.

MUHHUCTEPCTBO 3IPABOOXPAHEHUSI PECIIYBJIMKHU BEJIAPYCH

ST EATORATO
b 'BOM 31PABOOXPAHEH

. PECNIYBJIUKU BE VCb it
‘ipuxa3 Munucreperaa 3ADABOOX PAHEHU i

0T ¢ _«épzngzk HVW

RN

HHCTPYKIMUA
10 MEIHIMHCKOMY IPHMEHEHHIO JIEKAPCTBEHHOI0 CPeicTBa
HAyoBHp
Toprosoe HazBanme: J[yoBup
OO0man xapakTepHCcTHKA
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Onucanue: oBaNbHBIE [IBOSKOBBINYKJIbIE TAOJIETKH, NOKPHITEIE IIEHOYHON 000J104KO0i 6€e10ro
1Bera ¢ Haanuceio «DVR» Ha oaHol cTOpoHe.

Cocrag: 1 TabneTka COIEPKUT:

akmuenoe gewecmeo: 1amuByauH - 150 mr, 3upoByauH - 300 Mr;

6CnoMozamenvHble 6ewecmeq: LEIU0N03a MHUKPOKPHCTAUIHYECKAS, KPEMHHS JIHOKCHII
KOJUIOMTHBIH 6€3BOIHBIIH, HATPHS KpaxMalia ITIMKOJIAT, MarHus CTeapar;

cocmas 060104Kky.; THNIPOMENNO3a, TuTaHa quokcui (E171), Tajbk, HIpONMICHTIHKONb.

®opma BbITyCKa: TaGJIETKH, IOKPEITEIE 060JI0YKOM

®apmaxoTepaneBTHYecKass rpymma: [IpOTHBOBHPYCHBIE CPEACTBA s CHCTEMHOTO
npuMeHeHus. KoMOHHanuu MpoTHBOBUPYCHBIX NIpenaparoB A jteueHus BUU-undexuum.

Koa ATX: JOSARO1

PapmakoJIorniecKHe CBOMCTBA

Papmarkoounamuka

Mexanusm aeticTBus

JlaMuByIMH M 3HIOOBYJMH SIBIAIOTCA HYKICO3HIHBIMH MPOM3BOAHBIMH, O00JaJal0MIUMH
aKTHBHOCTBIO poTHB BUY. Kpome Toro, namuByuH 00NafacT akKTUBHOCTHIO IIPOTHB BHpYyCa
renatuta B. O6a npemapara mocnenoBaTelibHO MeTabONMH3HUPYIOTCA BHYTPHKJIETOYHO JI0
aKTHBHBIX MOJIEKYN JaMHMBYyauH-5'-Tpudochara (TP) u 3umoBymun-5-Td, COOTBETCTBEHHO.
OCHOBHOM MeXaHH3M JeHCTBHS 3aKIIOYAeTCs B OOpBIBE LENH BHPYCHOH 0OpaTHOM
TpaHcKpunTasbl. JlaMuByaun-T® u 3unoByauH-T® SBIAIOTCS CENEKTHBHBIMH MHTMOHTOpaMHU
BUY-1- 1 BUY-2-pennuKkanuy in vitro; TaMUBYAHH TaK)Ke aKTMBEH B OTHOLICHHH 3MIOBY/MH-
PE3UCTEHTHBIX KIMHUYECKHX Hu30jaT0B BUY. JlamuBynuH B KOMOMHAmMH ¢ 3HIOBYIMHOM
001ala€T CHHEPrHIECKOM aKTUBHOCTHIO NpoTHB BUY B OTHOIIECHHH KIHHHYECKHX H30JISTOB B
KJIETOYHOH KyJIbTYpe€.

Pesucrentnocts BUY-1 k namMuByauHy oGycioBieHa mytanued M184V psmoM ¢ aKTHBHBIM
IEHTPOM OOpaTHOH TPAaHCKPHNTa3bl. DTOT IUTaMM BBIAENSETCS KaK in vitro, Tak U 'y BUU-1-
MHQHUIMPOBAHHBIX MALMEHTOB, NONYYAIOIIMX AHTUPETPOBUPYCHBIE pPEXHMBI  TEpAIHH,
Biovyaromme jaMuByauH. IlltaMmel BupycoB ¢ MI184V  wmyrtanmeii AeMOHCTPHpYIOT
3HAYUTEJIPHOE CHIDKCHME YYBCTBHTENBHOCTH K JIAMHUBYAMHY M II0Ka3bIBAlOT MEHBIIYIO
PCIUIMKATHBHYIO aKTHUBHOCTH in vifro. HccienoBaHus, NMPOBEJEHHBIC in Vitro, MOKa3alH, 4YTO
3UAOBYAMH-PE3UCTEHTHHIE U30JSIThl BUPYCOB MOT'YT Pa3BUTh YyBCTBHTENIBHOCTH K 3HJOBYUHY,




eclIi OHM IPHOOPETYT PEe3UCTEHTHOCTH K JaMHUBYAUHY. KiMHHYEeCKOE€ 3HaUEHHE JTOTO SIBJICHUS
HE YCTaHOBJIEHO.

Pe3ynbraTel HCOBITAHUI i Vitro TO3BOJISIOT IPEANONIO0XKHTh, YTO NPOJODKCHHE IHPHMCHEHHS
JaMHUBYIMHA B aHTHPETPOBHPYCHOH cXeMe JIEYeHUsI BHE 3aBUCHMOCTH OT IOSBJICHHs MyTallHH
M184V, MoxxeT 061aqaTh OCTATOYHOM aHTHPETPOBHPYCHOH aKTHBHOCTBIO (KaK IIPH CHMXXEHHOM
PEIUINKAaTUBHOM akTHBHOCTH BHpyca). KimHM4Yeckoe 3Ha4eHHE OJTOrO SBJICHHS HESCHO.
JlefiCTBUTENBHO, TOCTYITHBIE KIIHHUYECKHE JaHHBIE OY€Hb OTPaHH4YEHBI U HE TI03BOJISIOT CENAaTh
Kakoe-Inbo OOBEKTHBHOE 3aKmodeHHe. B mobom ciaydae, NpUMEHEHHE YyBCTBHTEIBHBIX
HYKJICO3UAHBIX HHTHOUTOpPOB oOparHoil TpaHckpuntazsl (HHUOT) Bcerma nomxHO OBITH
IPEANOYTHTENBHEH IPOJOIDKEHUIO TEpanmuM JIaMUBYAMHOM. TakuM o6pa3oM, MPOJOIDKEHHE
TEpalHuy JIAMHBYAMHOM B 3aBHCHMOCTH OT pHCKa mHosBieHus M184V Mmyranum JOIDKHO OBITh
Ha3HAYEHO TOJIBKO B T€X CIy4asx, KOrJla HEBO3MOXXHO INPUMEHEHHE HH OJHOTO0 H3 aKTHBHBIX
HUOT.

IlepexkpecTHass 4yBCTBHUTENBHOCTH, OOycloBleHHas MI184V wmyranueii B  oOGparHO#
Tpanckpuntaze BUY, orpannyuBaer npumenenue Becex npemnaparos kiacca HUOT. 3unoByaun
W CTaByIUH COXpPaHSAIOT aHTHPETPOBHPYCHYIO AaKTHBHOCTP B OTHOINEHHH JIAMHBYAUH-
pe3sucTeHTHBIX ITamMMoB BUY-1. AbGakaBup mNposBIsSEeT aHTHUPETPOBHUPYCHBIE CBOHCTBA B
OTHOWICHUH JIAMUBYAMH-pe3UCTeHTHBIX BUU-1, pe3ncTeHTHOCTh KOTOPBIX 00yCIOBIIEHa TOJIBKO
M184V wmyranmeit. M184V MyTaHTHBIE IUTaMMBI IPOSBISIOT CHHXEHHYIO B 4 pasa
YYBCTBUTEJILHOCTD K IMJAHO3KHY; KIIMHUYECKOE 3HAUYEHHE 3TOrO ABJICHUS MOKa HescHo. OreHka
YyBCTBUTEIBHOCTH in Vitro He ObUIa CTaHAAPTU3UPOBAHA M PE3YJIBTATHl MOTYT OTJIMYATHCS B
3aBHCHMOCTH OT METOJHKH.

In vitro naMuUBYOMH JEMOHCTPUPYET HH3KYI0 LHTOTOKCHYHOCTh II0 OTHOIIEHHIO K
nepudepudeckuM JUMQPOIUTAM, [0 OTHOIIEHHIO K M3YYCHHBIM JIAMQOLUUTAPHBEIM U
MOHOLIMTapHO-MaKpodaraJsHeIM KOJOHHSAM M K PALY KIETOK-IPEALIECTBEHHHKOB KPacHOTrO
KOCTHOTO MoO3ra. Pe3UCTeHTHOCTh K aHajloraM THMHAMHA (B TOM YHCJIE U K 3UIOBYIHMHY)
XOpOIIO OINKMCAaHAa M COOTHOCHTCA € MOCJIENOBaTEeIbHBIM HAaKOIUIEHHEM OO0 6 CrenupHYecKHx
MyTauuii obpatHoil TpanckpunTassl BUY B komonax 41, 67, 70, 210, 215 u 219. Bupych
NpHOOpeTaloT (HEHOTHIHYECKYIO DPE3UCTEHTHOCTh K aHaloraM THMHUAWHA IOCPEACTBOM
KOMOMHALMU MyTalmi B KoJoHax 41 u 215 uinu HakoIUIeHHeM, 10 KpaiiHel Mepe, YeThIpex WIN
UIECTH MyTalMi. OTH MyTauUH Ha (oHE NMPUMEHEHMS AHAJIOTOB THMHIMHA caMH 1o cebe He
SIBJIAIOTCS TPUYHMHOM BBICOKOM II€PEKPECTHOI PE3UCTEHTHOCTH K JAPYTUM HYKJIEO3WJaM, 4TO
IIO3BOJIET BIOCIIEACTBHH IPUMEHSATSH Apyrue onodpenasie HUOT.

PasnnuaroT ABa THHa pa3sBHUTUSA MyTalHif, BEAYIIHUX K MYJIbTHPE3UCTEHTHOCTH, IIEPBBIA THII -
MyTaudd BUPYCHOM oOpatHoi TpaHckpunrta3sl BUY B komonax 62, 75, 77,116 u 151, Bropoii
tin - T69S Myranmum co BcTaBkoit B mOJIOXKeHHE 6-if Mapel a30THCTBHIX OCHOBaHH,
COOTBETCTBYIOIIMX 3TOH IO3UIMH, YTO CONPOBOXIAETCH IOSBJICHHEM (PEHOTHIIHIECKOMN
PE3UCTCHTHOCTH K 3HMIOBYAMHY H ApyruM ofob6penHbiM HHMOT. Jlro6oif M3 3THX THIOB
MyTalMid, NPHMBOJAUIMX K Pa3BHTHIO MYJIBTHPE3HCTCHTHOCTH, CYILIECTBEHHO OrpaHHYHBAET
BO3MOKHOCTH JICUCHHUS.

Knunuuecxuii onvim npumenenus

B K/IMHUYECKMX HCCIEJOBAaHHAX HPHMEHEHHE KOMOWHANMM JIaMHBYyJWHAa M 3HIOBYIHMHA
npuBoAMiI0 K CHHXeHHI0O BUY-1 Harpyskm u yBenuuenuro conepxkanuss CD4  KieTok.
KimHuyeckue naHHBIE CBUETENBCTBYIOT O TOM, YTO NPUMEHEHHE KOMOMHALMM JIAMHUBYIMHA H
3UIOBYAMHA NPHUBOAMT K CYIIECTBEHHOMY CHH)KEHHIO PUCKa IIPOrPECCHPOBAHUS 3a00I€BaHUS U
CMEPTHOCTH.

KombunMpoBaHHas Tepamnus JAMUBYAHHOM U 3HAOBYAXHOM HIMPOKO MCIIOIB3yETCS COBMECTHO C
JpPYTMMH aHTHPETPOBUPYCHBIMH NpenaparaMu 3toro xe kinacca (HUOT) umm HUX KJIacCOB
(uHruburops nporeazsl BUY [UII], HeHyKII€03uAHbIE HHIHOMTOPEI O TPaHCKPUIITa3bl
[HHUOTY)).




KoMOUHMpOBAaHHEIE PEXHUMBI aHTHPETPOBUPYCHOM TepaliuH, BKIIOYAIOMIHE JAMHBYIHH,
5¢)(eKTHBHEI B JIeYeHHH NALIUEHTOB, PaHEE HE MOJIYYaBIINX aHTUPETPOBHPYCHBIX NPEIApaTOB, U
NALHEHTOB, Y KOTOPHIX BbigeeHbl mTaMMbl BUY ¢ M 184V myTanueii.

Knuunyeckue JaHHBIE CBHACTEILCTBYIOT O TOM, YTO KOMOMHHMPOBAaHHAas TEPaIks JJaMHBYIHHOM
U 3UIOBYJHHOM 3aJIEP)KUBAET MOSBICHHE 3UAOBYAMH-PE3UCTEHTHHIX INITAMMOB Yy MAaIlHCHTOB,
paHee He NMOJIyYaBIIMX aHTHPETPOBUPYCHOH Tepamuu. IlanueHTsl, mogydyaromue JaMUBYIHH H
3UJOBYIUH COBMECTHO WJIM O€3 JOIOJHHUTEIbHOH AaHTHPETPOBHPYCHOM TEpamvud M y KOTOPBIX
MYTaHTHBIH BHpyc MI184V yxe mnOpuCYyTCTBYeT, Takxe A€MOHCTPHPYIOT 3aMelJIeHHe
IIPOrpecCCHpOBaHMs MYTallUii, KOTOpble OOYCJIaBIMBAIOT YCTOHYHMBOCTH K 3HAOBYJUHY H
CTaBYIUHY (MyTanuu aHainoroB TumuauHa,; MAT).

Ipomoikaercs KCcciaeq0BaHHE B3aMMOCBSI3M MeXy 4yBcTBUTeNbHOCThIO BUY k namuByauHy U
3UIOBYIHHY in Vitro U KIMHHYECKHM OTBETOM Ha TEPAIHIO JJAMUBYIMHOM/3UA0BY IMHOM.
Tepanus namuBymauHoMm B 03¢ 100 Mr 1 pa3 B cyTkH Taxke ObUI1a 3pdexTHBHa y B3pOCIBIX C
xpoHudeckoit uupexnueit BUY (s monydyenus noapoOHo#t mHpopManuu, CM. B HHCTPYKIHH
0 MeAULMHCKOMY IpuMeHeHuto Ha 3eduxc). Oquako ans nedenuss BUY undekuun ToIbKO
Ha3Ha4YeHHe JaMMByJMHa B cyToyHoil pgo3e 300 mMr (B KoMOMHAUMM C JpYyrMMH
aHTHPETPOBHPYCHBIMH TIpenapaTtaMu) 6610 3¢ (HEeKTHBHBIM.

HccnenoBanue mpuMeHeHHUs jaMuByAuHa y nanueHToB ¢ BUY u rematutromM B ornensHO He
MPOBOAMJIIOCE.

Dapmaxkokunemuka

Bcacwvieanue

JlaMMBYIMH ¥ 3MIOBYAHMH XOpPOINO BCACBIBAIOTCS M3 KHUINEYHHMKA. Y B3POCIBIX IOCJE IMpHEMa
BHYTpb OHOJOCTYITHOCTH JIaMUBYIMHa cocTaBisieT 80-85%, a 3unoByauna - 60-70%.

B OHO3KBHBAJICHTHOM MCCJICIOBAaHHH CPaBHHUBAJIM KOMOMHHPOBAHHBIN IpenapaT JaMHUBYAUH +
3UJIOBYAMH M Tabnerok jamuByauHa 150 mr u 3ugoByauHa 300 Mr mpu COBMECTHOM IpHEME.
IIpu 3TOM HCCIEenOBANOCH TAK)KE BIMSHUE MUIIM HAa CKOPOCTh U CTENEHb BCachIBaHHs. bbuIo
NOKa3aHO, YTO KOMOMHHPOBAHHBIM Ipemapar OSKBHUBAJICHTEH InpueMy Haromak 150 Mr
samuByauHa ¥ 300 Mr 3u10ByJHA B BUJIE OTIENIbHBIX TabJIETOK.

[locne mpueMa pa3zoBoii 10361 Ipenapara cpeHee 3HaueHUE Cpax JaMHBYIUHA U 3HA0BYIUHA
coctaBisd 1,6 Mxr/mn (32%) u 2,0 mxr/mn (40%), COOTBETCTBEHHO, a COOTBETCTBYIOILHE
3nageHus AUC (ruolnaas Mo KpUBOi «KOHLIEHTpauus-BpeMs») - 6,1 Mxr u/mi (20%) u 2,4 Mxr
y/mi (29%). Cpensue 3HAYEHHS tmax JJIS JTAMHBYIWHA W 3uaoByauHa cocraBmui 0,75 (0,50-
2,00) 1 u 0,50 (0,25-2,00) 4, coorBeTcTBeHHO. CTENECHb BCAaCHIBAHUS JJaAMUBYAHHA U 3UJOBYANHA
(ocHoBbIBasice Ha 3HaueHMH AUC,) H mepuol MoNyBBIBEICHHS MOCIE NpueMa ¢ Nuied ObLIu
CXOAHBIMH C IIOKa3aTesIMH IOCJE IpHEMa HATOINAK, XOTS CKOPOCTh BCAachIBAaHUA HECKOIBLKO
3ameiainace. Ha ocCHOBaHHH 3THX JaHHBIX BO3MOXHO NPHUMEHEHHE Mpenapara OJHOBPEMEHHO C
IIPUEMOM ITHINH UK Ge3 Hero.

ITpuem H3MeNbUEHHBIX TabJIETOK BMECTE C HEOOJIBIIMM KOJHMYECTBOM MOJYTBEPAOH NMHIIM WIH
XKHMJKOCTH HE BIHMiAE€T Ha (papMakoJIOTMYecKHe CBOMCTBa MpemapaTa H, CJI€AOBAaTElIbHO, Ha
KJIMHHYECKOE JIeHCTBHE. OTOT BBIBOJ CHAETaH Ha OCHOBE (HM3UKO-XHMHYECKHX U
(GapMaKOKHHETUYECKHX XapaKTEePUCTHK JEUCTBYIOIIMX BEIIECTB NPH YCIOBHH, YTO MAIHEHT
HemeIeHHO npuHuMaeT 100 % u3MenbueHHOH TabIeTKu.

Pacnpeoenenue

Ilpy BHYTPHBEHHOM BBEICHHMH JIAMHUBYAWHA M 3HUAOBYJHHA CPEIHUM KaXyuidcs o00BeM
pacnpenenenus cocrtaiager 1,3 u 1,6 wkr, coorBercTBeHHO. JIaMHBYIMH HMeEET JIMHEHHYIO
(bapMakOKHHETHKY MpH HCIOJb30BaHHM B TEPANEBTHYECKUX 103aX M JEMOHCTPUPYET
OTpaHUYCHHOE CBS3BIBaHHE C aJIbOYMHHOM IUIa3MBl KpoBH (MeHee 36% CBHIBOPOTOYHOIO
anbOyMUHA in vitro). 3UIOBYAMH CBs3bIBaeTcs ¢ OenkaMu 1uia3Mbl KpoBH Ha 34-38%. Taxum
obpa3oMm, B3aumogeicTeue JlyoBupa ¢ ApyrHMH JeKapCTBEHHBIMH IIperaparaMu I1OCpEICTBOM
3aMeIeHus OEJIKOBBIX CBA3€i MaTOBEPOSATHO.

YCTaHOBJIEHO, YTO JIAMHBYJHH W 3HJOBYAHH MPOHHKAIOT B LEHTPAIbHYIO HEPBHYIO CHCTEMY

(IHC) 1 cnMHHOMO3TOBYIO XHJIKOCTh. Uepes 2-4 u-Beciie-HepopaibHOro IpueMa OTHOIICHHE
COVIACOBALD
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MEXJy KOHIEHTpaluel JaMUByIMHAa H 3HAOBYJMHA B JHMKBOPE M B CBIBOPOTKE KpPOBH
coctapisiior B cpequeM 0,12 u 0,5, coorBercTBeHHO. (PakTHYecKas CTENCHb NPOHHKHOBEHHS
namusyauHa B LIHC u ee B3aMMOCBA3b ¢ KIIMHAYECKOH 3P EeKTHBHOCTHIO HEU3BECTHA.
Buompancghopmayus

MeTabonusupyercs JMIIb HE3HAYMTENbHAs YacTh JaMHUBYIMHA. JIaMHBYAWH BBIBOAUTCS H3
OpraHM3Ma INpPEHMYIIECTBEHHO NOYKaMHd B HEH3MEHEHHOM BHjae. Merabonuyeckue
B3aUMOJIEHCTBHS JIJAMHMBY/IMHA MaJIOBEPOATHBI BBUAY HE3HAUHTEIFHOTO MeTabo/iM3Ma B NEYCHH
(ot 5 1o 10%) 1 HU3KOTO CBA3BIBaHHA C OETKAMH I11a3MBI KPOBH.

5'-IIIOKYPOHHJ 3WAOBYHMHA SABISIETCS OCHOBHBIM METa0OIMTOM B IUIa3M€ U MOYE, MPH 3TOM
npubmu3uTensHo 50-80% OT BBEAEHHOW 03Bl 3UIOBYIMHA BBIBOJHUTCS IyTeM IOYEYHOH
SKCKPELHUH. 3'-aMHHO-3'I€30KCHTHUMHIMH OIpeeNseTcss KaKk MeTaboiauT 3HAOByIHHA IOCIE
BHYTPHUBEHHOTO BBEJICHHS.

Buvigeoenue

Iepuon monyBwIBEIAEHHs JaMHUBYIuHA cocTaBiseT 5-7 4. CHCTEMHBIM KIMPEHC JaMHBYIWHA
cocTaBnseT npubmusutensHo 0,32 1/4/Kr ¢ NPEeMMYLIECTBEHHO IIOYEUHBIM KiIHpeHcoM (6ornee
70%) ¢ ydacTHeM KATHOHHOM TpaHCHOPTHOH cHcTeMbl. MccriemoBaHus Ha MalMEHTaX C
MOYEYHON HEJO0CTaTOYHOCTHIO YKA3bIBAIOT HA TO, YTO MUC(YHKIMS MOYEK OKA3bIBAET BIIHAHHE
Ha BbIBEZICHHE TaMUBYIuHA. [laleHTaM ¢ KIMpeHCOM KpeaTHHHA MeHee 50 MiI/MUH TpeOyeTcs
cHIKeHHe 1036l (cM. pasaen «Crocob MpUMEHEHHS U I03UPOBKaY).

IIpu BHYyTpMBEHHOM BBEJCHHMH 3MIOBYAMHA CPEIHHI IIEPHOA MONYBBIBEACHUS cocTaBs 1,1 4,
a CpeJHWM CHCTEeMHBIM KiupeHC - 1,6 ji/u/kr. IlodyeuHblii KIMpeHC 3HIOBYAMHA COCTaBISET
0,34 1/49/kr mocpeAcTBOM KiIyOO4KOBOH (HIBTpalMH M aKTHMBHOH KaHAIIBLEBOM CEKpPELMHU B
noukax. KOHIEHTpauuMu 3HMIOBYIMHA YBEJIMYEHBI Yy IAaUUEHTOB C TKEIOM IMOYEUHOM
HEJAOCTATOYHOCTBIO.

Dapmaroxunemuxay oemei

VY nereii B Bospacre cTapiie 5-6 MecsueB (apMaKOKMHETHYECKHE IOKa3aTeIH 3UAOBYIUHA
CXOAHEI C IOKA3aTeIAMH Y B3POCIBIX. 3UAOBYIHH XOPOIIO BCACBIBACTCS M3 KUIICYHHKA MOCIe
IpHEMA BO BCEX H3YYEHHBIX JO3MPOBKAX Y B3POCIBIX U JETEH; ero 6HOAOCTYITHOCTb COCTABIIACT
60-74%, B cpenneM 65%. MakcuMaibHasd KOHUEHTpALMA B PaBHOBECHOM COCTOSHHH (CSSmax)
cocrasiser 4,45 mxmons (1,19 Mxr/mi) nocne npuema 120 Mr 3unoByauHa (B popMe pacTBopa)
HA M NOBEpPXHOCTH Tena u 7,7 Mkmonb (2,06 Mkr/mi) mocne mpuema ao3bl 180 Mr/m’
noBepxHocTH Tena. Jloza 180 mr/im® 4 pasa B CyTKH NPHUBOAWT K TakoH € CHCTEMHOH
sxcno3unuu y aereit (AUC uepes 24 yaca coctapiser 40,0 4 MxMob wiu 10,7 9 MKI/MIT), Kak 1
no3a 200 mr 6 pa3 B cyTkH y B3pocisix (40,7 1 Mkmons uid 10,9 u-Mkr/mi).

B wuccnenoBanuu y mectn BUY-uHOUIMpPOBaHHBIX AeTed B BO3}2)aCTe or 2 po 13 ner
OllEHHBaIach (papMaKOKMHETHKA 3UA0BYIuHA mocie npuema 120 Mr/M”~ 3 pa3a B CyTKH H 10CTIE
nepexoja Ha ao3y 180 Mr/m* 2 pasa B cytku. Cuctemnas sxcno3unus (AUC u Cpax) B m1asme
OBbLIa CXOMHOM IPH JIBYKPATHOM H TPEXKPATHOM PEXXMMe JT03HPOBaHMS (CyTOUHAs 703a Ta XKeE).
B nenom, ¢gapMakoKMHETHKA JIJaMUBYIMHA Y A€TEH cXoAHA ¢ (papMaKOKHHETHUKOW Y B3POCIIBIX
nanuenToB. OHako, abcomoTHAsA GHOIOCTYIHOCTD (MTpUMepHO 55-65%) Oblia CHHXKEHA y AeTel
B Bo3pacte miuaame 12 jger. CHCTEMHBIN KJIMPEHC Y JIETeH BBILIE, YEM Y B3POCIIBIX, H CKJIOHEH K
CHIDKEHHIO 10 MEPE B3POCJICHH, JOCTHTas IIoKa3areliel Kak y B3pociblX K 12 rogam. Ilpunnmast
BO BHHMAaHME 3TH Da3jiMuMs, PEKOMEHAyeMas 103a JaMuBYAWHa y aereit (B Bo3pacTe OT 3
MecsileB 10 12 yier ¢ Maccoii Tena MeHee 30 kr) cocraBnsger 4 mr/kr 2 paza B cyTkd. Ilocne
npuema 3To#i 10361 AUC).;; mocturaer okxosno 3800-5300 urew/mu. Ilocnennue naHHBIE
CBHETENLCTBYIOT O TOM, 4TO 3KCIO3MIMA Y JeTell B Bo3pacTe 0 6 JIET MOXKET OBITh CHH)KEHA Ha
30% 1o cpaBHEHHIO C APYIMMH BO3pPACTHBIMH Irpynnamu. OOHOBJIECHHBIE JIaHHBIC 0XKUAAIOTCS B
Onmkaiiinee Bpems. B HacTosinee BpeMs JOCTYIHBIE JaHHBIE HE MO3BOJIAIOT CAEIaThk BBIBOA O
CHIDKEHHO#M 3()()eKTHBHOCTH JIAMUBYIWHA y JAHHOM BO3PACTHOM IPYNIIBL.

Dapmaxokunemuxa y 6epemenHblx

dapMakOKHHETHKA JIAMUBYJUHA W 3HIOBYAHHA Y OEPEMEHHBIX M HEOCPEeMEHHBIX JKCHIIHWH
cXoxHa. . COTAACOBAID
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IMoxa3aHusA K NpUMEHEHHIO
Jleyenne BUU-uH(eKnnH B cocTaBe KOMOWHMPOBAHHOM aHTHPETPOBHPYCHOH Tepamuu (CM.
paszaen «Cnocob npumernenus u 003Upo6Kay).

Cnocob npumMeHeHHs H 103HPOBKA

Jledenue 1OKEH IPOBOIUTE Bpad, KOTOPbIA uMeeT onbIT Tepanuu BUY-undexunu.

JyoBup MOXXHO IPUHAMATH HE3aBUCHMO OT IIPUEMA ITHIIH.

Jlnst obecrieyeHuss TOYHOCTH AO3UPOBaHHs TablIeTKH HEOOXOAUMO NPOTJIaThIBATE LETUKOM. Jlis
TeX MAIMEeHTOB, KOTOPHIM TPY/HO IPOIIAThIBaTh TabIeTKH, PEKOMEHIYETC sl KPOIEHHE TabIeToK
¢ no6aBIeHHEM HEOOJBIIOrO KOJMUYECTBA IOJIyTBEPAOH MMINK MM XHIKOCTH. Bee KonuecTBO
MOJyYEHHOM CMECM HEOOXOAMMO MPHUHATH BHYTPh He3aMEIHTENBHO (CM. pasfien
« Dapmakoxunemuxay).

. B3pocisie ¥ moapOCTKH ¢ Maccoit Tena He MeHee 30 KI: peKOMeHjyeMas 103a Ipenapara
JlyoBup - o 1 Tabnerke 2 pa3a B CyTKH.

. Jletn ¢ Maccoif Tema ot 21 mo 30 kr: pekoMeHayemas jxo3a npemapara Jlyosup - /2
TabyieTKu yTpoM U 1 TabeTka Be4epoM.

. Jlet ¢ Maccoit Tena ot 14 g0 21 kr: pekoMmenayeMas jo3a npenapara JlyoBup - no %
TabJIeTKH 2 pa3a B CyTKH.

HosupoBanue y pnereit ¢ Maccoit Tena 14-30 Kr OCHOBBIBA€TCS IIPEXKAEC BCEro Ha
(apMaKOKMHETHYECKOM MOJAEIMPOBAaHMM MW  IOATBEPXKIACTCS JAaHHBIMH  KIHHHYECKHUX
HCIBITAHUH  pa3leNbHOrO  [PUMEHEHHs JIaMHBYIMHAa M 3HIOByAuMHa. Bo3Mmoxna
dapMakoxuHeTHYECKasd MEPeO3UpPOBKA 3HIOBYIUHA, IOITOMY HeoOXomuMo obecrevnTs
TIIATENBHBIA KOHTPOJIb GE30MaCHOCTH Y TaKMX ManueHToB. Eciu y manueHToB ¢ Maccoi tena
21-30 kr HaOMIOJAIOTCS HAPYIICHHS CO CTOPOHBI JKENyJOYHO-KMIIECYHOTO TpakTa, TO
JOMYCKAeTCs anbTepHATHBHAs CXeMa HO3MpOBaHHS 1O Y2 Tabmerkm 3 pasa B CYTKH 1A
HOBBIIICHHS IEPEHOCUMOCTH.

Tabnerxku JlyoBupa He IIOKa3aHBI JETSIM C Maccoil Tena MeHee 14 Kr mu3-3a OTCYTCTBHSA
BO3MOXHOCTH KOPPEKTHPOBKH JO3BI JUIsS JieTeil ¢ Takoi Maccoit Tena. Jlnd TakuX MalHEeHTOB
JAMHBYJUH M 3UAOBYOMH Ha3HAYAIOTCS B BHJE OTACIBHBIX NPENapaToB COrVIACHO ONMHCAHHBIM
PEKOMEHJAUMSM [0 IO3HPOBAaHMIO [UIA JaHHBIX IIpenapaToB. Jlis HaHHOHW KaTeropuu
HALUEHTOB, a TAaKXe Ui MalMEHTOB, KOTOPHIM TPYAHO NPOTJIaThIBaTh TaOJETKH, CYLICCTBYET
BO3MOJXXHOCTb IIPHMEHEHHS JTaMUBY IUHA M 3UA0BYJHHA B BUJIE PacTBOpPA JUIsl NpUeMa BHYTPb.

B Tex ciayuasix, Koraa HEOOXOAMMO CHHU3UTH 03y JlyoBHpa, yMEHBUIUTH J03Y WJIH OTMCHHUTBH
OJIMH M3 €ro KOMIIOHEHTOB (JIAMUBYJIWH WJIM 3HIOBYAMH), MOXHO IPUMEHSATH OTIC/IbHBIC
HpenapaThl JJAMUBYAMHA ¥ 3UOBYJHHA B JIEKaPCTBEHHBIX HopMax TableTKH/KAICYIIB U pacTBOP
JUIS IpUEMa BHYTPb.

Ocobbvle epynnvl nayuenmos

Iayuenmul ¢ Hapywenuem @yHKyuu novex

VY nanueHTOB ¢ HapylleHHeM (QYHKIMH MOYEK KOHUCHTPALUH JIaMMBYAHMHA H 3HAOBYAHHA B
I1a3Me IMOBBIICHBI BCIIEACTBHE CHIDKEHHS KiHpeHca. [IockonpKy manueHTaM ¢ HapylieHHEeM
GyHkuMH mo4eK (KIHpPEeHC KpeaTMHHHa MeHee 50 MIJI/MHH) HE0OXOOMMO HMHIAMBHIYaIbHO
noa0upaTh 103y JlaMHBYAHHAa W 3HIOBYIWHA, PEKOMEHIYETCs Ha3sHayaTh MM OT/CIIBHBIC
TpernapaThl JJaMUBYIMHA W 3WIOByAHHa. Bpauam ciexyeT pyKOBOACTBOBATHCS HHCTPYKIHMAMH
10 MEAUIIMHCKOMY IIPUMEHEHHIO IaHHBIX [IPENaparoB.

Ilayuenmol c Hapywienuem QyHKYUU nevenu

CornacHoO OrpaHHYeHHBIM JaHHBIM Y IAlMEHTOB C LUPPO30OM MEYCHH, BO3MOXKHA aKKyMYILALHA
3U/I0ByAMHA y NAMEHTOB C HapyIeHueM QYHKIIMH NI€YeHH U3-3a CHIDKCHHOM IIIOKYPOHH3ALMH.
JlanHble, MOIyYeHHBIE Yy HAMEHTOB CO CPEAHEl M TSKENOH CTeNeHbIO HapylleHHs (YHKLHH
[IEUYEHH, NOKA3BIBAIOT, YTO AMCOYHKIHS MEYeHH HE OKa3bIBAacT 3HAYUTE/IFHOTO BIIMSHHSA HA
bapMakOKMHETHKY JaMUBYAHHA. Y TNAIMEHTOB € TOKEJOU CICITEHBIOH HUs—-PWHKIIHA
IIEYeHH IIpM HEOOXOOUMOCTH KOPPEKUMH JO3bI pexéng-},é' oyt distrd { @rerbHble
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npenaparsl JaMUBYAWHA U 3UIOBYAWHA. Bpauam cienyeT pyKOBOACTBOBAThCS MHCTPYKIMAMH
10 MEIWIIMHCKOMY IIPHMEHEHHIO JaHHBIX MpENapaToB.

Koppexyust 003v1 y nayuenmog ¢ 2emMamonocuiecKumMu Hexce1ameibHblMUu peaKyuimu

TIpu comepxanuu reMorio6una MeHee 9 /U1 Wik 5,59 MMOJIB/JT HIIM IIPH YHCII€ HEHTPODHIOB
menee 1,0x10°/m Moxer mnOTpeGOBAaTBCA KOPPEKUHS 03I 3MIOBYAMHA (CM. pa3Jensl
«IIpomueonokazanus» u «Meper npedocmopodcrhocmuy). Ecid npu npuMEHEHHH Tpenapara
JIyoBHp HEBO3MOXXHO HMHIMBHIyIbHO MOAOOpaTe 03Bl JIaMHBYAMHa W 3HJOBYIHHA,
PEKOMEH/yeTCss HPUMEHSTh OTAEbHBIE Ipenaparsl JIAaMMBYAHMHA M 3HJOByAMHA. Bpauam
ClleflyeT PYKOBOJACTBOBAaTbCS HHCTPYKIMSIMH IO MEAUILHMHCKOMY TNPUMECHEHHIO JIaHHBIX
IIpenaparos.

Iayuenmu! nosscunozo éo3pacma

Crnenuduyeckux JaHHBIX M0 MpUMeHeHHIo JlyoBHpa y JHI HOXHIOro Bo3pacTa HeT. OmHako
OpH JIEYEHMH IOXWIbIX [AIHEHTOB DPEKOMEHAYyeTCs coOmonaTth 0co0yl0 OCTOPOXHOCTD,
YUYMTHIBas BO3PAaCTHhIE W3MEHEHHs, HaNpHMep, HapylleHHe (YyHKUHH IOYE€K M H3MEHEHHUA
reMaToJIOTHYeCKHX NoKa3aTesei.

IToGouHoe AeiicTBHE

Jleuenne BUY-uHpeKknun TaMHUBYAMHOM H 3MIOBYJHHOM B BHJE MOHOTEpAlldd HIIM B BHUJE
KOMOMHAIIMH 3TUX IIPENApaToB MOXKET BLI3BIBATH Pa3BHTHE HEXENATENbHBIX peakuui. B
OTHOIIEHHH MHOTMX HMOOOYHBIX 3((PeKTOB HEeU3BeCTHO, 0OYCIOBICHBI JIH OHH JIAMUBYIHHOM,
3UAIOBYIMHOM, IIMPOKHM CIEKTPOM HHBIX IIpemapaTroB, HCIOJIb3YeMBbIX A jedenus BUY-
UHOEKUMH, I XK€ SBISIOTCSA CJICICTBHEM OCHOBHOTO 3a00JI€BaHu.

B coctaB npenapara J[yoBup BXOIAT JTaMUBYAUH U 3UAOBYAMH, IO3TOMY OH MOJXXET BBI3bIBATh
HEXXEJIaTe/IbHBIE PEaKlMH Pa3IMYHON CTENEeHH TSDKECTH, XapaKTEepHbIC AT KaXJOro U3 JTHX
HHIPEIUEHTOB. B HacTosiiee BpeMst HET JaHHBIX O TOM, YTO KOMOHMHAlMsA JIaMHBYIHHA H
3WJOBY/IMHA 00IaaeT ayITATHBHON TOKCUYHOCTHIO.

[Ipu npueme 3uA0BY/IMHA OMUCAHBI CITyYaH JIAKTATAMI03a, B TOM YHCJIE C JIETAIbHEIM HCXOIOM,
KOTOpble OOBIYHO CONMPOBOXIAIACH BEIPKEHHOM remaroMeraineif M >KMpOBOH aucTpoduei
niedeHn (CM. paszen « Mepbl npedoCmopod’CHOCUY).

Jleuenue 3uJ0BYAMHOM CBS3aHO C MOTepell OAKOXXHOIO JKHpa, Hanboee SBHO BRIPAKEHHON HA
JIMIIE, KOHEYHOCTAX M srogumnax. CieayeT peryjsipHO NPOBOIUTE KIMHUYECKHHM OCMOTP M OIPOC
HAalHEHTOB, NoaydYammmx JlyoBup, Mo moBoay cuMntoMoB munoguctpodun. [Ipu BHIABICHHH
CHMIITOMOB JIMIIOAUCTPOQUH CIEIyeT IPEeKpaTuTh jedeHue JlyoBmpom (cM. pasien «Mepot
NnpeodoCcmopo*CHOCMUY).

AHTHpPETpOBUpPYCHAs Tepamusi MOXET CONMPOBOXKAATHCS MOBBIIIEHHEM MAacChl Tella M YPOBHEMH
JIMITUJIOB H TJIFOKO3EI B KPOBH (CM. pasaen « Mepwi npedocmoposcnocmuy).

Y BUY-uHOUIUPOBAHHBIX MAI[HEHTOB C TDKENBIM HMMYHOAE(UIIMTOM BO BpEMs Hadaia
KOMOHMHHpPOBaHHOUM  aHTHpeTpoBHpycHOM Tepamun (KAPT) Bo3MOXHO  0o0ocTpeHHe
BOCHAJIHMTEIFHOTO  Mpolecca, OOYCIOBICHHOrO  OECCHMITOMHOM  HJIM  BSUIOTEKYILEH
ONMOPTYHHCTHYECKOM MH(peKimell. AyTOMMMYHHBIC HapylueHus (Hanpumep, 6oie3Hns I'peiiBca)
OTMEYAJIUCh B YCIIOBHAX HMMYHHOH pEaKTHBallMM; OJHAKO OTMEYacMoOe BpeMs Hadaia
BapualeNbHO, H 9TH HapyIIEHUSA MOTYT BO3HHKATh Ye€Pe3 MHOTO MECALEB I0CIIE HaYalla TEPaliH
(cM. pasgen «Mepwr npedocmoposicHocmuy).

Coobmanocek 0 ciaydasx OCTEOHEKp03a y MallHEHTOB C TaKUMH (JaKTOpaMHU PHCKA, KaK IO3JIHHE
cragun BUY-undexuun win mmrtensHas KAPT. Yacrora BcTpedaeMocTH HEU3BECTHA (CM.
paszen «Mepwi npedocmopoosicHocmuy).

Knaccuuxanus 4acToTsl pasBUTHS 0004YHBIX 3¢ dekToB: oueHsb yacTo (> 1/10), vacto (=1/100,
< 1/10), mewacto (>1/1000, < 1/100), peaxo (>1/10000, <1/1000), ouens peaxo (<1/10000).
HexenarensHble peakuuu, MEPEYHCICHHBIE IO CHCTEMaM OpraHoB, yKas3aHbl B IOpsAKe
yOBIBaHHS UX TSDKECTH.

JlaMuBYIHH
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Hapywenus co cmoponbl Kposu u uM@amuueckoii cucmembl: HE4acTo — HEHTPONECHHMS U
aHeMHs (MHOIJA TSDKENble), TPOMOOIUTONEHHUS; OYEHb PEAKO — HMCTHHHAs 3PUTPOLHTApHAA
arutazusg.

Hapywenus memabonusma u numanus. 0O4€Hb PEAKO — JIAKTaTalH/I03.

Hapyuwienus co cmoponsl HepeHoii CUCmeMbl: 4acTo — TofioBHas 60I1b, GECCOHHMIA; OUCHB PENKO
— nepudepudeckas HeponaTus (MK apecTe3ns).

Hapywenus co cmoponbl ObixamenbHoli cucmembvl, 0p2anog 2pyOHOU KIemKu u CcpeoocmeHus.:
YacTo — Kallellb, Ha3aJIbHbIE CHMIITOMBL

JKenyOouno-kuueunvie HapywleHus: 4acTo — TOIIHOTA, PBOTA, 0OJIb B )KMBOTE HIIM KOJIMKH,
Juapesi; peIko — MaHKPEaTHT, OBBIIIEHHE YPOBHS aMHJIa3bl CBIBOPOTKH.

Hapywenus co cmoponusl nevenu u J4#en4e6bl600AuUx nymeu. HE4aCTO — MOBBIIECHUE YPOBHSA
neyeHouHbIX ¢pepmenToB (ACT, AJIT); peaxo — renarur.

Hapywenuss co cmoponbl K0J%CU U NOOKOJICHbIX MKAHeU. YacTO — ChIllb; AIONELHs; PEAKO —
AHTMOHEBPOTHYECKHH OTEK.

Hapywenus co cmoponvl MbluleyHOU, CKeNemHOU U COEOUHUMENbHOU MKAHU. YacTo —
apTpaJITUsl, MBIICYHBIE HAPYIIIEHHS; PEAKO — pabJIOMHOINU3.

Obwue napywenus u peakyuu 6 mecme 66e0eHUs. 4aCTO — YyBCTBO YCTAIOCTH, HEJIOMOTaHHE;
JUXOpajKa.

3u10ByAMH

HexenarenpHple peakiiy, BO3HAKAIONIUE IPH JIe4eHHH J[yOBHPOM, OJMHAKOBHI y NOJPOCTKOB H
B3pocibix. K Hambonee cepbe3HBIM MOGOYHBIM peakUUsAM OTHOCATCA aHeMHs (MOXeT
noTpe6oBaThCA NEPEMBaHME KPOBH), HEUTPONEHHS M JICHKONEHHs. YKa3aHHBIE peaKIMH
pa3BHBAIOTCA Yalle IIPU MPUMEHEHMH BBICOKHX 103 (1200 - 1500 Mr B CyTKM) M y MAlUEHTOB C
no3auuMu craausamu BUY-undexkuun (B 0cOOEHHOCTH IIPH HU3KOM pe3e€pBE KOCTHOTO MO3ra 110
COCTOSIHHMIO Ha HAyaJlo JICYEHHs) U y TAUMEHTOB ¢ KonuuecTBoM Kietok CD4 menee 100/mm>
(cM. paszzen « Mepubi npedocmopodicHOCMUY),

HeiiTponeHus Take OTMeYanach Yalle y NMAUMEHTOB C MOHIKEHHBIM YPOBHEM HEHTPOGMIIOB,
reMorjo01Ha ¥ BUTaMHHa B, 10 COCTOSHHIO HAa MOMEHT Hayajla TEPANNH 3UIOBYTHHOM.
Hapywenus co cmoponbl Kpoéu u 1um@amuyeckoil cucmemsl: 4acTo — aHEMHUS, HEHTPONICHHUS H
NeHKOIIEHH s, HEYacTO — TPOMOOIMTONEHHA U AHIMTONEHUs (C THIONIa3HeH KOCTHOTO MO3ra);
PEIKO — HCTHHHAS 3PUTPOLUTAPHAs aIlIa3us; OYEHb PE/IKO — alljIaCTHYECKast aHEMHUS.
Hapywenus memabonruzma u numanus: peKo — JIAKTaTalUI03 IPH OTCYTCTBHH THIIOKCEMHH,
aHOpEKCHS.

Hapywenusa ncuxuxu: peaxo — TPEBOra U ACIPECCHsL.

Hapywenus co cmopouvl HepeHOU cucmemvl. OYEHb YacTO — TOJNOBHas OONb; 4YacTo —
TOJIOBOKPYXKEHHE; PEAKO — OGECCOHHMIA, MapecTe3HH, COHIHBOCTh, CHHJKCHHE YMCTBEHHOH
aKTUBHOCTH, CyJIOPOTH.

Hapywenus co cmoponet cepoya: peako — KapIHOMHOIATHS.

Hapywenus co cmoponst 0bixamenbHOU CUcmeMmbl, 0p2aH08 2PYyOHOU KNemKU U CPeOOCMeHUA:
HEYacTO — OJBIIIKA; PEAKO — Kallelb.

Kenydouno-xuueynvie Hapywienus: O4eHb YacTO — TOIIHOTA; 4acTO — PBOTa, 60Jb B XKHBOTE H
AMapes; HEYaCTO — METEOPH3M; PEeAKO — NHTMEHTAlMs CIM3HCTOH 00O0JIOUKH MOJIOCTH PTa,
U3BpallleHUE BKYCa, IUCIIENICHs, TAaHKPEATHT.

Hapywenus co cmopoHbl neyenu u Jicenyeéulé00AWux nymeu. 4acTo — IOBBIIICHHE YPOBHS
IIEYECHOYHBIX ()EPMEHTOB U OMIIMPYOUHA; peAKO — MOPaXECHUs II€YCHH, TAKHE KaK BBIPAXXECHHASA
rernaToMerajus co CTeaTo30M.

Hapywenus co cmoponvl KOJCU U NOOKOJICHbIX MKAHeu: HeYacTo — ChIMb M 3YI; PEIKO —
MHATMEHTAIUSA HOTTEN M KOXKHU, KpalMBHHULA U MMOTIHBOCTb.

Hapywenus co CmopoHbl MbluleYHOl, CKeNemHOotl U COeOUHUMENbHOU MKAHU: YaCTO — MUAIITHS;
HEYacTO — MUOIIATHSI.

Hapywenus co cmopoHbl nodex U MO4€8bl800AUUX !nymu., ~RPEIKO  — yuJalleHHOe
MOYEHCITyCKaHHeE. Cej ﬁ AL 0§ A%




Hapywenus co cmoponul no106b1x 0p2aH06 U MOROYHOU Jiceie3bl. PEAKO — THHEKOMACTHS.
Obwue HapyweHuss u pedkyuu 6 mecme 66edeHuA: 4acTo — ofllee HEJOMOraHHE; HEYacTo —
JIMXOPaJIKa, TeHepaIu30BaHHbIA GOJIEBOM CHHAPOM H acTEHHS; PEIKO — 03HOO, 60Mb B IpyIH M
TPUMIIONOAOOHBIN CHHIPOM.

«Meouyunckum pabomuuxam pexomenoyemcs coobujams 0 MOBbIX  NOO03peBaemMvix
HeJICeNamenbHblX — peakyusx U  HedekmusHocmu — NeKAPCMEEHH020  Cpeocmeda 6
Pecnybnuxanckoe yHumapHoe npeonpusmue «LJenmp oSkcnepmu3z u ucnbimanui 6
30paeooxpanenuuy www.rceth.by.

IIporuBonoKka3zanus

[ToBBIIEHHAs YYBCTBHTENBHOCTh K JIAMHBYAMHY, S3HIOBYAMHY HIH K JroOoMmy H3
BCIIOMOTaTeJIbHBIX BEIECTB.

3nn03y11nH NPOTHBONOKA3aH MNalMeHTaM ¢ AHOMAIBHO HH3KHM YPOBHEM HEHTpoduioB
(<0,75x10 /n) WK aHOMAJIHbHO HH3KHM ypOBHeM remoriobuna (<7,5 r/mt wm 4,65 MMOIb/x).
JlyoBup  Takxe INpPOTHBOIOKa3aH  [aHHBIM  mamueHTamM  (cM.  pasgen  «Mepu
NpPeodOCmMOPONCHOCIUY).

Ilepeao3upoBka

JiMeroTcss HEMHOTOYMCIICHHBIE NaHHBIE O INOCIEACTBHMAX mepemosupoBku JlyoBupom. Kakmx-
1160 crienupHIECKHX CHMIITOMOB WJIH IPHU3HAKOB IPHU OCTPOM NEPENO3MPOBKE 3HAOBYAUHOM
WIM JIAMHBYJIMHOM 3a MCKJIIOYCHHEM IIEPEYHCIIEHHBIX MOOOYHBIX 3¢ deKxToB onucaHo He OBUIO.
Hu oauH U3 3THX Cly4aeB He 3aKOHYHJICS JIETAILHBIM HCXOIOM, U COCTOSHUE BCEX MAIlMEHTOB
HOPMaJIH30BaJIOCh.

B cinyyae mepeno3MpOBKH pPEKOMEHAYETCS KOHTPOJIMpPOBaTh COCTOSHHE MAalMeHTa Ik
CBOEBPEMEHHOTO BBIABJICHHS [IPU3HAKOB MHTOKCHKAIMH (CM. pasznen «[lobounoe Oelicmeuer) n
MPOBOJUTH CTAHAAPTHYIO MOAIEPXKUBAIOLIYIO Tepanuio. [TocKobKy JTaMHBYIMH BBIBOAUTCS C
IIOMOIIBIO THANIN3a, [IPH IIEPETO3UPOBKE MOXKHO IIPUMEHSATH HENIPEPHIBHBIA reMOIHAIN3, OHAKO
COOTBETCTBYIOIIETO KJIHHUYECKOrO ONBITa Moka Her. [lo-Bupumomy, remMomuaiMs H
IEPUTOHEAIbHBIH qUatu3 Manod¢deKkTHBHBl IPH BBIBEJCHUH M3 OpraHu3Ma 3HJIOBYIMHA, HO
YCKOPAIOT JJIMMHHALMIO €ro Merabonura (rmokyponunpa). bonee noapobHele paHHBIC
COJIEPXKATCA B HHCTPYKIUAX 10 MEOUIIHHCKOMY MPUMEHEHHIO JJAMUBYIMHA H 3HJIOBY I HA.

B3aumopneiicTBHe ¢ APYrHMH JIEKAPCTBEHHBIMH CPEICTBAMH

ITockonsky JIyoBHp COOEPHT JAMHUBYIMH H 3MAOBYAMH, OH MOXET BCTYNark B JIOObIE
B3aMMOJIEHCTBHS, XapaKTepHEIE [UIA KaXIOro H3 ero KommoHeHToB. KimHM4eckue
UCCIEOBaHUsl IMOKa3alM OTCYTCTBHEC KIMHHYECKH 3HAaUYHMOTO B3aUMOIECHCTBHS MEXIY
JIAMUBYZHHOM H 3UJI0BYIUHOM.

3unoByAMH, TJaBHBIM oOpasoM, Metabonmsupyercss VYIT-pepmeHTaMH; COBMECTHOE
NpUMEHEHHE MHHUIMATOPOB WIH HHrHOMTOpoB Y[ T-hepMEHTOB MOKET H3MEHATH JECHCTBHE
3UJI0ByAMHA. JIaMUBY/IHH BBIBOAUTCS MOYKaMH. AKTHBHAs KaHAIbLEBasd CEKPEIUA JaMUBYIHHA
B MOYY OCYIIECTBIJISIETCS 4Yepe3 CHUCTEMY TpPaHCIOPTa OPraHHYECKHX KaTHOHOB, COBMECTHOE
NpUMEHEHHE JIAMHBYAMHA W HHIHOMTOPOB JaHHOM CHCTEMBI HJIH HEPPOTOKCHYECKHX
IIPENapaToB MOXXET YCHIINThL BO3JCHCTBHE JIAMUBY IHHA.

JlaMUBYIMH ¥ 3MIOBYAMH HE3HAYUTEIBHO MeTaGoNu3UpyroTcs ¢epMeHTaMH HUTOXpoMma Piso
(takumu, kak CYP 3A4, CYP 2C9 wm CYP 2D6), a Taroke He HHTUOUPYIOT M HE aKTHUBHPYIOT
JOaHHyl0 cucreMy (epmenToB. Takum o06pa3oM, CyIIECTBYET HE3HA4YMTE/IbHAs BEPOATHOCTH
B3aMMOJIEUCTBHS C HHMMOUTOPaMU aHTHPETPOBUPYCHOM MpOTEasbl, HEHYKIICO3UAAMHU U NPYyTUMH
TpenaparamMH, KOTOPHIE METaGONM3UPYIOTCS B OCHOBHOM (pepMEHTaMH LMTOXPoMa Pyso.
M3yyeHne 1€KapCTBEHHOTO B3aMMOJEMCTBHS IPOBOAMIOCH TOJBKO HA B3POCHbIX. YKa3aHHbIH
nepeveHs He ClIeAyeT CUUTATh MOJIHBIM, HO XapaKTEPHBIM JUI H3YYCHHBIX KJIaCCOB.
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TEPANCeBTHYECKHM obJacTaM

I'eomeTrpuueckoe
usmenenue (%)
(Bo3MoKHBIH MeXaHH3IM)

cpeaHe

¢ MpHMEeHECHHI0

AHTHUPETPOBHUPYCHBIE JIEKAPCTBEHHBIE CPEJACTBA

Junano3un/JlamuBy AMH B3aumozeiicTBie He H3yUalOCh. He tpebyercs koppeKLus 1035l
Junano3us/3u10By AMH BsaumogeiicTBie HE H3yUyanoCh.

CraByaun/JlaMuBY IMH BzaumopeiicTBHe HE U3YYaIOCh. CoueTtaHue HE pEeKOMEHIYETCSI.
CraByuH/3unoBy 1uH AHTaroHHU3M in Vitro akTHBHOCTH

3WI0OBYJMHOM MOXET NMPUBECTH K
CHIDKEHHIO 3 PeKTHBHOCTH 060HX
Hpernaparos.

npotue BUY Mexxay cTaByIHHOM H

IMPOTUBOMH®EKIIMOHHBIE CPEJICTBA

Atoakson/JIamMuBy IuH BzauMogeicTeHe He u3yyanoch. |Tak  Kak  JOCTYOHBI  TOJBKO

ATOBaKBOH/3M0BYAUH AUC 3unosyauna 133% OrpaHUHCHHBIC AaHHBIC,

(750 mr 2 pasa B cyTkH AUC ATOBaKkBoH <> KIHHHYECKOC 3HaYCHHE
HEM3BECTHO.

OJTHOBPEMEHHO C IIPHEMOM
numu/200 Mr 3 pasza B cyTkH)

Knapurpomunun/JlaMuBy nus

BsauMoseiicTBHe He H3y4alloCh.

Mexny npuemoM JlyoBupa u

KnaputpomMuumH/3u10By AMH
(500 mr 2 paza B cytku /100 mr
Kaxkable 4 yaca)

AUC 3upoByauna | 12%

NpPHEMOM KJIIapMTPOMHULIMHA
clenyeT coboaaTh HHTEPBA HE
MeHee 2 4acoB.

Tpumeronpum/cysbhameTokcason
(Ko-tpumokcazomn)/JlaMmuBy quH
(160 mr/800 mr 1 pa3 B cyTKH B
TeyeHue 5 aaei/300 Mr pazoBas
J103a)

Jlamusynun: AUC 140%
Tpumeronpum: AUC
Cynsdamerokcaszon: AUC <
(uHrubupoBaHHe Oenka-
TpaHCHOpPTepa OpraHU4ecKHX
aHWOHOB)

He TtpeOyercs Koppekuus I03bl
IlyoBupa, ecnM MaUMeHT  He
cTpagaet MOYe4HOM
HEeJOCTAaTOYHOCTBIO (CM  pasfen
«Cnocob npumMeHeHus u
003UpoBKay).

Tpumeronpum cynbdameTokcason
(Ko-TpuMokcazon)/3uioBy iuH

BsaumopneiicTBue He H3y4ajiocCh.

Ecau Tpebyercss COIMYTCTBYOLIMH
npHeM ¢ KO-TPUMOKCA30JIOM,
HEOOXOOHUMO BECTH KIHMHHUYECKUI
MOHHUTOPUHI  TaLHEHTOB. He
U3y4aIOCh MPUMEHEHHE BBICOKHX
103 TpUMeTOonpuma/
cynbamerokcazona MpH JICUEHHH
NHEeBMOHUM Pneumocystis jirovecii

(PCP) u Tokcomna3mo3a, W HX
crenyet usberartb.
IMPOTUBOI'PUBKOBBIE CPEACTBA
®ykona3on/JlamuBy IMH B3auMmozeiicTeHe He M3yuyanock. |Tak  Kak  JOCTYNMHBI  TOJBKO
Di1ykoHa3011/3UA0BY AMH AUC 3unoByausa 174% OrpaHHYCHHbIC AaHHBIC,
(400 mr 1 pa3 B cyTku /200 mr 3 (unrubupopanve Y JI®- KIHHHYECKOC SHaYCHHC
pasa B CyTKH) FIOKy POHIATpaHCepashl) HEHU3BECTHO. Heo6xoa1mo
OTCJIEXKHMBATD NpH3HAKK
TOKCHMYHOCTH  3WIOBYAMHa  (CM.

pasuen «Ilobounoe Oeticmeuey).

CPEJACTBA, AKTUBHBIE B OTHOIIEHMA MHMKOBAKTEPHAM

HenocraTouHo  JaHHBIX, UTOOBI

Pudamnuuus/JlaMuBy auH BzaumopneiicTBie He U3y4anocCh.
Pudamnuumy/3nnoByauH AUC 3unosyauHa [48%
(600 mr 1 pa3 B cyrku /200 mr 3 (uaayxuus Y J1D- S

pasa B CYTKH)

TJIIOKYpOHIITpaHcdepaspl)

PEeKOMEHA0BaTh KOPPEKLHIO JO3bI.
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®deHobapOuTan/JlamuBy 1uH

BsaumopeiicTBHE HE H3Y4aJlOCh.

YTOOBI

HegocTtatoyHO  JaHHBIX,

®enoGap6utan/3uaoBy AMH BsauMmopeiicTBHe He u3yuanoce,  |PEKOMEHAOBATE KOPPEKLIMIO LO3EL.
IToTeHUHMATBHO MOXET Cllerka
TOHIKATH [LIA3MEHHYIO
KOHLEHTPALMIO 3UI0BYIHHA
nocpeacTBoM HHAYKuuH Y JID-
JIIOKYpPOHMITPaHC(epasbl.
®ennronn/JlaMuBy 1MH BaaumoneiicTere He usydanocs.  |Heo6xoaumo OTCIIEXMBATh
DeHUTONH/3UIOBY IHH AUC ®enutonna 1) KOHUEHTPaLMIO PeHUTOHHA.
Bansnpoesas kucyiora/Jlamusyaun |B3auMmonelictsue He usyyanock.  |Tak  Kkak ~ JOCTYMHBI  TOJIBKO
Banbnpoesas kucnora/3upoyaud  [AUC 3unosyauHa 180% OrpaHHICHHEIC AaHHBIC,
(250 Mr wim 500 mr 3 pasa B cyTku |(uHrubuposanue Y JI0- KJIHHAYECKOe SHadeHHC
/100 mr 3 paza B CyTKH) IIIIOKY pOHHUITpaHCc(epasbl) HEH3BECTHO. Heobxonumo
OTCIIEXKHUBATH MPU3HAKH
TOKCMYHOCTH ~ 3HIOBYAMHa  (CM.

paznen «Ilobounoe Oeticmeuey).

AHTUHTHCTAMMHHBIE CPEJICTBA (AHTAI'OHHUCTBI PEHHEIITOPA THCTAMMHA H1)

Panutuaun/Jlamusy nuH

BzaumopnelicTBue He H3y4aloCh.
KiinHu4ecku 3HaUYnMoe
B3aUMOZEHCTBHE ABNACTCA
MaJIOBEPOATHBIM. PAHUTHINH
BBIBOJUTCS TOJIBKO YaCTUYHO
MOYEeYHOH TPAaHCMIOPTHOH CUCTEMOH
OpraHMYECKHUX KAaTHOHOB.

He TpebGyercst KOppeKLHs J03Bl.

Panutiaun/3unoBy 1uH

BzauMmoseiicTBHE He H3y4aloCh.

I{umernaun/JlaMuBy qH

B3aumoneiicTBHe HE U3yHalIOCh.
KiuHHYeCKH 3Ha4MMOe
B3aMMOZEICTBHE ABIAETCA
MaJIOBEPOATHBIM. LIuMeTHAMH
BBIBOAMTCS TOJIBKO YaCTUYHO
MoYeyHOH TPaHCMOPTHOM CUCTEMOH
OpraHHYeCKHX KaTHOHOB.

He TpeGyeTcs KOppeKLUs J03blI.

Llumerraun/3nnoByanH

B3aumogeiicTBHe HE U3Y4anoCh.

IUTOTOKCHUYECKME CPEACTBA

Knanpu6un/JIaMmuByann

BzaumozeiicTeue He H3y4alloCh.
JlaMuByauH in vitro MHTHOHpYeT
BHYTPHKJIETOYHOE
¢docdopunrpoBaHHe KiiagprHOHHa.
YTO MPUBOAMT K MOTEHUHATBHOMY
pHCKY yTpaTbl 3pPEKTUBHOCTH
K1agpuOHHa B cimyuae KOMOMHALMU
B KJIMHUYECKHX YCJIOBUSX.
HekoTopble KIMHHYECKHE AaHHbIE
TaKOKe MOATBEP)KAAIOT
BO3MOJKHOCTb B3aMMOJEHCTBHS
MEXy JTaMHBYIUHOM U
K1aApuOuHOM

ITosTomy OIHOBPEMEHHOE
NpUMeHeHHe  JIaMHBYJMHa  C
KJIaApuOUHOM He PpEeKOMEHIyeTcs
(cm. pazzen «Mepu
RPeOOCmOPONCHOCIMUY).

ONMOUIBI

Meranon/JlaMuByauH

B3auMopeiicTBue He U3y4aaoCh.

Tak KaK JAOCTYIIHBI TOJILKO

Mertanon/3un0ByAMH
(30-90 mr 1 pa3 B cytku /200 Mr
KaxKaple 4 yaca)

AUC 3upioBynuna 143% g1 QIRAHU ICHHBIC
AUC MerapoHa < {  Qainpyyeckoe”

g MItEy
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TOKCHYHOCTH  3HAOBYAMHA
BOJIBIIMHCTBY NaLMEHTOB
TpeOyeTcs, H3peiKa MOXKET

J03bI ME€TaA0HA.

(cMm.

paznen «llobounoe Oeiicmsuey).
KOPPEKTHPOBKa J03bl META/I0HA HE

noTpe6GoBaThCs MOBTOPHBIH Moa60p

YPHKO3YPHYECKHE CPEJICTBA

IIpobenennn/JlaMuBy IuH B3aumMoaeiicTBre HE U3Yy4aIOCh. Tak Kak  JOCTYIHBI  TOJBKO
[poGeneuuna /3unoByauH AUC 3uposynuna 1106% OTpaHMHCHHBIC AZHHDIC,
(500 mr 4 pasa B cytkw/2mr/kr 3 |(uHru6upoanue Y- JIMHHIECKOE 3HAUCHHE HOMSBECTHO
pasa B CyTKH) [IIIOKYpPOHUITPaHchepasbl) Heobxoaumo OTC/IeKUBATE
NPU3HAKH TOKCHYHOCTH
3UJ0BYAMHA (cm. paszen

«Ilobounoe Oeticmsuey).

Coxkpamienusi: T = yBeJIMYCHHE; | = YMEHBIUEHHUE; <> = 3HAYUTEIbHBIC H3MEHEHHS OTCYTCTBYIOT,
AUC = mmomais 1moj KpUBOM «KOHIEHTpauusa-BpeMsn»; Cmax, = MaKCHMalbHas HabirogaeMas
xoHuenTpauus, CL/F = xaxymuiics KJIMpeHc IpH NepopabHOM IIPHEME IIpenapara.

OTMeyaiuch ciyyau YXyALIEHHS aHEMHHM BCJIEACTBHE INPUMEHEHHs pHOaBUpUHA, KOraa
3UJOBYAMH BXOAMJ B cxeMy Tepanuu BUY, xoTs MexaHn3M BO3HMKHOBEHHS 3TOrO SBJICHHS €I1e
TOYHO He u3BecTeH. CoOmyTCTByIOIlee MpPUMEHEHHWE pubaBUpMHA M 3HIOBYAHHA HE
PEKOMEHJIYETCS B CBA3M C INOBBILEHHBIM DPHCKOM pa3BUTHS aHeMHH (cM. pasgen «Mepuot
npedoCmOpPONCHOCMUY).

Crnemyer pacCMOTpETh BapHaHTHI 3aMEHBI 3UA0BYIMHA B KomOnHanuoHHo#i cxeme APBT, ecin
HCIONB3YeTCs CYIIECTBYIOINAs cxema. JTO OCOOEHHO BaXKHO Ul IAMEHTOB C HAIHYHEM
W3BECTHOM MHAYIIMPOBAaHHOH 3HJIOBYIHHOM aHEMHH B aHAMHE3E.

ConyTcTByomas Tepanus, 0COOEHHO OCTpasi Teparus, IOTEHIMATFHO HEPPOTOKCHUECKUMH HIIH
MHEJIOCYTIPECCHBHBIME JIEKAPCTBEHHBIMH CpEICTBaMH (HalpUMeEp, CHCTEMHBIM MEHTaMHU/MH,
JalCOH, IMHPUMETAMHMH. KO-TpHMOKca3ol, amdorepuiuH, (IynmuTO3MH. TaHUHKIOBHUD,
HHTeppepoH, BUHKPUCTHH, BUHOJACTHH M JOKCOPYOHIIMH) TaKXe MOXET yBEIHYHBATH PHUCK
HEXENATENbHBIX peakiuii Ha 3uAOBYAMH. [Ipm HEoOXOIMMOCTH COMYTCTBYIOIIEH Tepamuu
JlyoBHpoM H JIOOBIM M3 3THX JIEKAPCTBEHHBIX CPEACTB CIEAYeT C OCOOBIM BHHMaHHMEM
KOHTPOJIMPOBaTh (QYHKIHIO IOYEK M TIeMaTOJIOTHYECKHE IapaMeTphl MalWeHTa W IpU
HEOOXOAMMOCTH COKpalaTh 03y OXHOro Wi 6Oojee mpemapatoB. OrpaHHYEHHBIE JaHHBIC H3
KJIMHAYECKHX HCCICJOBaHWM HE YKa3blBalOT HAa 3HAYUTEIbHOE IIOBBILICHHE pPHCKA
HEXeJIaTeIbHBIX pPeakldii Ha 3UAOBYAMH IPH HCIONB30BAaHMHM NPOQHIAKTHYECKHX 03
KOTPHUMOKca30Jia (CM. MPUBEAECHHYIO BbINIe HHPOPMALHIO 10 B3aUMOJAEHCTBHIO, OTHOCALIYIOCS K
JTaMUBYAUHY M KO-TPUMOKCa30jy), NeHTaMHIuHa B (Qopme as’po3onsd, NUPHMETAMHHA H
alMKJIOBHpA.

MepsI npeaocTopoKHOCTH

Hecmotpst Ha TO, uTO 3¢deKTUBHAs BUpPYCHas CYNpPECCHs aHTHPETPOBHPYCHOH TEpaNMH II0
3HAQYUTCIBHOMY CHIDKEHHIO pHCKAa 3apaK€HHs IIpU II0JIOBOM KOHTakTe Oblia J0Ka3aHa,
BO3MOXKHOCTb 3apaXX€HHS He cliefyeT HckiodaTh. HeobxoauMo cobmonars COOTBETCTBYIOIIHE
MepbI IPeJOCTOPOKHOCTH.

B nmaHHbIi pasfen BKIIOYCHBI OCOOBIE YKa3aHHsT M MEpPhl IPEIOCTOPOXKHOCTH, KOTOPBIC
HEOOXOIMMO COOJIIOAaTh MPH MpHEeMe JIaMUBYIMHA U 3HIOBYIHHA. JIOMOJHHUTENbHBIC YKa3aHH
¥ MepBI IPELOCTOPOIKHOCTH, KacalolHecs KOMOHHAIIUH ZI}T?:BW} ' M“"“ o

Yy
!Lt Pe {:’

Bt AR




ITpu HEOGXOAMMOCTH MHAUBHIYAIFHOTO MOA00pa A03bI PEKOMEHIYETCS IPUMEHSATE OTAEIbHBIC
npenapathl JaMHBY[MHA M 3UIOByIMHa (cM. pasgen «Cnoco6 npumeHneHus u OO03UPOBKAY).
Bpauam ciieayeT pykoBOACTBOBAaThCs HH(OpMALUEH 110 IPUMEHEHHIO STHX MIPENapaToB.

He cneayer coBMemarh MPUMEHEHHE CTaBYAMHA U 3UAOBYIMHA (CM. pazaen «Bzaumodeiicmeue
C Opy2umu 1eKapCMBEeHHbIMU CPEOCMBAMUY).

Onnopmynucmuueckue uHgexyuu

HecmoTps Ha mpueM npenapata {yoBup unu mo60oro Apyroro aHTHpETPOBUPYCHOIO TIpenapara,
y MAIMEHTOB MOTYT Pa3BUBAThLCS ONMIMOPTYHHUCTHYECKHE HHPEKIUH | ApyTHe ocioxuenus BAU-
uHdpexuuu. [1o3TOMy TalMEHTH! JODKHBI HAXOAUTHCS IO/ IOCTOSHHBIM HaOIIOJICHHEM Bpauci,
HUMEIOIHUX OMbIT JeueHuss BUY-undexnun.

I'emamonozuueckue napywenus

B03MOXHO pa3BHTHE aHEMHH, HEUTPOIICHMH M JICHKONEHHH (TMOCHEAHSA OOBIMHO SBIAECTCHA
BTOPHYHOM I10 OTHOIIEHHIO K HEHTPONEHHHM) y MANHEHTOB, MOJYYAIOUIMX 3UAOBYIMH. OTH
SIBJICHHS Yalle HaOIIoJaloTCs NPY Ha3sHAUYEHHH BBICOKHMX 103 3uaoByauHa (1200-1500 mr/cyT) y
HAOUEHTOB C MO3JHUMH cTagusamu BUY-unbexumuu npu CHHXKEHHOM KOCTHOMO3IOBOM pE3EPBE
0 Hadana jedeHus. [losToMy y mamueHTOB, noiydaromux JlyoBHp HEOOXOAMMO MPOBOJMTH
TIIATEJFHBIA KOHTPOJIb TEMATOJIOTHYECKUX IOKasareineil (cM. pasaen «lIpomugonoxasanusy).
VYKa3zaHHBIE T'eMaTOJIOTHYECKHE M3MEHEHHsS OOBIYHO MOSBJIAIOTCS HE paHblle, 4eM 4yepe3 4-6
HeZleNb OT Hayajia Tepanuu. Y MalMeHTOB ¢ MO3AHEH cTagueil KIMHUuYecKH BeIpaxkeHHo# BY-
HHGEKUUH aHATK3BI KPOBH PEKOMEHAYETCS KOHTPOJIMPOBATH HE PeXXe OJHOIO pasa B 2 HEJEIH B
Te4YEHHUE NEPBBIX TPEX MECSIEB TEPAIIHH, a 3aTEM - HE peKe OJJHOrO pa3a B MECHILL.

VY namueHToB ¢ panHeil ctamueii BUY-mHexkuuu HexenaTelbHbie PEAKIHH CO CTOPOHBI
KPOBETBOPHOH CHCTEMBI OTMEYAIOTCS pEAKO. AHAIU3bBl KPOBH MOXHO J€NaTh DPEXKE,
OPHEHTHPYACh Ha OOIIee COCTOSHHE MAMEHTOB, HaIpUMep OAuMH pa3 B 1-3 Mmecsama. Moxer
NOTpeboBaThCs CHENHATIbHBIH MOAO0p HO3BI 3UJOBY/MHA B CIy4ae pa3BUTHA TKEIOM aHEMUH
WM MHEJIOCYTIPECCHH BO BpeMs JieueHus [lyoBHpoM, a TakKe y NalHEHTOB ¢ MPEAIICCTBYIOIHM
YIHETEHHEM KOCTHOIO MO3ra, HallpUMep IIPH YpoBHE remoriobuna meree 9 r/mi (5,59 Mmons/n)
WIM KOJHMYECTBE HEHUTPOPHIOB MeEHee 1,0x10°/n (cM. pasgen «Cnocob npumenenus u
oosupoexay). Tlockoneky HWHAMBHAYadbHO moxoOpaTh 103y JlyoBHpa HEBO3MOXKHO,
PEKOMEHAYETCS NPHMEHATh OTHAC/bHBIE TNpenapaTbl JIaMHUBYAHHAa M 3HIOBYAMHA. Bpadam
ClIeAyeT PYKOBOACTBOBAThCA HH(GOpManuel o IpUMEHEHHIO 3THUX NIPENapaToB.

Ilanxkpeamum

VY manueHToB, MPHHUMABLIMX JIAMUBYAMH WM 3WAOBYJUH, OINHCAHBl PEIKHME CIIyYad Pa3BUTHA
naHkpearuta. OJHAaKO HE YCTAaHOBJIECHO, BBI3BAHO JIM 3TO OCJOXHEHHE JICKapCTBCHHBIMH
npernapaTamMu UiM OCHOBHEIM 3a6oseBanueM - BUU-undexuueii. Jleuenne npenaparom Jlyosup
HEOOXOQMMO HEMEUICHHO NPEKPaTUTh MNpH MOSABICHHM KIMHHUYECKHX CHMIITOMOB WM
J1a00paTOPHBIX NaHHBIX, CBUAETENLCTBYIOMIMX O pPa3BUTHH MAHKPEATHUTA.

Jlakmamayuoo3s

Ilpn npuMeHeHHWHM 3HMIOBYAMHA OBUIM 3apeTMCTPUPOBAHBI CIy4ad pa3sBHTHs JIaKTaTalMI03a,

OOBIMHO C TremaToMerajueil M cTearo3oM InedyeHH. PaHHME CHUMOTOMBI (CHMIITOMAaTHYeCKas

THICPJIAKTATEMHsA) BKJIIOYAIOT HE3HAYUTEIbHBIE CHUMITOMBI CO CTOPOHBI IHILEBAPHTEIILHOM

cuCTeMbl (TOIIHOTa, pBOTa W GONHM B XKHUBOTE), HecrmeuupUUeCKHi AUCKOMGOpPT, MOTEPIO

anmeTHTa, CHIDKEHHE MAacChl Tella, PECIUPATOPHBIE CHUMITOMBI (YYallleHHOE W/HIIH TIyOOKOe

JBIXaHW€) WK HEBPOJIOTHYECKHE CHMIITOMBI (B TOM YHCIIE MOTOPHAs C1aboCTh).

Jins  nakraranmmo3a XapakTepHa BBICOKAas JIETAIBHOCTb, OH MOXET OBITh CBA3aH C

[IAHKPEaTUTOM, NICYCHOYHOH WIH MIOYEUHOH HEJOCTATOUHOCTHIO.

Pa3sBuTHE TAKTATALMI03a OTMEYAIOCH, KaK IIPaBUIIO, ITOCIIE HECKOJIBKMX MECSLEB TEPAIUH.

[IpuMeHeHyEe 3MIOBY/MHA CHEAyeT MPEKPaTUTh B Clydae Pa3BHTHs CHMITOMATHYECKOH

THIEPIAKTATEMHH M MeTaboNMYecKoro amuao3a / JIaKTaTaluao03a, IMpOrpeccHpyroliel

reraToMeraituy MM Ipy GBICTPOM MOBBIIEHHH YPOBHY TPAHCAMIHAR: -

Cnenyer cobmonare OCTOPOXHOCTH IIpH npnmenewﬂ%ﬁﬂé{gﬁﬁﬁﬁ@f AobiIx H%Lmemos
;x‘éﬂ%ﬁ"ﬁi‘w vt} leyFHMH

(0006CHHO Yy cTpagaromux OXHUPCHUEM )KCHIIH/IH) C I'€ HaTOMat‘a:IMﬁH
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H3BECTHEIMH ()akTOpaMH pUCKa OOJIE3HM TI€YeHH H CTeaTo3a IeYeHH (BKIoYas OTACIIbHbIC
JICKapCTBEHHBIE TMpenaparbl H &IKOroyib). B oTaenpHyro rpynmy pHCKa MOTYT BXOIHTB
HalMEHTHl ¢ KouHpeKnueld BUpycoM renatuta C, mojyyaroiue JiedeHue anbha-uHTEpHEpOHOM
U puOaBHPHUHOM.

[TanmeHThl, OABEP)KEHHBIE BBICOKOMY PHCKY, IOJDKHBI HaxXOIMThCA IIOJ THIATEJIbHBIM
HaOJIIOIEHUEM.

Mumoxonopuanenas mokcuynocms

JlanHble McclieIOBaHU in Vitro W in vivo CBUAETEIBCTBYIOT O TOM, YTO HYKJICO3HUAbl U aHAJIOTH
HYKJICOTUJIOB BBI3BIBAIOT ITOBPEXACHHUS MHUTOXOHJPHH pPa3iIU4YHON CTENEHH BBIPAXXEHHOCTH.
Iloctymanmu coobiieHuss 0 MUTOXOHIpUalbHOM mucdyHkiuun y BHY-oTpumarenbHbIX
MJIaZICHIIEB, IOJBEPIIINXCSA BO3ACHCTBHIO AHAIOTOB HYKJICO3WIOB in utero W/WIA B
NOCTHATAIbHBIH Nepuosl. OCHOBHBIMM OTMEYaBIIMMHUCS HEXXENATEIbHBIMU PEAKUUSIMH ObLIH
reMaroJIOTHYECKUEe HapylleHHs (aHeMHs, HeHTponeHus), Mertaboindyeckue HapyleHHUs
(rumeprnakTaTeMus, TUnepnunaslemus). JlaHHbIe HeXeaTelbHbIe SBICHHUS YacTO SBISIOTCH
npexoasmmuMu. OT™Medanuch OTAeNbHbIE MO3HHE HEBPOJOrHYeCKHe HapyHmIeHUs (TUIEePTOHMS,
CyIIOpOTH, aHOMalbHOE NOBeJeHHE). B Hacrosimee BpeMs HEHU3BECTHO, SBISIOTCA JHM 3TH
HEBPOJIOTHYECKHE HApyIICHHS INPEXONAMUMH WIH HeoOpatumemmu. JIro6oit pedeHoOk,
IIOJABEPTLIMICS BO3AECHCTBHIO HYKJICO3UIOB HJIM AHAJIOIOB HYKJIEOTHIOB in utero (B TOM YHCIE H
BHUY-oTpunarensHele AeTH), HO/DKEH HAXOMUTHCSA IIOJ TIIATEIBHBIM KJIHHHUKO-Ta00paTOpHBIM
KOHTPOJIEM; B CIIy4ae BO3HHKHOBEHHUS COOTBETCTBYIOIIUX IPU3HAKOB U CUMIITOMOB HEOOXOIMMO
IPOBECTH MOJHOE O0C/ieIOBaHHE HA HAJIMYHE BO3MOXXHON MHTOXOHAPHAIBHON AUCHYHKIUH.
OTH gJaHHBIE He BIMAIOT HAa JEHCTBYIOIME PEKOMEHJAIMM 10 MPUMEHEHHIO
aHTHPETPOBHPYCHBIX IIpemnapaToB y OepeMEHHBIX JKCHIIMH C IEJNbI0 MPeJOTBpaIlCHUS
BEPTHKAJIBbHOH nepenaun BUY.

Jlunooucmpoghus

JleyeHue 3UAOBYIMHOM acCOUHHPOBAHO C IOTEpEi MMOAKOXHOIO XHpa, KOTOpas CBs3aHa C
MHUTOXOHJPHAIBHOH TOKCHYHOCTBIO. YacToTa W TAXKECTh JIMNOMUCTPOPHUH CBSA3aHBI C
KyMYJISITHBHOM 3KCIIO3UIMEH. JTa moTeps upa, Kotopas Hamboliee sSIBHO BhIpak€Ha Ha JIMLE,
KOHEYHOCTSAX M ATOJUIAX, MOXKET HE OKa3aThCsA oOpaTHMOM MpH mepexojie Ha peskuM JIeYEHHs
6e3 3unoByauHa. CiiefyeT peryJapHO MPOBOINTH KIMHHYECKHH OCMOTP IAUMCHTOB HA HATHYUE
CHMIITOMOB JIMIOAUCTPOGUH BO BpeMs Tepanud 3HIOBYJUHOM H KOMOWHHPOBaHHBIMH
JICKapCTBEHHBIMH CPEACTBAMH, COJEPXKAIIMMHU 3UAOBYIUH. ITaleHTOB creyeT nepeBecTH Ha
aIbTEPHATUBHYIO TEPAIIHIO NPH MTOI03PCHIH HA Pa3BUTHE JIHITOAUCTPOGHH.

Macca u memabonuueckue napamemput

AHTUpPETpOBHpPYCHAsl Tepamusi MOXET CONMPOBOXKAATHCS MOBBIICHHEM MAacChl TeJla M ypOBHEH
JMIMIOB M IIIOKO3BI B KpOBU. Takue M3MEHEHUS MOTYT YaCTHYHO OBITh CBSI3aHBI C KOHTPOJIEM
Gone3neit u o6pa3oM Ku3HH. [/ MUNHAOB B HEKOTOPHIX CIIyYasx HMEIOTCH JOKa3aTelbCTBA
BJIMSHHS JICYEHHUS, B TO BpeMsl Kak HeT yOeIUTEeNbHBIX JOKA3aTeNbCTB CBA3H MEXIY KaKUM-THO0
BUIOM JieueHHs M Habopom Macchl Tena. ClielyeT paccMOTpeTh BOIPOC, CBSI3aHHBIM C
HEeoO0XOJIMMOCTBIO KOHTPOJIS KOHLEHTPAMK JIHIHUAOB B CBIBOPOTKE HATOIIAK M KOHIEHTPALIUH
TJIIOKO3bl B KPOBH. JleueHWe NMUNUAHBIX HapyDIEHW# ClieyeT MPOBOJAMTH B 3aBUCHMOCTH OT
KOHKPETHOH KJIIMHUYECKOH CUTyalyH.

Cunopom eoccmanosnenus umMmyHumema

Y BAY-nHQUUMPOBAHHBIX AIIMEHTOB C TSHKEJIBIM HMMYHOAE(QHIUTOM BO BpeMs Hayana KAPT
BO3MOXHO OOOCTpEHHE BOCHAIUTENBHOrO mpolecca Ha ()OHE ACHMITOMATHYECKOM MM
pe3uyanbHOM ONIOPTYHHCTUYECKOH HHQEKIMH, YTO MOXKET CTaTh NPUYMHOH CEPHE3HOIO
YXYIOIIEHUs] COCTOSHHUS WIH ycyryOieHus cuMnToMatukd. OOBMHO Takue peaknyu
Habmoanuce B iepBele Heaenu Wi Mecsisl Hayaiaa KAPT. HanbGonee 3Ha4MMBIMH IpUMEPaMH
ABIAIOTCS  IUTOMETAIOBUPYCHBIA  PETHHHT, TeHepajM3oBaHHas W/MMM  (oKaibHasi
MHUKOoOaKTepuanbHas HHpEKUUs 1 MHEBMOIMCTHAA THeBMOHUSA (P. carinii). JIxoOble CUMIITOMBI
BOCHAIEHUSA HEOOXOIMMO HEMEIUICHHO BBISBIATH M IPU HEOOXOAMMOCTH HAYMHATH JICYCHHE.
INocTynanu Taxoke coobieHus 06 ayTOUMMYHHBIX Hapymegm»xh(ﬁampmp,p,g“cgygggx 00J1e3HH
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I'peiiBca) Ha (oHE MMMYHHOM peaKkTHBALMM; OJHAKO BpeMs HX Havala sBiugeTca Ooiee
BapuabeIbHBIM ¥ MOXKET UMETh MECTO Yepe3 MHOT'O MECALIEB ITOCIIE Hayalla JIEYCHHS.
3abonesanus nevenu

Ecnu naMuByauH Mcnonb3yeTcd i Jiedenus ogHoBpemeHHo BUY wmH¢pexnuu u renatura B,
JOTIOJIHUTENbHAS WH(OpMAaIUsI 0 MPUMEHEHHH JIAMUABYIMHA IIpU JIe4eHUH renaruta B gqocrynna
B HHCTPYKIMH 110 METUIIMTHCKOMY TPHUMEHEHHIO JIEKAPCTBEHHOTO CpeJICTBa 3eddUKe.
bezonacHocTs M 3 (PEKTHBHOCTH 3MIOBYIWHA y MALMEHTOB C CEPbE3HBIMH 3a00JIE€BaHUSIMU
IIEYCHH HE U3ydeHa.

IlanuenTel ¢ XxpoHudeckuM rematuroM B wm C, nonyvaromme KAPT, noasepkeHsI
IIOBBIIIEHHOMY pPHCKY pPa3BUTHS TSKEIbIX M IOTEHLUHAIBHO JIETAJBHBIX HEXeNaTelbHBIX
ABJICHHH €O CTOPOHBI ne4yeHH. [Ipyn ogHOBpeMEHHOM Ha3HA4YE€HHWU AHTHUBHPYCHBIX IpENapaToB
It nedenus renatura B mwim C cMOTpUTe Takke HHCTPYKIUH 110 MX IPUMEHEHHIO.

Ilpu otmeHe JlyoBHpa y HalMEHTOB ¢ rematuToM B, HeoOxoaumo B TeueHHe 4 MecCSIEB
IIPOBOJIMTE IIEPUOAMYECKUIT MOHHUTOPHHT (YHKLIMH IIEYEHH M MApKEpPOB pEILUIMKALUU BHpYyca
renatuta B, mockonbky B pe3ynbTaTre OTMEHbI JIAMHBYAHHA BO3MOXKHO Cephe3HOE 000CTpeHHe
rernaTura.

Y DalnueHTOB C yXe HMEIOUMMCS HapyuieHueM (QYHKLUM [EeYeHH, BKIOYasd XPOHHYECKHIt
aKTHBHEBIA renatut, npu nposeaeHnn KAPT uwactoTa ciayvaeB HapyieHus (QYyHKUHH IeYEHH
BO3pacTaeT. Takue manueHThl JOJDKHBI HabIIoAaThCs ¢ COOMoAeHueM TpeOOBaHMM CTaHAapTHOM
MEIMIMHCKON MpakTUKH. [Ipy HamW4YuM NPU3HAKOB YXYAIIEHUS 3a00JIeBaHMs TEUEHH ClIeAYeT
PacCMOTPETh BO3MOXKHOCTh IIPUOCTAHOBKH MJIH MPEKPAUICHHUS JICUEHHS JaHHBIX MAIllMEHTOB.
Conymcmeyiowuti eupycuutii 2zenamum C

He pexomeHayeTcs OAHOBpEMEHHOE MIPUMEHEHHME pHOaBHpMHA H 3HMIOBYJMHA H3-3a
YBEJIMYEHHOTO PHUCKA aHEMHUH (CM. paszzen «Bzaumoleiicmeue ¢ Opyeumu 1eKapcmeeHHbIMU
cpedcmeamuy).

Ocmeonexpos

HecmoTpss Ha TO, YTO B HacToslee BPEMS STHOJIOTHSA OCTEOHEKPO3a pacCMaTpPHUBAETCS Kak
MHOrogakTopHas (BKJIo4as MpUMEHEHHE KOPTHKOCTEPOUIOB, IIOTPEOIEHHE AIKOrOJIsl, TKEIYIO
HMMYHOCYIIPECCHIO, IIOBBIIICHHBIM HHAEKC Macchl Tela), CIy4ad OCTECOHEKpPO3a OTMEYaloTCs B
GoJsplleil CTENEHH y MAHEHTOB ¢ HO3AHEMH cragusMd BUU-uHdekiuy W/HIK y MaluHeHTOoB,
Haxoagmuxca Ha ummrensHoit KAPT. B cnywae ecnm manumeHToB Oecmokostr Oonu |
IMCKOM(OPT B CyCTaBaxX, TYTOMOABHXKHOCTh CYCTABOB HJIM 3aTPYJAHCHHE IIPH JBHXKCHHH,
PEKOMEHyeTCsl OOpaTUTHCS K JieyaleMy Bpady.

JlyoBup He cieayeT NPUMEHSATH COBMECTHO C JPYTMMH JIEKAPCTBEHHBIMH CpEICTBAMH,
COoIepXallMMH JIAMHMBYJIMH, a TaKKe C JIEKQpCTBEHHBIMH CpEICTBaMH, COJAEpIKaIllHMH
3MTPHUIUTA0HH.

He pexomeHayeTcs NpPHMEHATh KOMOHHAIMIO JIaMHBYAHMHA C KIAJpHOMHOM (CM. pasjen
«B3zaumooeiicmeue ¢ Opy2umu 1ekapCmeeHHbLMU CPeACMEAMUY).

IIpamenenne npu 6epeMEHHOCTH H B MEPHOJ KOPMJIEHHS TPYALIO

bepemennocmo

Kak npasuno, npu nmpHHATHH peIleHHd O NPUMEHCHUH aHTHPETPOBHPYCHBIX MPENApaToB LA
neyeHuss BUY-undexuun y GepeMeHHBIX JKCHLIMH W, COOTBETCTBEHHO, U CHHDKEHHS DPHCKa
BepTHKaIbHOM mnepenadyn BUU-undexuuum mnoxy, npuHHMalOT BO BHHMaHME JaHHBIE,
IIOJIy4CHHBIC Y )KHBOTHBIX, a TAK)KE OIILIT IPUMEHEHUS Yy OepeMeHHBIX JXKeHIIMH. [loka3aHo, 4ro
JIeYeHHE 3UJOBYIMHOM OEpEMEHHBIX JKEHIIMH M IOCIEAyIollee BBEACHHE J3TOrO Ipenapara
HOBOPOXXIACHHBIM CHHXKAeT 4acToTy nepenaun BUY ot marepu k mioxy. bonpmoe xomudecTBo
JJAHHBIX, TOJIyYEHHBIX y OEpeMEHHBbIX J>KEHIIMH, MOMYYaloIUX JIAMUBYIUH HWIH 3HAOBYIHH
(6bonee 3000 wmcxomoB OepeMEHHOCTH IpH Ha3HAYCHHM FKQKIONO € TEpBOro TpnMeCTpa
O6epeMeHHOCTH, M3 KoTopeIx B Oonee 2000 mcxomax namgeHTm‘ IIDBIY}I&H{I Jggp?\m'sgﬂ
3MIOBY/IMH), yKa3bIBaeT Ha OTCYTCTBHE MalbpopMaTuBHON TORCHaHOCTHC Cor‘ 10
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KOJIMYECTBY MPUBEICHHBIX JAHHBIX, PUCK MaJIbOpMaTHBHON TOKCHYHOCTH HE XapakTepeH I
YeJloBeKa.

HetictByromue BemecTBa JlyoBHpa MOryT HHrHOMpoBaTh peruinkaumio kietousnod JHK, a
TaKk)keé B OJHOM MCCIIEOBAaHMM Ha >KMBOTHBIX IIOJyYeHBI MAaHHBIE O 3HWJOBYIMHE Kak
TPaHCIUIALCHTapHOM KaHieporene. Kinanyeckoe 3HaueHHe JaHHOTO SBJICHUS HE H3Y4EHO.

JUisl nmauMeHToK ¢ Ko-MH(EKIMeH rematuTa, MONYYAIOIMX JAMHBYAMH M BIIOCIEICTBHH
3a0CpEMEHEBIINX, CIEAYET YYMTHIBATH BO3MOXHOCTH PELMAMBA TENaTHTA HPH NpPEKPaIleHHH
IIpHeMa JJaMUBYAHHA.

MuroxonapuaneHas JUCOYHKIMSA: HYKICO3MAHBIE W HYKJICOTHAHBIE AHAIOTH, KaK ObUIO
[NPOACMOHCTPHPOBAaHO B HCCICHOBAHHAX in Vivo U in Vitro, CIOCOOHBI BBI3BIBATH
MHTOXOHJDHAIIbHBIE  TOBPEXACHHS  pa3iu4HOM  cremeHd. MMerorcss cooOlIeHHs O
MUTOXOHApHAIbHOH mucynkuuu y BUY-otpuuarensHsix neTel, mopsepraBIIHXcA
BO3/ICHCTBHIO aHAJIOIOB HYKJIEO3HJIOB B yTpobGe MaTepu W/WIM MOCTHATATBLHOM IIEpHOZE (CM.
paszen «Mepbr npedocmoposicHocmuy).

Kopmnenue zpyovio

Iocne nprema BHYTpH TaMHBYAHH ¥ 3MAOBYAMH BBIAEIAETCS C IPYMHBIM MOJIOKOM; IIpH 3TOM
KOHIICHTpAlls €ro B IPyJJHOM MOJIOKE MPaKTHYECKH HE OTIHYACTCS OT €ro KOHIEHTPALUH B
CeiBOpoTKe. BHY-MHOUUMPOBAHHBIM KCHINHHAM PEKOMEHIYETCS HCKIIOUHTh TIPYIHOE
BCKapMJIHBaHHUe BO u30exanue nepegayu BUY mnanenny.

Bnusnue na oemopoonyro ¢pynxyuio

Hu 3unosyaun, HE naMMBYIMH He BIMSIOT Ha JETOPOIHYIO (GYHKIHMIO B MCCIIEIOBAHHAX HA
caMIax M caMKaX KpbiC. OTCYTCTBYIOT AaHHBIE 00 HX BIMAHHMM Ha JETOPOAHYIO (DYHKIIHIO Yy
XKCHIIHH.

Y MyX4YHH NIpHEM 3MIOBYIMHA He BIHSET HA COCTAB CIEPMBI, MOP(DOIOTHIO U MOABHKHOCTE
CIEpMaTO30U/IOB.

BausHue mna cnocofHocTh YHIpaBjaaThb aBTOMOOMJIEM M MOTCHIIHAJIBbHO OIACHBIMH
MEXaHU3IMaMHU

I/ICCHCHOBaHI/Iﬁ N0 H3YYCHUIO BJIMAHUA Ha CIIOCOOHOCTH YIIpaBJATh aBTOMOOHMIEM H
HCIIOJIb30BaHUS MEXAaHU3MOB HE IIPOBOAUIIOCH.

YnakoBka
Ilo 60 TaGnerox B 6aHKy M3 MOJMITHIEHA BBHICOKOH IUoTHOCTH. OnHY GaHKY BMecTe C
HHCTPYKIHEH 10 MEJIULIMHCKOMY PHMEHEHHIO IOMEILAIOT B KAPTOHHYIO MAuKy.

YcaoBus xpaHnenus
XpaHuth npu Temmepatype He Bbime 30°C. XpaHUTb B HEJOCTYIIHOM UTS JI€TEN MECTE.

Cpox rognoctu
3 roxa.
He HCnonp30BaTh 0 HCTEYEHHH CPOKA TOTHOCTH.

YcaoBHs oTIycKa H3 anTeK
Ilo peuenry.

IIpeanpusaTne-npon3BoguTeL

I'ocynapcreennoe npeanpustae « AKAJJEM®APM»
220141, r. MuHCK, yn. akanemuka B.®. Kynpesuua,
A. 5, xopn.3, Pecniybnuka Benapycs,

ten./pakc 8(017) 268-63-64
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