WHCTPYKLIUSA
0 MEJULMHCKOMY IMMPUMEHEHHUIO JTEKAPCTBEHHOI'O ITPEITAPATA
JIW3ABEPOKC®

Peruncrpannonnsrii Homep: JII1-002414 ot 02.04.2014

Toprosoe naumenoBanue: J{usasepokc®

Me:xayHapoaHOe HeaTeHTOBAHHOE HAMMEHOBAaHHe: 3UI0BY/IVH 1 JJAaMUBYAUH

JlexapcTBeHHasi popma: TabJIETKH, HOKPHITHIE INIEHOYHOH 000JI0YKOM

CocraB Ha 1 Taduerky:

Heticmsyiowue seujecmesa:

3unoByaus 300 mr, JlamuBynua 150 mr

Bcnomozamenvhvie gewecmea:

Aopo: xapOOKCHMETHIKpaxMai HaTpHs (HaTpHs KpaxMalrIMKoOT) — 16,2 Mr, KpaxMall IpexelaTHHH3UPOBAHHBIA — 22,5 MT, KpeMHHUS THOKCHL
KOJUTOMAHBIN (a3pocun mapka A-300) — 2,5 mr, kpaxman KyKypy3Hslii — 6,3 Mr, MarHus creapat — 4,5 Mr, 1Ie/UTI0I03a MHUKPOKPHUCTAJUTHYECKas —
78,0 mr.

Ob6onouka nienounas: TOTOBasi BOAOpacTBopuMas obonouka — 15,0 mr.

Cocras o6onouku: runpomeniosa E-5 — 70 %, makporon 6000 — 9 %, turana auokcun — 20 %, monucop6ar 80 (tuH-80) — 1 %.

Omnucanue

TabneTky, MOKPHITHIE IEHOYHOH 000104KOit, cheprdaeckoil oBanbHOM (Gopmbl, Genoro nsera. Ha momepeurom paspese TabieTka 6enoro uim
0eJI0ro C )KENTOBaTHIM OTTEHKOM I[BETA.

dapmakorepanesTuyeckas rpynna: [Ipotusosupycnoe [BUY] cpenctso.

Konx ATX: JOSAR01

DapMaKoJorHiecKue CBoiicTea

Dapmaxoounamuka

Mexanuzm Oeticmsus

3UIOBYIMH U JTAMUBYIUH SIBIIIOTCSI MOLIHBIMU CeIeKTHBHBIMU mHrHOHTOpamu BUU-1 u BUY-2. O6a meiicTByrOIUX BemIecTBa MOCIEAOBATEIEHO
METa00IM3UPYIOTCS MO ACHCTBUEM BHYTPUKIICTOUHBIX KHHA3 10 5’ -Tpudocdaros (TD). 3unopyaus-Td u namuByaun-TO BrICTYnarT B KadecTBE
CcyOCTpaToB M SBIISIOTCS KOHKYPEHTHBIMU HHTHOUTOpaMH oOpaTHOU TpaHckpunTa3bl BUY. X ocHOBHOE POTHBOBHPYCHOE JCHCTBHE 3aKIIF0OYaeTCs
B CrIocoOHOCTH BcTpamBathest B hopme MoHodocdara B uens BupycHoit THK, npuBons k ee oOpeiBy. Tpudocdarsl 3unoByIiHa U JTaMHUBYIHHA
00J1a1at0T 3HAYUTENBEHO MEHBIIIMM cpoacTBoM K JIHK-monmmepazaM KieTKH-X03s1Ha.

He Habmromanoch aHTaroHUCTHYECKHX 3()(GEKTOB B YCIOBHAX IN VItro mpu MpUMEHEHHH JaMHBYAWHA U IPYTMX aHTHPETPOBHPYCHBIX IPENapaToB
(MccneoBaHHBIC BellecTBa: abakaBup, TUIAHO3WH, HEBUPAIUH, 3aJIbIIUTA0NH U 3UI0BYIUH). Taroke He HAOIIOIAIOCh AHTarOHUCTUYECKUX 3 dexToB
B YCIOBHSX iN VIitro mpy mprMeHeHHH 3MAOBYAMHA U IPYTHX aHTHPETPOBHPYCHBIX MPernaparoB (MCCIeIOBaHHbIE BEIIECTBA: abakaBUp, AUIAHO3MH,
JIAMHUBYIUH U HHTEPEPOH anbda).

B wuccrenoBanusx in Vitr0 JaMHBYAMH OKa3piBaeT ci1aboe LUTOTOKCHYECKOE ACHCTBHE Ha JMMQOLMTHI HepH(pEepUIecKOl KPOBH, a Takxke Ha
muMGOoIUTapHbIe U MOHOLIUTApHO- MaKkpodaraibHble KJICTOYHBIC JIMHUU U PSIII IPYTUX KIETOK-IPEIIIECTBEHHUKOB KOCTHOTO Mo3ra. Takum obpasom,
JIaMHBYAUH 00Ja1aeT BHICOKUM TEPANeBTHIECCKUM HHIIEKCOM iN Vitro.

Dapmaroounamuseckue 3¢hgexmoi

PesucrentHocts BUY-1 k namMuByuHy 00ycioBieHa myTanueir M 184V B koI0HE, pacioioxKEHHOM OJIM3KO0 K aKTUBHOMY LIEHTPY BUPYCHOU 00paTHO#
tpanckpunrassl (OT) BUY. J[aHHBIA BapHaHT MyTal[Md HAOJFOJAETCs KaK B YCIOBHAX IN Vitro, Tak u y BUY-1-WHQUUHUPOBAHHBIX MMAIIMEHTOB, Y
KOTOPBIX TpOBOAWIAchk aHTHpeTpoBupycHas tepamust (APT), Bkmowaromias mnamuByauH. [lpu myTtamum M184V 3HauuTENBHO CHIKAETCS
qyBCTBUTENLHOCTD K JIAMUBYIMHY U CYIIECTBEHHO YMEHBIIAETCSI CIIOCOGHOCTH BUPyca K PeITHKaLuy in Vitro. B nccnemoBanmsx in Vitro ycraHoBieHo,
9TO PE3UCTEHTHBIE K 3UIOBY/IMHY IITAMMBI BUPyCa MOTYT CTAaHOBHTHCS BOCHPHUMYUBBIMU K €T0 JICHCTBHIO, €CIIH Y ITHX IITAMMOB OJHOBPEMEHHO
Pa30BBETCA PE3UCTEHTHOCTH K JTaMHUBYIHHY. OIHAKO KIMHHYECKOE 3HAUEHHE ITOJOOHBIX M3MEHEHHMI 0 HACTOSIIET0 BPEMEHM OKOHYATENbHO He
YCTaHOBJIEHO.

Myranus M184V B xooHe 00paTHON TpaHCKPUITA3bl NPUBOAUT K BO3HUKHOBEHHIO MEpPEeKpecTHOH pe3ucTeHTHocTH BMY TONBKO B OTHOLIEHUH
AQHTUPETPOBHPYCHBIX MPENapaToB U3 Kiacca HYKJICO3UIHBIX HHIHOUTOPOB. 3UI0OBYIHH M CTaBYJUH COXPAHSIOT aKTHBHOCTh B OTHOLICHHUH LITAMMOB
BUU-1, pe3ucTeHTHBIX K JIaMUBYANUHY. AGakaBup COXpaHseT aHTUPETPOBHPYCHYIO aKTUBHOCTH B OTHoOLIeHHH mTamMMoB BHU-1, pe3sucTeHTHBIX K
JTAMHBYTUHY, UMEIOINX ToJbko M 184V myrtammio. Y mrammoB BUY ¢ myrarmeit M184V B komoHE 00paTHOW TpaHCKPHIITAa3hl ONpeieisieTcs He
Gostee ueM 4-KpaTHOE CHIDKEHHE TyBCTBUTEIFHOCTH K AUAAHO3UHY U 3IbIUTa0NHY; KIMHAYECKOE 3HAYECHNE STHX SBICHNH HE YCTaHOBIICHO.
Pe3uCTeHTHOCT K aHAJIOraM THMUJIMHA (TaKUM KakK 3MAOBYAMH) XOpPOIIO OXapaKTepPH30BaHA M IIPOMCXOIWT 3a CUET NMOCTEHEHHOTO HAKOIUICHHUS
cnenuuuecknx MyTtanuii B 6 xomoHax (41, 67, 70, 210, 215 u 219) obparnoii Tpanckpuntazsl BUY. Bupycsl mprnoOpeTaoT HeHOTHITHIECKYIO
PE3UCTEHTHOCTh K aHAJNoraM TUMHUJWHA B pe3ysibTaTe KOMOWHAIIMK MYyTaluil B KojoHax 41 u 215 uin HakoIUIeHUs MO KpaliHel Mepe 4eThIpex U3
LIECTH MyTanuii. JlaHHbIe MyTallMy caMu 1o ce0e He SBIAIOTCS MPHYMHON BBICOKOW MEPeKPECTHOH PEe3UCTEHTHOCTH K JPYTMM HYKJIEO3HIaM, 4TO
M03BOJISIET BIIOCJIEICTBUH IIPUMEHSTh APYTUe 3aperiCTPHUPOBAHHBIE HHIHOUTOPBI 00PaTHOM TPaHCKPHUIITA3bL.

CyIIecTBYIOT IBE MOJIENIM MYyTalllii MHOXKECTBEHHOMH JIEKapCTBEHHOW PE3UCTEHTHOCTH, TepBasi U3 KOTOPBIX XapaKTepU3yeTcsi MyTalusiMUA 00paTHO i
TpaHckpunTa3sl BUY B komonax 62, 75, 77, 116 u 151, a Bropas 00BIYHO BKITFOUaeT MyTaimio T698 B coueTaHWU cO BCTAaBKOU 6 map HyKICOTHIOB B
TOM K€ TIOJIO)KEHHWH. YKa3aHHbIE MOJENH IpPUBOAAT K Pa3BUTHIO (EHOTHITHYECKOW PE3UCTEHTHOCTH K 3HAOBYAWHY, a Takke K IPYTHM
3aperUCTPUPOBAHHBIM HYKJICO3UIHBIM HHTHONTOpaM oOpaTHO# TpaHckpunTassl (HUOT). Jlrobas 3 3THX ABYyX MOJeNeld MyTaluii MHOKECTBEHHOM
PE3UCTEHTHOCTH K HYKJICO3HAaM CYIIECTBEHHO OTPaHWIMBAET BapHAHTHI OyXyIieil Teparim.

B KIMHHUYECKHX MCCIEIOBAHUIX MPHUMEHEHHE JIJAaMUBYAMHA B KOMOMHAIIMY C 3UIOBYIMHOM TPHBOJMIO K CHI)KEHHIO BUPYCHOM Harpy3ku BIU-1 B
KpOBU U YBCIIMYCHUIO YHCJIA CD4 xnerok. Kinununueckue JAHHBIC CBUIACTCILCTBYIOT O TOM, YTO IPUMCHEHHE JIaMUBYJIWHA B KOMGI/IHaLU/II/I C
3UI0OBYTUHOM B BUJE€ OTACIBHOI'O IpenapaTta Win B COCTaBE PEXKMUMOB TEPAIIUHY, BKIIIOYAIOMUX 3UA0OBYIUH, TPUBOAUT K CYIIECTBEHHOMY CHUXXEHUIO
pucka nporpeccupoBanus BUU-uHPEKINH U CMEPTHOCTH.

MoHnoTepanusi 3UJOBYJHHOM U JIAMHBYAWHOM IO OTJAETHHOCTM NPHBOAMIA K IIOSBICHHIO KIMHHYeCKHMX MmTaMMoB BHY co cHIDKEHHOM
qyBCTBUTEIILHOCTBIO K 3THM IpenapataM T YUI'O. Pe3ynpraTs! KIMHNYECKAX MCCISIOBAaHUH MOKa3ald, YTO y IAIMEHTOB, paHee He IOIyJaBIINX
AHTHUPETPOBUPYCHYIO TEPaIHio, KOMOMHHPOBAHHAS TePaNus 3UIOBYANHOM M JAMHBYIHHOM 3aMeIJIIeT IOSBICHHE PE3UCTCHTHBIX K 3HUAOBYIUHY
IITaMMOB.

TecTsl Ha 9yBCTBUTENBHOCT BUY K pas3iMuHbIM aHTHPETPOBUPYCHBIM MpernapaTam in Vitro He GbUTH CTaHAAPTH30BAHbI, TIO3TOMY Ha UX PE3yJIbTaThI
MOTYT BJIMATH PA3JINIHBIE METOA0JIOIMYECKUE (baKTOpr. OLICHKa B3aUMOCBA3U MEXAY 1YBCTBUTCIIBHOCTbIO BHUY k SUAOBYTUHY l/I/I/IJ'lI/I JIJAaMUBYIUHY
in Vitro u KITMHAYECKMM OTBETOM Ha TEPAIMIO HAXOHUTCS HA CTaIHH UCCIICIOBAHUSL.

3UI0BYAUH U JJaMUBYAUH IOJIyYHIIH IIMPOKOE PacIpOCTpaHEeHHE KaK KOMIIOHEHThI KOMOMHHPOBAaHHOI aHTUPETPOBUPYCHON Tepanuu B COYETaHUU C
JIPYTHEMH aHTUPETPOBHPYCHBIMH TIperapaTaMiy 3TOT0 Xke Kiacca (HyKIe03UAHbIe HHIHOUTOPEI 00paTHOH TPaHCKPHUITA3bl) MM NIpenapaTaMi JIPYTHX
KJIacCOB (MHTMOUTOPHI TPOTEa3bl, HEHYKJICO3UIHbIE HHITHOUTOPBI 00paTHOH TPaHCKPHUIITa3bl, HHTHOUTOPH! HHTETPa3bl 1 MHTHOUTOPEI CIMSHHS).




INoka3zano, 4T0 KOMOMHUPOBaHHAS AHTHPETPOBUPYCHAS TEPAIIHsl, BKIIFOUAONIAs TAMHUBYJUH, 3 (eKTUBHA B OTHOIICHNH mTaMMoB BIIY ¢ myTanusmu
M184V, a Taroke y NalieHTOB, paHee He MOJIyYaBIINX aHTUPETPOBHPYCHYIO TEPAIHIO.

DapmakoKunemuka

Bcacwvisanue

3UI0OBYAUH M JTAMUBYAUH XOPOIIO BCACBHIBAIOTCS M3 KHIIEYHHKA. AOCOMIOTHAs OMOIOCTYITHOCTh 3UJIOBYJAMHA M JIAMUBYAWHA Y B3POCIBIX IIOCIIE
npueMa BHyTpb 00b14HO cocTasisaeT 60-70 % u 80-85 % cooTBETCTBEHHO.

IMocne npuMeHeHus npemnapara ¢ GUKCHPOBaHHOW KOMOMHAIMEH 103 3UI0BYANHA U JIAMUBYANHA MaKCHMaJIbHBIC 3HAUCHNS KOHI[CHTPALUH B IIa3Me
KpOBH (Cmax) 3UIOBYIVMHA M JJAMHBY IMHA (OBEpUTENBHBIH HHTEpBaI 95 %) cocraBmwm 1,8 (1,5-2,2) mxr/mi u 1,5 (1,3-1,8) MKI/MII COOTBETCTBEHHO.
Menuana (quana3oH) 3HAUYCHHUU tmax 3WmOByIHMHA W JamuByauHa coctaBmia 0,50 (0,25-2,00) 4 u 0,75 (0,50-2,00) 4 coorBeTcTBeHHO. CTENEHD
BcaceiBaHus (AUC) 3u10ByAMHA U IaMUBYAWHA U 3HAYEHHS IIEPHO/ia TOTyBEIBEICHHMS TI0CTIe IIpHeMa ¢ IHIIeH ObUTH CXOJHBIMH C TAKOBBIMH TT0CTIe
IpUeMa HaTOILAK, XOTA CKOPOCTh BcachIBaHUA (Crmax, tmax) ObLIa CHIDKEeHA. [loTydeHHBIE TaHHBIE YKa3bIBAIOT Ha BO3MOXKHOCTh IIPUMEHEHNS IIpenapara
Jln3aBepoKC HE3aBUCHMO OT MpHEMa MHIIIH.

He oxppmaercs, 4ro mHpuUeM HU3MENbYEHHBIX TaONETOK C HEOOJBIIMM KONMYECTBOM TIOMYTBEPAOH MNUIMM MM >KUAKOCTH IOBIMSET Ha
(bapMakoJoruyeckue CBOWCTBA Ipenapara M, CIEIOBATEIbHO, Ha KIMHUYECKHH 3((eKT. DTH BHIBOABI OCHOBaHBI Ha (M3UKO-XMMHYECKUX H
(hapMaKOKHHETHYECKNX XapaKTePHCTHKaX IEHCTBYIOIINX BEIIECTB M XapakTepe PacTBOPEHUs TaOJIeTOK ¢ (MKCHPOBaHHON KOMOMHaImeil 103
3U/IOBYAMHA U JaMUBY/HHA iN Vitr0 B BOJE PH YCIOBHH, YTO MALMEHT H3MeEJbYacT U HeMeUIeHHO npuHuMaet 100 % n3MenbueHHON TableTKH.
Pacnpedenenue

JlaMuByTMH XapakTepH3yeTcs JHMHEHHBIM H3MEHEHHEeM (apMaKOKMHETHYECKHX IIOKa3aTeleil BO BCEM JAMana3oHe TEpareBTUYECKHX 103 U
HE3HAYHUTENBHO CBS3bIBACTCS C OCHOBHBIM OEIKOM IUTa3MBI KPOBU albOyMHUHOM (MeHee 36 % CBIBOPOTOYHOro ambOymuHa in Vitro). 3umoByanH
CBsI3bIBaeTCs ¢ Oenkamu miaa3Mel KpoBu Ha 34-38 %. Takum o6Gpa3om, B3auMOJeHCTBHE 3UIOBYMHA U JaMHBYIHHA C JPYyTHMH JIEKapCTBEHHBIMH
IpemnapaTaMy IOCPEICTBOM X BBITECHEHUSI U3 CBA3U C OelTKaMu MIa3Mbl KPOBH MaJIOBEPOSITHO.

Nmetommuecst 1aHHBIE CBUIETENBCTBYIOT O TOM, YTO 3UIOBYHH M JJAMHUBYIUH MPOHHUKAIOT B LIEHTpalbHy10 HepBHYI0 cuctemy (LIHC) u momanarot B
CIIMHHOMO3TOBYI0 kuIKOcTh (CMIK). CpenHee oTHOIIEHHE KOHIIGHTPAIUH 3UI0BYANHA ¥ JaMuByqiHa B CMOK K MX KOHIIEHTpanuu B CHIBOPOTKE
KpOBH 4epe3 2—4 4 nocie npueMa BHyTpb cocTasisieT npuMepHo 0,5 u 0,12 coorBercTBeHHO. McTHHHASA cTeleHb IPOHUKHOBEHUS, a TAK)XKE CBSI3b C
KIMHUYIECKOH () (PEeKTHBHOCTHIO HEH3BECTHBI.

Memabonuzm

JlaMuBYyIMH TIPaKTHYECKH HE IOJABEPraeTcsi MeTaboaM3My W NPEUMYNIECTBEHHO BBIBOIAWTCA B HEM3MEHEHHOM B Moukamu. Merabommdeckne
B3aNMOJICHCTBUS I JIAMUBYAMHA MaJOBEPOSTHBI BBUAY HE3HAUMTENbHOro Merabomm3ma B medeHH (5-10 %) u HU3KOH CTemeHH CBA3BIBAHUS C
OeNKaMH T1a3MBbl KPOBH.

5’-I'IMIOKYPOHUJ 3UI0BY/IMHA SBIISETCS OCHOBHBIM META0OJIMTOM KaK B IIa3Me KPOBH, TaK M B MOUe, IIpU 3ToM npubiansutensHo 50-80 % mpunsATO
JI03bI 3UIOBYIMHA BBIBOAUTCS ITyTEM IOYEYHOH SKCKpenuH. 3 -amMuHO-3 -ne3okcutuMmuanH (AMT) npeHTHduIMpoBaH B KauecTBe MeTabosUTa
3UAOBYMHA ITOCIIE BHYTPUBEHHOTO BBEICHHSI.

Buviseoenue

[Nepron mosyBBIBEICHHS IAMABYJMHA COCTaBIsieT 5-7 4. CpeaHui CHCTEMHBII KIMPEHC JIAMHUBY/IMHA paBeH NpHOIM3uTenbHo 0,32 j1/4/Kr, OOJIBLIYIO
€ro 4YacTh COCTaBIIsieT ModedHbli kiupeHc (bomee 70 %), ocylIecTBIsAEeMbIH MOCPEACTBOM AKTUBHOM KaHAIBLEBON CEKPEIHU 4epe3 CHCTEMY
TPAHCIOPTa OPTraHUYECKUX KaTHOHOB. [loyeuyHblid kmupeHc 3upoByauHa coctaBisier 0,34 11/4/Kr, 4TO yKa3blBaeT Ha KIIyOOUYKOBYIO (QHIBTPALUIO U
aKTHBHYIO KaHAJIBIEBYIO CEKPEIHIO TOYKAMH.

Ocobvle zpynnol nayuenmos

Tayuenmut nosicunozo eozpacma

dapMaKOKHHETHKA 3UI0BYIMHA U JIAMUBYAMHA Y TTAlIACHTOB CTapIe 65 JeT He U3yJanack.

Jemu

3HUIOBYANH XOpPOILIO BCACHIBASTCSl M3 KHIIEYHWKA, IPH MPUMEHEHUH BO BCEX M3YYEHHBIX JO3UPOBKAaX Yy B3POCIBIX M JIETeH ero OGHOJOCTYIHOCTH
cocraBiser 60-74 %, mpu 3TOM cpeiHee 3HaueHue cocTaBiaeT 65 %. MakcuMalibHas KOHLIEHTPALUs B PABHOBECHOM COCTOSIHUU (CSSmax) COCTaBIIAET
4,45 mxmonn/n (1,19 MKr/MiT) mocie mpueMa 3uA0ByAMHA B OopMe pacTBopa B fo3e 120 Mr/m? muomany NoBepXHOCTH Tena U 7,7 MkMow/i (2,06
MKI/MJI) TIOCHIe IpHeMa 3UA0ByUHA B 103¢ 180 Mr/m? miomaay NoBepXHOCTH Tena. Ilpumenenue B go3e 180 mMr/m? ueThipe pasa B CyTKH y JAeTei
npuBoAmIo K cucteMHoi skcrozunuu (AUC24 = 40,0 axmkmouns/n wiu 10,7 IXMKr/MIT), aHaTOTUYHOHN TaKOBOH NpH MpuMeHeHUH B o3¢ 200 Mr mecTh
pa3 B cyTku y B3pocibixX (40,7 axMkMours/m umu 10,9 axMkr/min).

VY mectn BUY-undumpoBanHbIX feTeil B Bo3pacTe oT 2 10 13 et oueHnBany papMakOKHHETHKY 3UOBYANHA B IUIa3Me KPOBH HOCIE MPUMEHEHHS
B 103 120 Mr/mM? Tpu pasa B CyTKH U MociIe Tiepexo/ia Ha 103y 180 mr/m2 aBa paza B cyTku. CuctemHas skcnosuius (cytounsie AUC 1 Crmax) B TIIa3Me
KPOBH TP UCIIOJIB30BaHUU PEXHMMa J03MPOBAHMS JIBa Pa3a B CYTKH ObUla SKBHBAJICHTHA SKCIIO3UINH IPH NPUMEHEHUH TOM e 0OIIeil CyTOuHOM
JI03BI, pa3/IefIeHHOH Ha TPH IpHeMa.

B nemnoM, hapmakokuHEeTHKA TaMABYIMHA Y IETeH CXOIHA € TAKOBOH y B3pocibIX. OHaKO abCcoMoTHAs OMOXOCTYTHOCTS (TIpUMepHO 55-65 %) Obina
HIDKe y JeTell B Bo3pacte miaame 12 ger. Kpome Toro, 3HadeHHsS CHCTEMHOTO KIHMpeHca ObUIM BBIMIE Y JeTel MIIaIIero BO3pacTa M yMEHBIIAINCh
[0 Mepe B3pOCIEHHs, JOCTHras 3HAadeHWH, AHAIOTHYHBIX TAKOBBEIM Y B3pOCIBIX MalMEeHTOB, IpuMepHO K 12 romam. IlocnenHume naHHBIE
CBHJETEIBCTBYIOT O TOM, YTO 3KCHO3UIUS Y JeTeH B Bo3pacTe OT 2 10 6 JIeT MOXeT ObITh CHIbKeHa mpuMepHO Ha 30 % 1o cpaBHEHHIO C JPYTUMU
BO3pacTHBIMH TpyIIaMH. B HacTosIiee BpeMsi 0)KHIAETCS MOSBICHUE JOIOJHHUTEIBHBIX JaHHBIX B MOJJIEPXKKY ITOTO 3aKIIIOUSHUS; JOCTYIHBIC B
HACTOSIIMIA MOMEHT JIaHHBIE HEe YKa3bIBAIOT Ha OoJiee HU3KYIO 3 PeKTHBHOCT TaMUBYIMHA B 9TOW BO3PacTHOM rpymie.

Ilayuenmer ¢ napywienuem QynKyuu novex

B uccnenoBaHusX ¢ yyacTHeM NAaIMEHTOB C HapylleHHeM (YHKIUH TOYeK ObLIO MOKa3aHOo, YTO IPH HapylmieHHH (QYHKIMU MOYeK HapyIlaeTcs
BBIBE/ICHIE JIAMUBYAWHA BCIEACTBHE CHIDKEHHOTO MOYEYHOro KiupeHca. [lanmeHTam ¢ KimpeHCcOM KpeaTwHHHa MeHee 50 MiI/MHH HE0O0XOIHMO
CHIDKEHHE JI03bI IIpemnapaTa. bputo Taxke MpoJeMOHCTPHPOBAHO yBEIWYEHHE KOHIEHTPAIWH 3WJOBYJHMHA y MAlMEHTOB C TSDKEIBIM HapyIICHHEM
(YHKIUH TIOYEK.

Tayuenmu! ¢ napywenuem Qynkyuu nevenu

OFpaHH'—leHHbIe JIaHHBIC, ITOJYUYCHHBIC Y TAIIUEHTOB C IIUPPO30OM, YKA3BIBAIOT HA BO3MOXKHOCTh HAKOIUJICHUA 3UJOBY/INHA Y MALIUEHTOB C HAPYIICHUEM
q)yHKLLI/II/I NNE€YCHN BCJICACTBUE CHMIKEHUS TIIIOKYPOHUPOBAHUA. v MAUEHTOB C TSXKEJIbIM HApPYLICHUEM (byHKLlHI/l NCUYCHHU MOXKECT l'lOTpe6OBaT]>C5{
KOPPEKIUSA JO3BI 3UIOBYAUHA.

bepemennocmo

BepemeHHOCTD HE BIHAET HA (hapMaKOKWHETHKY 3UJOBYIMHA U JIAMHUBYJHHA. JIaMUBYIMH 0OHAPy>KHBAETCSI B CBIBOPOTKE KPOBH HOBOPOXKIEHHBIX B
TeX e KOHIEHTPAIUsX, YTO M B CBIBOPOTKE KPOBH MaTepH M ITyMOBHHHOIH KPOBHU, YTO COTJIACYETCS C MPEACTABICHHEM O ITACCHBHOM IIEpEHOCE
JaMUBYIMHA depe3 TeMaToIUIalleHTapHBIH Oaphep. Pe3ymbTaTsl M3MepeHUs KOHLIEHTPAIWH 3HAOBYJHHA B IUIa3Me€ KPOBM OBUIM CXOTHBI C
pe3ynbTaTaMu, TOIYIeHHBIMH JJIS TAMHUBY/IHHA.

I[Hoka3anusi K NPpUMEHEHUI0

Jleyuenne BUY-undekimn y B3pocibIxX 1 AeTel ¢ Maccoii Tena He MeHee 30 K B cocTaBe KOMOMHUPOBAHHOI aHTUPETPOBHPYCHOH Tepartiy.
IIpoTHBONOKA3aHUS

¢ IIOBBIIIEHHAs YYBCTBUTECIBHOCTD K 3UJIOBY/IUHY, JIJAMUBYIUHY WUJIU ](aKOMy-IlI/IGO APYroMy KOMIIOHEHTY IIperiapara;



* TSDKeNas CTENeHb HeliTporenny (ducio HeiTpodunos menee 0,75x10%m) wu anemMun (TeMorIo6uH MeHee 7,5 T/t win 4,65 MMOJTB/J);

* HapymIeHne (GYHKIHH OYEK IPH KINPEeHce KpeaTHHHHA MeHee 50 MII/MUH (IU1s JaHHOM JISKapCTBEHHOI (hOpMBI);

* TsDKeJlast CTeNeHb HapyleHus: GYHKUUK HedeH: (U1 JaHHO# TekapcTBeHHON GopMbl);

* et ¢ Maccoii Tena meHee 30 Kr (U1 JaHHOM JIeKapCTBEHHOM (hOPMBbI).

C 0CTOPOKHOCTBIO

I'ematomeranus, renaTur, LUPPO3 MEUEHH, OKUPEHUE, (PAKTOPBI PUCKA, TPEIpaCIIoNararoliie K MOpaXeHHIO eUeHN.

IIpumenenne npu GepeMeHHOCTH U B MEPHO/I IPYIHOI0 BCKAPMJINBAHUSI.

DepmunvHocms

JlaHHbIE O BIMSHUN 3HJOBYANHA ¥ JTJAMHUBYJHHA Ha (PEPTHILHOCTD Y JKEHIIUH OTCYTCTBYIOT.

3UIOBYANH HE BIUSIET Ha KOJMIECTBO, MOP(OIOTHIO M OABIKHOCTE CIIEPMATO30HI0B Y MYXKUHH.

bepemennocmeo

Kaxk npaBuito, npu NpUHATUH PElIeHNs] 00 UCIONb30BaHUU aHTUPETPOBUPYCHBIX MpenapaTos M neuenus BUYU-nndekimy y 6epeMeHHBIX )KEeHIIUH
U, Kak CIeACTBHE, ISl CHIKEHHS pUCKa BepTUKaIbHOU nepenaun BUY-nHdeku HOBOPOXKIEHHOMY ClIeyeT yUHTHIBATh JaHHBIE UCCIIEI0BAaHUHN Ha
KHUBOTHBIX, a TAKKe KIMHUYECKUH OTBIT IPUMEHEHNUS y OepEMEHHBIX KEHIUH. B 1aHHOM ciIyuae MpUMEHEHUE 3UI0BYIUHA Y OEPEMEHHBIX KEHILUH
¢ TocIeLyIomei Tepanueii HOBOPOXKIEHHBIX MJIAJICHIIEB TTI0Ka3ajI0 CHIKEHHE ypoBHs nepenadn BUY ot marepu miomy.

Bonbmioe KomM4ecTBO JaHHBIX O IPUMEHSHUH 3UI0BY IHA MM JIAMUBYANHA Y O€PEMEHHBIX XKEHIIMH He CBUACTEIBCTBYET O Pa3BUTHU BPOXKICHHOM
MIaTOJIOTHH Y IT0/1a (JUIS KaXKJJ0T0 U3 IpemnapaToB - 6onee 3000 ncxomoB nocie BO3ASHCTBYS IPH IPIMEHSHUH BO BPEMST IIEPBOTO TPHIMECTPA, U3 HIX
6osree 2000 ¥cxo0B TOCIIEe BO3ACHCTBUS IPH OJHOBPEMEHHOM IPHMEHEHHH o0ouX mpemnaparoB). Ha oCHOBE BBIICH3II0KEHHBIX JAHHBIX MOXHO
czienaTh BBIBOJ O TOM, YTO IPHU MPUMEHEHHH Npenapata JJu3aBepokce y uenoBeka pUCK BPOXKACHHBIX MaTONOTHI MaJOBEPOSITEH.

JeiicTBytomue BemiecTBa mpemnapaTa Jlu3aBepokc MoryT MHrHOMpoBaTh perumkanuio kiaerounor IHK. B uccremoBanmm Ha >KMBOTHBIX OBLIO
MOKAa3aHO, YTO 3UJOBYAUH SIBISIETCS TPAHCIIIAIEHTAPHBIM KaHIeporeHoM. KinHu4eckas 3Ha4MMOCTh 3TUX JaHHBIX HEU3BECTHA.

Jns BUY-uHQUUMPOBaHHBIX KEHIUMH ¢ KOMH(EKIHeH BUPYyCcOM renaturta, KOTOpble IPOXOAT JICYCHNE JTaMUBY AMH-COAEPIKAIMM JICKAPCTBEHHBIM
IperapaToM, TaknM Kak Jlu3aBepokc, B cilydae HACTYIUICHUS OCpPEMEHHOCTH CIeQyeT YUYWTHIBATH BO3MOXKHOCTH DPEIUIMBA TeIaTHTa IOCIe
MIPEKpANIeHUs] TePANY JIAMUBY IUHOM.

Mumoxonopuanvhas oucpynkyus

B wuccienoBanusx in Vivo u in Vitro 6su10 MPpOJEMOHCTPUPOBAHO, YTO aHAIOTH HYKJICO3HIOB U HYKJICOTHIOB CHOCOOHBI BBI3BIBATH MMOBPEKICHHS
MUTOXOHIPUH pa3IMYHOlN CTENEeHU. bpun 3aperucTpupoBaHbl COOOMICHUS 0 MUTOXOHAPHANbHOU nuchyHKuun y BUY-oTpuniaTenbHBIX MIIaICHIIEB,
MOJBEPTHYTHIX BO3JECHCTBHIO aHAJIOTOB HYKJICO3HUA0B BHYTPHYTPOOHO H/HIIH B ITOCIEPOIOBOM MEPHOJIE.

Ilepuoo zpyonozo éckapmnusanus

3UI0BYAUH U JaAMHBYIUH BBIICISIOTCS B TPy JHOE MOJIOKO B KOHIICHTPANUSIX, QHAIOTHYHBIX KOHIIEHTPAIMAM, OOHAPYKEHHBIM B CBIBOPOTKE KPOBH.
Ha ocHoBanmu pe3ynbratoB nccienoBanus oosiee 200 map «MaTh/peOeHOK», MOMyYaBIIMX Tepanuio 1o nosoxy BUY-nudeknmu, KoHIEHTpanus
JIAMUBY/IMHA B CHIBOPOTKE KPOBH MJIJICHIIEB, HAXOSIIMXCS Ha TPyJHOM BCKapMJIMBAaHHUHU y MaTepei, moiaydaBmux Tepanuto BUY-unpexnnn, oueHs
HI3Ka (< 4 % OT KOHIEHTPAIMH B CBIBOPOTKE KPOBHU MAaTEPH) U MOCTEIIEHHO YMEHBIAETCS JI0 HEONPEAeIsIEMOT0 YPOBHS ITPU JOCTYKEHUH TPy THBIMU
MIIaJIeHIaMu 24-HelebHOT0 Bo3pacTa. JJaHHbIe 110 6€30I1aCHOCTH IPHMEHEHHUS JIAMUBYIMHA Y IETeH MIIaJIIe TPEX MECSIEB OTCYTCTBYIOT.

IMocne opHOKpaTHOTO TpHEMa 3unoByAnHA B 103e 200 Mr y BUU-nH(GUINPOBaHHBIX KEHIIUH CPEAHSI KOHLEHTPANUs 3H0BYANHA B MATCPHHCKOM
MOJIOKE ObITa CXO/IHA C TAKOBOH B CHIBOPOTKE KPOBH.

BUY-uHUINPOBAaHHEIM KEHIIWMHAM HHU TPH KAKHX OOCTOSITENBCTBAX HE PEKOMEHIYEeTCS MPOBOJAWTH TPYAHOE BCKapMIIMBAHHE BO H30eKaHHUE
nepenaun BUY pebenky.

Cnoco0d npuMeHeHHUs U 10351

[penapat [{n3aBepoKc IPHHUMAETCSI BHYTPb, HE3aBUCHMO OT ITPUEMa ITHIITH.

Tepanuio npenaparoM Jlu3aBepokc NODKEH HAYMHATH U KOHTPOJIMPOBATh Bpay, MMEIONIH ombIT JedeHuss BUY-unpexunm.

Jlnst obecriedeHUst TOYHOCTH JIO3UPOBAHUS TAOJIETKy HEOOXOIMMO MPOIJIaThIBATh LEIMKOM, He pa3iiaMbiBas. J[is JieueHUs] MalMeHToB, Y KOTOPBIX
HaOJIIOIAIOTCSl TPYAHOCTH C IPOTJIaTHIBAHUEM, TAOJIETKH MOXKHO M3MeNbuaTh M J00aBISATh K HEOONBIIOMY KOJHYECTBY ITOJYTBEPJION IHIIU VIIH
KHUAKOCTH. Bcio monmydeHHyro cMech HeOOXOANMO MPUHSATH BHYTPh HE3aMEUTHTEIBHO.

B cirygae HE0OXOIMMOCTH CHIKEHHS JI03BI WITH OTMEHBI OHOTO M3 KOMIIOHEHTOB Tpernapara J{i3aBepokc (3UI0BY/IMHA WM JTaMHBYIUHA) CIETyeT
MIPUMEHSTH OTAEbHBIC TPerapaThl 3UI0BYJUHA U TaAMHUBYJHHA.

Ocobble zpynnsl nayuenmos

Bspocnvie u demu ¢ maccoii mena ne menee 30 ke

Pexomennyemas no3a npenapara J{uzaBepokc — 1o 1 TabneTke 1Ba pa3a B CyTKH.

Ilayuenmur nodicunoz2o 6o3pacma

Crnenuduryeckre AaHHbIE MO NPUMEHEHHIO Ipenapara J[M3aBepoKc y JIMIl MOXKWIOTO BO3pacTa OTCYTCTBYIOT, OHAKO HPH JICYCHHH MOXKUIIBIX
MAIMEHTOB CJIAyeT COOM0AaTh 0COOYI0 OCTOPOKHOCTD, YINTHIBAs BO3PACTHBIC M3MEHEHHMsI, TAKHEe KaK HapylIeHHe (yHKIHM IOYeK U N3MEHEHHe
reMaToJIOTUIECKUX TTOKa3aTemei.

Tayuenmul ¢ napywenuem Qynxyuu novex

[ManmenTam ¢ KIMpeHCOM KpeaTHHHHA MeHee 50 Mi/MUH TpeOyercss KOPPEeKIHs O35l JaMHUBY/MHA, MOATOMY y ITHX ITAINEHTOB PEKOMEHIYETCS
MIPUMEHEHHE OT/IeJIbHBIX TIPerapaToB 3UI0BY/IMHA U JIAMHUBY IHA.

Iayuenmer ¢ napywienuem QynKyuu nevenu

OrpaHUYeHHbIE JaHHbIE, TOJlydeHHbIE y MAIlMeHTOB C UPPO30M IEYeHH, YKa3bIBaIOT Ha BO3MOXKHOCTh KyMYJISIIMM 3HJOBYAMHA y HAlIEHTOB C
HapyIleHneM (YHKINH IeYeHH B CBSI3U CO CHIDKEHHEM CKOPOCTH 00pa3oBaHus IIIOKYpOHUAA. JJaHHBIe, ITOTyYeHHbIe IPH IPHMEHEHHUH JIAMHUBY ITHA
y TAIUEHTOB ¢ HapyIIeHHeM (YHKIWH MEUCHH CPeAHEeH M TSHKETOH CTeNeHH, yKa3bIBAlOT Ha TO, YTO HAapyIIeHHe (yHKINH ITI€YeHH HE OKa3bIBaeT
CYIIECTBEHHOTO BIMSHMS Ha (papMaKOKHHETHKY JIAMHUBYJWHA. TeM HE MEHee, MOXKeT BO3SHHKHYTh HEOOXOANMOCTh KOPPEKIUH J03BI 3HJOBYANHA,
MO3TOMY y TAIMEHTOB C HapyIICHHEM (YHKIWHU TI€UeHH TSDKENOH CTeleHM PEeKOMEHIYETCsI IIPHMEHEHHE OTIEIbHBIX IPEeIapaToB 3UIOBYJHHA H
nmaMuByUHA. JledanM BpadaM ciemyeT oOpaTUThCS! K MHCTPYKITHSAM 10 MEAUIIMHCKOMY MPUMEHEHHIO JUIS STHX JIEKapCTBEHHBIX MPEIapaToB.
[Tayuenmoi c cemamonocutiecKumy HedlcenamenbHoIMU peaKyuamu

[pu CHIWKEHNH KOHIIEHTPAIMH reMorioouHa Mexee 9 r/mi (5,59 MMouTb/i) win pu HelTponeHuu (ducio HeTpodmios meree 1,0 x 10 1/im) MoxkeT
HOTpeOOBaThCS KOPPEKIHs 103blI 3UI0BYJMHA. [10CKOIBbKY KOppeKius 036l npenapara [{u3aBepokc HEBO3MOXKHA, CIIEAYeT MPUMEHSITh OTICIbHBIC
npenaparbl 3M0BYANHA U JIAMUBYIUHA.

Io6ounoe eiicTBue

HexenatensHble peakiuy OB OMHCAHBI B TIpOIiecce JieueHust nanuenToB ¢ BUU-nudeknuei 3n10ByAMHOM U ITAMUBYIHHOM B BHJIE MOHOTEPAIINI
WM B KoOMOMHAuH. {751 MHOTHX HEXeJIaTeJIbHBIX PEaKINil OCTAaeTCsl HESICHBIM, CBSI3aHO JIM MX TOSBICHHIE C IPUMEHEHHEM 3UI0BYANHA, JJAMUBY JITHA
WY UHBIX JIEKapCTBEHHBIX MPETapaToB, IPUMEHAEMBIX 11 stedeHnst BUY-undekiym, mim e OHH SBISIIOTCS Pe3yIbTaTOM OCHOBHOTO 3a00JIE€BaHHSI.
IMockoneky B cocraB mpemnapara J{i3aBepoKc BXOIAT 3UAOBYAMH H JIAMHBYAWH, MOKHO OKHJATh ITOSIBICHHS OIMCAHHBIX HIDKE HEXeTaTeIbHBIX
peaKLIl/Il\;I YKa3aHHOTO THIIA U TAXKECTHU, ACCOIMMPOBAHHBIX C KOXXIBIM U3 3TUX KOMIIOHCHTOB. B HaCTOosAIICe BpEMs OTCYTCTBYIOT JaHHBIE O TOM, YTO
KOMOWHAIMS 3UI0BY/IMHA ¥ JIaMHUBYJMHA 00J1a1aeT MOBBIIICHHONH TOKCHYHOCTBIO.



HmeroTest cooOmmIeHns 0 pa3BUTUH JTaKTOAU03a, B TOM YHCIIE C JICTAIBHBIM HCXO0J0M, OOBIYHO CONPOBOKAAIONMIETOCS TSDKEIIOH remaroMerainueii co
CTEaTo30M, B XO/I¢ Teparuy 3UI0BYJHHOM.

Jleuenne 3uHOBYAMHOM COIIPOBOXKIAIOCH OTEPEH MOIKOKHOHM JKUPOBOM KIETUATKH, YTO ObIIIO Hanboee BEIPaXEHO B 00IaCTH JIMIIa, KOHEUHOCTE |
u sroqui. Bo Bpemst Tepanuu npenaparoM J{n3aBepoKC MAlMEHTOB CIEAYeT PEryIsIpHO 00CIeI0BaTh Ha MPEAMET NMPU3HAKOB JIUMOATPO(UH, U IPH
MOZI03PEHNH Ha Pa3BUTHE JUNOATPO(UH TepamHuIo npenapatom Jn3zaBepoKc cleayeT NPeKpaTHTh.

Macca Tena u KOHLEHTpPaIXs CBIBOPOTOUHBIX JIMIHJIOB U TIIIOKO3bI KPOBHU MOTYT TOBBIIIATHECS BO BPEMs aHTHPETPOBUPYCHOI Teparuu.

YV BUY-uHGUUMPOBAHHBIX MAI[MEHTOB C TSDKEIBIM HMMYHOAC(QHIINTOM Ha MOMEHT Hadyajda KOMOMHHUPOBAHHOW aHTHUPETPOBHPYCHON Teparuu
BO3MOJKHO Pa3BUTHE BOCIAIUTEIBGHON peaknny Ha ()oHe OECCHMIITOMHBIX ONITOPTYHUCTHUECKNX MHQEKINH MM UX OCTAaTOYHBIX sBieHMi. Taroke
3aperucTpUpOBaHbI CIydaH Pa3BHTHS ayTOMMMYHHEIX 3a0oieBaHuil (HanpuMep, 6oie3Hs ['peiiBca) Ha (JoHE BOCCTAHOBICHUSI IMMYHHTETA, OHAKO
BpeMsI IEPBUYHBIX IPOSIBIICHUH BapbHPOBAIIO U 3a00JIeBaHIE MOTJIO BO3HHUKATh Yepe3 MHOTO MECSIIEB [T0CIIe Havala TeparuH.

3aperucTpupoOBaHbl ClIydad OCTEOHEKPO03a, OCOOCHHO y MAalMEHTOB C OOIICNPU3HAHHBIMH (AaKTOpaMM PHUCKA, HA TPOJBHHYTOM craguun BUY-
rHOeKunu 1100 npu UTenbHOI koMOuHnpoBaHHO APT. HacToTa BOSHUKHOBEHUS TAaHHOTO SIBICHHS HEU3BECTHA.

HexenaTenbHble peaknuy, OIEHEHHbIE KaK CBSI3aHHBIE MM BO3MOXKHO CBSI3aHHBIE C Tepamueill mpemapaToM Jli3aBepokc, MEpEeYnClIeHbl HUKE B
COOTBETCTBUH C MOPAKEHUEM OPTaHOB U CHCTEM OPTaHOB M YaCTOTOH BCTpeuaeMOoCTH. YacToTa BCTPEUaeMOCTH OMPEEIAETCs CIeAyI0muM 00pa3om:
oueHs gacto (> 1/10), wacro (>1/100 u <1/10), mewacto (> 1/1 000 u < 1/100), peaxo (> 1/10 000 u < 1/1 000), ouens peaxo (<1/10 000, Bxroyas
OTZIeNbHEIE ciiydan). B mpenenax kask1oi KaTeropuy 9acTOThI HeXKeJIaTeJIbHBIEe PEaKIHU MTPEACTABICHBI B TIOPsAKE YOBIBAaHUS CEPHE3HOCTH.
Jlamusyoun

Hapywenus co cmoponsl Kposu u aiumgpamuueckotl cucmembl

Heuacmo: veliTponieHUs U aHeMUs (MHOT/IA TsDKETbIe), TPOMOOLUTOIICHUS.

Ouenw peoko: NCTUHHAS SPUTPOLUTAPHAS ATLIa3HA.

Hapywenus co cmoponuvl 0bmena sewjecmas u NUmanusl

Yacmo: runepnakTaTeMusl.

Ouenb pedko: TaKTOAIHI03.

Hapywenus co cmoponwl Hepenotl cucmemul

Yacmo: ronoBHas 0016, OECCOHHMIIA.

Ouenw pedko: nepudepuueckast HeHponaTust (WM MapecTe3 ).

Hapywenus co cmoponul OvixamensHotl CUcmembl, Op2aHo8 epyOHOL KIemKU U CpedoCmeHus

Yacmo: Kalenb, Ha3aJIbHbIE CUMIITOMBI.

Hapywenus co cmoponul dceny0ouHo-KuuieuHo2o mpaxkma

Yacmo: TOIMHOTA, PBOTA, OOJIb B JKUBOTE MM KOJIUKH, THApesl.

Peoko: maHKpeaTuT, MOBBIIIEHHE aKTHBHOCTH CBIBOPOTOYHOM aMUIIasbl.

Hapywenus co cmopoubl nevenu u scenuesbleo0suux nymet

Heyacmo: TpaH3UTOpHOE IOBBINICHHE AKTHBHOCTH HEYEHOYHBIX (epMeHTOB anaHnmHamuHOTpaHchepassl (AJIT), acmapraraMuHOTpaHC(hepasbl
(ACT).

Peoxo: renatur.

Hapywenus co cmoponul Kodicu u NOOKOICHbIX MKaHell

Yacmo: ChIllb, aJIONEIH.

Peoxo: aHTHOHEBPOTUYECKHUIT OTEK.

Hapywenus co cmoponul ckenemno-mbiideynoll U cOeOUHUMenbHol mKanu

Yacmo: apTpanrysi, MbIIICYHbIC HAPYIICHNUS.

Peoko: pabnomuonus.

Obwue paccmpoiicmea u HapyuleHus 8 Mecme 86e0eHUs.

Yacmo: ycTanocTs, o0liee HeIoOMOTaHHe, JTUX0paKa.

3uooseyoun

IMpodmte MTOOOYHBIX peakIyii He OTIAMIASTCS Y B3POCIBIX U TOApocTKOB. Hambosree cepbe3HBIMU ITOOOTHBIME PEAKIUAMH SIBISIOTCS aHeMHS (KOTOpast
MOXET MOTpeOOBaTh MePeIMBaHUS KPOBH), HEHTPOTIEHNs U JIeHKomeHus. [lepeuncieHnble MOOOYHbIE PEaKIUH Yallle BO3HUKAIOT MPH MPHIMEHEHHH
Oonee BBICOKUX 103 3unoByauHa (1200-1500 Mr B cyTKH) W y MalMEHTOB Ha MPOABUHYTHIX cTaausx BUYU-unpexmun (0coOEHHO MpH CHIKEHHOM
KOCTHOMO3T'OBOM Pe3epBe JI0 Hauajla JIedeHus), B YaCTHOCTH, y MALUEHTOB ¢ yncioM kieTok CD4 menee 100/MmM3. YV HEKOTOPBIX MALIEHTOB MOKET
BO3HUKHYTH HEOOXOJNMOCTh B CHI)KEHHH J03bl 3MAOBY/AMHA WM ero oTMeHe. HeHWTponeHHs BO3HMKAaeT Yallle y HalleHTOB, Y KOTOPBIX YHCIIO
HEUTPO(DUIIOB, KOHIIEHTPALHS FEMOTTI00MHA U KOHIIEHTPAIHsl BUTaMHHA B12 B CBIBOPOTKE KPOBH CHIDKEHBI HA MOMEHT HavaJla JIEYEHHS 3UI0BYANHOM.
Hapywenus co cmoponbl Kposu u 1um@amuieckol cucmembi.

Yacmo. anemusi, HEUTPONIEHUS U JTEUKOTIEHUSI.

Heuacmo: TpoMOOIIUTONICHHUS U MTAHIIUTONEHHS (C THUIOILIA3Mei KOCTHOTO MO3Ta).

Peoko: NCTUHHAS SPUTPONUTAPHAS AIlIA3HsL.

Ouenb pedko: amlaCTUIECKasi aHEMHS.

Hapywenus co cmopons obmena gewyecme u numanus.

Yacmo: runepnakTaTeMusl.

Peoko: nakToannmo3 Npu OTCYTCTBUU THIIOKCEMHUH, aHOPEKCHSI.

Hapywenus ncuxuxu:

Peoxo: TpeBora, aenpeccusl.

Hapywenus co cmoponul nepgHoti cucmemul:

Ouens yacmo: TONOBHAS OOIb.

Yacmo: TONOBOKPYKEHHE.

Peoxo: 6eccoHHHMIA, MAPECTE3UH, COHIIMBOCTh, CHI)KEHUE YMCTBEHHON aKTHBHOCTH, CYAOPOTH.

Hapywenus co cmoponwl cepoya:

Peoxo: xapauomuonarusi.

Hapywenus co cmoponsl OblxamensHou cucmemsl, OpeaHos pyoHOU KIemKU U CpedOCmeHus.:

Heuacmo: onpimixa.

Peoxo: xamenb.

Hapywenus co cmoponul dceny0ouHo-KuuleuHo20 mpaxkma:

Yacmo. TOIIHOTA.

Heuacmo: MeTeopusM.

PeoOxo: mArMeHTanust CIIM3UCTOH 000JI0UKHY TTOJIOCTH PTa, U3BPALCHHE BKYCa, TUCIICTICUS, TAHKPEaTHT.

Hapywenus co cmoponbsl nevenu u scenuebleo0AuuUx nymeii.

Yacmo: NOBBIIICHNE B KPOBU aKTHBHOCTH MEYCHOYHBIX ()EPMEHTOB M KOHIICHTPALMK OMITHPYOUHA.



Peoko: mopaxeHue 1e4eHN, TaKNe KaK BEIPAKCHHAS! TEIIATOMET NS CO CTEHO30M.

Hapywenus co cmoponwl Kodicu u NOOKOICHBIX MKAHE:

Heuacmo: cbinb 1 3y,

Peoko: murMeHTanus HOrTel U KOXH, KpaluBHUIIA U TIOTIUBOCTb.

Hapywenus co cmoponsl KOCMHO- MblUEUHOU U COCOUHUMENbHOU MKAHU!

Yacmo: muanrus.

Heuacmo: muonarus.

Hapywenue co cmoponvl nouex u Mouesbleo0auux nymeti:

Peoko: yaameHHOe MOYCHCITYCKaHHE.

Hapywenue co cmopoHul non06bix 0p2anos u MONOUHbIX Jicene3:

Peoxo: rHHEKOMAaCTHS.

Obwue paccmpoiicmea 1 HapYuleHUs 8 Mecne 88e0eHUs.

Yacmo: obIiee HeIOMOTaHHE.

Heuacmo: nuxopazaxa, TeHepaT30BaHHbIA 00JIEBOW CUHAPOM H ACTCHHS.

Peoko: 03000, 60JIb B TPyIU U TPHUITIIONIOXOO0HEIN CHHIPOM.

JlaHHbIe, TOJyYeHHBIE B XOJIe ABYX KIMHUYECKUX HUCCIIEN0BaHHH (IUTaned0-KOHTPOINPYEMOTO H OTKPHITOTO), IIOKA3hIBAIOT, YTO YACTOTA MOSBIICHUS
TOILTHOTHI U JIPYTUX YacTO BCTPEUAIONIMXCS KIMHIMYECKUX HeXeTaTeIbHBIX PeakIMii CTaOMIBHO CHI)KAETCS B TEUEHHE MEPBBIX HECKOJIBKUX HE/elb
JICYCHHS 3UIOBY JHHOM.

Ilepeno3upoBka

Cumnmomwt

CBezieHHsI 0 Cllydasx Hepemo3HpOBKH IpernapaToM orpaHudeHbl. He BBIABIEHBI Kakue-mubo creruduueckne CHMOTOMBI MM TMPH3HAKH OCTPOit
MEePEJO3UPOBKU JTAMHUBYJMHOM HIM 3HIOBYAMHOM, KpPOME TeX, KOTOphle IepedncieHsl B pasgene «llobounoe peiictBue». Hu omun u3
3aperucTPUPOBAHHBIX CIIy4acB HE COIPOBOXKIAJICS JIETAIBHBIM HCXO0JIOM, COCTOSTHHE BCEX MAMEHTOB HOPMaIH30BaJIOCh.

Jeuenue

B ciyuae mepemo3MpoBKH MalMEeHT AOJDKEH HAaXOOUTHCS I0J] HAaOJIOJCHHEM Bpada C LENbI0 BBUIBJICHHS NPH3HAKOB TOKCHYECKOTO HEHCTBHS
npenapaTta, Ipu HeoOXOJUMOCTH IIPOBOIAT CTAaHJAPTHYIO MOJEP>KUBAIOIIYIO Tepanuio. [10CKOIbKY JTaMHUBYIHH BEIBOJHUTCS C OMOIIBIO TUAJIN3A,
JUIS TIEYEHHMS TIepeJO3UPOBKU MOXKET OBITh HCIOJIb30BAaH HEIPEPHIBHBIN FE€MOINAIIH3, OAHAKO UCCIIEOBAHMS MO OIIEHKE IPUMEHEHHUSI 3TOT0 METO/Ia He
MIPOBOJIMIINCH. Y CTAHOBJICHO, YTO TEMOHANIN3 U TIEPUTOHEANBHBIN JHanu3 Manod(Q(eKTHBHBI IS BEIBEICHUS 3UI0BYANHA, HO YCKOPSIOT BBIBEICHUE
€ro TMIOKypOHHIHOro MerabonuTa. JledamuMm BpauaM pPEKOMEHAYeTCsl OOpaTHUTHCS K HMHCTPYKIHSAM IO NPUMEHCHHIO OTACNBHBIX IIPENnapaToB
3UAOBYAWHA U JAMUBYANHA JUIS TTOTy4eHHs O0jIee MOAPOOHBIX JaHHBIX.

B3anmopeiicTBHe ¢ IPYTHMH JeKapCTBEHHBIMH NpenapaTaMu

IMockoneky npenapat J{n3aBepoKC COAESPIKUT 3UAOBYIMH M JJAMHUBYIUH, OH MOXKET BCTYIIaTh B JIFOOBIC B3aUMOICHCTBHS, XapaKTepHbIE I KaXKI0TO
U3 9THX KOMIIOHEHTOB II0 OTAENHFHOCTH. B X0Je KIMHNUECKUX HCCIEeIOBaHMH He OBLIO BBISBICHO KIMHUYECKH 3HAUUMBIX B3aMMOICHCTBHI MEXIy
3UAOBYANHOM ¥ JIAMHUBYHHOM.

3uI0ByIMH B OCHOBHOM MeTabonmusupyercs ¢epmentamu ypuausHanpochat-riokyponmirpadchepassl (YAD-I'T); coBmecTHOoe npHMEHEHHE
WHIYKTOPOB WM HHTHOUTOPOB (pepMeHTOB Y ID-I'T MOXKET MOBIHUATH HA SKCIIO3UIHIO 3UI0BYANHA. JIaMUBY TH BBIBOJHUTCS U3 OpPraHN3Ma MOYKaMHU.
AKTUBHAs TOYEYHAs CEKpEelHs JIAMUBYAWHA B MOUY IPOHMCXOAUT Yepe3 CHCTEMY TpaHcHopTa opraHudeckux kaTtnoHOB (OCT). OmHoBpeMeHHOE
npuMeHeHne JaMuByauHa ¢ nHruoutopamu OCT mim He(hPOTOKCHUECKUMU NTPENapaTaMi MOXKET YBEIMIUTh SKCIIO3HIHIO JIAMUBY AVHA.

3UIOBYIMH U JJAMHBYIWH CYLICCTBEHHO HE MeTaOomm3upyroTcs ¢epmertamu nutoxpoma P450 (manpumep, CYP 3A4, CYP 2C9 wmu CYP 2D6),
TAKKe OHM He MHTHOMPYIOT W HEe MHAYLHUPYIOT JaHHYIO ()epMEHTHYIO cucteMy. Takum oOpa3oMm, B3aUMOJEHCTBUE 3HIOBYANHA U JIAMUBYIUHA C
WHTHOMTOpPaMH MPOTea3bl, HEHYKICO3HIHBIMI WHTHOMTOpPaMH OOpaTHO TpaHCKPUNTAa3bl M JIPYIMMH AHTHPETPOBUPYCHBIMHU JIEKapCTBEHHBIMHU
npernapaTaMu, KOTOpble MeTabOIN3UPYIOTCS OCHOBHBIME (hepMeHTaMu P450, MaoBeposITHO.

HccnenoBaHust JTeKapCTBEHHBIX B3aMMOJICHCTBHH OBUIM MPOBEICHHI TOJBKO C YYaCTHEM B3pOCIbIX IAIMeHTOB. IIpencTaBieHHBIH HIKE IepedyeHb
B3aNMOJICHCTBUIA HE CIIeyeT CUNTATh HCUSPIBIBAIONINM, OTHAKO B HEM OTPA)KEHBI KITACCHI JIEKapCTBEHHBIX MPETapaToB, IPH MPUMEHEHHH KOTOPBIX
HEOOXOIMMO cOOTI0IaTh OCTOPOKHOCTD.

JlekapcTBeHHBIE MpeNapaTsl Mo Biaumoneiicroue P,
P penap Cpennee reomerpnyeckoe nsmenenue (%) OTHOCHTETRHO
001acTSIM MPpUMeHEeHUsl . COBMECTHOTO
(BO3MO’KHBIH MEXaHU3M)
NpUMeHeHust
AHTUPETPOBUPYCHBIE TEKAPCTBEHHBIE ITPEITAPATBI
/lunano3uH + naMuBYyJUH B3aumojeiicTBrue He H3ydeHO.
" He TpeOyeTcst KOppeKIys 103bl.

/IMnaHO3UH + 3UJOBYANH B3aumoselicTBre He H3y4eHO. peoy PPEIIHA X
CTaByIvH + JTaMUABY TUH B3aumopeiicTBrue He H3y4eHO.
CraBy¥H + 3UIOBYIVH In Vvitro aHTarOHM3M aKTUBHOCTH NPOTHB  |C(pvecTHOE NpHMeHeHHe  He

BHY Mexny craByIMHOM U 3UJIOBYJUHOM bekoMerTyeTcs

MOXET TIPUBECTH K  YMCHBIICHHIO

3G PeKTUBHOCTH 000UX MPENaparToB.
MPOTUBONMH®EKIMOHHBIE ITPEMMAPATBI
ATOBaxoOH + JJAMHUBY TH B3anmopeiicTBre He N3ydeHO. TocKobKy JIOCTYTIHBI
ATOBaxOH + 3UJOBYAMH BunoBynun: AUC 133 % OTpaHUYCHHEIC ITaHHEIE,)
(750 mMr nBa pa3a B cyTkd Bo Bpems enbl + |AToBaxoH: AUC <> KITHHHYECKast 3HAYUMOCTh
200 Mr TpH pas3a B CyTKH) HEH3BECTHA.
Knaputpomuiius + 1aMuByAuH B3aumopeiicTBue He U3y4EHO.

HTepBan MEXIY IPUEMOM
npenapara JnzaBepokc "

KnaputpoMunus + 3110BYIHH SunoBynun: AUC | 12 % KJIAPUTPOMHULIMTHA JOJDKEH

(500 mr nBa pasza B cyTkH + 100 Mr Kaxasie
4 )

COCTaB/IATh HE MeHee 2 U.




Tpumeronpum + cyib(amerokcason (Ko-
TPUMOKCA30I1) + JIAMUBY IMH

(160 mr + 800 mMr oamH pa3 B CYTKH B
TedeHue 5 cyTok + 300 Mr oZHOKpaTHO)

JTamuByqun: AUC 1 40 %
Tpumeronpum: AUC«—
CynbhaMeToKcaso:
(MHruOMpOBaHUE

AUC
CHCTEMBl  TPAHCIOPTA|

amd

3a WCKIIOUYCHHEM MAIMCHTOB C
HapymieHneM — (yHKIMH — TOYEK,
KOpPEKLUs JI03bI npenapara

JInzaBepokc He TpeOyercs. B cinyyae,

Tpumeronpum + cymbpamerokcaszo (ko-
TPUMOKCa301) + 3UTO0BYIUH

B3aumojeiicTBue He U3YUEHO.

€CJIN OAHOBPEMEHHOC IIPUMEHCHUC]
KO-TpHUMOKCa3oJjia SIBJISICTCA]|
OIlpaBJAaHHBLIM, MMAIIUCHTHI JOJIKHBI

HAXOIUTHCS  TOJ  KIMHHYECKHM
HAOJTFOICHHACM.
CoBMecTHOE MpUMCHEHHE C

BHICOKMMH 103aMH TPUMETONPHMA H
cynbhamerokcaszona Ul JICUCHHUSI
[THEBMOHHH, BBI3BaHHON
\Prneumocystis jirovecii (P. carinii), u
TOKCOIIIa3M03a, HE H3YYCHO, U €ro
crienver u3berars.

MMPOTUBOI'PUBKOBBIE ITPEITAPATHI

DrykoHa3ou + TaMUBY JUH

B3aumopeiicTBUe HE H3YUEHO.

[TockoabKy TOCTYIHBI

DI1yKOHA301 + 3UIOBYIUH BunoBynun: AUC 1 74 % OTPaHMICHHBIC AQHHbIC,

(400 mr oun pa3s B cyTku + 200 mr Tpu pasal(unrubuposanue Y JID-I'T) [IIMHIICCKAA SHATUMOCTD

B CyTKH) HEH3BECTHA. Heobxommo
OTCIIC)KMBATh MIPU3HAKY]
TOKCHYHOCTH 3HIOBYIMHA.

AHTUMUKOBAKTEPUAJIBHBIE ITPEITAPATHI

Pudamnuis + TaMUBY THH B3aumoseiicTBIE HE U3YUYEHO.

Pudammuie + 3u10BYyAMH SBunoBynun: AUC |48 % Henocratouno JTaHHBIX hibie

(600 Mr oxvH pa3 B cyTkH + 200 Mr TpH pasal
B CYTKH)

(uunyuuposanue YD-I'T)

[PEKOMEHAANN KOPPEKIHUU NO3bI.

IMPOTUBOCYOPOKHBIE ITPEITAPA

Thl

Denobapburan + TaMUBYIHH

B3aumopeiicTBrue He H3Yy4EHO.

DeHnobapOuTan + 3uI0BY IUH

B3aumojeiicTBre He HU3YUEHO.

BO3MOKHO ~ HE3HAUMTEIBHOE  CHIDKeHHe|[1S10CTaTOuHO AaHHBIX A
KOHIIEHTPALUHK 3UI0BYIHHA B IUIa3Me Kpopu|PCKOMEHIANN KOPPEKIHMH TO3BL.
nocpeacTsoM unxynuposanus Y D-I'T.
DEHUTOUH + JIaMUBYAUH B3aumoseiicTBIE HE U3YUYEHO.
DEeHUTOUNH + 3UJOBYIHH denutonn: AUCT|| Heobxozumo KOHTPOJIMPOBATE)
KOHILICHTPANUIO (CHUTOUHA.
Banbernpoesast kucinora + JJaMUBYANH B3anmoselicTBre He H3y4eHO. [TOCKOJIbKY JOCTYTIHB]
BanbnpoeBast kuciiora + 3uJ0BYANH BunoBynun: AUC 180 % OTPAaHNICHHBIC AQHHBIC,
KJIHHUIECKast HAYHUMOCTh
(250 mr wimm 500 Mr Tpu pasa B cytku + 100(marHONpOoBane Y 1D-I'T) " ecka H3 a6 oc
HEU3BECTHA. XO UM
MT TpH pa3a B CyTKH) CH3BECTHA COOXOIHMO
OTCIIC)KHBATh NpPH3HAKH]

TOKCUYHOCTH 3UJOBYAWHA.

BJIOKATOPBI H2-THCTAMMWHOBBIX

PEIEIITOPOB

PanuTuauH + TaMUBYTUH

B3aumozeiicTBre He U3y4eHO.

KmHngeckd 3Ha4MMOE B3aWMOJICHCTBHE
MaJIOBEPOSITHO. Panutuann YACTUYIHO
BBIBOJIUTCSI IIyTEM AaKTUBHOW KaHAJbIEBOW
CEeKpellMd 4epe3 CHCTeMYy TpaHCIOPTA|
OpraHUYECKUX KaTHOHOB.

He TpebyeTcs KoppeKuus J03bL.

PaHUTUINH + 3UI0BYIHH

B3aumojeiicTBrue HE H3YUEHO.

[{MMeTHIUH + TaMUBY TUH

B3aumoeiicTBre HE H3YUEHO.

KiuHuueckn 3HauuMoe B3auMoJIeiCTBHE
MajoBeposATHO.  L[uMETHIUH  YacCTHYHO
BBIBOJIUTCSI IIyTEM AaKTUBHOW KaHaJbIEBOW
CEKpeIlMd 4Yepe3 CHUCTEMY TpPaHCIIOPTa
OpraHUYECKUX KATHOHOB.

He TpebyeTcs KoppeKuus J03bL.

L{nmeTnanH + 3UI0BYIHH

B3aumojeiicTBre He H3y4EHO.

HUTOTOKCHUYECKHUE ITPEINTAPATBI




Knanpubun + namMuBy IuH B3auMoeiicTBUE HE U3yUYCHO.

In vitro JIAMHUBY TUH HHTUOUpYeET)
BHYTPHUKJICTOYHOE (hochopunupoBanme
KnagpuOKMHa, 4YTO BEOET K BO3MOXKHOMY|
prcky notepn >(pdeKTHBHOCTH KiaapuGunal | aKHM  00pasom,  coBMeCTHOE
B ciydae KoOMOMHAaImM B  ycrousx|[PUMCHEHNE JTaMHUBY IHHA u
KIuHMaecKkoif  mpaktkd.  Hekoroppie[/T&/IPHOMHA HE PEKOMEHITYCTCS.
KITHHUYECKHE JaHHBIC TAKKe TOITBEPIKAA0T
BO3MOXKHOE B3aHMO/ICHCTBIE MEXIY|
ITAMHMBYIMHOM U KJIaJpUOHHOM.

OIMNMOUIHBIE ITPEITAPATHI
MeTanoH + JaMUBYAUH BzaumopelicTBue He H3yUEHO. [locKOIBKY JOCTYITHBI
Y. Y y y

MeTaoH + 3UI0BYIMH Bunopymun: AUC 1 43 % OTpaHIHCHHBIC AGHHBIC,

(o1 30 10 90 Mr oauH pa3s B cyTku + 200 mr{Metamon: AUC <> [IMHHICCKAs SHAIUMOCTD

caksie 4 ) HEH3BECTHA. Heo06x0aumo|
OTCIIC)KUBATH NpU3HAKY]
TOKCHYHOCTH 3UJIOBY/INHA.
B OOJIBIINHCTBE CITydJacs

HEOOXOIMMOCTh B KOPPEKIIUH JI03b]
MeTaloHa MAJIOBEPOSTHA, HO HHOT/IA|
MOXET TMOTpeOOBaThCsi MOBTOPHOE]
[TUTPOBAHUE 03B

YPUKO3YPUUYECKUE ITPEITAPATBI

[IpoGenenny + 1aMUBY TUH B3aumoseiicTBIe HE U3YUYEHO. TToCKOJIBKY JIOCTYITHB]
[poGenenuy + 3UI0BYAUH Bunosymun: AUC 1 106 % OTPaHHYCHHBIC JaHHBIC,
(500 Mr ueThIpe pasa B CyTKH + 2 Mr/kr Tpu|(uHru6uposanue ¥ JID-I'T) [ITHHIYCCKas SHaIUMOCTD
pasa B cyTKH) HEH3BECTHA. Heob6xoaumo|

OTCIIEKHMBATH IPU3HAKH

TOKCHYHOCTH 3UIOBYIMHA.
CokpatieHusi: T = yBeJIMYECHHUE 10Ka3aTeNs; | = yMEHbLICHHE [0Ka3aTesl; <> = OTCYTCTBHE CyLIECTBEHHbIX u3MeHenuit; AUC = ruromaapb 1noj KpUBOil 3aBUCUMOCTH
KOHLEHTpalu OT BpEMECHH.

Dmmpuyumabun

JlaMuBYyTMH MOXXET MOJABISTH BHYTPHUKIETOYHOE (HOCHOPMIMPOBAHUE SMTPHLIUTAONHA NPU OJHOBPEMEHHOM NPHUMEHEHUH STHX JIEKapCTBEHHBIX
npemapaToB. Kpome Toro, MexaHu3M BHUPYCHOM pPE3HCTEHTHOCTH K JaMHBYJHHY H 3MTPHLIUTAOMHY ONOCPENOBAaH MyTaIWeil OJHOTO M TOTO Ke
BUPYCHOTO TeHa 00paTHO# TpaHckpunTassl (M184V), mostomy TepaneBTudeckas 3pGeKTUBHOCTD ITUX HPENapaToB NPy KOMOMHUPOBAHHON TepaITui
MOXeT OBITh OrpaHudeHa. IIprMeHeHne TaMHUBYIUHA B COYETAHHH C SMTPUINTAOMHOM MM KOMOMHALIUSIMHU (PUKCHPOBAHHBIX 03, COACPKAIINMHU
SMTPULUTAONH, HE PEKOMEHIyeTCs.

Jlamugyoun

OpHOBpEMEHHOE NPHMEHEHHE 3UIOBYJMHA U JIAMHBYJMHA HPUBOJUT K YBEJIMUYCHHIO JKCHO3WIMH 3MAOBYIMHA Ha 13 % W yBENMUYCHHUIO €ro
MaKCHMaJbHOW KOHIIGHTPAIMU B T1a3Me KpoBH Ha 28 %. OmHako mpu 3ToM obmias skcnosuius 3unoByauHa (AUC) 3HaYUTETPHO HE M3MEHSCTCS.
3HUI0BYANH HE OKa3bIBAeT BIMSHMS HA (papMaKOKHHETHKY JIAMUBYANHA.

Copoumon

OnHOBpeMEHHOE IpHUMEHeHne pacTBopa copbutona (3,2, 10,2 1, 13,4 ) ¢ omHOKpaTHOU 0301 MamuByanHa 300 MT B opmMe pacTBopa IS IpreMa
BHYTPb y B3POCJBIX MAIEHTOB IPHBOIIIO K J0303aBHCHMOMY CHIDKEeHHIO dkcrosunun tamuByanHa (AUCw) Ha 14 %, 32 % u 36 % u Cmax
nmamuByauHA Ha 28 %, 52 % u 55 %. [lo BO3MOXKHOCTH ciemyeT n30erarb UIUTENHHOTO OJHOBPEMEHHOTO MPHMEHEHHS COPOHMTON-COAEpPIKAIINX
npenapaToB 1 JaMuByauHA. CIeayeT paccMOTPETh BO3MOXHOCTB 00Jiee YaCTOro KOHTPOJIs BUPYCHO# Harpy3ku BIY-1 B ciydasix, Korja HEeBO3MOXXHO
n30€XaTh JUINTEINEHOTO OJTHOBPEMEHHOTO PUMEHEHHS 3THX MPernaparoB.

lpyaue npenapamut

Bbn 3aperucTpupoBaHsl cIydyan 000CTPEHHUs] aHEMHH, CBSI3aHHbBIe C IPIMEHEHHEM pUOaBUPHHA, KOTa 3UI0BY/IMH SBIISIICS YacThIO CXEMBI JICUSHHUS
BUY-unexnny, ogHaKO TOYHBI MEXaHW3M B HacTosIlee BpeMs HemsBecTeH. OMHOBpEeMEHHOE NpHUMEHEHHe pHOaBHpHWHA M 3UAOBYIMHA HE
PEKOMEH/IyeTCs B CBSI3H C MOBBIIICHHBIM PUCKOM Pa3BUTHS aHEMHUH.

B ciyuae nmpumeHeHust cxembsl komOnaUpoBanHOW APT, comepiamielt 3uOBYIHH, CIEAYET PacCMOTPETh BO3MOKHOCTh 3aMEHBI 3UIOBYAHHA. JTO
0CcOOEHHO Ba)KHO JUTS TTAIIMEHTOB C HATMYHEM B aHAMHE3€¢ aHEMHH, BEI3BAHHON TPUMEHEHHEM 3HI0BYANHA.

CormyTcTByIOIIEE JISUeHHE, B OCOOCHHOCTH MHTCHCUBHAS TEPaIusl, OTCHINAIBHO HEPPOTOKCHISCKIMH HIIH MHEIOCYIPECCHBHBIMH JIEKaPCTBEHHBIMU
npenapaTaMu (TaKMMH Kak: NEHTAMUIUH JUIS CHCTEMHOTO NPHMEHEHUs, JAICOH, NMMPUMETaMUH, KO-TPUMOKca3ol, amdorepunnH, (GiayunTo3uH,
TaHIMKIOBUD, UHTEp(HEPOH, BUHKPUCTHH, BUHONACTHH M JOKCOPYOHIIMH) TaK)Ke MOXET YBEIMYUTh PUCK PA3BHTHS HEXENATENbHBIX PEaklui Ha
3UAOBYMH. B ciiydae HEoOXOIMMOCTH COMYTCTBYIOLIEro NPHMEHEeHWs Inpemnapara Jlu3aBepokc M JII0OOr0 M3 MEPEedHCICHHBIX JIEKapCTBEHHBIX
npenapaToB Tpedyercss 0COOCHHO TIIATENbHbIM KOHTPOIB 32 (yHKIMEH MoYeK U reMaToJI0rHuecKUMH Tokas3areisiMu. [Ipu HeoGXxoauMocTH cretyer
YMEHBIINTH 03y OAHOTO MM HECKOIBKUX JICKAPCTBEHHBIX MTPEIapaToB.

OrpaHWYeHHbIE NaHHBIE, MOJIYYEHHBIE B XOJ€ KIMHHYECKHX HCCICJOBAaHMI, HE YKa3bIBAlOT HAa 3HAYNTENIBHOE MOBBIIMICHHE PHCKA Pa3BHTHSA
HEXXETATeIbHBIX PeaKIUi Ha 3UAOBYAWH IIPH OJHOBPEMEHHOM IIPUMEHEHHH C KO-TPHMOKCA30JI0M (CM. BBIIIE MH(OPMAIUIO O B3aUMOACHCTBHI
JIAMUBYUHA M KO-TPUMOKCAa30J1a), IEHTAMUIIHOM B (hOpMe a3po30I1s, MUPHMETaAMHHOM U AI[UKIOBHPOM B MIPOPUIAKTHIECKHX T03aX.

Oco0ble ykazaHus

Hmwxke npencraeiaeHsl ocoOble yKa3zaHHWs, Kacalolluecss 3WIOBYAMHA W JIaMUBYAMHA. He cCymiecTByeT IOMOJHHUTENBHBIX OCOOBIX YKa3aHWil,
OTHOCSIIMXCS K npenapary Jn3aBepokc.

l_[pl/l H606XO)1PIMOCTI/I KOPPEKIUHUU O03bl PEKOMEHAYETCSA NPUMEHEHUE OTACIIBHBIX NPENapaToB 3UAOBYJAWHA WU JIaMUBYJAWHA. B Takux clryyasax
JIevameMy Bpady ciemyeT oOpaTUThCS K OTAENBHBIM HHCTPYKIUSM IO TPUMEHEHHIO IS ATUX JICKapCTBEHHBIX MPETapaToB.

INanueHTOB caeayeT NperynpeuTh O BO3MOXKHBIX ITOCIEACTBUSIX OJHOBPEMEHHOTO IPUMEHEHHS IPYTHX JIEKapCTBEHHBIX IIPENapaToB 0e3 Ha3HauYeHUS
Bpava.

Xorts Ob1I0 JOKa3aHO, 9TO 3G PEKTHBHOE MOAABICHNE BHPYCa C IIOMOIIBI0O aHTHPETPOBUPYCHOH Tepalny CyIECTBEHHO CHIDKAeT pucK nepenadn BUY
JAPYT'UM JIFOASAM IIPHU MMOJIOBBIX KOHTAKTaX, UCKIIIOYATh 3TOT PUCK ITOJIHOCTBIO HEJIL34. l_[a]_ll/leHT])I JOJIKHBI COGH}O}laTb MEPBI MTPEAOCTOPOKHOCTU IJIA
NpeaAOTBpalCHUA NTEPEaaIn BHUY B cooTBEeTCTBUU C HallMOHAJIbHBIMH PEKOMCHAALIUAMU.

Crnenyet uzberarb OJHOBPEMEHHOTO IPUMEHEHHUS CTaBYJMHA U 3UA0BYIMHA.

I[Npenapar J{u3aBepokc He cieyeT MPUMEHITh OTHOBPEMEHHO C JIEKapCTBEHHBIMH TIperiapaTtaMu, COIepIKaIlliMHU JIAMUBY/IUH MM SMTPHLIUTAOUH.




OpHOBpEMEHHEIH NTpHeM JIAMABYAMHA U KIIaAPHONHA HE PeKOMEH/TyeTCs.

Onnopmynucmuyeckue ungexyuu

Ilpumenenne mnpemapata JluzaBepokC MM JIOOBIX JPYTMX AHTHPETPOBHPYCHBIX IIPEMApaTOB HE MCKIIOYAET BO3MOXKHOCTh pa3BHTHS
OIMOPTYHUCTUYECKUX MHGOEKUMH WM Apyrux ocnoxHeHuil BMY-uHpeknuu, Mo3TOMy NalMEHThl JODKHBI OCTaBaThCAd IO TIIATENbHBIM
KJIMHUYECKUM HaOJI0JeHHEeM Bpadei, MMEIOIINX OmbIT JedeHuss BUY-unpexuum.

T'emamonozuueckue napyuienus

VY nanyeHToB, MOJYYAIONIUX JICUYCHHE 3HIOBYIMHOM, MOXKHO OXKHJATh Pa3BHTHE aHEMHH, HEHTPOIEHHM U JeiKoneHHn (O0OBIYHO BTOPHYHOHN IO
OTHOIIICHHUIO K HeliTporeHny). Yaie Bcero qaHHbIE SBICHUS Pa3BUBAIOTCS IIPU PUMEHEHHNHN OoJree BBICOKHUX 103 3uaoByauHa (1200-1500 mr/cyTkn),
y HaIMeHToB ¢ mo3fHel cramuedt BUU-mHpeKnM 1 y MalUeHToB CO CHIMKEHHBIM KOCTHOMO3TOBBIM pe3epBOM 0 Hauana jedeHus. [losTomy y
MAMEeHTOB, TIPHHIMAIONIHUX Hpernapat J[u3aBepokc, HE0OX0MUMO TIATEIHFHO KOHTPOINPOBATh TeMATOJIOTHIECKHE ITOKa3aTeNu.

JlaHHbIE TeMaTOJIOTHYECKHE HApYLIEHUs: OOBIYHO BO3HHKAIOT HE paHee 4eM depe3 4—~6 Hezenb Mocie Hadaua Tepanuu. [ manueHToB ¢ Ho3aHeH
cragueit BUY-undexuun ¢ HammuueM CUMOTOMOB PEKOMEHIyeTcs MPOBEACHHE aHaNu3a KPOBH, [0 KpaifHel Mepe, Kax/ple IBe HEeJeNd B TEUCHHE
MEPBBIX TPEX MECALIEB TEPAIIUH U BIIOCICACTBUN HE MEHEE OJJHOTO pa3a B Mecsll. Y MallMeHTOB ¢ paHHel ctagueit BUY-undekuun HexenarenpHbIe
PEaKIMu CO CTOPOHBI KPOBH BCTPEYAIOTCS HEYacTo. B 3aBHCHMOCTH OT OOIIEro COCTOSHHS MaIMeHTa aHalu3 KPOBU MOXKHO IPOBOJHTH PEXe,
HanpuMep, kaxisie 1-3 mMecsua.

[py pa3BuTHH TsDKENON aHEMHH WM MHEIIOCYIIPECCHU BO BpeMs JIEUSHHUs IpernapaToM Jlu3aBepokc, a Takke y MAIHeHTOB € yXKe CYIeCTBYIONIM
HapyIIeHneM (YHKINH KOCTHOTO MO3Ta, HallpuMep, ¢ KOHIEHTpaIyeil remoriaobnna meHee 9 r/mr (5,59 MMoub/in) nimm guciioM HeHTpoHIoB MeHee
1,0 x 10%n, MOXkeT Takke MOTPeGOBATHCS KOPPEKIHMS 0361 3HAOBYIMHA. [I0CKONBKY TIpM MPUMEHEHUH TIpenapara J{u3aBepoKC KOPPEKIHs T03bI
HEBO3MOJKHA, TAKMM IAIIMEHTaM ClIeAyeT Ha3Ha4aTh 3UI0BY/IUH U JAMUBYAUH B BUAE OTJEIbHBIX MPETapaToB.

Jlns momydenus 6osnee moapoOHOH mMH(boOpManuu cieayeT oOpaTUThCS K MHCTPYKLIUSIM 1O IMPHMEHEHUIO OTAENBHBIX NPEMapaToB 3UAOBYAHHA U
JIaMUBY IUHA.

llanxpeamum

VY manueHToB, NMOJMyYaBIINX JICYSHHE 3MIOBYIMHOM ¥ JIAMHUBYAMHOM, OBUIM 3aperHCTPHPOBAHBI PEKHE CIIydad ITaHKPEaTHTa, OJHAKO HEsCHO,
00yCIIOBIICHBI JIM 3TU CIydYad IeHCTBHEM aHTHPETPOBUPYCHOH Tepanuy WK ABIIOTCS cienctsrueM BUY-undeknyn. [Ipn nosBaeHNn KITMHTIECKUX
MIPU3HAKOB, CAMIITOMOB HJIM U3MEHEHHUH J1a00paTOPHBIX MOKa3aTeseH, MPpeAIoaraoiix BO3MOKHOCTE Pa3BUTHS TAHKPEATUTA, CIeAyeT HEMEeUIEHHO
IIPEeKpaTuTh IpueM Ipenapara J{uzasepokc.

Jlakmoayuoos

ITpn npuMeHeHNH 3UA0BY IMHA OBLTH 3apETHCTPHPOBAHBI CIIydal Pa3BUTHUS JIAKTOAIMI03a, OOBIYHO C TeMaTOMEralnuel U cTeaTo3oM nedeHu. Pannue
CHMIOTOMBI (CHMIITOMAaTHYECKasl TUMEPIAKTaTEMHUsI) BKIIOYAIOT HE3HAYMTEIBHBIE CHMIITOMBI CO CTOPOHBI MHIIEBAPUTEIBHON CHCTEMBI (TOIIHOTA,
pBOTa 1 6ONHU B )KUBOTE), HECHIEUUIUECKOe 001IIee HeTOMOTaHUEe, TOTEPIO alIeTUTA, MOTEPIO0 MACCHI TeJa, PECIIUPATOPHBIC CUMIITOMBI (y4alleHHOe
n/uim TiTy60Koe IBIXaHHE) HIIM HEBPOJIOTNYECKHEe CUMITOMEI (B TOM YHCIIE MOTOpHAs caboCTh).

JlakToannmo3 xapakTepu3yeTcsi BHICOKOH CMEPTHOCTBIO M MOXKET Pa3BUBAThCS HA ()OHE MAaHKPEaTHTa, IIEeYeHOYHOI HeJOCTATOYHOCTH WIIU TOYESTHON
HEJ0CTaTOYHOCTH.

JlakToanun03 0OBIYHO Pa3BUBACTCS MOCIIE HECKOJIBKIX MECSLIEB JICUCHHUS.

Jleyenne mpemaparoMm Jlu3aBepokc HEOOXOAMMO IPEKPATHTh B CIIydae pPa3BUTHS CHMITOMATHYECKOH TIMIEpIAKTaTeMHH M MeTabOIMIecKoro
aIyI03a/IaKToann103a, IPOTPECCUPYIOIIEH TemaTOMEraluy MM OBICTPOTO MOBBIICHUS aKTHBHOCTH aMHHOTpaHC(epas.

Crnenyer coOirogaTe OCTOPOXKHOCTH NPH MPHUMEHEHUH mIpemnapara J{u3zaBepokc A JiedeHHs JIO00TO MalueHTa (B OCOOCHHOCTH — JKCHIIMH C
OKHPEHHEM) C TeNaTOMEeTalaHeH, TenaTuTOM WIN APYTHMH H3BECTHBIMH (DaKTOpPaMH PUCKA IOPAKEHHS IMEYEHH M CTEaTO30M IedYeHH (BKIIOUas
IIPUMEHEHHE OTpeeTIeHHBIX JTeKapCTBEHHBIX MPENapaToB U yIOTPEOICHHE aTKOTOJIs).

IManuenTs! ¢ konHpekImei BupycoM renarura C, moydaromye JieueHne HHTeppepoHoM abha 1 puOaBUPUHOM, MOTYT IIPEACTaBIATh COO0H rpymmy
0co00ro pucka.

[ManuenTs! TpyHITEl 0CO00T0 PHCKa JOJKHBI HAXOUTHCS 110]] TIIATEILHEIM HAOIIOICHHEM.

Jlunoampogus

JleueHne 3UIOBYIMHOM COIIPOBOXKIAIOCH MOTEPEH MOIKOKHON JKUPOBON KiIEeTUaTKH. YacToTa BO3HUKHOBEHUS H CTEIIEHb TSHKECTH JUIOATPOPHU
CBsI3aHBI C CyMMapHOW AKCIIO3UIIKEH mpemnapaTa. Takas moTeps )KUpOBOH KIETYaTKH, KOTOpast HanboJiee BEIpaKeHa B 00JIACTH JINIA, KOHEYHOCTEN 1
SITOANII, MOKET OBITH 0OpaTHMa TOJNBKO YAaCTHYHO, M YIydIICHHE MOXKET HACTYNUTh TOJBKO Yepe3 HECKOJIBKO MECSIEB MOCIe Mepexoa Ha CXeMy
JIeYeHH, He CO/Iep KaILyIo 3uI0ByAUH. Bo BpeMms Tepanuu 3uIOBYANHOM U JPYTHMH IIPEapaTaMu, COASP KaIIMH 3HI0BYANH, MAI[EHTOB ClIeTyeT
peryisipHO 00cNe[oBaTh Ha IPEAMET IPH3HAKOB JIMNOATPO(HH, U IPH MOJO3PESHUH Ha pa3BUTHE JIUNOATPO(GHH IO BO3MOXXHOCTH CJIEAYyeT MepeHTH Ha
aJIBTEPHATUBHBIN PEXKHUM Teparuy.

Macca mena u memabonuueckue napamempol

Bo Bpemsi aHTUPETPOBUPYCHON Tepanuy MOXET MPOUCXOJMTh yBEIHUSHHE MACChl Tella, MOBBIIICHHE KOHIICHTPALUH JIUIHAOB U TIIOKO3bI KPOBH.
KonTpons 3a0oneBanns 1 U3MeHeHHe 00pa3a )KU3HHU TAKXKe MOTYT BHOCHTB BKJIaJ B 3TOT MpoIiecc. B HEKOTOPHIX ciTydasx OBUTH MOTydYCHBI NaHHBIE,
CBHJICTEIBCTBYIOIIHE O CBSI3H ITOBBIIICHHS KOHIICHTPALNH JTAIH0B C IPOBOANMOM Teparnueii, 0THaKO HET BECKHX JI0Ka3aTeIbCTB OTHOCHTEIBHO CBSI3U
YBEIMYIEHHsI MacChl Tela ¢ KaKoH-TnOo KOHKpEeTHOH Tepanwmeil. OmpereneHne KOHIEHTPAIMN JIMIHOB M TIIOKO3bI KPOBHU CIEAyeT MPOBOIUTH B
COOTBETCTBUH C YCTAHOBIEHHBIMHU pyKoBOAcTBamH 1o jedeHnio BUU-undexnnu. Hapymenns munuaHoro ooOMeHa He0OX0JMMO KOPPEKTHPOBATh B
COOTBETCTBUH C KJIMHUYECKUMU MTPOSIBICHUSIMH.

Cunopom 60ccmano8neHus UMMYHUmMema

Y BUY-uHGUIMPOBaHHBIX MALMEHTOB C TSXKEIBIM HMMYHOIeQUIIMTOM Ha MOMEHT Hayaljla aHTHPeTpoBUpYCcHOit Tepanuu (APT) Bo3MokHO pa3BuTHE
BOCHAJINTEIBHON PeakMy B OTBET HA aKTHBAIMIO BO30yauTenell 66CCUMITOMHBIX MJIM OCTAaTOYHBIX OIOPTYHHCTUYECKUX MH(QEKIHI, 9TO MOXKET
CTaTh NMPUYHUHOHN CEPHE3HOTO YXYIUICHHS COCTOSIHUS WM YCYTyONeHHs cHMITOMaTHKU. OOBIMHO STH PeaknuH BO3HUKAIOT B TEUEHHE ITEPBBIX
HECKOJIbKHX HEAEeNb WM MecsIeB rnocie Hadana APT. TUmmaHBIME pUMepaMH SIBISIOTCS IIUTOMETIOBUPYCHBIH PETHHUT, TeHEPaT30BaHHAS 1/MITH
ouaroBasi HH()EKIUs, BBI3BaHHAST MUKOOAKTEpHsIMH, ¥ [THEBMOHUS, BhI3BaHHass Pneumocystis jirovecii (P. carinii). TTosiBiaeHue Tr00BIX CHMIITOMOB
BOCHAJIEHUS TPeOyeT HEMEJIEHHOTO 00CIeI0BaHMs H, TP HEOOXOIMMOCTH, JICIECHHS.

AyTtouMMyHHEIe 3a0oeBaHus (HanpuMmep, 0ose3Hb [ peiiBca, monnmMuo3ut u cunapoM [ niteHa-bappe) Taxke HabmoKaTiCh Ha (JOHE BOCCTaHOBIICHUS
UMMYHHTETA, OJJHAKO BpeMs NEPBUYHBIX MPOSBICHUH BapbUPOBAJO, U 3a00J€BaHNE MOIJIO BO3HUKATh Yepe3 MHOTO MECALEB MOC/e Hayaja Tepanuu
" MHOT 1A UMCJIO aTUITMYHOC TCUYCHHUCE.

3abonesanus nevenu

B ciryuae, ecnu TaMUBYIMH IPUMEHSETCSL OJJHOBpEeMeHHO s euenns BUY-unpexnnn u nadekunu pupycom renaruta B (HBV), nononmaurenshas
nH(OpMaIMs OTHOCHTENBHO HCIIOJIB30BAHHS JIAMHUBYIWHA IS JIEYCHHS WH(EKIUM rematuTa B 1ocTymHa B MHCTPYKIHMH MO MEAUIMHCKOMY
MIPUMEHEHHIO JUTS TIPErapaToB JJAaMUBYANHA B 103upoBKe 100 Mr.

D¢ dexTuBHOCTS 1 O€30MacHOCTH NMpemnapara Jlu3aBepokc He OBUTH yCTAaHOBJIEHBI Y HMAI[EHTOB C BHIPAKEHHBIMU COIYTCTBYIOIIMMHE 3a00JI€BaHUMHI
TIEYCHH.

l_[aL[I/IeHTbI C COIIYTCTBYIOLIUM XPOHUYECKUM I€IIATUTOM B umu C, IOJIy4aroniue KOM6I/IHI/IpOBaHHy}O AHTUPETPOBUPYCHYIO TEPAINIO, UMEIOT
HOBBIIICHHBIN PUCK Pa3BUTHUS TSDKENBIX M MOTCHLHAIBHO JETAIbHBIX HEXeJaTeNbHBIX peaklMii co CTOPOHBI MedyeHu. B ciyuyae comyTcTByromen



IIPOTUBOBUPYCHOHN Tepanuu rematuta B mmm C ciieqyer Takke 03HAKOMUTBCS C COOTBETCTBYIONIMMH HHCTPYKIHMSMH IO IMPUMEHEHHIO JaHHBIX
JIEKapCTBEHHBIX IPEIapaToB.

Ilpu npexpamieHnn OpuMeHeHHs1 mpemapaTta JlM3aBepoKC y MAlMEHTOB ¢ KouH(pekimeil BHpycoM rematuTa B pekoMeHIyeTcsi MpOBeIeHHE
MEPHOINUECKOTO KOHTPOJIS (DYyHKIMU MEUSHH U MapKepoB PEIUTHKAIMU BHUpyca remaruta B B TeueHune 4 MecsleB, Tak Kak MpeKpalieHne npuemMa
JIAMUBYAUHA MOKET MPUBECTH K 000CTPEHHUIO I'eMaTUTa.

VY NanyeHToB ¢ yKe CyLIECTBYIOLUIMM HapylIeHHeM (QyHKIHM IeUeHH, BKIIOYask aKTUBHBIA XPOHUYECKUH TeNaTuT, OTMEYAETCs YBEINUCHHE YaCTOThI
HapyIIeHNH (yHKIUH TeYeHN BO BpeMsl KOMOMHNPOBAaHHON aHTHPETPOBUPYCHOH Tepanuy. Takue NarieHThl JODKHBI HaXOAUTHCS 0/ HaOIIoieHneM
B COOTBETCTBHH CO CTaHIapTHOH KIIMHUYECKOH NMpakTHKoil. Heo6XxoanmMo paccMoTpeTs BO3MOXKHOCT IIPHOCTAHOBIICHNS HIIH TIPEKPAIECHNS JICUSHHS
B CIIyJae HPOSIBICHUI yXyALISHHs 3a00JICBaHMS TIEYEHH Y TAaKUX MallUeHTOB.

Conymcemayrowutl éupyctuiii eenamum C

He pexomeHmyeTcst 0JHOBPEMEHHOE IIPUMEHEHHE 3UI0BYJMHA U PUOABUPHHA MO IPUYMHE MOBBILIEHHOTO PUCKA Pa3BUTHS aHEMUH.
MumoxonopuanvHas ouc@yHkyus 6 pe3yivmame GHYMpuympooHo20 6030elcmeus

AHa0Tu HyKJI€03UI0B M HYKJICOTUAOB CIIOCOOHBI B Pa3IMYHOMN CTENEHH BIUATh HA MUTOXOHAPHAIBHYIO (YHKIHIO, YTO Hanboee sIpKo MPOosIBIsETCs
IIpU IPUMEHEHUH CTaBYANHA, TUJAHO3MHA U 3UJ0BYANHA. BblH 3adHKCHpOBaHbI CITydad MUTOXOHApUanbHOU quchyHkiun y BUY-otpunaTenbHbIx
JIeTeH, KOTOpBIe MOBEPraIiCh BO3ACHCTBHIO aHAIOTOB HYKJICO3UI0B BHYTPUYTPOOHO H/HIIM IIOCIIE POXKICHUS; TIIaBHEIM 00pa3oM 3TO OTHOCHTCS K
CcXeMaM JICYeHUs], BKIIOYAIONMM 3HA0BYyIUH. OCHOBHBEIMH HEXENAaTEIBHBIMU PEAKIMsIMH SBSIIINCH I'€MaTOJOTMYECKHEe HapylieHWs (aHeMus,
HEWTPOIICHUs)) W HapyImIeHWs OOMEeHa BeIlecTB (THIEpiaKTaTeMHs, THIepIIHNa3eMus). JTH HeXKenaTelbHble pPeaknuW, KaK MpaBHiIo, ObLIN
TPaH3UTOPHBIMH. 3apETHCTPUPOBAHBI PEIKHE HEBPOIOTHUECKHE PACCTPONCTBA C MO3IHUM HayajIoM (THIEPTOHUS, CYI0POTH, HAPYILICHHS IOBEACHHS).
SBISIIOTCS M JTaHHBIE HEBPOJIOTMYECKHE PACCTPOICTBA TPAH3UTOPHBIMU WIIM IOCTOSIHHBIMH, B HAcCTOAIIEE BpeMsl HEM3BECTHO. BeposTHOCTh
MHUTOXOHJIPUATbHON AUCHYHKIMU CIEIyeT paccMaTpuBaTh y M000ro pebeHKa, MOABEPraBIIErocs BHYTPUYTPOOHOMY BO3JCHCTBUIO aHAIOTaMH
HYKJI€O3UJ0B U HYKJICOTHAOB, C BBIPAXKCHHBIMH KIMHHYECKUMH CHMITOMAMU HESICHOH OSTHOJOTHMH, B OCOOEHHOCTH HEBPOJIOTMYECKHMH
pacctpoiictBamu. IIpencrapieHHbIe JaHHBIE HE BIUSIOT HAa TEKYIHE HAIIMOHAIBHbIE PEKOMEHAAINH 110 TPUMEHEHHIO aHTUPETPOBUPYCHON Tepanuu
y GepeMeHHBIX JKeHIINH I TPOQHIAKTHKN BepTHUKAIbHOH nepenadn BUY-undexunm.

Ocmeonexpos

HecMmoTpst Ha TO, 9TO 3THOJIOTHS JAHHOTO 3a00JIEBAaHMUS SIBISIETCS] MHOTO(AKTOPHOH (BKIIIOYAs HPHMEHEHNE TITIOKOKOPTHKOCTEPOUIOB, YIIOTpeOIIeHNEe
AJIKOTOJIS, TSDKENYI0 MMMYHOCYIIPECCHIO, BBICOKMH HMHJEKC Macchl Tella), CIydad OCTEOHEKpO3a dYalle BCero HaOJIIOJAINCh y IallMeHTOB Ha
npoABUHYTOH ctagun BY-undekmm n/mmm INTeNnbHO TPUHAMAIOINX KOMOMHUPOBAHHYIO aHTHPETPOBUPYCHYIO Tepanuio. [lanuentam ciemyer
00paTUTHCS K Bpady, €CIIM OHU UCTIBITBIBAIOT OOJIb M CKOBAHHOCTh B CyCTaBaxX WM TPYIHOCTH IPH ABIKCHUH.

BiusiHHe Ha CIOCOOHOCTD YNIPABJIATH TPAHCHOPTHBIMHU CPEICTBAMHU M MEXaHM3MAMHU.

CrienuanbHbIe HCCIIEI0BAHNUS M0 OLIEHKE BIMSHUS 3UIO0BYANHA U TaAMHBYIHHA Ha CIOCOOHOCTH K YIPaBICHHIO TPAHCIOPTHBIMU CPEICTBAMU U paboTe
C MeXaHM3MaMH He HpoBOAWINCH. DapMakoIIOrHYecKHe CBOWCTBa ACHCTBYIONIIMX BEIIECTB HE IO3BOJLIIOT Ipe[CcKa3aTh BIMSHUE IperapaTa
Jlu3aBepoKc Ha 5T BUJIBI ISSITEILHOCTH. TeM He MeHee, IPH OLlEHKe CIIOCOOHOCTH MalleHTa K YIPaBICHHIO TPAHCIIOPTHBIMU CPEICTBAMHU M paboTe
C MEXaHNW3MaMH ClIe[lyeT YIUTHIBATh €ro KIMHUYECKOe COCTOSIHIE U IPO(QIIIb HeXenaTeNbHbIX peakiuii npenapara J(n3aBepoxc.

®opma BbITYCKa

TabneTku, HOKPHITHIE TUIEHOYHOH 0007104K0H, 110 300 Mr +150 Mr

Ilepsuunas ynaxogxa nexkapcmeennozo npenapama. Ilo 10 TaGneTok B KOHTYPHYIO S9EHKOBYIO YHNAKOBKY M3 IUICHKH MOJTHBHHIIXIOPUIHOH 1
(oNBrU ATFOMUHUEBOW IIEYaTHON JIAKUPOBAHHOH.

[To 60 mmm 100 TabneTok B 6aHKY MOJMMEPHYIO ¢ KPBILIKOW HATATHBAEMON C KOHTPOJIEM MEPBOTO BCKPHITHS. CBOOOIHOE MPOCTPAHCTBO 3aIOIHIIOT
BaTOH MeaUIMHCKOH. Ha GaHKM HaKIenBarOT STHKETKH U3 OyMaru STHKETOYHOH MM U3 MOJMMEPHBIX MaTepPHAIOB, CAMOKIICSIIIIHECS.

Bmopuunas ynaxkoexa nexapcmeennozo npenapama.

Mo 2, 3, 6 wim 10 KOHTYPHBIX STYEHKOBBIX YIIAaKOBOK BMECTE C HHCTPYKIHEH 1O IPUMEHEHHUIO TOMEIAIOT B TTa4Ky W3 KapTOHA JUIS MOTPEOUTEIIhCKON
Tapsl.

ITo 1 Ganke BMecTe ¢ HHCTPYKIMEH 10 IPUMEHEHHIO TOMEIIAIOT B Ta4Ky W3 KapTOHA JUIs IOTPEOUTEIBCKON Taphl.

YciaoBusl XpaHeHUst

B 3ammiieHHOM OT cBeTa MecTe Ipu Temmeparype He Boime 25°C.

B HenocTynHOM 11 neTel mecre.

Cpoxk rognocTu

4 roya. He mpUMEHATh 110 HCTEUYSHUH CPOKA FOJTHOCTH.

YcaoBus oTmycka

OTycKaroT 1O peLenTy.

IIpousBoaurtensn

AO «DapmacunTe’», Poccusi.

IOpunuaeckwuii anpec: 664007, r. Upkytck, KpacHorsapaeiickas, 1. 23, od. 3.
Anpec Ipou3BOACTBEHHOM TUIoNIaaAku: T. UpkyTck, yiu. P. JlrokcemOypr, n. 184.
IIpeTen3nu norpeduTeieil HANPABJSTH 10 agpecy:

AO «Dapmacunresy, Poccus, 664040, r. Upkytck, yia. P. JlrokcemOypr, a. 184,
ten: 8-800-100-1550, www.pharmasyntez.com.



