1o
DapMakoTepanesTHICCKUM rpynnam (103a)

Bamsume Ha KOHUCHTPANNI0 NPCAAPATE B
cumoporie. Cpeanee mamenenne navennii
AUC, Cmax, Cmin (%) » 108epureasnbie
NIHTEPRAITIM, CCAM IPUMEMNMO® (Mexanmnim)

Koppexkums 1096 MM 0AMOrO M3 AAMNMX SCKIPCTHEHILIX CPEACTS He TpebyeTcs.

Knapsrpomminer/ >dasmpens (500 mr x 1249/ 400 wr 1 pas » cyTxn)

s AUC: [39% ([30-[46),
Cmax: [26% (115-/35). 14-
MIPOKCHMCTADOANT KAIPHTPOMMIMHA!
AUC: 134% (118-153), Cmax: 149% (132-
169). Dpamupens: AUC: «», Cmax:
1% 0nuyxws CYP3IAS). Kowsas cuns
mabmonanacy y 46%
HEHRPHIDIPOBINMMIX OANOSPEMEHHO
TPHHICARIX KASPITPOMILLIIN,

KAMINeckan SHAMMOCTS IIMCHCHHI KOHILCHTPALIH KAAPHTPOMIIIIIEA B NAAIME KPosK He yeranonsens. Baecto
KRAPHTPOMMIMNA CACAYET PACCMOTPCTR BOIMOKROCTS IPHMCHCHHRA APYTOr0 aHTHOMOTHKA, 1apuMep,

amrpomsipnea, Koppexins aosu sdanipeicsa e rpebyeres.

Jlpyrue anrrnBroTiKs us rPyInL MAXpOIAOS
(anpumep, IpuTposuen ) sdanupests

BaaumoacAcTane e iyNaiocs,

OTCYTCTBYIOT ARHILE, NOIBOAKIOUME PAIPABOTATL PEXOMEHIAUMM 110 PEAIMY J0THPOBIHAA.

MporuporySepRyICINLIC ICKAPCTHCNNRIC CPEACTRA

Pidabymun >dasiepery
(300 mr | pas s cyrxu/ 600 mr | pas s cyren)

Pudabyrun: AUC: [38% (}28-147), Cmax:
132% (1 15-146), Conin: [45% ([31-]56).
Dpasupens: AUC: Cmax: +, Cmin: }12%
(124-11) (mayxuns CYP3A4G),

Cytounas 103a pidabyTiea gomaia 6ame yaeandera na S0%, ecan mIaEEpYyCTCSE OHOBPEMEHIOS MPHMENCHNE ¢
shasuperson. CACAYET TAKAC PACCMOTPETS HEACCOOBPANIOCTE YABOCHME 2038 prbabyTHHA ITPH IPHMEHCHUM
pidabyriuna 2 wan 3 pasa 8 Beacao & xomGrramon ¢ aganspernom. Knnoreckiit sgexT rakoll Koppeximm 103w
1ee sayves. TIpi XOppexuMs 2038 TAKKE CACAYET YYHTRBATE MIAMBIIYRTRIYIO NEPSHOCHMOCTS M
BHPYCOROTIMCCKIR oTieT (CM. pasien «DapMAXOIOIHYCCKHE CHORCTEY, BOAPAsac] «DapMAXOKHHCTHRAY).

Puasmmumn/ spanuperns
(600 sr 1 pas B cyrkw/ 600 mr 1 pas B cyven)

: AUC: [26% (115-136), Cmax:
120% (L 11-)28), Cmin: |32% (]15-146)
(sutyxumus CYP3IA4 n CYP2B6),

ECan Haniperrs IPHMCHACTCR OUOBPEMEHIO ¢ PHOAMITHIIHOM ¥ HaHeITON ¢ Maccoi Teaa SO xru Gonee,
CYTOHIYIO A03Y dpamupeiesa creayer yseanunts 20 800 ur, w1o6ud 06ecne it IKCHOMINLO, CXOIHYIO ¢ TAKOBOH
npM npHMeHCEIN ddasipensa 8 cyrounoil gose 600 sr Ge3 prdavmunprsa, Kanunsecxuit dpPekt Taxoll xoppekinm

2008 He H3ydcH. [Ips KOPPEKITHE A0TK TAKAKES CACAYET YHHTMBATE HIIHBIULYLIRHYIO NEPEHOCIHMOCTH )
Bpyconorueckiil oreet (oM. payien «DapMAKONOrHUCCKIE CHORCTEAY, NOAPaIICH «DapMAXOKHICTHXAN ).

Koppexima 1038 pudamnunsa we Tpebyercs.

TporusorpulKoOBLIC ACKAPCTRCHILIC CPEACT A

" paBupen
(200 mr x 129/ 600 sr | pa3 s cyrxm)

Hrpaxonasom: AUC: [39% (121-/53), Cmax:
137% (J20-[51), Cmin: [44% xonueHTpaIMA
HIPAKOHAIONA BCACACTRME MAIYKILIN
CYP3A4). Puapoxcunpaxonason: AUC:
137% (114-}55), Cmax: [35%([12-]52),
Crun: [43%(]18-160). Ddasupens: ue
BAIKBICHO KIMHIYCCKH SHATHMBIX
HIMCHCHRIL

Tockomuky Heanis nepaboTars PEXOMEHAAMINNA 10 PEANMY J0IMPORUE HTPAKOHAIONA, CACAYET PACCMOTPETH
POIMORKHOCTS HPHMEHEHIN ATHTEPHATHBHEIX NPOTHROIPUOKOBX AEKIPCTHEHHBIX CPEICTH.

Nozaxorason’ »pasuperns - / 400 mr | pay & CyTeu

Hosaxonasor: AUC: | 50%, Cmax; [45%
(oayxipn Y O-rsoxyponsponams ).

Caeayer iberars 0JHOBPEMEHHOTO IIPHMCHEIMA NOSAKOKAIONA i HPARMPCHIA, CCAN TONLKO ORHAICMAN NOTHIA

SR NAIEHTE HE DPERMINACT BOIMOAHNHA PHCK,

Bopukonazon/ ypasupens
(200 sr 2 pasa B cyrew/ 400 mr 1 pad n cyTRN)

Bopuxonason: AUC: [77%, Cmax: [61%.
Opanupers: AUC: 144%, Cmax: 138%.
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JlexapcTaennnie NPenaparsl, PayicAcHHLIC 110
GapMAKOTCPANCETHUCCKIM TPYINaM (1034)

Bausiue Ha KOMIEHTPAUMNIO TIPENAPATA B
C . Cpeanee wssMenenne nasicnni

BIBOPOTKE
AUC, Cmax, Cmin (%) # 1osepureibinie
MIFTCPBAIBL, CCAN TPUMEHNMO® (Mexanmnim)

Boprxosazon/ ypasupens
(400 ser 2 pasa n cyrxa/ 300 mr 1 pas s cyrxu)

Bopuxosasoa: AUC: [7% (]23-113)°, Cmax:
123% (11-153)%. Ddasupens: AUC: 117%
(16-129)**, Cmax: «=**,

* no cpasrcimo ¢ 200 sr 2 pasa n CyTKH OpK
NPHMCHEHHN B MOHOTCPAIN,

** po cpaspcumno ¢ 600 ur | pay & CyTxs pat
HPUMCHEIINE B MOHOTEPAMIN (KOHKYPEHTIOC
HHrHOMPORAILILE OKICANTENLHOTO
MeTabonmana).

TIpit OXROBPEMENHOM HPHMENEIIL HPANMPEINIA ¢ ROPHKOHAIOIOM NOLICPAHBAKIIAS 1072 ROPHKONXIONA JOIKHA
Onis yeeawycka 10 400 Mr 2 pasa B CYTKH, 3 2038 HDanupesia CHIKEHa

20 300 wr 1 pas n cyrxu. Ecam npuMencHue BOPHKOHAI0AA GyAeT NPEXPAIIENO, TO 1034 Hpasipensa 10k Ha e
BOCCTANORICHE 10 HAMATLHOM, CRCXYET HMCTS B BIUTY, 9T0 TaBACTXH ¢ Miaxoit 2000di pasupensa B PO ue

JAPCIHCTPHPORANBL.

Dayxonazon Wpasupeins
(200 mr 1 pas s cyrw 400 mr 1 pas » cyTen)

Kammueckn IasmMMoro s3sauMoacicTems e
BLITAICHO,

KOoppexins 2008 13t OO0 i3 JRILIX ACKIPCTBCHHLX CPEACT He TPebyeTes.

Kerokouason u apyrue nporusorpubrosme
CPEACTHA ~NPOHIBOHBIC HMIIAIONA

Braumoscicane ne iwrysinocs.

OTCYTCTBYIOT JAHIILC, OIBOAKIOUING PAIPABOTATE PEKOMEILIALIMH 1O PEAHMY JOTHPOBIINA.

HPOTHBOMAISIPHIHBIE JIEKAPCTBEHHBIE CPEJICTBA

Arosaxon/ nporyamey sdanupeies (250 s/ 100 Mr opsoxparsas
o3/ 600 mr 1 pas » cyTxun)

Avomaxon: AUC: 175% (or 162 no 184),
Cmax: 144% (or 120 0 161). [Tporyamur:
AUC: 143% (o1 17 a0 165), Cmax: *.

T10 BOIMORHOCTI CALAYET HIGETATH OAHOSPEMEHHOND PHMEHCHIA STORANOHA IPOrYAHILIA C IPABUPSHION,

Apreserep’ momedantpun/ adanupests (20 sr/ 120 mr, 6 npuemos
1o 4 TabueTxn B Tescune 3 et/ 600 mr 1 pas b cyTxH)

Aprenerep: AUC: [S1%, Cmax: [21%.
Jiwrwapoapresseunone: AUC: [46%, Cmax:
138%.

Jhostedasmpanr: AUC: [21%, Cmax: «e
pasupens: AUC: [17%, Cmax: e
(smuyxumus CYPIAL),

BOIMOKILO CHIACHHE AHTHMAIRPHITIOND HhHeKTa BCACACTBHE CHIDKCHHA KOMUCHTPRUMM SPTCMETCPA,
ANCHAPORPTCMMIHHIHA WM TIOMCHANTPHNA 1IPI COBMECTHOM NpHMcHcinm ¢ dpasupenson. Cacayer cobmozar
OCTOPOKNOCT), DI COBMECTHOM NPHMEHSHMM HPARMPCIIA C SPTEMCTCPOM TIOMCHMITPIION.

AHTAUMIHBIE JEKAPCTBEHHBIE CPEJICTBA

ANTRIDUTM, COACPARIMMC ATIOMHHHA MHAPOKCIIL = MATNHN
PMAPOKCHUL = cuMeTixon sgasupens

(30 1 omoxparnis aosa’ 400 sr ooKpaTHAR 1033)
DamoTizHa Ypasupen’

(40 ser - oamoxpaTHAs 2030/ 400 My - 0ANOKPATHAN 1034)

Kak anmauman, COACPAANINE QIR0MIEHHS
TILIPOKCH MAM MAIMMS MAIPOKCILL, TAK ¥
GAMOTIIHH HE OKAXBAIOT
#eCIArONPHATHONO BINAMMA M BCACMBANHC
>paniepeicsa.

Mmmmmmwmwmmcxmlml.mmmmupﬂ
dpanuperna.

HEAYAOMHONO COACPANMONO, HIMCHHTCH BCACKBACMOCTM

AHKCHOJIHTHKH

Jlopasenam/ wpanipers
(2 mr oamoxkpaTias 1038/ 600 mr 1 pas B cyTeH)

Jlopasenam: AUC: 17% (11-T14), Cmax:
T16% (12-132). D1vt MIMCHCHRR 1We
PACHCHHBANOTCH KEK KAMHHICCKH THANHMMC,

KOPPEKIts A03h it QIHOTO I3 ZAHHMX ICKAPCTRCHNHMX CPEICTE He TPebyeTcx.

AHTHKOAT YJIAHTHI
Bapdapun' spanmupens Baasmosicitcrane e wiysanock. Boimoxno
Aucroxysapon’ apanspens KAK YBCTHUCINNG, TAX M YMCHBIICHNE

KONUCHTPAUE BapdapHHL AUCHOXYMAPOIE B
FUIAIME KPOBIE 10 BICTHNCM dpasupeia,
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Jlexapernensiie HpenapaThy, payleiennLie no Bassume i XONUEHTPALNI0 NPEAAPATa B
GAPMAKOTEPANCHBTIHYCCKMUM FpyInas (103a) cuBopotke, Cpeanee savenenne suavennit
AUC, Cmax, Cmin (%) » aoncpureannne
MM TEPRATLL, CCTH HPHMENNMO* (sexaniinm)

Momer noTpehoBaATHCE KOPPEKIHA A0IM BAPGAPHHA AUCHOKYMAPOIA.

NMPOTHBOCYIOPOKHBIE JTEKAPCTBEHHBIE CPEJICTBA

Kapbasasenun/ »panupen KapGamasemu: AUC: [27% (J20-/33),
(400 mr | pas B cyrew 600 mr | paz s cyTxn) Cmax: [20% (}15-124), Cmin: [35% (24
144), Ddanmpeny: AUC:

136% (]32-140), Cmax: [21% (}15-126),
Crun: [47% ([41-153) (cmxcume
KOMECHTPRLN xapGaMaIennuua BENCACTIIG
muryxis CYPIAL, cunxesine
KOHHCHTPIIUA HPamiepensa BCICACTEHE
wiayxim CYP3IA4 » CYP2B6).
Passosecubic 3aucnins AUC, Cmax i Cmin
axTHsHoro setabomema xapOamasenmna
INOKCITA He usMeHmoTex, BlanmoachicTase
IpH 0HOBPEMEION tpumeticinn Goace
BRCOKHX 103 Mhamipeirsa i
KapOarsascimua He HIYHIOCH,

OTCYTCTBYIOT JANNME, Ha OCHOBAHMN KOTOPAIX MOXHO PaspaboTars PEXOMEIIALIN 110 PEAHMY I0IHPOBRNNA.
Creayer paccMOTPETh BOIMOANOCTL IPHMEHEHIN APYTONO TPOTHROCY IOPOAINOTO AEKIPCTHEHHOTO CPEACTHA.
PeKOMCHIVETCH IIPOBOINTE HEPHOAMYCCKMIT MOMMTOPHHT KOHICHTPALIN KAPOANAICINIA B IL12IME KPOBH.

DennTons, henodapinTat it ApyTIE NPOTHBOCY TOPOKHEIC Baannoneitcrsite e mayuanocs. Boamoxno
MCKAPCTRCHIME CPEICTRA, ARamountecs cyberparamu KAK YMCHMBEHHE, TAK W YBCAHSCHNIS
usodepmenron CYP450 KOHUCHTPAINGE PeinTOMHA,
NPOTHBOCYAOPOKIMX SEXAPCTHCHHEIX
KRAVOUMXCK CyDeTpaTasi siodepseHTon
CYP450, ccm 3TH IpEnapitid NPHMEHAKTCR

OAHOBPEMEHHO € danupesom,

Ecam Mpanupeus npHMCHRCTER OHOBPEMEHHO C HPOTHBOCYFOPOMNMMI MPCHAPATAMH, NBARIOUHMHCA cybBerparasm
modepsermon CYP450, neofxouso 0CyIeCTRINTS NEPHOIIMECKITT MONMTOPINE KOHUCHTPALMA
NPOTHBOCYAOPOAIMBIX MPCTIAPATON B KPOHM.

Baasnpoesas kncaora/ sdasupens (250 mr 2 pasa s cymxa/ 600 sr | Kaenneckn 3HaHMOTO BIHRIA 162

1 pas B cyTRH) dapmaxoxsHeTHKy SPASHPCHIA BC BAIRICO.
OrpaniyeHMble 03¢ TOXAIMBANT, HTO
KIHHHYCCKH SHAYHMOC ITHARNE HA
DapMAXOKHHCTHKY BUILIPOCHOR KHCIOTH

OTCYTCTBYCT.

Koppexio 1036 ddasipeisa He Tpedyetca. [Tatmeinmi 20005 HAX0INTRCA D01 HAGTIOICHIHEM LI KOHTPOAR
CYAOPOAKITHIX HPHITRIKOR.

BuraGarpuw/ sdasupens BaaumoAcHCTING HE H3YMATOCH.
Fabancnrme sdanupens KIMHMUCORN TACHMME BIAHMOACHCTRNN
MATOBCPORTHB, NOCKOIMKY BHISGATPHE 1
rafancHTHH BRBOINTCS HCKIBOMHTCABHO
NOMKAMI B HCHIMCHCHIOM BHAC M BPRIL JIN

Gyiay™ KOUKYPUPOBATE C
METabOMINPYIOUMI GepMCHTRMIE H
TYTRMM BRISCICHAA JPanHpeIna.
KOPPEXIDAR 50754 MM ONOFO M JAHILIX ACKAPCTRCHMMX CPEACTS 1e TpebycTe.
AHTHAENPECCAHTBI
Cerexmuanme unubumopst oGpamnozo 1GXeama cepomonung
Ceprpanni/ sdanspens Ceprpaamn: AUC: [39% (]27-150), Cmax:
(SO sar | pa3 8 cyrxn/ 600 sr | pas s cyrxm) 129% (}15-140), Cmin: [46% (}31-]58).

Spasupeny; AUC: «; Cmax: 111% ( 16-116-
), Cmin: «= (outyxuss CYPIAS),

YacanueHie 205k COPTPATHHS A0TANO TPOSOINTRCH C YHCTOM KIIINMECKoro orsera. Koppexuss ao0m
>dammpensa we Tpedyeres.
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Jlexapermenmnie Npenapariy, PalieNCHuLIC 10
DAPMAKOTEPANEBTHUCCKMM IPYIRAM (1o3d)

Bansne Ha KOHUCHTPAINIO NPENnapara 8
3 Cpeanee waMenenne Juatcnni

AUC, Cmax, Cmin (%) # Josepureabinie
MITCPRAIBE, CCAN PIMENNMO® (Mexanniv)

TapokceTs sanipercs
(20 mr | pas & cyrew/ 600 sr | pas s cyrxn)

ECAMMUNECKI IHATHMOTO
(DAPMEKOKHNCTHNCCKOIO BIANMOCHCTRHA HE
BHARICHO,

KOppexis 2008 N OHOMO M3 JAHHLX ICKBPCTBCHHAX CPEACTR He Tpebyercs.

QuyoxceTui’ pasupers

BaasooneficTmie He wsynanocs. [ockoanxy
28 GAYOKCCTING XapaxTepest TOT Ke
merabonuscckuit npodian, wro o U
HAPOXCCTHHA, T.C. OH RBJIFCTCR MOULEIM
mrnGuropom CYPZD6, MoOMNO 0AcHIATH,
wro duryokceTns Taxxe sie Gymer
WIAMMOACACTHOBATE C dDanHpeIon.

KOPpexims 031 10 0010 #3 SAHHMX JCKAPCTECHNMX CPEACTS e TpebyeTes.

Cerexmusnmie unzubumops 06pamuoco 1aXeama Kamexo1aMunos (Kopadpenaiuna, donamuna)

bynponmnow spasipeics
(150 mr oasoxpariian 2033 (HPOJOHIHPOBARKOrO AchcTENE) 600
sr 1 pas B cyTRm)

Bynpomuon: AUC: [55% ([48-]62), Cmax:
134% (J21-147). NuapoxcnOynponnon;
AUC; +», Cmax: 150% (120-180) (rayxips
CYP2B6).

Yneanveiee 203k Gynponsosa J0TAHO POBOANTACH ¢ YNETOM KIHHHHCCKOTO OTBCTR, 0MAX0 A0 HE A0/TKHA
OPCRMIIATE MAKCHMAILHO PEKOMEIAYEMYIO 103y, Koppexims 2014 sdanupensa we Tpebyetcs.

BJOKATOPBI HI THCTAMHHOBBIX PELEITOPOB

Herupann/ sdhasupens
(10 ser omeoxparias aosa’ 600 sr | pas s cyTsn)

Lierupais: AUC: «; Cmax: |24% (18-
130).

JIAMHAIC HIMCHCHHA HC PACUCHNBAXOTCH KaK
KAMHHMCCKM JHAYHMBIC,

DPamipens: KAHHINCCKH SHAYMMOrO
BIMHMOICACTIMA HE BASBICHO.

KOPPEKIHA 034 11 OANOT0 H3 ZSHHMX JCKAPCTRCHHMX CpeacTh He Tpelyerca.

CEPJAEMHO-COCY/IHCTBHIE NPENAPATHI

Brokamopst «Meoaennsixy Kaisiuesuy Kanaios

Jiurmnases ydasupenn
(240 sr 1 pas 8 cyrxw/ 600 mr 1 paa n cyvxn)

Jiurmasese: AUC: 169% (155-179), Cmax:
160% (1 50-168), Cmin: [63% (144-175).
Jleanenutsrmases: AUC: [75% (159-184),
Cmax: [64% (]57-169), Cmin: [62% (}44-
175). N-monoaemenuuuurmasem: AUC:
137%(117-152), Cmax: [28% ([7-]44),
Cmin: 137% (J17-152). Ddasupers: AUC:

111% (15-118), Cmax: 116% (16-126), Cmin:
113% (11-126) (urayxuns CYP3IAL).
Vacmruenne GaprakOXMHETHICCRHX

napaserpon Mpasipensa He G0 pacueneno
KK KTHMHYCCKH SHATIMOS,

Bonpoc 0 HEOOX0THMOCTH KOPPEKIMH 1036 THITHAICMA PCIACTCR ¢

YUETOM KIHHHYCCKOTO OTHETA (CM,

JCTPYKINNO 110 METHITIRCKOMY NPIMEHEIIN0 uiiasema). Koppekims 103 Spasupensa e Tpebyeres.

Bepanasou, eaommin, Wigenniun i HUKapaTIHH

Bsaumoachicremne ne inywanocs, Ecau
PARNPCHS IPUMCHRCTCR OANOBPEMCHHO ¢
KakHM-1000 NPCHAPATOM 13 TPy
GUOKATOPON (MCLICHIBIXNY KATLINCHMX
KAHAAOH, KOTOPME RBARMOTCA CyBeTparamm
wsodepmenta CYPIAS, BOIMOKHO CHIKCHNE
KOHUCHTPAIMN 3Tor0 GEoXaTOpa B NIaINe

KPOBH,
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Jlexapersennnie HpenapaTa, payieaennne no
GAPMAKOTCPANCHTHUCCKIM FPYIIRM (103a)

BARSHHE HA KORICHTPAUMIO NPENAPATA B
Cpeanee H3Menenne suaucuni

CMBOPOTRE.
AUC, Cmax, Cmin (%) # J0Bcpureabuse
MITCPRAALE, CCAN HPHMENNMO® (Mexanniv)

Bonpoc 0 #eobX01u0cTH XOPPEKII 203 GIOXATOPOB «MCLICHHBX? KUTHhIMCEAX KIHANOS PEUIACTCN € YRETOM
KAMMHNCCKOIO OTHETR (CM, MHCTPYKILHI 1O MEIMUMHCKOMY HPUMCHEHHIO GHOKITOPOB «MEUICHRBIXN KAIMIIHCHMX

KAHAOB).

THINOJTHITHJIEMHYECKHE JIEKAPCTBEHHBIE CPEJICTBA

Hueubumopw F'MI-KoA-pedyxmain

Arvopsacrarun/ sdanupens Atopsacrarun: AUC: [43% (|34-150),

(10 s 1 pas » cymin/ 600 mr 1 pas i cyrxn)

Cemax: [12% (]1-]26). 2-
rgpoxcuaropsacratun: AUC: [35% ([13-
140), Cmax: [13% ([0-[23), 4-
nupoxcuaropsacrann: AUC: 4% (10-131),
Cmax:

147% (19-151). OSumax axTHBROCTS
uurnGuropon I'MI-KoA-penyxraiu: AUC:
134% (121-141), Cmax [20% (}2-126).

Cacayer OCYmECTRANTE NEPHOIMRECKMA MOIITOPHIT KOHUCHTPALIE XONCCTepHHA B kponst. MomeT notpebosarmica
KOPPCKLIR 20354 ATOPBACTATILES (M, HECTPYKINNO 110 MEMDINCKOMY NPUMCHEHINO aTopsacTaTiia). Koppexiua

2038 MparHpeia He TpedyeTcs.

[pasactatioy >dasmupens
(40 mr 1 pas B cymew’ 600 mr | pas 8 cyTxn)

: AUC: [40% (126-157), Cmax:
L18% (159-112).

Caeayer OCYIECTIANTS DEPHOAHMCCKMI MOHHTOPHHI KOMICHTPAIMM XOoaecTepna i kposst. Moxer norpebosarses
KOPPEKIMA 03 HPABACTATHNA (CM. MHCTPYKUMIO 10 MEANITHHCKOMY HPHMEHCHNIO npanacTariig). Koppexins

207 MgaRNpeina we Tpebyerca.

Conmmacranoy shasupers
(40 mr 1 pay s cyrae/ 600 ser | pas s cyrxn)

Cussacrann: AUC: [69% (162-173), Cmax:
176% (163-179). CumuacTariy KUCIOTa:
AUC: |58% (139-168), Cmax: [51% (]32-
158). O6was axmnsocTs wrnGrropos I'MI™-
KoA-peaystasm: AUC: [60% ([52-168),
Cmax: [62% (155-178) (mayxues
CYP3A4). Tlpu oasospesecHnom
NPHMCHCHHH YPABHPCHIA C ATOPRACTATHHOM,
IPARSCTATHHOM W CHMEBACTATHIOM
suaveinen AUC n Cmax sydasupensa we
HIMCHRIOTCH,

CNEayeT OCYMIECTRINTS ICPHOTINECKII MONHTOPHHT KONIICHTPALIMM XOACCTCPINa B xponn. Moxer notpeGosarhes
KOPPEKIMA J036! CHMBACTATHHA (CM. HNCTPYKINNO 110 MCAMIBHICKOMY MPHMCHCHINO CHMBACTATING), Koppeximus

Aossl sdamupensa ie Tpebyercs.

Posyractarur/ apanupens

BaaumoachcTame e 1iyNaiocs.
POosyRacTaTin musouercs B OCHOBHOM B
HCHIMCHCHTIOM BILIC MCPEY KEAY 0410~
KHIBCHHB TPAKT C MEIYMI0, HOITOMY
s3auMoaciicTene ¢ hasupensom He
OKMIACTCA.

Koppexiuin 2035l 1t OHOTO 1) AKX JCKEPSTECHIMX CPeacTs ne TpebycTea.

FOPMOHATBHBIE KOHTPAUENTHEBI

JLAn EPOPATLHONO MPHMCHCHI: DTINNUTCTPALION +
noprecTumar/ »dasiupens
(0,035 sar+ 0,25 smr 1 pas s cyrxn/ 600 mr 1 pad » cyTxn)

Inoouncrpaaion: AUC: e+, Cmax:es,
Cmin: [8%

(114-125). HopourecTposan (axTisssil
merafonmnr): AUC: [64% (162-167), Cmax:
146% (139-/52), Cmin; [82% (J79-/85).
Jlesoroprectpea (axTumnait scraboant):
AUC: [83% (}79-187), Cmax: [B0% (]77-
183), Cmin: [86%(}80-190) (mxayxuns
merabommaMa), Ipamepens: KIHHIICCKH
IHAMHMOrO BIZHNOICHCTAMN HE BRNBICHO,
Kninieckan mamineocts 3Tux sddexron
HEIIBCCTHA.

59




JeRApCTRENHBIC NPENAPATHL, PALICALHNLIC O
GAPMAKOTEPANCBTHYCCKUM rpynnam (103a)

Bamsinme na KOHUCHTPAUNI0 HPCNAPATA B
cusoporke. Cpeanee mIMeHCHNe Jnasennil
AUC, Cmax, Cmin (%) # 108epureabubic
HHTEPRAILL, CCHM HPUMENNMO® (MeXaHNIM

B 2000AMEHNE X TOPMOMATLNMM KONTPRUCHITIRAM A0KCH HCNOILIOBATECA HAACKHLI MeTOa Gapreproit

xonTpancipien (ca. pazaca «IIpuscncnnce nps GEpeMennocTit 1 1 1

IPYAHOIO BCKAPMIHBAHNAR),

TTponourHpORANOTo ACHCTRMA 1A BIEYTPHMAMUICUHOTO BRCICHUA:
Jleno- MEAPOKCHIIPOreCTEPOHE ANCTAT

(IMITAY >dasupein

(150 mr JIMITA »/m oasokpaTio)

B Tesenie 3 Mecsties wccacionanis we Guno
BLABACHO THAMHMBIX PRI B OTHORICHIN
GAPMAKOXMHCTHICCKIX NAPAMCTPOR
MEAPOKCHITPOINCCTEPOHI MY
JoGponosiamy, noxyuasaniss APBT, ¢
MWpanupeIrom, H A06GPOBOALLA, XOTOPHIES
se noayyan APBT. Bo sropom
HCCACAOBAHIN OhUTH IHOMYSCHM CXOMME
PEIYALTATHY, XOTR KOHIUCHTPALMH
MCAPOKCHIIPOrCCTEPOHE B IAIME KPOBIt
paansancs n Gommeit crencam. B obonx
HCCACAORANMAX KOHUCHTPALMM IPOTECTCPOHA
B TUIRIME KpOBH Y A06ponosthien,
PHEEMABIINX dABUPSI + ACH0-

B JIONI0AHCHANE K FOPMOHATSHEIM KOHTPAUCHTHEAM JOIKCH HCTIOABMIOBATHEN HALCKHBA MeTON
Gaphepuoit xonrpauenina (. paraen «ITpumencaie npu GEPEMEHNOCTH i B HEPHOL TPYANOIO BCKAPSUTHBAHNEY),

Hyennanrar: sronorecTpea’sharupei

Baasusopedicrane He uyyyanocs. Moxwo
OAIIATE CHIGKEHMA IKCHOTHLIMN
yronorectpens (mayxums CYP3AS). B
noCTperneTpatMoninit nepno nabmoacHns
GLUIH BOAYHCHM OTacabIse coofuscans of
OTCYTCTBHH KONTPAUCHTHBHONO 3HeKTa Ipi
IPHMCHEHIH

ITOHOTCCTPEAA ¥ NAKCHTOK, IPIHHMMABLIHX

panupens.

B 2000ANEIKIE K TOPMOBLILHMM KONTPALCIITHBAM JOMACH HCTIOMBIORATRCE NascAnmil MeTo Gapscproit
xonTpancip (o, pasaca «IIpusencane nps GEPEMEHHOCTH W B TICPROJL IPY/NOID BCKAPMANBIHIAY).

HMMYHOJENPECCAHTHI

HMMYHORENPECCAHTRL, KOTOPRIC
merabomoupysoren wodepmerrost CYPIAS (manpumep,
LHXAOCHIOPMN, TAXPOAMMYC, CHpomistyc) sganupein

BaamvorclcTene 1e i3yaaiocs. Mokso
OMMBTATS CHIKCHHA IKCTIOIHEDH
sneynogenpeccanrta (muyxuns CYP3A4).,
MasoReposTIie, 410 YKASAHHBIC
HMMYIHOACTIPOCCAHTI GyayT OXRINBATYL
NAMANHE ML IKCOOZHUMIO dhasupeinsa,

Moket HoTpeGOBATRCA KOPPEKLMA OIS MMMYHOACTPCCCANT. PEKOMCHIYCTCR OCYINCCTRANTY TiareaLHLl
MOIHTOPHIET KOHUSHTPALMA HMMYBOJCIPECCANTA B KPORM B TCHCHME HE Menee 2 HEASAS (10 yeTanorieines
CTAOMABHMX KOMUCHTPALUI) ¢ MOMEHTA HASANA TCPAITIH MPABIPEHIOM HAN C MOMCHTE C10 OTMCHBL

OINHOMbI

Merazon >dasupens (crabiasias nogtepxitsasoman nosa, 35-100
sr | pas s cyrxa/ 600 Mr 1 pas 8 cyTen)

Merazon: AUC: [52% (133-166), Cmax:
145% (125-159), (mmayxuns CYP3A4), B
Mecaea0BaHMM ¢ yuacTiees BHY-
HADHUHPOBANMMX HALHECHTOB, KOTOPWE
BBOMUIN Ce0e HAPKOTHNCCKME CPCACTSA
BHYTPHBCHHO, YCTRIOWICHO, HTO
OHOBPEMEINIOE HPUMEHEHHE YHaRKpCHIa It
METAZONS B NARIME KPOBH H K DOARICHMIO
CHMITTOMOR OTMEI omeaton. Yrobn
YMCHBIINTE BRPAACHHOCTS CHMITTOMOB
OTMCHBI, J03Y MCTA0MA YBCAHYHBATH B
cpemnen Ha 22%.




Jlexapersensnie nPenaparTiy, payicIeHnLIe no Bausane Ha KOHUCHTPAILNI HPCAAPATA B
GAPMAKOTEPANERTHMECKIM TPy A (1032) cupoporke. Cpeanee masencune suascnni
AUC, Cmax, Cmin (%) w 108cpureaninie
HHTEPBAILL, CCTH HpMMennmo® (Mexanmuim)

TTatmeHTs 20KH HAXOARTLCR 103 HAGIOACHHEM UTH CBOCBPCMCHHOTO BASRICHHS CHMITTOMOR oTMens, [Tpit
HEOGXOMEMOCTH I0TY METRIOHE CACAYET YIIINENTE, MTO0M YMCHAINTS BHPIXCHHOCTH CHMITTOMOB OTMCHM.

bynpenopdin’ Rarokcon/spasupens Bynpewopgins: AUC: [50%,.
HopGynpenopdane: AUC: | 71%.
DPaBHPSHI. KAMHWYCCKH SHAYMMOTO
GAPMAKOKHHETHUCCKOTO BIANMOACTICTINS e
BRXRICHO,

Heesorpa ia cinokeinte xcnosnums Gynpenopdiona, caywics NPOSRACHHE CHMITTOMOB OTMERK Y ITALHESHTON e
Nabmonaiock, He Tpebycrox xoppexua 2050 108 OO0 33 ICKAPCTREHHAX CPCACTS IPH 0HOBPCMCHHOM
namaicHny Gynpenopduua i asupeina,

* 90% AOBCPHTCALIMC HITCPBAIM, CCIIN HE YXAIZNO0 APYIOL.

*95% AOBCPHTENRHMIC MHTCPBATH.

YA® — yprnumpocdar,

I'MI-KoA-peayxrasa— 3-riapoxcs-3-MeTHArTy Tapua-KOIHIMM A PeayKTaia.

lemu
HOCJICROMHHR BBWOIIC“CTBHI NPOBOAHIANCH TOILKO y !JpOCJlNX.

Ocobuie yazanus

Javusyoun

[pumenenne TaMHBYIHHA B KAYCCTBE MOHOTCPAITHH HE PEKOMCHIYETCA.
Hepedava BHY-undhexyuu
Xors 6bu10 20xa3aH0, 410 MPHEKTHBHOC MOABICHHE BHPYCA C MOMOLILIO AHTHPETPOBHPYCHON

TCPANMH CYIECTBEHHO cHmAacT puck nepeaadn BHY apyrum n:01aM npy n0108LIX KOHTAKTAX,
HCKIOMATE ITOT PHCK NOAHOCTHIO HEL3A. [T0ITOMY NAHCHTEI A0IAHB! NPO0IKATL CODTIOAATE
COOTBCTCTBYIOUIME MEPBI NPEAOCTOPOKHOCTH,
H HU UM NoY
YV naumentos ¢ Hapymenses GyMKuMM NOYCK CPEAHCH M THKCAOH CTCNEHH KOHLUCHTPAUMR
namusyanHa B naasme xposu (AUC) nossiicHa BCACACTBHC CHIKCHMA KAHPEHCA TAMHBYIHHA,
MOITOMY TAKHM NAuMeHTaM Tpebyercs KOPPEKUMS 10351,

1] HAR MEPanist
Buian nonyqcHsl COOBIICHHA O BHICOKOH YacTOTE CAY4ACH BHPYCONOIMHMECKOH Meyaauwm o
BOIMHKHOBEHHH PCINCTCHTHOCTH HA PAHHEM JTANE NPH NPHEME NAMHBYAMHA B KOMOHHALMH C
TenodoBHpa AH3ONPOKCHIA hymapatom i abaxasupoM, a TAKAKC ¢ TCHOMOBHPA AMIONPOKCHAA
GyMapaToM M JHARHOIHHOM B PEKHME OHH Pa3 B CYTKH.
Onnopmynucmuneckue ungexyuu
YV NAauMCcHTOB, NONYMAKOIINX JIAMHBYIMH WIK JAPYTHE AHTHPCTPOBHPYCHLIC NPENApaTsl, MOryT
PAIBHTHCH ONNOPTYHHCTHYCCKHE MHpexm wan apyrue ocaokuenns BHY-undexium, noyromy

MAUHCHTHL A0JEKHEl HAXOAHTHCA MO TUIATC/IBHBIM uabmoaennem apa-cci‘s. MMCHOILIHX  ONKT
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nevenua nausentos ¢ BHY- accounuposannbivu 3a60/1CBaHHAMM,

ankpeamum
Onucansl peaxue CAy4an PasBHTHA NAHKPEATHTA NIPH NPHMEHCHHM Jamusyuna. O1HAKO He
YCTAHORJICHO, BHI3BAHO JIH ITO OCHOKHEHHE ACHCTBHEM JICKAPCTBCHHOIO NPENapara Wik AvIAeTCS
caeACTBHEM OcHOBHOro 3aboncsanns — BHY-undexunn. Jlewenne npenaparom Ddrenna
HCOOXOAMMO HEMCUICHHO TPCKPATHTL NPH  NOABICHHH KIHHHYCCKHX  CHMITTOMOB  HIAH
7a00PATOPHLIX JAHHBIX, CBHICTCABCTBYIONMX O passuriy namxpearnra (Oomh 8 XKuBOTE,
TOWIHOTA, PBOTA HIH NOBLIICHAC 3HAYCHMI GHOXMMMUUCCKHX Mapkepos). CaeayeT npekpaTHTs
MPHEM NIPENAPaTa A0 HCKIIYCHHA IHAIHO3 AHKPCaTHT,
Jlaxmoayudos u BNPANCENHAR 2ENAMOMELATUR CO CMEAMO3oM
HMeoTes cOOBIICHHA 0 PAIBHTHH JIAKTOAINI03A H BHPAKCHHON reNaToMeraing €O CTCaTo30M, B
TOM HHCAC C NCTAABHBIM MCXOAOM, BCACACTBHC AHTHPCTPOBMPYCHOH TCPAlHH AHAIOTaMM
HYKACOIMIOB B BWAC OTACHABHBIX NPENaparoB WiH B KOMOMHAUMH, BKIIOUAX NAMHBYIMH.
[ToaoOHuie SBACHHA OTMCHAMHCH I/IABHEIM 00PA3OM Y KEHIIHN.
KaHuHIeckHe CHMNTOMB, KOTOPHC MOIYT YKajbiBaTh HA PAsBHTHC NAKTOALMI03A, BKIIOYAIOT
obuLy10 c1ab0CTh, AHOPEKCHIO, CTPEMHTEALHYIO HEOOBACHHMYIO NOTEPIO MACCH! TEIA, CHMITTOMBI
NOPAKEHHA KENYA0UHO-KHIICYHOrO TpakTa (Towmora, psota # 60an B AMBOTE) M OPraHOB
AsiXauua (OABILIKA H TAXHIHOD ), HCBPOJOIHYCCKHE CHMITOMBI (BKIIOYAS MOTOPHYIO cnabocTs).
Jleuenue anmanoraMM  HYKICO3MI0B  HEOOXOMMMO MPCKPaTHTL B Ciayvae  pasBHTHA
CHMITOMATHYECKON  rHmepAaKTaTeMuin  #  MeTalonmMvueckoro  auMao3a/IaKToalna03a,
[pOrpecCHpyIOLIeii renaToMeraniti 1N GHICTPOro NOBLILCHHA AKTHBHOCTH AMHHOTPAHCHEpas.
JlakToauia03 00BYHO PA3BHBACTCA 10CAC HECKOALKHX Mecsues aevenus. Caeayer cobmonars
OCTOPOKHOCTL PH NPHMCHCHHM AHATOIOB HYKICOIHAOB [UIA JCHCHHA JODOr0 NAUMEHTA
(0COBEHHO — KCHUIMH C OXHPSHHEM) € MENaTOMErannei, renaTHToM HiH APYrHMH HIBCCTHRIMH
daKTopaMi PHCKA NOPAKCHHA MNCUCHH M CTCATOIOM MEUCHM (BKIIOYAR NPHMEHCHMC
ONPE/IC/ACHHBIX ICKAPCTBEHHBIX NIPENapaTos W ynoTpebienne ankoros).
Mumoxond, HKYUR & PEIVA Hympuympoin icmeaus
AHUIOMM HYKICO3H/IOR H HYKJICOTHAOR CNOCOOHK! BRIMBATE PAVIHYHYIO CTCNCHD NOBPEAICHHA
MHTOXOMAPHI, 4TO HanGOICEe APKO NPOARINCTCH NPH NPHMEHCHHH CTABYIHHA, AHAAHOIHHA W
JHAOBY/AMHA. 3APEIMCTPHPOBANK CIYHAH PAIBHTHA MHTOXOHIPHAILHOH mmchynxunn y BUY-
OTPHMUATEALHBIX ACTCH, MOABEPIABUIMXCA BOMICHCTBIIO AHANONOB HYKACOIHIOB BHYTPHYTPOOHO
WHIH [0CHE POAJICHMS; TIaBHBIM O0PasoM 5TH Crydan GbUIM CBA3RHBI CO CXCMAMM JICHCHHA,
cofepKauMl 30BN, OCHOBHBIMK  HOKCIATCIRHMME  PCAKUMAMH  RBAAIMCH
rEMaTONOTMYCCKHE HApYWeHHA (aHCMMA, HCHTPONCHMA) M HAPYIICHHA oOMcHa BelIECTH

(FMMCPAAKTATEMHMA, THOCPAMNAICMMA). DTH  HEKCTATCABHBIC PCAKIHM  HACTO  ABIAANCH
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TPaH3NTOPHEIMK. BHUIK 3apCrHCTPHPOBAHE! PCAKHE CAYYAH HCBPONOIHYCCKHX PacCTpoicTs ¢
MO3AHMM HAYTIOM (NOBBILCHHE TOHYCA MBILILL, CYJ0POrH, HAPYILICHHA NMOBEACHNA). AnasiorTes
1M AAHHBIC HAPYIICHHUS TPAHIHTOPHBIMM MAN MOCTONHHBIMK, B HACTOAIICE BPCMA HCHIBECTHO.
BeposTHOCTL PasBHTHA MHTOXOHAPHATHHON AMCHYHKUMH CIEAYET PAcCCMATPHBaTh Y Joboro
pefenka, NMOABEPraBIIerocs BHYTPHYTPOOHOMY BOIACHCTBHIO AHANOraMH HYKNCO3HIOB W
HYKICOTHIOB, ¢ BBIDAKCHHBIMH  KIHHHYCCKHMH  CHMITTOMaMM  HCACHOH  JTHONOIHH, B
OCOBCHHOCTH HEBPONOrHYECKHMH pacCTPOiiCTBAMK.
[IpCACTARNICHHMC AAHHBIC HC BAMAKOT HA TCKYIIHMC PCKOMCHIALMK 110 NPHMEHCHHIO
AHTHPCTPOBHPYCHON Tepanuu y GCPEMCHHBIX ACHIUHH U1 NPOQHUIAKTHKH BCPTHKATLHOH
nepenaud BUY-undexumn,
Macca mena u ofimen sewecms
Macca Tena, @ TAKKC KOHUCHTPAIUMS JAHITHAOB M IIIIOKO356E KPOBH MOIYT MOBMILATECH BO BPEMA
AHTHPETPOBHPYCHON TCPanuu, ITH MIMCHCHHA MOryT ObITh YACTHUYHO CBA33HM C KOHTPOJICM
sabonesanns 1 oOpasom xu3num. buan nosyweHsl AaHHLC, NOATBEPANAIOUMC B HCKOTOPHIX
CAYMARX BAMAHHC TEPANHH HA KOHUCHTPALIMIO IMITHJIOB, B OTHOLICHHH YBCAHYCHNR MACCH Tena
TaKHe Janibe oTeyTeTayioT. CleyeT NPOBOAHTL KOHTPOIh KOHUCHTPALMHN JIHNHIOB H ITIOKO3b!
KPOBH B COOTBCTCTRMM C YCTAHOBACHMBIMH PeKOMeHaaimamit no tepanun BUY- undexuwmn.
Hapymwenus 1unuanoro oomena HeoGXoMMO KOPPEKTHPOBATH B COOTBETCTBHM C KAHHHYCCKHMH
NPOARACHHAMM,

A wMMyHumema
Y BHY-HAGHUMPOBAHHAX NAUMCHTOB © TUKCANM HMMYHOACHHUMTOM HA MOMCHT Hauama
AHTHPECTPOBHPYCHON TCPANMK  BOAMOAHO PAIBHTHC BOCHATHTEILHOH PeAKUMH Ha tone
GECCHMITOMHLIX ONMOPTYHHCTHYCCKHX MHQEKUMIT WIH HX OCTATOMMBIX ABICHHI, YTO MOXKCT
CTATL NPHYHHON CEPHEIHONO YXYAWCHNR COCTORHMA MM yCyrybacuus cumnromarnxy. O6sino
ITH PEAKUMH BOSHHKRIOT B TCHCHHMC NEPBLIX HECKONLKHMX HCACIL MAM MECALCB M0C/C Hawam
AHTHPCTPOBHPYCHOH Tepanuu. THNMYHBIMKM NPHMEPAMH  ABISIOTCR WHTOMETANOBHPYCHBI
PETHHMT, TCHCPATHIOBAHHAA WHAH O4MAroBas WHQCKWIH, BLIBAHHAS MHKOGAKTCPHAMHM, M
[IHMCBMONHMSA, BRI3BAHHAR Preumocystis jirovecii  (TAKXE MIBECTHA KaKk [THCBMOLMCTHAR
muesmonus, [1T).
[MossacHHe MOOKX CHMITTOMOB BOCTIAICHHA TPEOYET HEMEAICHHOrO OOCACAOBAHMA MW, TPH
HEOOXOMMOCTH, Jleqenis. AyTouMMyHHbie 3abonesanns (Takme xak Gosesmn Ipeitsca u
AayTOMMMYHHBI renamnT) Takke  Habmopammcs Ha done BOCCTAHOBACHHA HMMYHHTCTA,
OHAKO BPEMA NEPBHUNLIX MPONBICHHI BAPLUPOBATO, M 3a001CBAHME MO0 BOIHMKATL Hepes

MHOIO MCCALICE NOC/IC HAYANA TCPAITHM M HHOIAR HMCJIO aTHITHYHOE TCUCHHE,

3afioresanus neyeny



Maumentst ¢ xpoumseckum renarwrom B wm €, noaysaomme xoMOHHHPOBAHHYIO
AHTHPCTPOBHPYCHYKO TCPANNIO, XaPAKTCPHIYIOTCA [OBLIICHHLIM PHCKOM PAIBHTHRA TRKCILIX H
NOTCHIMATBHO JICTAILHAIX HEACAATEILHLIX peakumil co croponst mnewenn. B cayvae
CONYTCTBYIONICH MPOTHBOBHPYCHON Tepanuu renarira B wm C caeayer TaKKe 03HAKOMHTECS ¢
COOTBETCTBYIOIMMH HHCTPYKIHAMH 110 NPHMCHCHHEIO AaHHLIX  JICKAPCTBEHHBIX NPENaparos.
PeaynbTarsl KAHHHYCCKHX HCCICAOBAHMA W AHHBIC MOCTPCIHCTPAUHOHHOTO HADIIOACHHA
YKAILIBAKOT HA TO, 4TO Y HCKOTOPBIX NAIHCHTOB C COMYTCTBYIOUMM XPOHHYCCKHM BHPYCHBIM
renaturom B (HBV) npu orMese JaMuByIHHA MOTYT BO3HMKaTh KJIHMHHUYCCKHC WIH
nabopaTOPHBIC NPHIHAKM PCUMAMBA TCNATHTA, KOTOPHC MOryT MMeTs (onee TaXeabie
MOCACACTBHA ¥ NAHCHTOB C ACKOMICHCHPOBANHLIM 3a00nchanieM neyeny. B ciryuae oTMeHb
NAMMBY/IHHA Y NALUKCHTOB € CONYTCTBYIOUMM BHPYCHMM renarutom B cieyeT paceMoTpers
BOIMOKHOCTh NPOBCACHHA  NCPHOAMHCCKOrO KOHTPOAS (YHKUMH TCHCHH W MAPKCPOB
peruIMKalnK Bupyca renarura B,
Y NALMENTOR C YA CYICCTRYIOUIMM HAPYIICHHEM QYHKIMH NeueHH, RKTIONAS AKTHBHYIO (popymy
XPOHHHECKOIO IeNaTHTa, OTMEYACTCH YRCAMNCHME HYACTOTHI Hapywenmi GyHxumn neyeHu so
BPCMA MPOBCACHHA KOMOHHHPOBAHHOH AHTHPCTPOBHPYCHOMN Tepanui. TakHe MAuHCHTh! J0AHK
HAXOAMTHCA MOA HAGMIOACHHEM B COOTBETCTBMH CO CTAHAAPTHON KIMHMYECKOH NPaKTHKOMN.
Heof6X0aMMo paccMOTPETh BOIMOKHOCTE IPHOCTAHOBACHHA HIH NPCKPAILCHHA ICHCHHA B CryHae
NPOSBACHHHA YXYAWCHHA 3a00NCBaNHA NCUCHH Y TAKHX NALMCHTOB.
Ocmeonexpos
HecMOTPR Ha 1O, YTO ITHOJAOTHA JAHHOTO 3abonesanus aniserca MuorogakTopHoil (BKmoUas
NPHEM  [IIOKOKOPTHKOCTEPOMIOB, YNOTPeONCHHE QIKOrOAR, TAKEAYIO HMMYHOCYNpPECCHIO,
BBHICOKHI MHACKC MACCH TEAA), CAYHAH OCTCOHCKPO3a Halle BCCro BCTPEUAIHCH Y NAUMCHTOB Ha
npoasunyToii cragun BHY-uudexumn WM UIMTCABHO NPHHHMABIINX KOMOHHHPOBAHHYIO
ANTHPETPOBHPYCHYIO Tepanito. [Tauuenram creayer oGpaTHTLCH K BpaUy, €C/IH OHM HCTIBITHIBAIOT
601 M CKOBAHHOCTS B CYCTABAX HAM TPYAHOCTH NIPH ABIKCHHUM,

MOOeUCmBue ¢ ? HHBLMU m
Ipenapar Ddrenna ne CAEAYET NPHMCHATHL OJHOBPEMEHHO C NPENAPATAMM, COACPAKALLHMM
NAMHBYAMH HAH IMTPHUNTIOHN.
[puMeHEHIE NaMHUBYIHHA B KOMOMHALMH ¢ KAAIPHOHHOM HE PEKOMCHAYCTCH.

we cpynn
Hemu
B KAMHHYCCKHX HCCACAOBAHMAX Y JACTCH, NMOAYMABIIMX NAMHBYIMH B (OpME pacTsopa s
NPHEMA BHYTPH OJHOBPEMCHHO € JAPYIMMH AHTHPCTPOBHPYCHBIMH MpCnaparaMi 8 dopme

PACTBOPA JUIA NPHCMA BHYTPb, HACTOTA CYNPECCHM BHPYCA H IKCHIOIHLMS JAMUBY/IHHA B NAAIME
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KpoBM ObUIH HIDKE, 3 PCIHCTCHTHOCTH BHPYCa PA3BHBANACH HALIC, HCM Y JAeTeH, NOMy4aBUIHX
npenapatt 8 dopme Tabrerox. [lo  BOIMOKHOCTH HCOOXOAMMO HCMONLIOBATH PEKHM
AHTHPETPOBHPYCHON TEPAITHH, BKMOYAKONIMI Bee npenapatut B Gopme Tabnerok. JlaMusyann B
dopMe pacTBOpa IS IPHEMA BHYTPb, IPHMEHACMBIT OIHOBPEMCHHO € COPOHTON-COCPAALIHMH
NICKAPCTBCHHBIMM NPENAPATAMK, CACAYET NPHMEHATE TONBKO B TeX C/IYYasX, KOI1a HEBOIMOXKHO
NPHMCHCHHC POAHMA TCPRITHH, BKIIOHAKOMICTO BCC npenapars! 8 Gopme TabaeToK, H KOIIa 1oassa
NPOBC/ICHHA JICYCHHS NPCBHIUACT BOIMOKHBIC PHCKM, BKIIOYAR HHIKHI YPOBCHBL CYTIPCCCHH
supyca. Creayer paccMoOTpeTh HCOOXOMMMOCTE §0/ICe HACTOrO KOMTPO/AA BHPYCHON Harpyski
BUY-1 np# 01HOBPEMCHHOM IPHMCHCHHH JAMHBY/IHHA C JUTHTCALHO NPHMEHACMBIMHE COPOHTOA-

COACPAAUMMH NPCNAPATAMH,

Tenogosupa ousonpoxcuna pymapam

Obuwue

[Mepen Tem, kax HauaTs Tepanuio TeHoGOBHPA IH3ONPOKCHAA (yMapaToM, CAEAYeT NPEANOKHTH
ananus Ha anrurena k BUY scem naumenram, muduumpoBannsiM Bupycom renarura B.

BHY-1

HeeMoTps Ha 10, 9T0 CTAOMALHAN AHTHPCTPOBMPYCHAS TEPANHA, NPHBOASINAN K YCTOHUHBOMH
CYNPECCHH BHPYCA, B IHAYHTENBHON CTCMCHH CHHAACT PHCK NEPEfadi BHPYCa NpH MOSOBLIX
KOHTAKTAX, TEM HE MCHEC, PHCK HE MOAKCT OMTH MCKIIOUCH NOAHOCTRIO. Mepn
NPEAOCTOPOXKHOCTH MO  MPCAOTBPAIICHHIO Mepefad M HHPEKUMH CACIYeT NPUHHMATh B
COOTBETCTBHH C HALMOHAILHBIMH PYKOBOICTBAMM.

Xponuveckuii 2enamum B

TMausenTs A0KHE OLITH NPEAYNPEAACHE! O TOM, YTO COCOOHOCTH TEHOPOBHPA AMIONPOKCHIA
dymapara npeaorspaars puck nepeaain BI'B apyrum anuas nonossiM nyTeM wiH 4€pes Kposhb

He aokazana. CreayeT NPHACPAHBATECA COOTBETCTBYIOMUIMX MEP NPEAOCTOPOKHOCTH.

[lpenapar Ddrewna HE CACAYET NPHMCHATL € APYIHMH JICKAPCTBEHHBIMH CPEACTBAMM,
coaepkaunmi TeHodoBHpa An3onpoxcHaa hymapar wan TeHodosupa anadenaziwL.

[Mpenapar HPTenna NPOTHBONOKAZAHO NPHMEHSTH OIHOBPEMEHHO ¢ A1ePOBHPOM.

He pexoMenayeTcs OHOBPCMCHHOE IpHMeHenHe Tenogosupa i anaanosnia. OnHOBpeMEHHOE
MPHMEHCHIE TeHODOBHPA HIONPOKCHIA (yMapaTa it Auaanodnia nprsoanT K 40-60 %
NOBMIICHHIO CHCTEMHOM IKCIOINIMM IHARHOZMHA. HTO MOXKCT YBCIAHYHBATE PHCK CBASAHHBIX C
AMIAHOSHHOM  HEAKENATeALHMX sBacHuit (oM. pasnen  «BiaumojaciicTsHe ©  ApyrusMu
NCKAPCTBEHULIMH CPEACTBaMMUY). Peiko coODIIANOCH O MAHKPEATHTE H JIAKTOAUNI03¢, HHOIA C

NETANBHBIM HCX010M. OHOBPEMEHHOE NpHMEHEHHe TeHoGoBMpa AM30NpoKcHaa Gymapata u
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AHAaR03HHA B 103¢ 400 M B CyTKM G810 CBA3AHO CO IHAYHTCALHLIM YMCHBILICHHCM KOJIHYCCTBA
ietox  CD4, BOIMOKHO M3-33  MCKKICTOYHOIO  BIAMMOJACHCTBHA, YTO [OBBIIACT
pochopunnposannii  (To  ecTh  aKTHBHBIA) amaanosud.  [IpuMedenne aWIaHo3MHA B
yMEHLIICHHOM 103upoBke 250 Mr coBMecTHO ¢ TeHodoBHpa ansonpoxciia dymaparom, Guio
CBA3AHO ¢ COODIICHUAMM O BBHICOKOH YacTOTC BHPYCOJIOIMHCCKON HEYAAYH NPH HCCKOIBKHX
HeCHeAoBaHHBIX KoMOHHaUMSX Ui Aedenns BHY-1 nadexumn.
Tpotinas mepanus ¢ KyKieozudamuw/nyxieomudamu
[ocTynann coobmICHHA © BHICOKOH HAaCTOTC BHPYCONOIHYCCKOH HCYAA4H H O MNOSBIACHHH
PCIMCTCHTHOCTH Ha panucit cramn y naumenros ¢ BHY undexumeit, ccam tenodosupa
AM30NPOKCHAS YYMAPAT COMCTANCH C JAMHBYMHOM H a0aKaBHPOM, 3 TAKKC C JAMHBY/IHHOM M
JMAAHOZHHOM 110 CXCMC BBCACHHA | pas 8 cyTKi.

1 ’ KOCMHVIO MKQHD V 8IPOCIBIX
Bausnue na hynxyuo novex
Tenoosup, rnasueim oOpazom, BeBoAMTCS nouxamu. [loctynanm coobweHns 0 NOYCHHOM
HCAOCTATONHOCTH, HAPYWICHMAX (YNKUMH 1OYCK, TNOBBIUCHHOM YPOBHC KpPEaTHHHHA,
runodocdaremun u npoxcumanssoil  TyOynonatum (Bkmiouas cunapom Dankowu) npH
npusMencHiy TeHoBORHPa AM3ONpPOKCHAA (GyMapaTa B KAMHHMECKOH npakTHke (cm. pasien
«lloGounoe aelicTare»).
Konmponrs ghynxyuu novex
Pekomenayercs onpeaeaenne KK y Beex nanuentoB 10 Hawana jaeqeHHs TeHodoswpa
mmsonpoxcuna dymaparom u Habmogeune 3a dynxumeii nouex (KK u yposens pocdara s
CBBOPOTKE) NOCAC 2-4 HEACHL NCHCHUA, HEPE3 3 MECALA JICHCHHA H KAKALIC 3-6 MECALCB 0CHC Y
naumentos 6¢3 GaxkTopos pucka Hapywenns Gynxuwnn noyek. JUis nauMeHTOs ¢ NOBBILLICHHLIM
PHCKOM NOYEYHOH HEAOCTATOMHOCTH, CACAYET PACCMOTPETh HEOGXOMUMOCTL NposeaeHua Gonee
HACTOro KOHTPOAR (PyHKLUMH 104K,
Bedenue nayuenmos ¢ Hapywienuesm Gynkyuu novex
Ecan yposens gocdara s cusoporke kposu <1,5mr/ar (0,48 smons/n) win KK cuioxen a0 < 50
MIU/MHH Y IAIHCHTA, HOTYHAIoero Tenodosnpa an3onpoxciia Gymapar, HeoOX0MMO NPOBECTH
MOBTOPHYIO OUCHKY (YHKUMM NOMEK B TeucHMe | HEACAH, BKIOYAR ONPCACACHME YPOBHA
FAIOKO3B B KPOBM, KATHA B KPOBH M KOHUESHTPAIMH IOKo3s! 8 Mode (eM. pasaen «[loGounoe
aciicteue»). CACAYET TAKAE PACCMOTPETH HCOGXOAMMOCTL OTMEHBI NeqeHMA TeHopoRiHpa
ausonpoxcuaa dymaparom y nausentos co chiokennem KK 10 < 50 aa/sun win CHIDRCHHEM
yposus docdara s cusoporke kposi a0 < 1,0 mr/an (032 mmonsfn). Ormena neueHus
renodOBHpa AMIONPOKCHAA yMapaToM Taxke aAomaHA ObiTh paccMoOTpeHa B cayudae

NPOIPECCHPYIONICTO CHILKCHMA (QYNKUMM TOMCK, CCM HM O/IHA JpYras npHuuma e Opina
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ONpE/CICHa.

CoamecmHoe nPUMERERUE C OPYZILMU NPERGPAMAMU U PUCK HEDPOMOKCUNHOCTIL

Heobxoammo u3berars npHMeHcHHs TeHOGOBHPa AN3ONPOKCHIA PYMAPATA ¢ OJHOBPEMCHHBIM
WIH HEJABHHM NPHMEHEHHEM HEPPOTOKCHHCCKHX JICKAPCTBCHHBIX CPEICTS  (HanpHMep,
aMuHOraMKO3MI08, amdorepuumna B, QockapHeTa,  raHUMKIOBMPA,  EHTAMMIHHA,
BaHKOMMUMHA, unaodosupa #  uurepiachkuna-2). Ecam  OAHOBPEMCHHOIO  MPHMCHCHHA
TeHohoBHpa HMIONPOKCHIa dymapata # HEPPOTOKCHYCCKHX CPEACTB HIDCKATH HCBOIMOKHO,
HCOOXOAMMO CHCHEACIBHO KOHTPOAHPOBATE QYHKLIIO NOYCK.

Buiin 3aperucTpuposansl cydan oCTpoil noYcHHOH HEJIOCTATOMHOCTH NOCIAC Havana TCPAnHH
BBICOKOI 10300 WIH HCCKOILKHMH HECCTCPOHIHKIMH MPOTHBOBOCTAIMTCIABHLIMH [IPCIAPATAMHE
(HIIBII) y nauueHTos, noay4asimx TeHoQOBHPa IH30NPOKCHAA GyMapar i HMeonmx Gaxrops
pucka noucuHon anchyuxumn, TMoucunas GyHKuUMA A0KHA KOHTPONHPOBATHCH HALICKALIMM
00pazoM npH COBMECTHOM mnpuMcHenun TeHodosupa amsonpokcuna ¢ymapara w HIIBIL
BoicokHit PHCK NOPAKCHHA MOYCK ObUI  3aPEeTHCTPHPOBAH Y NAUMCHTOB, (OAYYAOWIHX
TeHODOBHPA AMIONPOKCHAA DyMAPAT B COMETAHHH ¢ HHTHOMTOPOM NPOTEasst ByCTHPOBAHHBLIM
PHTOHABHPOM Wil KoGHuMCTaTOM. DTHM nawHenTaMm TpeOYeTcs TIATCAbHBIA MOHHTOPHHI
dynxumnn nodex (M. pasaen «BaumoacicTBme ¢ APYrHMM JICKAPCTBCHHBIMM CpeaCTBaMMY). Y
MAMCHTOR ¢ PAKTOPAMH PHCKA HapyeHns QYHKIMH NOYeK, COBMECTHHI npuem TeHodosupa
anzonpoxcuna Gymapara ¢ GYCTHPOBAHHLIM HHIHOHTOPOM NPOTEAIH J0KEH ObITh TIIATEBHO
MPORHATHIHPOBAH,

Kanunueckas ouenxa npumeHeHus tenodosupa aH3onpokcusa Qgymapara He npoBOAMIACH Y
NAUKCHTOB, NPHHKMABIIHKX JCKAPCTBCHHLIC NPCNapaThl, KOTOPHIC BHIBOAATCH TAKKE MOUKAMH,
qepes Tpascnoprhsie Henxy Tpancnoprepos oprauuieckux annonos yenosexa (hOAT) 1 u 3 wn
MRP4 (nanpumep, unaohosup. HIBECTHBI HEPPOTOKCHUCCKHIT ICKAPCTBEHHBI npenapar). I
NOYEUHBIC TPAHCHOPTHBIC OCAKH MOryT orsedars 3a TYOYAApHYIO CCKPCUMIO M, “ACTHYHO,
seiseacune  Tenodosupa u  umaodosmpa ucpes mnouxu. [looromy dapmakoxuneTHKa
NCKAPCTBEHHLIX NPENAPATOB, KOTOPHIC BBRIBOASTCH TAKKC NOYKAMH, BKIIOHMAR TPAHCHOPTHLIC
Genkn hOAT 1 1 3 s MRP4, MOKET HIMCHATHCH B CAYHAE OAHOBPEMCHHONO npumencuus. [py
oTCyTCTBMM Kpaiuell HeoOXoaHMMOCTH, OAHOBPEMEHHOE NPHMEHCHHE JICKAPCTBCHHLIX CPEICTS,
KOTOPBIC BLIBOJATCH OHMMH M TEMM AKe IYTAMH HCPE3 MOUKH, He pexomenayercs. Ecaun rakoro
HPUMEHEHIA HIOEKATH HEBOIMOAKHO, CACAYET CKEHENCTBHO HAOMOAATE 32 PyHKIHEH novex (CM.
pasaen «B3auMOoACHCTBHE C IPYIHMM JICKAPCTBCHHLIMH CPCACTBAMIN).

Hapywenue ¢gynxyuu novex

BesonaciocTs TeHOGOBHPA AHIONPOKCHAA DyMapara B OTHOLICHHM [OYCK HCCACAOBANACH B

OUCHE OrPAHMYCHHON CTENEHH Y NAKenTos ¢ Hapyennes ¢pynxunn novex (KK < 80 sa/sin).
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Bipocasie nayuenmwt ¢ KK <50 ma/mun, 6 mom wucne nayuewmol, Komopwim HeobGxooum
2emMoouaIus

Jannsie 0 6esonacnocTi # IPPEXTHBHOCTH JICHCTBHS TCHOGOBKPA AHIONPOKCHAA PymapaTa Uik
NAUMENTOS ¢ HapywienHoit Qynkumei novexk orpanmyessl. Ilo aroit npuumne Tenodosupa
ausonpoxcuina Gymapar HeoOXOAMMO NPUMEHATE, TOABKO CCAH NOTCHUHATLHAN NOJNB3A OT
NICHCHUA NPCBBIACT NOTCHUMANLHBIC pHCKH. [IpuMmenchne TeHODOBHPA  MIONPOKCHIA
dyMapaTa He PCKOMCHYCTCH NAUMCHTAM C TAXCILIMI Hapymernami gyrxwim novex (KK <30
MIU/MHH) ¥ NIALHCHTAM, KOTOPRIM HCOOXOAMM remoanms. ECn HeJ0CTYITHO JApYTOe JACHCHHE,
MOKHO HIMCHHTL MHTCPBAT MCALY J03aMH M TIIATEABHO CACAHTH 33 (yHKumcl noyex (oM.
pazaean «DapmakokureTHkan # «Crnocod NPHMEHCHHA | 103bI0).

Bozoesicmsue Ha Kocmuyxo mxans

B xonTpoanpyeMom 144-HeACABHOM KAHHHHECKOM HCCACAOBAHHN N0 CPABHEHHIO TCHO(OBKPaA
AMIONPOKCHAA PyMapaTa Co CTABYAMHOM B KOMOHHAIMM C NAMHBY/IHHOM H YDABHPCHIOM CPC/M
BHY-uu)HUMPOBAHHEIX BIPOCHLIX NALMEHTOB, HE NOJYHABIIMX PAHCE AHTHPETPOBHPYCHOrO
nevenus, B obeux rpynnax nabmoaanics nebonsme chwxenns MITK Geapennoit xoctw
NO3BOHOYHNKA,

Cumacnne MITK 10380HOMHMKA M M3IMEHEHMMA OT MCXOAHMX noxasarencii OGuomapkepos
merabonmuiama KocTHOM Tkann Gbuin gocTosepHo Bonee BRPKCHHMMH B rpynne TeHodosHpa
anzonpoxcuna ymapara na 144 wenene. Cuwxenne MITK Geapennok xocti 66110 10CTOBEPHO
Bonee BRPAKCHHBIM B 3TOH rpynne 10 96 weaens. Oanaxo wepes 144 Heaen NOBLILICHHA PHCKA
NCPEIOMOB MK IPHIHAKOB KIMHMYECKH IHAMHMBIX NATONOMHI KOCTHOM TKany He Habnoaan0Ch.
B apyrux uccnaenosaHuax (NPOCHCKTHBHBIX M NEPEKPECTHBIX) HanbONee BHIPAKCHHBIC
uamenenus MITK Osum ofnapyacHsl ¥ NAUMEHTOB, NOAYHABIIHX TCHOGOBHPA JAMIONPOKCHIA
dymapar B cocTae cxeMul, cojcpaasueit Gycruposannsii unrnGurop nporeasst. Iaunenram ¢
OCTEONOPO3IOM, HMEIOIMM BLICOKMI PHCK MCPE/IOMOB, CACAYET NOAOHPaTh APYrHe METOAb!
NICHCHUA.

[1aTONOFHYECKHE HIMCHEMMA KOCTHOM TKaHM (M3PCAKA BCAYUWIME K MCPEAOMaM) MOryT
OBYCAOBIMBATLCH NOPAKEHHEM TPOKCHMATHHMX Kananeues nouex (cm. pasaen «flobounoe
ACHCTBHEY).

[pi NOAOIPECHMH WAM BLINBICHHH NATONOIMHECKMX MIMEHEHHIl KOCTHON TKaHmk caeayer
0BpaTHTLCA 33 KOHCYIRTAIUMCH K COOTBETCTBYIOUIEMY CICUHANHCTY.

Bausune na Gymxupio nouek M KoCTHYIO Tranb v gereii ¢ 12 o 18 zet

Or1Aa1CHHbIE NOCACACTEHA BARAHHA HA KOCTHYIO TKAHL M TOKCHHECKOC BOIACHCTBHE HA MOYKM Y
AeTeil OKOHYATENBHO He yeTanomicHsl. Kpome TOro, HE 10 KOHUA YCTAHORICHA 00paTHMOCTL

TOKCHYECKOTO BOIACHCTBHA Ha 104K, TTOITOMY PEKOMEHAYCTCH HCTIONB3IOBATH MHOTOCTOPOMHMH
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MOIXO VIR AJCKBATHOrO ONPCAC/ICHHS B KOKIOM OTACALHOM CY4aC COOTHOMICHMA NOIb3A/PHCK
JICHCHHA, UPHHATHA PCIICHHA O COOTBCTCTBYIOMICM HAOMIOACHHMM B XOAC JICYCHHA (BKIIOWAN
NPHHATHE pelcHHs 06 OTMEHE TEPalKM) W PACCMOTPCHHR UEACCOOOPAIHOCTH NPHMEHCHHA
JIOTIOTHHTE/TBHBIX NPCNaparTos.

Kowmponaw ghynxyuu novex

[lepen HawazoM ncveHns Heobxommo nposecti oucHky Qynkunn nodek (KK u yposehs
docharos B CWBOPOTKC KPOBM), a TAKKC HCOOXOAMMO OCYMICCTBANTH HabmoacHue B Xole
JICYCHNMA, KAK W JUIA B3POCAMX (CM. BRILIC),

Bedenue nayuenmos ¢ napywenuesm Gyrxyuu novex

Ecan y mo0oro nauMenTa ACTCKOrO BOIPACTa, NOJYHAIOMIErO TCHOMOBHPA AM3OMPOKCHIA
dymapar, yposeus pocdatos B cusopotke kposn < 3,0 mr/an (0,96 mmons/n), HeoOXOaMMO
MPOBCCTH TOBTOPHYKO OUEHKY QYHKUMH TIOYCK B TeHCHHE | HEACH, BRIIOYAR ONPEACACHHE
YPORHA I7IOKO3H B KPOBM, KA/IMA B KPOBH M KOHUECHTPALMK I1I0K0361 B Move. [Tpy noaospenin
HA HAPYWICHHA CO CTOPOHB TOMCK WAH HX BHIABICHHH HEOOXOMMO NPOKOHCYALTHPOBATHCA €
HEDPONOrOM € UEABI0 PACCMOTPEHHA HCOOXOAMMOCTH OTMEHM JeucHus  TeHOPOBMPA
ansonpoxcuia dymaparom. Ormena sevuenus TeHODOBHPa AMIONPOKCHAA (yMapaToM Takke
A0nKHA OBiTh PACCMOTPEHE B CYNAC NPOrPECCHPYIOIEIO CHILKCHMA PYHKILHK NOYCK, KOIAA NH
0HA Apyras npuynna ne Osna onpeneneHa,

Coamecmnoe nPUMENEHUE U PUCK HEGPOmMOoKCuInocmu

HeoGX0MMO CIC/IOBATE TEM KE PCKOMEHAAIHAM, KOTOPBIC NPHMCHHMB! U8 B3POCHBIX (CM.
BhILC).

Hapywenue ghynxyuu novex

[IpoTHBONOKA3AHO NPHMEHATL TCHOMOBHPA AMIONPOXCHIA QyMapar y ACTCH € HAPYLICHHEM
dynxumn nouex (cm. pasaen «Cnocod npuMeHcHHA 1 A03u»). He caeayer HauMHATL TEPANNIo
TeHODOBHPa AMIONPOKCHAA (YMAPATOM Y JeTeil ¢ HapyleHHweM QYHKUMM NOYEK, a TaKKe
HEOOXOAMMO OTMCHHTE JICHCHHE Y TEX MALMEHTOB ACTCKONO BO3PACTA, Y KOTOPHX HApYyLICHHE
(yHKUMH NOYEK PA3BIIOCH B TCHCHHE TEPANHH TEHODOBHPOM.

Bozoeucmsue na Kocmuyo mxans

Tenodosupa AMIONPOXCHAZ (PyMAPAT MOKET CTATh TPHYHHON CHHKCHHA MIIK. Bansnue
wimenenus MITK, ceazannoro ¢ tenodosupa AM30npoxciia GyMaparoM Ha KOCTHYIO TKaHb B
OTAAICHHOMN NCPCHCKTHBE H HA PHCK NICPEIOMOB B Gy 1yliem B HACTORICE BPEMA HEHIBECTHO.
[Mpu oOOHApYAKCHMM WIH NOAOIPCHHH HA KOCTHYIO NATOAOIMIO Y acreit  neodxoaumo
NPOKOHCYILTHPOBATLCA € FHAOKPHHOIOTOM W/ HedpoIOrom.

Jaboresanus nevenu

Jannsie orHocureasno GesonaciocTd M HPPEKTHBHOCTH AR NAUMEHTOB NOCIC NEPECAIKH
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MCHCHH OYCHB MAIOYHCICHHB.

Jlannsie oTHOCHTEABHO GesonacHocTyt # MpPCKTHBHOCTH NpHeMa TCHODOBHPA JAH3IONPOKCHIA
dyMapaTa 1S NAUHCHTOB C XPOHMYCCKMM renarnToM B, ¢ JCKOMNCHCHPOBAHHLIM UHPPOIOM
neweny u crenensio > 9 no kaaccuduxatn Yaivyt-Isio, orpannueknl, Takue nauMeHTs MOTYT
uMers Gonee BHICOKHIA PHCK CCphe3HbIX NMOGOYHBIX peakumil CO CTOPOHB! MEHCHH M IOYEK.
BesescTeue HT0oro HeoOXOAMMO TIIATC/IBHO KOHTPOJIHPOBATS NAPaMeTpsl renarobuinapHoil
CHCTEMBI H 110YCK Y IAHHOMN KaTCropuy NalHCHTOs.

Obocmpenue 2enamuma

Obocmpenue 60 spems revenus: CIOHTaHHBIC 0GOCTPEHIA XPOHIMCCKOro renariTa B apisores
OTHOCHTCIBHO HACTBIMH M XAPAKTCPH3IYIOTCHE  BPCMCHHBIM  NOBLIICHHEM  AKTHBHOCTH
ananuHamuHoTpanchepasnt (AJIT) 8 cursoporke kpos. [lociae Havana aHTHBHPYCHOTO JICHCHHS
Y HEKOTOPHIX NALKCHTOR MOXCT noBuimaTsea aktusnocTs AJIT 8 cuiBopoTke KpoBM (CM. pa3nen
«IloGounoe neiicTane»). Y nauMeHTOB ¢ KOMICHCHPOBAHHBIM 33001CBAHNEM NNEHCHH TOBBILICHHE
aktusnocTi AJIT B CHIBOPOTKE KPOBK OOLIMHO HE CONPOBOKIACTCA NMOBRIICHHEM KOHUCHTPAIHH
GuanpyGuna 8 CLIBOPOTKE KPOBH MM Jekomnckcaimeit Gyuximn nevenn. aunenTst ¢ uMpposoM
MCHCHH MOFYT HMETH NOBLIEHHEI PHCK ACKOMIICHCALMH QYHKIMK NEeYeHi nocae 060CcTpeHus
FeNarmTa, NoITOMY 3a HHMK HEOHXO0AHMO TIIATEBHOC HABMIOACHHE BO BPEMA ACHCHNA.
Obocmpenue nocie npexpaujenus revenusn: Taxxe coofwanocs 06 obocTpenuy renarura y
NALMENTOB, NPEKPATHRIINX AcucHne renatnta B. OGOCTPECHIMA NOCAE OTMEHB! TEPATHH 00BIHO
cas3anbl ¢ nossimennem konuentpamn JIHK supyca renatnta B. u GonsumucTBO H3 HHMX
paspelialores  Oe3  gonoauuTenbHmx  BMemareasers. Oamako coofmanock 0 TAKEABX
00OCTPEHHAX, BKIIOYAA AeTAIbHLE caydan. B Teuenue 6 MECALCH NOCe NPCKPALICHHA NCUCHHA
renatuta B HEOOXOAMMO PEryIspHO KOHTPOIHPOBATH GYHKUMOHAILHOC COCTORHHME [EHCHH N0
KIMHMYECKHM M 1a0OpaTopHbiM noxasarensM. B caywac HeobXOAMMOCTH MOKET ObiTh
uenecoobpaiusM Bo300HOBACHNHE JeueHna renathta B. Jlax nauMeHToB ¢ NporpeccHpyrouiM
3a601CBAHHEM NICICHH WIK © IIMPPOIOM MPEKPALICHHE JCHCHHA HEC PEKOMEHIYCTCR, NOCKOILKY
0BOCTPCHHE FENATHTA NIOCAC OTMEHB TEPANHH MOKET NPHBCCTH K ACKOMNCHCAUMM yHKUHH
MCHCHH.

Y NAUMEHTOB ¢ ACKOMICHCHPOBAHHLIM LUMPPOIOM OOOCTPCHHE rENATHTA NPOTEKACT OCODSHHO
CCPHEIHO, HHOA C JICTANBHEIM HCXOA0M,

Conymemeyiowan  ungpexyus  supycavu 2enamuma C ww D: JIaHHWE OTHOCHTEIBHO
spdexTusHoCcTH  TeHODOBHPE JM3ONPOKCHAA (ymapara Yy NALMCHTOB ¢ CONYTCTBYIOWICH
nndekuneii supycosm renarura C wan D orcyrerayior.

Conymemeysowan ungpexyusn BHY-1 u supycom zenamuma B: B CBa3n ¢ PHCKOM Pa3BHTHA

peaucrentaoct BHY y naumentos ¢ conyrcrsyrouiei undexuneit BUM/BI'B renodosupa
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AMIONPOKCHAA (PYMAPAT HCODXOAMMO NPHMCHATH TONBKO KaK 4acTh COOTBETCTBYIOUICH
aHTHPCTPOBHPYCHOR KoMGruuposannoli cxembl. [lanMeHTn, ¥ KOTOpHIX panee Obuia oTMEuCH
NATONOMHUA NCHEHH, BKIOYAR XPOHHYECKHI AKTHBHBI NenaTHT, HMCIOT NOBLILCHNYIO YacTOTY
OTKJOHCHWIT noKazateaeii GYHKUMKM NeYeHH BO BpeMsS XOMOHHHPOBAHHON aHTHPETPOBHPYCHOMN
TEPANHK, H 32 HUMH HEOOX0MMO HabIHIATh B COOTBETCTBHH CO CTAHAAPTHOM npakTHKOL. Tlpn
YXYMUIICHHH TCUCHNSA 3a00/1CBAHNA TICHCHH Y TAKMX NALHECHTOB, CICAYET PACCMOTPETE BONPOC O
HEOOXOIMMOCTH NIEPEPHIBA B ACHCHHM K OTMEHE JeycHus. OIHAKO HCODXOMMMO OTMETHTS, YTO
noskimeHne akTHBHOCTH AJIT MomeT OuiTh HACTBIO NONOKHTEILHOTO NPOTHBOBHPYCHOI'O OTBETA
8 ornomenu BI'B ma tepammio Tenodosupa msonpoxciia Qymapatom, CM. BhilC
«Obocmpenue zenamumanr.
MEHEHUE C HEXONOPHMU npenapamamy, oet U HA BUPYC 2enamuma
[Tokasano, ¥T0 COBMECTHOC NPUMEHEHHE TEHODOBHPA AN3ONPOKCHAA Gymapara ¢ npenapaTamn
neaunaceup/codocbysup, seanaraceup/codochyrup HIH
BE/NATACBHP/BOKCHAANPERHP/CoPocOyBHp NOBHLILACT KOHUCHTPaUMIO TeHOQOBHPA B naasme
KPOBH, 0COBEHHO NPH coMETanMM CO cxemoit nevenus BUY-undexunu, conepxawmeii renoposupa
amsonpokenaa (ymapar u Oycrep (puTonasup win kodmumcrar). besonacHocTs Terodosipa
amlonpokcuaa  Qymapata B CONCTAHMMM € npenaparamu  aeamnacsup/codocOysup,
seanaracsup/codoclysnp waM  Benmaraceup/Bokcuaanpesup/codocOysup u  Gycrepom
(puronasnp waH xoOHIMCTaT) HE yeranomricHa. HeoGX0AHMO aHANHIHPORATE MOTCHUMATLHBIH
PHCK M NPCHMYIIECTBA, CBA3GHHBIC € COBMECTHBIM  Ha3HAWCHHEM  NPENapaTos
aeaunacsup/coocbysup, seanaracsup/copocdysup WK
seanaracsup/soxcuaanpesup/cogoctysup 1 TeHodosHpa AM3ONPOKCHAA (yMapara B CONCTAHHH
¢ GycriposanspM nurudKTopoM nporeasst BUY (Hanpumep, ara3anasupoM iii AapyHaBHPOM),
OCODCHHO JUIS MAUMCHTOB ¢ NOBLIUCHHLIM PHCKOM Hapywenus ynxunn novex. INaumentss,
noAydalomme  npenapare  acamnacsup/codocdysmp,  seanaracsup/copocOysup i
seAnaracaup/BokcHaanpesup/coochysnp  OHOBPEMEHHO € TeHODOBHPA  AM3ONPOKCHAA
dymaparom u OGycruposannmm uurubGuropom nporeasst BHY. nomkuel Haxommtees noa
HAGMIOACHHEM JUIN  BHIABICHHS HOKCIATEABHBX PEAKUMil, CB3AHHBLIX C  TeHo(osupa
ansonpoxcHaa Gpymaparom.
mei. n A A

Bo BpeMs aHTHPCTPOBHPYCHON TCPAIMy BOIMOKHO YBCAMYCHHE MACCH TEAa M MOBHILCHHE
VPOBHER JHNMAOE M TIIOKO3M B NAAIME KPOBH. JTH HIMCHCHMA UaCTHWHO MOryT Obith
ofycnosaenn KOHTpoaeM 3afonesanua M CTHICM KisHu. HT0 KacaeTes nHniIos, B HEKOTOPHIX
CAYYAAX NOBMILCHHE HX YPOBHA CBUIACTEALCTBYCT 00 HMPEKTHBHOCTH ACHCHHUA, B TO BPEMR Kak

yOCAMTCIBHBIX JAOKAIATEALCTS, CBAIBBAIONIMX YBCAHUCHHC Maccs Tena ¢ Kakoi-a1mbo
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KOHKPCTHO#H CXCMOi cucHM, HCT. KOHTPOIL YPOBHS JIMIMA0B H IJIHOKO3L! KPOBH NIPOBOANTCH B
COOTBETCTBHH ¢ OOWCnpHuATHMI npoTokonamy acucHns BHY-undexumnn, PaccrpoiicTsa
JHIHAHOTO 0OMEHA CACAYET KOHTPOIHPOBATH NPHHATHIMM B KIHHHYECKON [IPAKTHKE METONAMM.
UMOXOHOPUAILHNE NAPYUENUN NOCHE M UCIMEBUR
Hyxneo3nansie H HYKICOTHINBE aHATOTH MOTYT B PAIHYHON CTCHNCHM BAHATL Ha QYHKUHIO
smuroxorapuit.  OcoGenno  suipakeHusie MPOCKTR  BLIILBAIOT CTABYAMH, JIMAAHOINH M
snaosyans. Coobmanocs 0 passHTHH MHTOXOWJIpHATBHMX Hapywennit y BHY-werarnsusix
ACTCH NCPBOTO FOAA XHIHM, MOABCPIUIMXCA BHYTPHYTPOOHOMY M (HAM) NOCTHATAILHOMY
BOWICHCTBHIO AHANOIOB HYKJICOZMIOB, B OCHOBHOM [PH CXCMAX JCHCHHA C NPHMCHCHHCM
3uaosyanHa. Cpein OCHOBHMIX 3apCrHCTPHPOBAHNLIX HCKCIATCALHAIX PCAKIMI OTMCHAKOTCH
rCMAaTONOrHYMCCKHE HAPYIICHHS (ZHCMMA, HCHTPONCHHA) M MCTADONHYCCKHC HApPYUICHHS
(rMNepAAKTATEMMUA, THICPIHNAICMHA). ITH HIMCHEHHA HACTO MMEIH NPEXoAsumit xapaxrep. B
PEAKHX CayManx ObiaN 3aPErHCTPHPOBAHSI TO3AHHE HEBPOJIOTHHYECKHE HAPYILCHHA (MHNEPTONHS,
CYAOPOIH, NOBCACHYCCKHE Hapywienus). B wacrosuiee BPEMR HCH3BCCTHO, RBAAIOTCH M
HCBPOJIOIMMYECKHE  HAPYILICHHA NPEXOIAUMMH  WAM  MOCTORHHBIMK. BO3MOXKHOCTL  TAKHMX
HAPYIUCHMIA HCBLIACHEHHON HTHONOrHH, OCOOCHHO HEBPONOrHYMECKHX HapyiieHuii, caeayer
YUMTRIBATE 1PpH HAGMIOACHHM 32 JICTLMM, MOJABEPIUIMMHCE BHYTPHYTPOGHOMY BO3ACHCTBHIO
HYKICOTHAHMX WIH HYKICOIMAHBLIX ananroros. Hmewmmecs Jainbie HE BAHKIOT Ha TeKyuMe
HALMOHATHHRIC PCKOMCHIAUMM, cornacHo KotopeiM  BHY-nonokurensniM - GepeMeHHbIM
KCHINHAM HE0OXOIMMO MPOBCACHHE AHTHPCTPOBHPYCHON TEPANHM ¢ HETBI0 NPOMAAKTHKH
BepTHKaAnLHOI nepenaywn BHY.
Cunopom 60cCmManosIenus wwsynumema
B wauane awruperposupyctoit tepanun y BHY-uupuuspoBaHHMX NAUHCHTOB C TAKEILIM
HMMYHOACDHIMTOM MOKET BOIHMKHYTh BOCHANMTEALHAR peakuus Ha so3byaurenci
GECCHMITTOMHBIX HIH OCTATOMHBIX ONMOPTYHHCTHHECKHX MHOCKUMH H NPUBCCTH K TAKCILIM
KAMHUYCCKHM COCTORHMAM H/IH YCHICHHIO BRPKCHHOCTH CHMITTOMOB. OOLIYHO TAKHE PCAKIHH
HAOMIOAAKOTCA B TCHEHHE NEPBLIX HEACAb NOCAC Havana nevenus. [Ipumepamu MOTYT CAyKHTE
UHTOMCIATOBHPYCHBI  PETHHHT, TEHEPATHIOBAHHLIC WHAM OYArOBLIC MHKODAKTCPHANLHbIC
undekumn u nHesmoumcTian (Pneumocystis jirovecii) nuesmounn. Caeayer oTcacKHBaTh
MOOKIE CHMITTOMB! BOCTIAICHHA H, B C/Iy4ae HEODXOAMMOCTH, CBOCBPCMCHHO HASHAYMTE JICHCHME.
Takke coobmanocs 06 ayrommmynnsix 3abonesamnax (raxux kak OGonesnn [peiisca M
AYTOMMMYHHBI FENATHT), CONPOBOAMABIINX PCAKTHBALMIO MMMYHHTCTA, OJHAKO JaHHLIE O
BPCMCHH HAYANA TAKHUX AWICHHH CHABHO PasHATCH, M OTH CAYYAH MOI/IM MMETh MECTO CIYCTH
HECKO/IBKO MECALICH M10C/IC HAYANA JICHCHHA.

Ocmeonexpos
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XOTS ITHOJOrMA OCTCOHCKPO3a CHMTACTCH  MHOrOQAKTOPHOH (BKIIOMAT HCNOJILIOBAHHC
FTIOKOKOPTHKOCTCPOHIOB, YNOTPCOACHHE LIKONOAA, HAMMYMC TRAKCHOH HMMYHOCYIIPECCHH,
Gonee BLICOKHIT HHEKC MACCHI TEa), CTYHAH OCTCOHCKPO3A PEIHCTPHPOBAIHCEL 0CODEHHO YacTo
y naumentos ¢ mnporpeccupyiomeii BUY-undexumeit winam npH UIHTEILHOM NpHEME
KoMOMHHpOBaHHOH  anTuperposupycHoit  Tepanmm. [laumenram  caeayer peKOMEHIOBATH
o0pamarses 332 KOHCYABTAUMCH K BPady NpH NOKBICHHMK J0MOTH WM Goim B Cycrasax,
CKOBAHHOCTH B CYCTABAX WIH JATPYAHCHHAX B JABMAKCHHM.

layuenmmw noxcuwrozo sospacma

Tenodorupa amsonpokcuna dymapar e ObUl HCCACAOBAH Y NAUMCHTOB crapwue 65 JeT.
[TaumeHTsl CTAPIICIO BOIPACTA MMCIOT GOALIIYIO BEPOATHOCTL YXYUNCHHA QYHKUMH [04CK,
noaToMy HeoGXoaMMO coBMI0AaTE OCTOPOKHOCTE NPH NCYCHHH TCHOMGOBHPAE AM3ONPOKCHIA

dymapaTom.

Ipasupens
Ddasupens He J0MKEH NPHMCHATLCH B KAUCCTBE CAMHCTBEHHOIO npenapara s acicnns BHY-

undeKun, a TAKKe He JOKCH J00ARISTHCR B KAMECTBE CAMHCTBCHHOIO npenapara x
neaddexrusnoit cxeme repamun. Kax 1 8 cayywac apyriux HHHOT, npu npumencnnn sbasipensa
B MOHOTEPAIMH MOKET OBICTPO PAIBHTLCH PEINCTEHTHOCTH BHpyca. [lpu Bwibope HOBBIX
AHTHPCTPOBHPYCHLIX NPENAPATOB VIR MPHMCHCHHR B KOMOMHAWMM C dDaBHPCHIOM Caeayer
YVUHTWBATE BOIMOAKHOCTH PAIBUTHE MCPCKPECTHON PCIMCTCHTHOCTH BHpPYCa (CM. pasiaen
«DapMAPMAKOIANHAMMKAR ),

He pexomenayercs npumenenue dpaBMpensa  OQHOBPEMCHHO ¢ TabaeTHPOBAHHBIMM
NCKAPCTBCHHMMM  npenaparaMu ¢ QMKCHPOBaHHBIMM  KOMOMHALMAMM  ddasupeH3a,
MTpHIHTaOHHa # TeHOGOBHPA AM3ONPOKCHAGYMAPATA, CCIH TONLKO HE TPeOYCTCA KOPPCKUMS
2035 (HANPHMED, NPH NPHMCHCHIK € PHOAMIHLHHOM).,

He peKOMCHAYCTCH OAHOBPEMCHHOC MpPHMEHEHHE >PaBHpCHIa C NPCNAPaTaMM HA OCHOBC
axcrpaxta ['unkro buno6a.

[IpH HAIHAYCHHM NPENIPATOR LIS OHOBPEMCHHOTO NPHMEHCHNA ¢ IPABHPCHIOM BPAY J10KCH
OOpaTHTLCA K MHCTPYKUMAM N0  MCAMUMHCKOMY OPHMCHCHHIO JaMHLIX JICK3PCTBCHHBIX
NPENapaTos.

Ha done nposeacuns APBT neawss ucxmounts puck nepeaaun BHY apyrum anuam so spema
CEKCYANLHOTO KOHTAKTA HAH YEpes KpoBb. B CBATH € THM ClieAyeT COOMI0NATE COOTBETCTBYIOUIHC

MCPBI ITPEIOCTOPOKHOCTH,
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Conymcmeyowas  GUMupemposuUpYCHas — mepanus:  CCAM  NpHeM  Kakoro-nuGo
AHTHPCTPOBHPYCHOIO CpeiacTBa B cocrase xomOuuuposannoii APBT OTMCHACTCR B CBAIM C
NOAO3PCHHEM HA HEICPEHOCHMOCTS, HEOGXOAHMO PACCMOTPETh BOIMOKHOCTE OIHOBPCMCHHOMN
OTMEHB! BCEX AHTHPCTPOBHPYCHBIX CPeacTs, [IpHeM BCECX OTMCHCHHBIX AHTHPETPOBHPYCHBIX
Npenaparos  JAoMKeH OwiTh  BO30OOHOBICH  Cpasy MOCIC  HMCYCHOBCHHA  CHMIITOMOB
HCTICPCHOCHMOCTH. HC PCKOMCHYCTCS MPCPLIBACMAS MOHOTCPANHS M [0CAC0BATCALHOC
NOBTOPHOC HAIHAMCHHC AHTHPCTPOBMPYCHBIX CPCACTS M3-33 NOBMIICHHA BECPOATHOCTH
NOARJICHHSA PCIHCTCHTHONO K TCPAIIMM BHPYyCa.

Koxcnas coinb: B KAMHMHECKHX HCCACA0BAHMAX MpaBupeH3a HabIIOAAIHCS JEIKO H YMEPEHHO
BRIPAACHHBIC BRICHINAHMA, KOTOpbIe OOBIMHO HCUEIWTH TPH NpojoaeHus Tepanuy. [puem
cooTsercrByloumx Grokatopor HI-rHCTAMHHOBLIX PCUCTITOPOR WHIH TTIOKOKOPTHKOCTEPOHIOB
MOKET YAYHUIHTS NEPEHOCHMOCTS M CHOCOBCTBOBATEL CKOPEHIIEMY HCHCIHOBEHHIO KOXKHOMH CHIH.
Taxkenas GopMa KOKHOH CHIK, CONPOBOXIACMAN BONAMPAMH, ACCKBAMAUMCH IMHTCIHA HIN
obpasosannem 38, HaGmonarack McHee wem y 1% NAUMCHTOB, NPHHWMABIIHX dasupens,
Muorodopsuas IKccyaTusnas spurema uan cunapos Crusenca-/Ikoncona serpetianucs y
0,1% naumenros. Ecan y NaumeHToB BOZHMKACT Taaenan QGopMa CuIH, COMPOBOXIACMAR
BOIHHKHOBEHHEM BOMALIPEH, ACCKBAMAIHCH HTHTEANS C BOBICYCHHEM CAMIHCTHX 000I0HCK HiH
AMxopanxoii, HeoOXOAMMO HEMEUICHHO NPCKpaTHThL npuem dpasupensa. Ddasupens He
PCKOMCHIOBAH NALMCHTAM, Y KOTOPLIX OBUIA YIPOKAIOMAR AHIHN KOKHAA PEaKIMA (Hanpumep,
cunapom Crusenca-/Ixoncona). B cayuae npexpaiicHus Tepanun QasupeHIom HeoGXoauMo
PACCMOTPETH BONPOC O NPEKPALLEHHH NPHEMA APYTHX AHTHPCTPOBHPYCHBIX CPEACTB, HTOOM!
H3GEKATE NOABACHHR PEIHCTEHTHOIO K Tepanuu Bupyca (cm. pasaen «llobounoe aeiicTaren).
Cayvan KoxHOM cuiti 3aperucrpuposanl y 59 w3 182 aereit (32%), noaywasummx Jaeuyenue
HHABHPCHIOM B 3 KAHHHYCCKHX HCCACAOBAHMAX CPEAHCH MPOACIAUTEALHOCTEIO 123 Heaean. ¥
6 aerei cuinb Gbuna TRKE0H. MeaHaHa BpeMEHH HaYana NOSBACHHR Chiny Y AeTeil cocrasina 27
aneit (3-1504 ams). Tlepen mawanom Tepanmu pasHpeHsoM y jcreit MM Moker Owirh
PEKOMEH/I0BANA COOTBETCTBYIONIAA AHTHIHCTAMUHHAA TCPAITHA B KAYCCTBE NPOPIIAKTHKH.
Onuit  npuMenenns SPaBupeH’a Yy  NAUNCHTOB, KOTOpeM  Obli  OTMCHCHBI  JpYTHE
autuperposupycusie cpeacrsa w3 knacca HHHOT, orpammuen (cm. pasaen «llobounoe
Acitcrene»). GABUPEH3 HE PCKOMCHIOBAH MAUMCHTAM, ¥ KOTOPMX pance Ha (oue npHema
apyrux HHHOT passuanch yIpOXAIOUING AHIHH KOAHBIC DCAKUMM (HANPUMED, CHHAPOM

Crusenca-/Lxoscona).
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CumMnmommt co CIopoNl NCIUKNI: HMCIOTCS JAHHLIC O BOIHHKHOBCHHN HEKCIATEALHLIX ABICHHI
€O CTOPOHB! NICHXHKH Y NAUMEHTOB, TPHHHMABIINX Hpasupens. [TauHeHTE], HMCIONINC B AHAMHEIE
MCHXHHCCKHE PACCTPOHCTBA, HAXOAATCR B IPYIINC NOBLIICHHOIO PHCKA 110 PA3BHTHIO CEPBEIHLIX
HEKCIATCARHBIX ARACHII CO CTOPOHBI NCHXMKH. B wacTHOCTH, TRkKe/nas jcnpeccus Hanbonee
wacto wabmoganacs y naumentos ¢ jenpeccueii B anamuese. Takke HMCHOTCR
MOCTPEIHCTPALMOHHBIC JAHHLIC O CAYHAAX TAKENO0H ACTIPCCCHH, CMEPTH B PEIYALTATE CYMIUMAL,
Opeaa u neuxo3onoaobHoro nosecHns. IaunenTos HEOGX0AMMO NPEAYIIPEIHTE O TOM, YTO NPH
PAIBHTHH TAKKX CHMITTOMOB, KaK TRKE/Ias ACNPECCHA, NCHXO3B WIH CYHIIATLHEIC HICH, OHH
AOKHE! HEMEUIEHHO CoOOMTE 00 3TOM CBOCMY Bpavy. Bpad A0/KeH ONPEACAHTL BOIMOKHYIO
CBA3b ITHX CHMITOMOB C NPHEMOM dPaBHPCH3IA, M, CCAM ITA CBAIL NOATBEPKIACTCA, OUCHHTE
COOTHOWICHNE PHCKA LIS NAUMEHTA NPH NPOACIKCHHM TCPAIIHM W NOTCHUHATLHON NOABL3L OT
npuema npenapara (em. payien «flobounoe aeicTane»).

CUMAMOMB CO CMOPONN HEPEKOI CUCMEMBI! Y TIRITHCHTOB, NPHHUMABLINX HPABHPCHS B J103¢ 600
Mr | pa3s B CYTKH B PAMKax KIHHHHCCKHX HCCIEIO0BAHMI, 9acTo HabMOAATHCh CACaylomMe
CHMIITOMBI: FOJIOBOKPYACHHE, HECCOHHMUA, COHANBOCTD, CHIDKCHHE KOHUCHTPALMM H NATONOIHA
27 CHOBH/ICHHIA, @ TAKOKE BCTPEHAIHCH APYIHE HekenaTe/abbie antenus (oM. pasaen «lloGounoe
acicrsuen). CHMIOTOMEL CO CTOPOHBM HCPBHON cHCTeMBl OOBYHO HABAOAAIMCL B TCHYCHHE
NEPROTO WK BTOPOTO AHA TEPANUH W B COABIIMHCTBE CYMACB HCUCIATH MOCAE NCPBLIX 2-4
neacns, Hausentos HeobXoauMO NPOMHGOPMHPOBATL O TOM, YTO TAKHC CHMIITOMBI, €C/IH OHH
NOARNKIOTCH, OOKIMHO HCHCIAOT NPH NPOJIO/DKCHHM TCPANME H HC ARIKIOTCR NPHIHAKOM
BOIMOAKHBIX HAPYIICHHT CO CTOPOHB! NCHXHKH, KOTOPHIE BCTPEHAKOTCA pexke.

Cydopoxcusie npunadxu: coobuianocs 0 Cyaoporax y nauuMeHToB, NPHHMMABLINX haBHpeH3,

ocobeHnO y nauMeHtoB ¢ cyaoporami B asamuese. [Ipn OQHOBPEMCHHOM NPHMCHCHMH
MPOTHBOCYAOPOAHBIX JICKAPCTBCHHMX CPCACTS, MCTA0ONIMIHPYIOUMXCE B OCHOBHOM B NCHCHM,
Takux Kak Qenwronn, xapbamazenun n denobGapéuran, caeayer nEpHOAHHECKH NPOBOANTH
onpejeneHHe KORUCHTPaLHii YTHX Npenaparos B naasme kposu. Heeaenosanue BIaMMOaCHCTBHI
JCKAPCTBCHNBIX CPEICTB MOKA3QIO, YTO NPH OAHOBPCMCHHOM IIPHMCHCHHH kapOamasenuHa
>ABHPCHIA  KOMUCHTPALMK XapGamalenuua B MAa3MC KPOBM CHIKAIMCH (CM. pa3aen
«BaanmonelicTRie © JPYTHMH NEKapCTBEHHBIMI cpeacTsamiy). TTaMenTsl ¢ CYAOPORHBIMH
NPHIAAKAMM B AHAMHCIC J0MKHE! HAXOIHTLCA TI071 0COOHIM HABTIOCHHEM.

Hexceramensumie SE1€RUA CO CMOPOHBE NEVen: B TIOCTPErHCTPALMONHBIE neproa Haba0aeHHA
GLUI0 NONYNEHO HEGONBUIOE YHCAO COOBIICHMI O PAIBHTHN NEHCHOUHON HEAOCTATOMHOCTH Y

namMeHTos 6e3 yKasanuii Ha 3a601CBANMA TICUCHH B AHAMNEIC, & TAKAC 63 JIPYTHX BHAB/ICHHBIX
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daxropos pucka (em. passen «llobounoe aciicrauen). B CBAIM C© ITHM PCKOMCHIYCTCS
OCYICCTRISTS MOHMTOPHHI AKTHBHOCTH (IICHCHOMHBIX» (EPMEHTOB Aake y naumcHtos 6e3
NEHCHOMHOM AMCHYHKIMK B AHAMHEIC WM APYTHX PaKTOPOB pHCKA.

Bausnue nuwgu: npH UpMMCHCHMN pasupensa BO BPCMS [PHCMA MU MOKCT BO3PacTarh
axcnosuims Hpasnpensa (cm. pasaen «DapMaKOIOTHUCCKHE CBOMCTBAY), 4TO MOXKCT NPHBOAHTS
K YBC/IHUYCHHIO YACTOTH HEACAATCABHLIX peakuuit (em. payien «lloGounoe aeiicraner). B cassn
€ ITHM PCKOMCHYCTCA NPHEHMATE MpasHpeHs HATOILAK, KCAATCIBHO HA HOYL.

Cundpom SOCCMANOSIENUR WMMyHUmMema: JAHHLIH CHIAPOM HAOMIOAAICH Y NALUMEHTOB C
TRACABIM HMMYHOACHHIITOM B M0G0 MOMCHT NOCHKE HAYXIA TPOBLACHHA KOMOHHHPOBAHHON
APBT. B pe3yasrare YCWwICHHA HMMYHHOPO OTBETA BCACACTBHE TEPAIIHH B TCUCHHE HECKOABKHX
HEACAL WM MCCAUCE OT HAYANd JCHCHHA MOKCT PA3BMTHCA BOCHANMTENLHAN PCAKUMN HA
HCAKTHBHBIC  WIM  OCTATOMHMC  ONUOPTYHHCTHHCCKMC  muexumn,  Takue  Kax
UHTOMCTAIOBHPYCHBI PCTHHKT, TCHCPATHIOBAHHMC WM OYArOBLIC MHKOGAKTCPHATLHBLIC
HHQEKIIMN, THCBMOHMA, Bh3BaHHA Preumocystis jiroveci (npexuee nassanne — Preumocystis
carinif). TAKHe BOCTIATHTCABHBIC CHMITOMB! HYAAIOTCA B AATHHCHINCH OUCHKE H HAZHAYCHHM
COOTBETCTBYIOMICTO NCHCHHA.

AYTOMMMYHHBIC HapyIICHHS (Takne kak andupysusiit THpeoTOKCHUCCKHit 300) Habmoaamics Ha
GOHE BOCCTAHOBNCHMA HMMYHMTCTZ, OIHAKO BPEMA HAYAABHBIX NPOKBACHHH CHIBHO
BapLHPOBANO, M 3a001CBAHKE MOIJI0 BOZHHKATH HCPE3 MHOTO MCCRICH N10C/IC HAYANA TCPAnHH,
Jlunoducmpoghus u memaboauvecxkue napywenus: xomonnuposannas APBT accounmposana ¢
MICPCPACHPEACICHHEM  [OAKOKHO-AHPOBOIT  KneTHaTKH  Tena  (aunoauctpodus) y BHY-
HHPHUMPOBAHHEIX NAMEHTOB. OTIAICHHKMC NOCACACTBHA ITOTO ABICHHA NOKA HCHIBCCTHBI W
MEXAHHIM €0 PAIBHTHA M3yden HeaocTarouro, [IpeanonaracTes CBAsh MCALY BHCUCPUIHHBIM
JHNOMATOIOM H IPHMCHEHHEM HHIHOHTOPOB NPOTCAIL! H JIHIOATPODHH H TPHMEHEHHEM HHOT.
[MoBBILCHHKI PHCK PAIBHTHA ANNOAHCTPOPHH MOKCT ObITE 00YCTOBACH KAK MHAMBIIYTLHBIMH
daxTopasMi, TAKMMHM KAK NOXKHION BO3PACT, Tak # (AKTOPAMH, CBAIAHHBIMH C NPHEMOM
npenapaTos, TaKMMM Kak npopomauteasias APBT u ceasanume ¢ neil merabonnyeckue
Hapywicnus. B cBAIN € THM NpH KIMHMYECKOM 00CACA0BAHMIE NALMCHTA CACAYET NPOBOAHTE
duamxansioe obenenosanne, o0paias BHHMAHHC HA NCPEPACTIPCACICHIC HOAKOKHO-KHPOBOT
KACTHATKH, @ TAKAKC ONPCACHATH KOWUCHTPAUMIO JIMIHIOB B CHBOPOTKE KPOBH HATOWAK M
KOMIEHTPALHIO FIIOKO3H 8 kposi. Hapywenus IMnuanoro obMeHa A0MKHL KOPPEKTHPOBATLCR

B COOTBCTCTBHM ¢ KIMHHMCCKIMK npossacHuami (cu. pasaea «lTobounoe acicTame»).
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Ocmeonekpor: XOT3 THONOTHA JAHHOTO 3abo/cBanua npuIKana MHoropaxTopHol (BKIOHAL
NPHMEHEHHE KOPTHKOCTEPOHIOB, 310YNOTPCOICHHE AIKOrOAeM, TRKCAYI0 HMMYHOCYIIPECCHIO,
NOBLILCHHBIT HIJICKC MACCHl TEJIa), CAYMAH OCTCOHCKPO3a HAOMIOALIHCE PEHMYIIECTBEHHO Y
nausentos ¢ ummrensioil BUHY-nudexuseit wuan y nauMeHToB, JUIMTCABHO [OJYYaBIIHX
xomOunmuposannyio APBT. Tlaunentii ZOMKHL HEC3AMCLTHTEILHO OOpPaTHTLCA K BPavyy npu
nossackHuK Goncit B CYCTAaBAX, CHIAKCHHH NOJABHAHOCTH CYCTABOB HIH TPYAHOCTAX npH xoasbe.
Ocolnie spynnst nayuenmos

Tayueumm ¢ 3abosesanussu nevenu: PaBUPCH3I NPOTHBOMOKAIAH NALHEHTAM C TAKCAOM
crenensio nevenounoli wegocrarounoctn (knace C no cucreme Yaitan-Tewo) (oM. pasneas
«lIporusonokasanusy», «DapMaKOIOrHUCCKHE CBOMCTBAN) M HEC PEKOMCHIAYCTCH NAlMEHTaM ¢
NOPAKEHHEM MEHEHH CPEaHEil CTENEHHN TAKCCTH, NOCKOIBKY HA JAHHBIH MOMEHT HEAOCTATONHO
AAHHBIX, 9TOOBI YCTAHOBHTL, HYKHA /M B TaKHX CHYYasx Koppekuma jao03st. Beaeacrsue
uHTCHCHBHOrO MetaGonmama »pasupensa cucremoit wuroxpoma P450 1 orpasHycHHOrO ONLITA
KANHHYCCKOTO PHMCHEHHA NIPENapaTa y NAIMEHTOB ¢ XPOHUMCCKHMH 3a001CBAHNAMM eYCHH
caeayeT cobMOonaTh OCTOPOAKHOCTE NPH HAHAYCHHH HPasHPeHsa NAUHCHTAM ¢ 3a001eBaHHAMK
nevenn nerxoii crenenn TakecTH, [TpH HTOM NAUMEHTEE A0/KHL HAXOAHTHCR N0 HAbAOACHHEM
JUIA CBOCBPCMCHHOIO BRISRJICHHA JI0303aBHCHMBIX MCAKCHATCIBHMX Peakumi, ocobcHHo co
CTOpOHBI HepBHOi cucTembl. Takke sepes 29 onpeacncHubie MHTCPBAIM BPCMCHH Cacayer
npoBoMTL 1abOPATOPHBLIC AHANNIB VIR OUCHKK COCTOAHMS neuchu (oM. pasen «Cnocod
NPUMEHEHHA H 103bI»).

BesonacHocts M dPOHCKTHBHOCTL HPaBupeHIa HE NOATBEPAIICHB Y NAUMCHTOB CO IHAYHMBIMH
HapyweHnsMu Gynxis nevenn B anamucese. Iaunentst ¢ xponnieckus renarurom B wm C,
npuauMaionme  xomGuuuposannyio APBT, BXoasT B rpynny pHCKa pasBHTHA TRKCIBIX
HEKCAATCARHBIX PEAKIMI CO CTOPOHBI NEYCHHN, KOTOPHIC MOTYT IIPHBECTH K JICTATBHOMY HCXOAY.
Y NAUHEHTOB ¢ HApYwieHHeM (GYHKUMK NeYeHH B SHAMHE3C, BRIIOYAA XPOHHYCCKHIT AKTHBHBIH
TCIATHT, MOBBIIACTCA YACTOTA PASBMTHR HAPYIICHIH QYHKIMK nCYeHH IPH KOMOMHNPOBAHHOM
APBT, n031oMy TaKHC NALHCHTEI A0JAHL HAXOANTHCH NOJA HAOMOACHHEM B COOTBETCTBHH CO
CTANIAPTHOH CXeMOil, Y NAUMEHTOB € YXYUIICHHCM TedeHHA 3a00/CBaHMA NCHCHHM WIH C
YCTONUMBRIM YBCAHUCHHCM AKTHBHOCTH CHBOPOTOUHBIX TPAHCAMMNA3, MpeBbiaoumy Gonee
yem B 5 paz BI'H, noassa or npoao/mkeHms Tepansum HPasHperIoN A0/KHA CONOCTABARTHCR €
BO3IMOMHBIM PHCXOM B OTHOWICHMH BOIHHKHOBCHHA ICNATOTOXCHYHOCTH. B OTHOWCHMH Takux

NALHCHTOB CEIYET PACCMOTPETH BOIPOC O LEACCO0DPaIHOCTH Npephisanig waw ormensl APBT
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(cm. pazaen «lloGouroe achcTaier).

[pH  OAMOBPEMCHHOM TNPHMCHCHMHM JPYFMX  JICKAPCTBEHMHMBLIX CPEACTB € H3IBCCTHOM
renaroTOKCHYHOCTHIO  PEKOMCHIYCTCH  NPOBOAMTL  KOHTPOAL AKTHBHOCTH  «IICHCHOYHBIX)
depmentos.  [Mausewram ¢ remarwrom B owm C, npu  Hasmadenuy  KOMOMHHPOBAHHOM
NPOTHBOBHPYCHOH TEPANMM CCAYET TAKAKC PYKOBOACTBOBATLCH MHCTPYKUMAMH 110 NPHMCHCHHIO
HAIHAYACMBIX NPENAPaToB 1A NevucHus renarura B wmm C.

Hayuenmut ¢ noveunou nedocmamounocmpro: GAPMAKOKHHCTHRA HPaBHPCH3A Y NALUHCHTOB C
NOYEYHOH HEJOCTATOMHOCTHIO HE M3YHATACH, O/IHAKO B CBAIH C TEM, YTO B HCHIMCHCHHOM BHAC
nouKaMu BuBoKTCA Menee 1% npHHSTOH 20361 ddasupensa, HAPYIICHHE QYHKUMH NOUCK HE
AO/KHO OKAIWBATh CYWICCTECHHOIO BAMAHMA HA BeiBeJcHuHe >pasupersa (oM. pasaen
«Dapmakonorsueckue cBoicTBan), OnwiT npuMeneHns HQaBHUPENsa y NaUKCHTOB ¢ THKCIOMH
MOMCHHON HEJAOCTATOMHOCTLIO OTCYTCTBYET, B CBA3HM € HEM Y TaKHX NAUMCHTOB cacayer
(IPOBOANTS TIIATCALHEI MONHTOPHHT GE30NACHOCTH NPHMEHCHHA NIPEIIApaTa.

Hayuenms noxcwi020 s03pacma: NOCKONBKY B KIHHWYCCKHE HCCACAOBAHMA OBUIO BKAIOUCHO
HeOOMBIIOE KOMMYMCCTBO NOKMALIX NAUHEHTOB, HET OCHOBAHMI NPCANONAraThL, YTO JACHCTBHC
Npenapara Ha NAUMCHTOB MOAKAOIO BO3PACTA OTAHMACTCR OT TAKoBoro y Gonee MOMOBIX
NAUNCHTOB,

Jlemu: npumencune >dasupensa y aereil Maaawe 3 mec. wiM ¢ BECOM MeHee 3.5 Kkr He
HCC/IRI0BATOCH.

Bansuue ua cniocobuocTs YNPABASTL TPAHCHOPTHLIMM CPEACTBAMM, MEXAHNIMAMKH
Hecneqosanua  BAMAHHA HA  CNOCOOHOCTL  YIPABICHHA TPAHCHOPTHBIMH  CPEACTBAMH,
MEXAHHIMAMH He npoBoaIHeh. Oanaxo, Ha gone npuema sdasupensa u TCHOPOBHPA MOKCT
BOIMMKATL TONOBOKPYKeHHE, IPaBHPCHI MOKET TAKKE BRIBIBATL HAPYIICHHE KOHUCHTPalUHH
BHUMAHMA # comBocTs. Flaumentnl aomxnsl ObITh NPOHHGOPMHPOBAHK O TOM, YTO B Cay4ac
MOABACHHA YKAZAHHLIX CHMIITOMOB, MM C/CAYCT BOYICPAATLCA OT BRINOJHCHHA NOTCHIHATRHO
ONACHMX BHAOB JCATCJLHOCTH, TAKHX K@K YIPaBjAcHHE TPAHCINOPTHLIMH CPEICTBAMM,
MEXAHH3IMAMH,

Dopma BLINYCKA

TabneTkH, NOKpLITHE IICHOYHON 06010%k0it, 300 Mr + 300 Mr + 600 mr.

[1o 10 TabaeTOK B KOHTYPHYIO SUCHKOBYIO YIAKOBKY H3 IUICHKH NOIMBHHIIXIOPHIIHON i Gostbrs
amoMuHKeBOi nevarnoit nakuposannoit. 1o 3 KOHTYPHBIX A4CHKOBBIX YINAKOBKH BMECTE ©
MHCTPYKUMEH 110 NPHMCHCHHIO NOMCLIAKT B NAUKy M3 KapTOHA A4 NOTPeOHTENLCKON TapH.

Ilayxy NOMEILAIOT B IPYNNOBYIO YIIAKOBKY.
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ITo 30 rabnerox B GaHKy NOAMMEPHYIO H3 NONHITHICHA ¢ KPBIUKOH HATATHBACMONR € KOHTPOJICM
nepsoro BekpaiTHA. CeoBoanoe npocTpaHcTso 3anonusior saroif seamumnckoil. Ha OGankn
HAKJICHBAKOT ITHKCTKH M3 OYMArn 3THKCTOMHOM WIH ITHCHEH, HIN U3 NOAHMEPHBIX MATEPHANOB,
camokzesummecs. Ilo | Ganke BMeCTe ¢ MHCTPYKUMCH NMOMCINANT B NAayxy M3 KaproHa i
norpedurTensexoil Tapsl. [Tauku noMemaoT B rpynnosyio YIakosxy.

Yeaosun xpanenns

B sammumueHsoM ot cBeTa MecTe npH Temmneparype ue ssime 25 °C.

XpaHuTh B HEAOCTYITHOM JUIA JICTCH MECTe.

Cpoxk roanocrun

3 rona.

He npuMeHATS 110 HCTCYCHHM CPOKE NOAHOCTH,

Yeaosusn ornycka

Ornyckalor no peuenry.

Iponssoanrens

AO «DapmacunTesn, Poceus.

FOpumsecknit anpec: 664007, r. Upxyrek, Kpacnorsapaeiickas 2.23, od. 3.

Azipec npoussoacTecHiod naowaakn: r. Mpxyrek yau. P. JliokcemOypr 184.

Baajaeaen permcrpauMonnoro yiocrosepennst/Opraguiauns, NpHHAMAIOMAS NPETCHINN
norpeburenei

AO «apmacunredn, Poccus,

664040, r. Upkytck, ya. P. JhokcemGypr, 1.184,

Teux: 8-800-100-1550,

www.pharmasyntez.com

Buue-npesnacur
10 KAYCCTBY M PEry/IRTOPHBIM BOIIPOCAM

AO «Dapmacunresn




