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Perucrpanuonnbiii Homep: JIIT-005815

Toprosoe naumenoBanue: Jlamusynud Bendapm

MesxknyHapoaHOe HENATEHTOBAHHOE MJIM IPYNIIIMPOBOYHOE HAUMEHOBAHUE: JIJAMUBYAUH
JlexapcTBeHHas ¢opma: TaOIETKH, TOKPBITHIE INICHOYHON 000I0UKOMH

Cocras:

1 TabneTka CONEpHKUT:

Heticmeyrowee eeuecmeo. namuBynut — 150,0 mr.

Bcnomozamenvhvie sewecmea: LEJITI0JI03a MUKPOKpPHUCTAIINYECKAs MC-102,
KapOOKCHMMETHIIKpaxMai HaTpus (HaTpus KpaxMasl TIIMKOJIAT, MPUMOTENb), KPEMHUS JIUOKCHL
KOJIJIOUHBIH (a3pocuit), MarHus creapart.

Cocmase o06onouku: [rotoBas cyxas CMeChb JJs IUICHOYHOTO IOKPBITHS, COJCpIKaIasl
THNPOMEIIO3y  (OKCHIIPONMIMETHIIEIUTIONO03Y),  TUTaHa  JUOKcuA,  Makporon 6000
(momuaytunenrnukoiab 6000, momudTunenokcun 6000) (Omamgpait 03F180011 OGenbrit) wmm
TUIpOMEIIo3a  (OKCHIIpONWIMETHIILEIUII0NIo3a),  THTaHa  AMOKcUA,  Makporos 6000
(mommatrnenriaukons 6000, mommdTuneHokcun 6000)].

Onucanue: Kpyrible IBOSKOBBIIYKIIbIE TAOJETKHU, MOKPHITHIE INIEHOUYHOM 000JI0UKOM O€10T0 1K
noutu Oesoro nBeta. Ha monepeuHom paspese — sa1po 0e10ro Wiv o4t 0eaoro mBeTa.
dapmakoTepaneBTHYECKasl rpynma: npotuBoBupycHoe [BUY] cpenctBo

Koa ATX: JOSAF05

DapMaKoJIOrHyecKue CBOMCTBA

Dapmakoounamuxa

Mexanusm deticmeus

JlaMMBYIMH — aHaJOr HYKJIEO3HJIOB, OO0JaJalolINii aKTUBHOCTHIO B OTHOIIEHUHM BHUpYca
ummyHoaeuimta yenoseka (BUY) u Bupyca renaruta B (HBV). JlamuBynun noasepraercs
BHYTPHUKJIETOUHOMY METa00In3My ¢ 00pa3oBaHHEM aKTHUBHOI'O IIPOM3BOJHOIO — JJaMUBYJIUHA 5’ -
tpudocdara. OCHOBHOI MEXaHU3M €ro JEHCTBHS — OJOKMPOBAHME CHHTE3a LEMH B Ipolecce
oOparHoii Tpanckpunumuu BUY. Tpudochar obnamaer ceneKTUBHOW HMHTHOUpYOIIEH
aKTHMBHOCTBIO B OTHoIIeHHH perutukanud BUY-1 u BUY-2 in vitro, a Takke aKTHBHOCTBHIO B
OTHONIIEHUH PE3UCTEHTHBIX K 3WAOBYAMHY KiIMHMYeckux u3oistoB BHUY. He wnabmronanuch
aHTaroHucTHyeckue 3 exTsl in VIitro mpu 01HOBpEeMEHHOM NPUMEHEHHH JIAMUBY/IMHA U IPYTUX

AHTUPCTPOBUPYCHBIX NTPCTIapaTOB (I/ICCJ'ICIIOBaHHLIC BCIICCTBA: a6a1<aBI/Ip, AUJTAHO3WH, HCBUPAIIUH
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Y 3UJIOBY/IVH).

Pesucmenmnocmo

Pesucrentnocts BUY-1 k namuByauHy 00ycioBiIeHa 3aMeHONW aMUHOKUCIOTE M184V Bonu3u
aKTHBHOTO IICHTpa BHpYyCcHOM oOpatHoi Tpanckpuntaszbl (OT). JlaHHBIM BapuaHT MyTaluu
BCTpEYAETCs KaK B YCIOBHSX IN VItro, Tak u y nHGuuupoaHHbix BUY-1 nanueHToB, moay4aBImx
AHTUPETPOBUPYCHYIO TEPAIUIO, BKIIOYAONTYI0 JaMuBYAuH. [Ipu mytarmu M 184V 3nauntensHO
CHU)KAETCS 4YYBCTBUTEJIBHOCTh K JIAMHUBYJAMHY W YMEHBIIAETCA CIOCOOHOCTh BHpYyca K
pemukaimu in Vitro. B wucciaemoBanusax in VItro ObUIO YCTaHOBJIEHO, YTO PE3UCTCHTHBIE K
3UJJOBYIUHY H30JIAThI BUPYCa MOTYT CTAHOBUTBCSI UYBCTBUTEIbHBIMH K €r0 JECHCTBHIO, €CIH Y
TUX M30JSITOB OJHOBPEMEHHO pAa3BUBAETCS PE3UCTEHTHOCTh K JIaMUBYAMHY. OpHaxo
KJIMHUYECKOE 3HaYCHHE 3TUX JAaHHBIX /10 HACTOSIIETO BPEMEHU HE OIPEIEIIECHO.

JlanHsbie in Vitro, kak IpaBUiIo, yKa3plBAOT HA TO, YTO MPOIODKCHUE IPUMEHEHHS JIAMUBY/IMHA B
COCTaBe aHTUPETPOBUPYCHOW Tepanuu, HECMOTps Ha pa3BuTHe Myrtauuun MI184V, moxer
IIPUBECTHU K IMOSABJICHUIO OCTATOYHON aHTUPETPOBUPYCHON aKTUBHOCTH (BEPOSATHO, B PE3YNIbTATE
YXYIIICHUS PETUTUKATHBHOM ClIOCOOHOCTH BUpyca). KimnHnueckas 3HaYMMOCTb 3TUX Pe3yJIbTaToB
HE yCTaHOBJEHA. B 1eHCTBUTEIBHOCTH, JOCTYIHbIE KIMHUYECKHUE JaHHbIE OYEHb OIPaHUYEHBI U
HE NO3BOJSIOT CHENaTh OJHO3HAUHBIA BBIBOJ B 3TOM oOsactu. B mrobom ciyyae, Hayaio
PUMEHEHHS HYKJICO3UIHBIX HHIHOMTOPOB 00paTHO# TpanckpunTassl (HUOT), k kKoTopbiM BUpyc
BCE €Illeé YYBCTBUTEJEH, BCEr/a JOKHO ObITh 0oJjiee MPEAINOUYTUTENbHBIM, YEM IPOJI0JIKEHUE
Tepanuu JIaMUBYIUHOM. TakuM o0pa3oM, MpoJOJDKEHUE Tepanuy JaMHUBYAMHOM, HECMOTpS Ha
nosiBiieHne myrauuu M184V, cinemyer paccMarpuBaTh TOJBKO B CIIydae OTCYTCTBUS JIPYrHX
aktuBHbIX HUOT.

Myramust OT M184V mnpuBoguT K pPa3BUTHIO TEPEKPECTHOW PE3HUCTEHTHOCTH TOJBKO K
aHTUPETPOBUPYCHBIM MpenapaTaM KJlacca HyKJICO3UAHBIX HHTUOUTOPOB. 3UJIOBYANH U CTaBYIUH
COXPAHSIIOT aHTUPETPOBUPYCHYIO aKTUBHOCTH B OTHOLIEHUH mTaMMOB BMY-1, pe3uCTEeHTHBIX K
JamMUBYJIUHY. AOakaBUp COXpaHSET aHTUPETPOBUPYCHYIO aKTUBHOCTH B OTHOUIEHUU IITAMMOB
BUY-1, pe3sucTeHTHBIX K JIAMUBYJIUHY U OONagaromux Toibko Mytamueit M184V. Illtammsl ¢
mytaruedn OT M184V nemoHCTpUpPYIOT MeHee ueM 4-KpaTHOe CHIKEHHE YYBCTBUTEIBHOCTH K
JUJAHO3MHY; KIMHUYECKOE 3HAaYEHHUE 3TUX SIBJICHUM HEU3BECTHO. TeCThl Ha YyBCTBUTEIBHOCTH
in Vitro He OBUTH CTaHAaPTU30BaHBI, U UX PE3yJbTAaThl MOT'YT BapbUPOBATh B 3aBHCUMOCTH OT
METOI0JIOTUYECKUX (PaKTOPOB.

In vitro namMuByIMH OKa3bIBaeT cllaboe€ LUTOTOKCHYECKOE JeHCTBUE Ha JIUM(OLUTHI
nepugepuyeckoil KpoBH, Ha YCTOHYMBBIE JTMM(OIUTAPHBIE U MOHOLMTAapPHO-MaKpodaraibHbIe
KJIETOYHBIE JIMHUU U PSJT KJIETOK-TPEAIIECTBEHHUKOB KOCTHOT'O MO3Ta.

(Dapmalmkuuemuka



Bcacvisanue

JlaMMBYZIMH XOpOIIO BCACHIBACTCS M3 IKEIYJOYHO-KUIIEYHOTO TpakTa, OWOIOCTYIIHOCTH
JaMUBY/IMHA y B3POCIBIX TOCIE MpHeMa BHYTpb 00bI4HO cocTaBisieT 80-85 %. Ilocne mpuema
BHYTph cpeaHee BpeMs (lmax) MOCTHIKEHHS MAaKCHUMalbHON KOHIEHTpAallUW JIAMUBYJIMHA B
coiBopoTke KpoBH (Cmax) cocraBiser okono 1 4. Ha OCHOBaHMHM JaHHBIX, MOJYYECHHBIX B
UCCIICIOBAaHUHU C YYaCTHEM 370POBBIX JOOPOBOJIBIIEB, TP IIPHUEME TepareBTUIECKOM 10361 150 mr
nBa pasa B cyTku cpennsis (KB — koaddunment Bapuanum) paBHoBecHass KOHICHTpAIUs Cmax U
Cmin TaMuByaMHa B IutazMe KpoBu coctaBisieT 1,2 Mkr/mia (24 %) u 0,09 mxr/mun (27 %)
coorBerctBeHHO. Cpennss (KB) AUC (mwomans mnoa  ¢dapMakOKMHETHYECKOH KpPHUBOH
«KOHIEHTpaIMA-BpEMs») B HUHTEpBajie MeX 1y npueMamu 12 4 coctasisiet 4,7 Mkrxu/mi (18 %).
ITpu TepaneTrueckoit 1o3e 300 Mr oguH pa3 B cyTku cpensis (KB) paBHoBecHast KOHLIEHTpaLUs
Cmax, Cmin 1 AUC B unTepBane mexnay npuemamu 24 4 cocraBisiorT 2,0 mixr/miu (26 %),
0,04 mxr/ma (34 %) u 8,9 mxrxu/mi (21 %) cOOTBETCTBEHHO.

TabneTka ¢ 103upoBKOi JamuByauHA 150 Mr OMO’KBHBaJIeHTHA TabieTke ¢ 1o3upoBkoi 300 mr
B oTHOMEHUH AUCy, Cmax U tmax, 3HAYCHHS YKa3aHHBIX TTApaMETPOB TSl TAOJIETOK C JIO3UPOBKOM
150 mr m 300 Mr orTiMyaroTCs TPONOPIHOHAIBLHO mo3e. [IlpumeHeHue mpemnapara B dopme
TabJiIeTOK OMO’KBUBAJICHTHO MPUMEHEHUIO Mpernapara B ¢popMe pacTBopa AJisl MprueMa BHYTPH B
otHomeHNH AUCy, 1 Cmax y B3pOCIBIX MAalMEHTOB. MeX/1y B3pOCIBIMU MAIlMEHTAMH U JAETbMHU
Ha0JII0JATMCh Pa3INyus B CTENEHN BcachiBaHUs (CM. «OcoOble TpyIIbl MAlIUEHTOBY).

[Tpuem namMuBYyJMHA BMECTE C MHIIEH BBI3bIBAET YBEIMUEHHE max U CHIDKEHHE Cmax (10 47 %)),
OJIHAKO HE BIIMSET Ha OOILIyI0 CTerneHb adcopOuuu (pacCUMTAaHHYIO Ha OCHOBAaHMM BEITUYMHBI
AUC).

He oxxmpaercsi, 94To nmprieM U3MENbYSHHBIX TA0JIETOK ¢ HEOOIBIINM KOJIMYECTBOM TOIYTBEPIOU
MUIIA UK JKUJKOCTH MOBJIHSET Ha (papMaKoIOrHYecKre CBOMCTBA Mpernapara , CJIeI0BaTeNbHO,
HAa  KIWHUYEeCKHH  ddekT. DTOT BBIBOJ OCHOBaH Ha  (U3UKO-XMMHUYECKUX U
(apMaKOKUHETUYECKUX JAHHBIX NIPU YCIOBUH, YTO MALMEHT M3MEIbYaeT M CMEIIMBACT C MHUIIEH
e KuaKocThio 100 % TabneTku, u MpUHUMAET He3aMeTUTETHHO.

CoBMecTHOE MPUMEHEHHUE 3UJOBYAMHA MPHUBOJAUT K YBEJIMYEHHMIO HKCIO3UIMHU 3UJOBYAMHA Ha
13 % u yBennueHHI0 MaKCUMAaIbHOW KOHIIEHTPAIUU B TU1a3Me KpoBH Ha 28 %. DTo sBICHHE HE
CUMTAETCSI 3HAUMMBIM JUTsI O€30MMacCHOCTH MAIMEHTOB U, CIIEAOBATENILHO, HE TpeOyeT KOPPEeKInu
1103.

Pacnpeoenenue

[To maHHBIM KIMHUYECKUX HCCIEAOBAHUN TP BHYTPUBEHHOM BBEICHUU CpPEIHUN 00BEM
pacmpeneneHus JJaMUBYIMHA COCTaBisgeT 1,3 J1/Kr, a HaOMIOJaeMbIii TIEPHO/T TTOTYBBIBEICHUS —

5-7 u. CpenHUN CHUCTEMHBIN KJIHMPEHC JaMHUBYJAWHA cocTaBiseT nmpubausurtensHo 0,32 ni/y/kr,
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OOJIBIIYI0 YacTh KOTOPOTO COCTaBIISIET IIOYEUHBINH KIUPEHC dYepe3 CHUCTeMY TpaHCHopTa
OpraHrYeCcKUX KaTHOHOB (Oosee 70 %).

JlaMuBYIMH TIPOSIBIISICT JMHEHHYI0 (apMAKOKUHETHKY MPU MPUMEHEHHH B TEPANCBTHYCCKOM
IUarna3oHe 703 U HU3KYI0 CTENEeHb CBA3BIBAHHUS C OCHOBHBIM O€JIKOM IJIa3Mbl KPOBU —
anbOymMuHOM (< 16 %-36 % 1o CpaBHEHHIO C CHIBOPOTOYHBIM aJbOYMHUHOM B HCCIEIOBAHUSX
in vitro).

OrpaHryeHHbIC JAaHHBIC YKA3BIBAIOT Ha TO, YTO JIAMUBYAUH MMPOHUKAET B IEHTPAIbHYIO HEPBHYIO
cucreMy (LIHC) m cnimaHOMO3rOBYI0 *)HAKOCTH (CMIK). Uepe3 2-4 4 mocie mepopaibHOTO
preMa COOTHONICHHE KOHILEeHTpauuu JaMmuByauHa B CMJK u CBIBOPOTKE KPOBU B CpEIHEM
coctaBisio npubnusutensHo 0,12. McTuHHAs cTeneHb NPOHMKHOBEHHUS, a TaKXKe CBS3b C
KIMHUYECKOH 3(pPEKTUBHOCTHIO HEM3BECTHEI.

buompancgopmayus

AxTtuBHas ¢popMa JaMHUBYIUHA — BHYTPUKIETOYHBIN TaMUBYIUHA Tpudocdar — obnagaer Oonee
JUTUTEIbHBIM KOHEYHBIM TIEPHOJIOM TOJIyBbIBeAeHUsT U3 KieTok (16-19 4) mo cpaBHEHHIO C
NIEPUOJIOM TTOJTYBBIBEICHUS €T0 U3 IUIa3Mbl KpoBH (5-7 1). CoriacHo 1aHHBIM, MOIy4YeHHBIM Y 60
B3pPOCIIBIX 37I0POBBIX JOOPOBOJBIIEB, (apMAKOKMHETHYECKUE MapaMeTpbl JaMHBYJIWHA B
PaBHOBECHOM COCTOSIHUU TpH mpueme B 1o3e 300 Mr ofuH pa3 B CyTKH 3KBUBAJICHTHBI TAKOBBIM
npu nipueme B 103e 150 mr nBa pasza B cyTtku B oTHOIIEHUH AUC24 11 Cmax [UT BHYTPUKIIETOYHOTO
JaMuByAuHA Tpudocdara.

JlaMUBYIUH MPEUMYIIECTBEHHO BHIBOJUTCS B HEM3MEHEHHOM BHUJE MOYkaMu. MeTtabonndyeckue
B3aMMOJICHCTBYS IaMUBYAMHA C APYTUMHU JIEKAPCTBEHHBIMU MpenapaTaMyu MajJOBEPOSITHBI BBUY
HE3HAaYUTENbHOro MeTtabonu3Ma B neueHu (5-10 %) v HHU3KOM cTeneHu CB3bIBaHUS C OelKamMu
IJ1a3Mbl KPOBH.

Buviseoenue

B uccnenoBanusax ¢ yyacTreM MAIlMEHTOB C MMOYEYHON HEJOCTATOUYHOCTHIO OBLIO TTOKA3aHO, YTO
HapylleHHe (QYHKIMM MOYEeK BJIMSIET Ha BHIBEJACHHUE JIaMUBYAMHA. PeKOMEHIyeMblll pexum
JIO3UPOBAHUs /7S MALIMEHTOB C KIMPEHCOM KpeaTMHHHa MeHee 50 MJI/MUH NpUBEIEH B pasjieie
«Crocob npuMeHEHUs U J103b1».

B3aumopeiictBue ¢ TpUMETONPUMOM — KOMIIOHEHTOM KO-TPUMOKCa3oja — TMPUBOJUT K
MOBBILICHHUIO SKCITO3UIIUH JaMuBYIrHA Ha 40 % npu MpUMEHEHUH B TEPANeBTUYECKUX 103aX. TeM
HE MEHee, 3a UCKJIIOYEHHEM MNaI[MeHTOB C MOYE€YHOW HEeIOCTATOYHOCTHIO, KOPPEKIIHs O3Bl HE
Tpebyetcs. CrneayeT TIIATENbHO OIEHMBATH BO3MOXXHOCTH OJHOBPEMEHHOT'O NMPUMEHEHUS KO-
TPUMOKCAa30J1a C JaAMUBYINHOM Y MALIMEHTOB C IOYEYHOW HEJOCTATOUHOCTHIO.

Ocoobie cpynnul nayuenmos

Jlemu



AGcomoTHass OMOIOCTYMHOCTh JaMHMBYAMHa (mpumepHo 58-66 %) Obuta Hmke U Oonee
BapuabenpHa y geredt mmamme 12 ner. Ilpuem nammBynuHa y nereil B (opme TabIeTok
OJIHOBPEMEHHO C JPYTMMU aHTHPETPOBUPYCHBIMHU TpernapaTamMu B hopme TabiIeTok obecreunBat
6osee Boicokue 3HaYeHUS AUCq U Cmax JAMUBYIMHA B IJ1a3ME KPOBH MO0 CPABHEHHIO C PACTBOPOM
JUI TIpHeMa BHYTPb, NPUHUMAEMbIM OJHOBPEMEHHO C JIPYTMMH aHTHPETPOBHPYCHBIMHU
npenaparamu B (hopMe pacTBOpa AJisi IpueMa BHYTPb.

VY nereil, nmoay4yaBmIuX JIAaMUBYIHH B (hOopMe pacTBOpa Ui MpUeMa BHYTPb B COOTBETCTBUU C
PEKOMEHJ/IOBAaHHBIM PEKUMOM JIO3UPOBAHMsI, ObUIA JIOCTUTHYTA JKCIIO3MIMS JIAMHBYAHHA B
IUIa3Me KPOBHU, 3HAYCHUS KOTOPOW HAXOAWIHMCh B JUAla30HE, MOJYYCHHOM Yy B3POCIBIX
IIaIMuECHTOB.

VY nereii, NpUHUMABIINX JIAMUBYAHH B (popMe TaOJIETOK B COOTBETCTBUU C PEKOMEHIOBAaHHBIM
PEKUMOM JI03MPOBAHUS, SKCIIO3UIIHS JIAMUBY/IMHA B IJIa3Me KPOBHU ObLIA BBIIIE, YEM Y JCTEH,
NPUHUMABIIUX JIAMHBYAMH B (OpMe pacTBopa sl IpueMa BHYTPb, HOCKOJIBKY TIpU MpHEMe
npemapata B popme TabIETOK MAIMEHTHI MOJIydatoT 00Jiee BRICOKUE 03Bl B TIEpecyeTe Ha MI/KT
Macchl Tela, W JaMHBYAMH B (opme TablmeTok xapaktepusyercs 0osee  BBICOKOM
OMOOCTYITHOCTBIO.

dapMaKOKHHETUYECKUE UCCIICAOBAHMS TPUMEHEHHS JIAMUBYIUHA y IETeH B JOpMe pacTBOpa Jist
npreMa BHYTph U B ¢dopMe TabJIETOK IMOKa3ald, YTO IMPHUEM Ipernapara OJIWH pa3 B CYTKH
skBHuBaJIeHTeH 10 mokasarento AUCo.24 mpueMy mpemnapara aBa pa3a B CyTKH IPU OJHHAKOBOH
o011eit cyTouHoM 103e€.

Jlannble o (hapMakOKWHETHKE MpernapaTta y AeTeld B Bo3pacTe Miaiie 3 MecsleB OrpaHHUYCHHBI.
Y HOBOpOXXJEHHBIX Ha MEPBOM HejeNe KU3HU KIUPEHC JaMUBYJIMHA NPU IpPUEME BHYTPb ObLI
CHIDKEH TI0 CPaBHEHUIO C JIETbMHU 0OJIee cTapIIero BO3pacTa, BEPOSTHO, BCIEACTBHE HE3PEIOCTH
BBIIETTUTENIbHOM (DYHKIIMH MTOYEK U HEMOCTOSHCTBA MOKa3aTeneit abcopOrum.

Takum o0Opa3om, ISl TOCTHXKEHUS SKCIO3UIMHU, CXOIHOM C TaKOBOH Yy B3pPOCIBIX U JETEH,
PEKOMEHIOBaHHAsl 103a JJI1 HOBOPOXKJIEHHBIX COCTABIISIET 2 MI/KT JiBa pa3a B CyTKHU. JlaHHBIE TIO
MIPUMEHEHHUIO MpeTnapaTa y HOBOPOXKIACHHBIX B BO3pACTE cTapiie | HeIen OTCYTCTBYIOT.
Tayuenmuor noxcunozo eospacma

Jannbie o (hapMaKOKWHETHKE JIAMUBYAMHA Y MMAIIMEHTOB CTapIle 65 JeT OTCYTCTBYIOT.
Tayuenmsl ¢ Hapywenuem GyHKYUU novex

Y MalUMEHTOB € HApPYHICHUEM (1)YHKIII/II/I MMOYCK KOHLCHTpAaNusd JIaMHBYJHWHA B IIJIa3ME KPOBU
(AUC) noBbIiieHa BCIICCTBUE CHUKEHHOTO KIIHpPeHca. TakuM 00pa3oM, alMeHTaM ¢ KITMPEHCOM
KpeaTHHHHA MeHee 50 MII/MUH He0OX0IMMO YMEHBIIICHHE H03bl JIAMUBYIHHA.

Tayuenmsl ¢ HapyweHnuem yHKyuY neyeHu

HaHHBIe O IPpUMMCHCHUHU JIaMHUBYJWHA y ITAIITUCHTOB CO CpC}IHGﬁ U TSDKEJIOM CTEIICHBIO HapymcHuA
5



(YHKLUU N€YEHN CBUJCTEIbCTBYIOT O TOM, YTO HApYyLIEHHE (DYHKIIUH NEUEHH CYILECTBEHHO He
BJIMSET Ha (DapMAaKOKUHETHKY JIAMUBY/IMHA.

bepemennocms

dapMakOKMHETHKA JJaMUBYIMHA P OEPEMEHHOCTH HE OTJIMYAETCS OT ero (PapMaKOKUHETHKH B
cilyyae oTCyTCTBUS OepeMeHHOCTU. KOHIIeHTpalus JaMUBYIMHA B CBIBOPOTKE KPOBH JA€TeH Ipu
pPOXJIeHUH Oblja aHAJIOTUYHA TAaKOBOW B CHIBOPOTKE KPOBH MaTepu M IYITOBHHHON KPOBH Ha
MOMEHT PpOJOPA3PELIEHUsI, YTO COIJIACYyeTCs C JAHHBIMM O IIACCUBHOM IPOHUKHOBEHHUU
JAMUBY/IMHA Yepe3 IUIALEHTY.

IHoka3anusi K NpUMeHEeHUI0

Jleuenne BUY-undpexnum B cocraBe KOMOMHHPOBAHHOW aHTHPETPOBHPYCHOW Tepanmuu y
B3POCJIBIX U JCTEH ¢ Maccol Tena bonee 25 Kr.

IIpoTuBoNOKa3aHMS

- [ToBBIlIEHHAs YYBCTBUTEIBHOCTh K JJAMUBYIMHY UJIH JIFOOOMY JIpyrOMYy KOMIOHEHTY IIpernapara.
- Jletu ¢ maccoii Tena g0 25 Kr.

- Hapymenue ¢yHKIMM movek mpu KiIMpeHce KpeaTuHuHa MeHee 30 Mu/MuH (Ui JTaHHOU
JIEKapCTBEHHOU (DOPMBI).

IIpuMeHenue npu 6epeMEHHOCTH M B MEPHO/ I'PYIHOI0 BCKAPMJIMBAHUS

bepemennocms

Kak npaBuio, npu npuHATHY pelieHns 00 UCIOIb30BaHUN aHTUPETPOBUPYCHBIX MTPEMApaTOB JUIs
neuennst BUY-undexknyun y GepeMEeHHbIX >KEHIIMH M, KaK CIEJCTBHE, JUIS CHWKEHMS pHUCKa
BepTUKaIbHON mnepenaun BUY-uHpeKmy HOBOPOXKIEHHOMY CIENyeT Y4YUTHIBATh JlaHHBIE
UCCJIEIOBAaHUM Ha )KUBOTHBIX, @ TAK)KE KIIMHUYECKUH OIBIT IPUMEHEHUs1 Y OEpEMEHHBIX KEHILUH.
HccnenoBanust 1Mo NPUMEHEHHWIO JIAMUBYJIMHA Yy >KMBOTHBIX IOKa3alM yBEJIWYEHHE paHHEU
IMOPHOHAILHON CMEPTHOCTH Y KPOJIMKOB, OJTHAKO Y KPBIC JaHHbIHN 23QdekT He Habmoaancs. bouto
YCTaHOBJIEHO, YTO Y YEJIOBEKA BO3MOKHA NIEpeada JaMUBY/IMHA YEPE3 TUIALIEHTY.

YV GepeMeHHBIX JKEHIIMH, TOy4aBIuX JaMuByauH, 6osnee 1000 ncxomoB 6epeMEeHHOCTH TOCTIe
IpUMEHEHUs BO Bpems mepBoro Tpumectpa u Oosee 1000 mcxomoB OepeMEHHOCTH MOCHE
IPUMEHEHHUS BO BpEMsI BTOPOIO U TPETbErOo TPHUMECTpa JIEMOHCTPUPYIOT OTCYTCTBHE
Malib()OPMATUBHOTO U (PeTarbHOrO/HEOHATAIBHOTO BO37eicTBUS. JIeKapCTBEHHBIM mpenapaT
MOKHO MpPUHUMATh BO BpeMsi OEpeMEHHOCTH B Cllydyae KIMHHYeCKOM HeoOxommmoctu. Ha
OCHOBaHUU JOCTYIHBIX JAHHBIX MOKHO C/I€JIaTh BHIBOJI O TOM, UTO TP IPUMEHEHUU JaMUBYIUHA
y UeJI0BEKa PUCK BPOXKACHHBIX I1aTOJIOTUN MaJIOBEPOSTEH.

Jns BUY-uHQUUUPOBAaHHBIX JKEHIIMH C KO-MH(EKIHeH BUPYCOM TeMaTHTa, MOIY4arolIuX
TEepanui0 JIaMUBYAMHOM, B Cllydae HACTYyIJICHUS OEpeMEHHOCTH CJIEIyeT Y4YUTHIBAaTh

BO3MOXHOCTD p€UHANBaA I'€IIaTUTA IMOCJIC MMPEKPAIICHUA MPUMEHCHUA JIaMUBYIWHA.



Mumoxonopuanvras ouchynkyus

B uccnenoBanusx in vitro u in Vivo ObLIO IPOJAEMOHCTPUPOBAHO, YTO AHAIOTU HYKJICO3HIOB U
HYKJICOTH/IOB CIIOCOOHBI BBI3BIBATh IMOBPEXKICHUS MUTOXOHIPUH pa3iuyHON creneHH. beutm
3apEruCTPUPOBAHBI COOOIICHUS O MUTOXOHJPUATIBHOW TUCHYHKIMH Y JeTeH, MOBEepraBuInxcs
BO3/ICIICTBUIO aHAJIOTOB HYKJICO3U OB BHYTPUYTPOOHO U/WIIH B MTOCIEPOJOBOM EPUOJE.

Ilepuoo epyonozo eckapmausanus

[Tocne mpuema BHYTPh JaMHUBYIUH BBIACISAETCS B TIPYJHOE MOJOKO B KOHUEHTpaLUsX,
AQHAJIOTMYHBIX KOHLIEHTPALIUAM, OOHApPY>KEHHBIM B CHIBOPOTKE KpoBH. Ha 0cHOBaHUU pe3ynbTaTOB
ucciaenoBanus Oosee 200 map «Mmarh/pebeHOK», ToaydaBmmx Ttepanuo BUY-undexnun,
KOHLEHTpalusi JIaMUBYZMHAa B CBIBOPOTKE KpOBHM [JE€TE€H, HaXOASIUXCS Ha TIPyJHOM
BCKapMJIMBaHUM y MaTepel, noaydyaBmux tepanuto BUY-undpexkunn, ouenp Huzka (< 4 % ot
KOHIIEHTPAIlUU B CBIBOPOTKE KPOBU MaTEpH) M MOCTEIIEHHO YMEHBIIAETCS 10 HEOMpeAeNsieMOoro
YPOBHS IIPU JOCTUKEHUH TPYTHBIMU Ie€TbMU 24-HeIeNbHOT0 Bo3pacTa. J[aHHble o 6e30macHoCTH
IIPUMEHEHHUs JIAMUBY/IMHA Y IETe MiaJiiie Tpex MecsiueB oTcyTcTBYoT. BUU-nHpuumnpoBaHHbIM
JKEHIIMHAM HHU @pU KAKUX OOCTOSTENbCTBAX HE PEKOMEHIYETCS IPOBOAMTH TI'PyAHOE
BCKapMIIMBaHKe BO u3z0exanue nepenaun BUY pebenky.

Depmunvrocmon

PesynbTarhl nccneoBaHuil Ha KUBOTHBIX MOKa3aJlM, YTO JIAMUBY/IMH HE OKa3bIBaeT BIUSHUE Ha
(bepTUIBHOCTD.

Cnocod npuMeHeHus U 103bl

JlaMuBYIUH TOJDKEH Ha3HAYATHCS BPAuyoM, UMEIOIINM ONbIT jieueHus BUY-undexmm.
JlamMMBYIMH IPUHUMAIOT BHYTPh BHE 3aBUCHMOCTH OT MpUeMa MUILH.

s obecrieueHUst TOYHOCTU JO03MPOBAHUS Mpernapara TabJIeTKU PEKOMEHIyeTcs MpOoriaThiBaTh
MOJTHOCTBIO 03 m3MenbyeHus. Jljig TeX MarueHToB, KOTOPHIM TPYAHO MPOTIaThiBaTh TabIETKH,
JIONYCKAETCsl M3MeNbUeHHE TaOJIETOK C IMOCIEeIyIOIUM MepeMeIInBaHueM C HEeOOJIbLIINM
KOJIMYECTBOM MOJIYTBEPAON MUIIM WU KHUJIKOCTH, IPU 3TOM MOJIYYEHHYIO CMECh HEOOXOAUMO
IPUHSTH BHYTPb [TOJIHOCTBIO M HE3aMEIJIUTENBHO.

ITpu nepexozie OT pexuMa IIprUeMa J1Ba pa3a B CyTKH K peXUMY pUeMa OAMH pa3 B CYTKH CIIEIyeT
IIPUHATH TIEPBYI0 PEKOMEHAYEMYIO OJIHOKPATHYIO 03y IPUMEPHO depe3 12 4 mocie nocieaHen
IOPUHATOM 036l IO pPEXUMY JBYKPaTHOIO TIIpHeMa, a 3aTeM MpoJoKaTh MPUHUMATh
PEKOMEHYEMYIO OJTHOKPATHYIO 103y MPUMEPHO Kaxkable 24 4. [Ipu Bo3Bpare Kk pexumy npuemMa
JIBa paza B CYTKM CJIEIyeT INPHUHSTH NEPBYIO PEKOMEHIYEMYIO /103y IO PEXHUMY JIBYKPAaTHOTO
IpreMa MPUMEPHO uepe3 24 4 nocse NocieJHeN NPUHATON OJHOKPATHON JA03BI.

B3spocnvie u 0emu ¢ maccoii mena ne menee 25 ke

Pexomennyemas no3za namuByauHa coctaiseT 300 mr B cytku: o 150 Mr aBa pa3a B CyTKH WK
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o 300 Mr oauH pa3 B CYTKH.

Tlayuenmur nodxcunozo eospacma

I[aHHBIe o MpUMCHCHHUIO JIAMUBYIWHA Y 9TOH KaTCropuu mManucHTOB OTCYTCTBYIOT, OAHAKO
clenyeT coOaTh 0CO0YI0 OCTOPOKHOCTh MPU MPUMEHEHUH Mpenapara y TakKUX MalleHTOB B
CBS3M C BO3PACTHBIMH HM3MEHEHMSIMHM, TAKUMHU KaK yXyALIeHHEe (YHKIMH MOYEeK U U3MEHEHHue
[0Ka3aTeyie KPOBH.

Tayuenmoi ¢ Hapywenuem hyHKyuu novex

VY manueHToB ¢ HapylleHHeM (QYHKIMHU TOYEK CpeAHEeM W TSKEIOW CTENeHU KOHIIEHTPAlHs
JamuByauHa B mia3Me KpoBu (AUC) moBbilieHa BCISACTBUE CHIKEHHsI KiaupeHca. [lostomy y
MAIMEHTOB C KJIUPEHCOM KpeaTMHWHa MeHee 30 MII/MUH NMPUMEHCHHE JIAMUBYIWHA B Qopme
TabJIETOK IPOTHUBOINOKA3aHO.

Pexomenoayuu no noobopy 003wl y 83pocivix u demell ¢ MAccoll mena He meHee 25 Ke:

Knupenc kpeatuHnHa [TepBast no3a [Tonnep>xuBaromas g03a
(MI1/MHH)

ot 30 o 50 150 mr 150 mr 1 pa3 B cyTku

menee 30 [TporrBOMOKa3aHO (I JAHHOM JIEKAPCTBEHHOUN (POPMBI)

Tayuenmol ¢ napywenuem QynKyuu nevenu

JlaHHBIC, TOJYYCHHBIC Y TAIMEHTOB C HapyIIeHHWEM (DYHKIMHM TEYCHU CPEeIHEH M TsDKEIon
CTETICHH, TMOKA3bIBAIOT, YTO JNUCHYHKIMS TEUYCHU HE OKAa3bIBACT CYIICCTBEHHOE BIIMSHUE Ha
(bapMaKOKUHETHKY JaMUBYIHHA. VICXOMs W3 ITHX JaHHBIX, U1 MAIlMEHTOB C HapyIICHHEM
GYHKINY TIEYCHH CPETHEH U TSHKEIION CTETIEHN KOPPEKIIUS J03bI He TPeOyeTCs, 3a HCKIIOYCHUEM
CJIydaeB, KOr/ia HapylieHne QyHKIIUU TICUYSHH COTPOBOXKIACTCS HApyIIeHHEeM (QYHKIIMU TTOYCK.
ITo6o4unoe neiicTBue

OnucaHHble HWXKE HEXeIaTeabHble pPEakIud OTMeYanuch mnpu Jsedennn BUY-undexnnn
JIAMUBYIHHOM.

HexenarenbHble peakinu, Kiaccu(UIIMPOBAHHbBIC KaK CBS3aHHBIC WM BO3MOKHO CBSI3aHHBIC C
Tepanuei JaMUBYMHOM, IEPEYHUCIICHBI HUXKE B COOTBETCTBUU C MIOPAKCHUEM OPTraHOB U CHCTEM
OpPraHOB W YacTOTOH BCTpedaeMocTH. HacToTa BCTpE-4a€MOCTH OINPEAEISIETCS CIeIyIOIIUM
obpaszom: ouenb yacto (> 1/10), wacro (> 1/100, < 1/10), meuacro (> 1/1000, < 1/100), peako
(> 1/10000, < 1/1000), ouenp peaxo (< 1/10000). B mpenmenax kaxaoil KaTErOPHUH YaCTOTHI
HEXKEJIAaTeIbHbBIC PEAaKIIUU TPEACTABIICHBI B MOPSKE YOBIBAaHHS CEPbE3HOCTH.

Yacmoma ecmpeuaemocmu HexHcelamenbHbIX PeaKyuil

Hapywenus co cmoponst Kposu u tumpamuyeckoi cucmempl. HEUaCTO — HEUTPOTICHUS U aHEMUS

(vHOTZA B TsKENOW (opme), TPOMOOLUTOIEHHS; OUYEHb PEIKO — HCTUHHAs 3PUTPOLUTApPHAS
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arutasusi.

Hapywenus co cmoponvl obmena ewjecms u numanus: 4acTo — rUIepIakTaTEMUsI; O4EHb PEIKO
— JIaKTOALU03.

Hapywenus co cmopoHbl HepHOU cucmembl: 4acTo — roJ0BHas 00J1b, 0ECCOHHUIIA; OYEHb PEIKO
— nepudepudeckas HeMpomnaTHsi, B TOM YHCIIE TapecTe3HH.

Hapywenus co cmoponbl 0bixamenbHol CUCmeMbl, Op2aH08 2pYOHOU KIeMKU U CPeOOCMEeHUsL:
4acTo — Kallellb, Ha3aJIbHbIE CUMIITOMBI.

Hapywenus co cmoponbl d#ceny0ouHo-KumeyHo20 mpakma: 4acto — TOUIHOTa, PBOTa, 00JIb UK
Cra3Mbl B JKMBOTE, IUapes; PEIKO — IAHKPEaTWUT, IOBBIIMICHUE AKTHUBHOCTH CBIBOPOTOYHOM
aMUJIa3bl.

Hapywenusi co cmopoHbl neuenu u Jicendesvblgooawjux nymei: HEYacTO — TPAH3UTOPHOE
IOBBIIIEHUE AKTMBHOCTH I€YEHOUHBIX (EpMEHTOB anaHuHamMuHO-TpaHcgepassl (AJIT),
acnapratamuHo-Tpanchepassl (ACT); penko — renaTur.

Hapywenus co cmopomnsl kodcu u noOKONCHbIX MKAHEU: 4acTO — Chlllb, AJIONELHUs; PEIKO —
AHIMOHEBPOTUYECKHM OTEK.

Hapywenus co cmoponsi ckenemno-mulileyHou U cOeOUHUMeNbHOl MKAHU.: 4acTo — apTpajrus,
MBILIEYHBIE HAPYIICHHUS; PEAKO — pabJOMUOIIH3.

Obwue paccmpoticmea u HapywieHusi 8 Mecme 66edeHUs; 4YacTo — YYBCTBO YCTAJIOCTH,
HEJIOMOTaHue, JINXOpa/Ka.

3aperucTpupoBaHbl  Cllydad pa3BUTHS OCTEOHEKPO3a, B YAaCTHOCTH, Yy NAIUEHTOB C
oOImienpu3HaHHbIMU (paKTOpaMHM pHUCKa, Ha NpoaABHHYTOM craaun BUY-undexuuu wmm npu
JUIUTETTbHOW KOMOMHUPOBAHHON aHTHPETPOBUPYCHOM Tepanuu. YacTtoTa BCTpEUaeMOCTH 3TOTO
SBJICHUSI HEU3BECTHA.

Bo Bpemsi mpoBeneHNs aHTUPETPOBUPYCHON TEPANMHU MOXKET OTMEUAThCSl YBEJIMYEHHE MAacCChl
T€Ja, a TAKKE MOBBIIIEHUE KOHIIEHTPALMK [IFOKO3bI U JINIIAJ0B B KPOBH.

Y BUY-uHQUUIMPOBAHHBIX MAIUMEHTOB C TSHKEIbIM HMMYHOAE(PHUIIMTOM Ha MOMEHT Hadyala
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHOM Tepamuu BO3MOXKHO DPAa3BUTHE BOCHAJIUTEIbHON
peakuuu Ha (oHEe OECCHMITOMHBIX ONMOPTYHMCTHYECKUX WHQEKIUH WIM MX OCTaTOYHBIX
saBneHuid. Takxke ObUIM 3aperuCTPUPOBAHBI CIydal Pa3BUTHS AyTOMMMYHHBIX 3a00JeBaHHNA
(manpumep, 6011e3Hb ['peiiBca, ayTOMMMYHHBIN TeNaTuT) Ha (POHE BOCCTAaHOBJIEHUS MUMMYHUTETA,
OJIHAKO BpeMs MEPBUYHBIX MPOSIBICHUN BapbUpOBaJi0 U 3a00JIEBaHHE MOIJIO BO3HHMKAaTh 4epes
MHOT'0 MECAILIEB I10CJIE Ha4ajla Tepanuu.

Jemu

669 nmereit B Bo3pacte ot 3 mecsimeB a0 17 ner, napuuupoBanasix BUY-1, koTopbie momydanu

a6a1<aBI/Ip U JJaMUBYIAWH OJWH WJIM OBa pas3a B CYTKHU, INPUHUMAJIIM YYaCTUC B HCCICAOBAHHUU
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ARROW Trial (COL105677). Y manueHToB AETCKOTO BO3pACTa, MPUHUMABIIIHX [IPernapar OJuH
WIA JBa pa3a B CYTKH, HE OBbLIM BBIABJICHBI JONOJHHUTEIBHBIC MPOOJIEMBI, CBS3aHHBIC C
0€30MacHOCTBIO, TI0 CPABHEHHIO CO B3POCIIBIMHU.

Ilepeno3upoBka

Cumnmonmbi

JloCTynHBI OTpaHUYCHHBIC JAaHHBIC O IMOCIEACTBUSAX OCTPOW MEPEAO3UPOBKU JIAMUBYIWHA Y
yenoBeka. Cnydam JIETAILHOIO HCXOJa HE YCTAaHOBIICHBI, COCTOSIHAE BCEX MAlMEHTOB
HOopManu3oBasiock. Kakue-nnbo cnenuduyeckne TPU3HAKA WM CUMIITOMBI IIEPEIO3UPOBKU
JIAMUBY/IMHA HE BBISIBIICHBI.

Jleuenue

B ciyuae niepe1o3upoBKH CeIyeT KOHTPOJIUPOBATh COCTOSHUE MAIlMEHTa U 110 HEOOXOJUMOCTH
NPOBOJIUTh CTAHAAPTHYIO MOJICPIKUBAIOIIYIO Tepanuto. [10CKOIbKY JIaMUBYTUH BBIBOJIUTCS W3
OpraHu3Ma C TIIOMOIIBI0 JUalln3a, JJIs JICYCHUS TEePEeIO3UPOBKA BO3MOXKHO TPUMCHECHHUE
HEMPEPHIBHOTO TEMOIHAIN3a, OJHAKO CIICI[HAIbHBIC HCCIICTIOBAHUS HE POBOIUIIKCh.
B3aumojeiicTBHE ¢ IPYTrMMH JIEKAPCTBEHHBIMH CPeACTBAMH

HccnenoBanust JIieKapcTBEHHBIX B3aUMO/ICHCTBUI OBUIH MTPOBECHBI TOJIBKO C YYACTHEM B3POCIIBIX
HAIMECHTOB.

MeTaboaruecKkoe B3auMO/ICHCTBHE JAMUBY/IMHA C IPYTHMH MIPerapaTaMy MaJIOBEPOSITHO B CBA3U
C €ro HEe3HAYUTEIILHBIM METa00IM3MOM, OTPaHHUYCHHBIM CBS3BIBAHUEM C O€JIKaMHM I11a3Mbl KPOBU
U TMPAKTHYECKH TOHBIM BBIBEICHHEM Yepe3 TIOYKH B HEU3MEHEHHOM BHJIC.

OnHOBpEeMEHHOE MPUMEHEHHE KOMOWHAIIMH TPUMETOTIPUM + Cyb(pamMeTokca3ol B go3e 160 mr +
800 Mr (KO-TpHMOKCA30J1) MPUBOJUT K TMOBBIMICHUIO dKCTO3UNMK JamuByauHa Ha 40 %, 49Tto
00yCJI0BICHO HAIMYMEM TPUMETONIPUMA; HATMUYHUE CYJIb(haMeTOKCa30I1a He OKa3bIBaeT BIMSHHE Ha
dapMakOKUHETUKY JamMuByAuHA. OJHAKO, 3a HWCKIIOYCHHUEM TMAalMeHTOB C [OYCYHOM
HEJIOCTaTOYHOCThIO, KOPPEKIIMs J03bl JIAMUBYJIMHA HE TpeOyercs. JIaMHBYIMH HE OKa3bIBaeT
BIMsSHAE Ha (DAPMaKOKMHETHKY TPHMETONPHMa WM CyiabpameTokcasona. B ciaywae, korma
OJTHOBPEMEHHOE TPUMEHEHUE KO-TPHUMOKCA30Jia SBJSIETCS OMPaBAaHHBIM, MAIlMCHTHI JTOJKHBI
HAXOJUTHCS TOJ KIMHUYECKUM HaOmogeHueM. CrenyeT u30eraTb COBMECTHOTO MPUMCHEHUS
JAMUBYJIMHA C KO-TPUMOKCA30JIOM B BBICOKHMX J03aX JJISl JICUCHUS TTHEBMOHUH, BBI3BAHHOU
Pneumocystis jirovecii, u Tokcoruiazmosa.

Crnenyer y4uThIBaTH BO3MOYKHOCTH B3aUMOJICHCTBHS JIAMHBYAWHA C JPYTHMH OJHOBPEMEHHO
NPUMEHSICMBIMH JIEKAPCTBEHHBIMU TTpEiapaTaMu, B 0COOCHHOCTH C TEMHU, Y KOTOPHIX OCHOBHBIM
MEXaHU3MOM BBIBEJICHHS SIBIIICTCS aKTUBHAS KaHAJIIbIIEBAs CEKPEIHsI Yepe3 CUCTEMY TPaHCIopTa
OpPraHWYeCcKUX KaTHOHOB (Hampumep, TpuMmeTonpuM). JIpyrue aeiCTByIOIIHME BEIIECTBA

(HampuMmep, paHUTHIMH, TUMETHAWH) JHIIb YAaCTHYHO BBIBOJATCS C TMOMOIIBIO YKa3aHHOTO
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MeXaHu3Ma U HE B3aMMOJCHCTBYIOT C JIAMUBYIWHOM. AHAJIOTH HYKJICO3UAOB (HampHUMep,
JIMJIaHO3MH, 3UIOBY/IMH) HE BEIBOJSATCS IIOCPECTBOM JAHHOTO MEXaHU3Ma, U X B3aUMO/IeHCTBHE
C TaMHUBYJIMHOM MaJIOBEPOSTHO.

[Ipu ogHOBpEeMEHHOM MPUMEHEHUH JIAMUBYJIMHA M 3UAOBYAMHA HaOII0JaeTcs ymepeHHoe (Ha
28 %) yBenuuenue Cmax 3UJI0BYAMHA B IUTa3Me KPOBH, IpH 3ToM obmast skcrosuius (AUC)
CYIIIECTBEHHO HE M3MEHsETCs. 3UJOBYIMH HE BIUSAET HA (apMaKOKHMHETUKY JaMHUBYIHHA.
JlaMuBYIMH HE cJelyeT MPUHUMATh OJHOBPEMEHHO C JPYTMMHU aHAJOTaMH LUTHAWHA, TAKUMHU
KaK AIMTPULIUTAONH, B CBSI3H C €r0 CXOJCTBOM C JaHHBIMU IpenapaTamu. Kpome Toro, npenapat
HE ClIeyeT MPUHUMATh C JIIOOBIMH JPYTrUMH JIEKAPCTBEHHBIMH IMpenaparaMu, COJepKalliMH
JAMUBY/IMH.

In vitro namuBymuH WHTHOMpyeT BHYTpHUKIEeTOYHOE (ochopuimpoBanue KiaapuOHHA, YTO
o0ycrnaBnuBaeT TNOTEHIHUATbHBIA pPHUCK TOoTepH dJPQPEKTUBHOCTH KiIagpuOWHAa B clydyae
KOMOMHHMPOBAHUS B YCIIOBUSAX KIMHUYECKON MPAKTHUKU. HekoTopble KIIMHUYECKHE TaHHbIE TaKXKe
MOJTBEPKIAIOT BO3MOXKHOCT B3aUMOJICHCTBUS MEXKTy JIAMUBYIMHOM | KiagpuOuHoM. [ToaTomy
OJTHOBPEMEHHOE MTPUMEHEHHE JIAMUBYIMHA U KJIaJpUONHA HE PEKOMEHIOBAHO.

[utoxpom CYP3A He BoBiedeH B MeTabONM3M JIaMHUBYIWHA, MOITOMY B3aMMOCHCTBHE C
JICKapCTBEHHBIMU TpenaparaMu, KOTOPbIE METa0ONU3HPYIOTCS STOW cucTeMoill (Hampumep, ¢
MHIMOUTOpaMU MPOTEA3bl), MAJIOBEPOSITHO.

OnHoBpeMEHHOE TTpUMEHEHUEe pacTBopa copourona (3,2 1, 10,2 r, 13,4 1) ¢ OAHOKpATHON 10301
namuBynanHa 300 mr B popme pacTBOpa s IpreMa BHYTPb Y B3POCIIBIX 3/10pPOBBIX 100POBOJIBLIEB
IPUBONIIO K JI0303aBUCUMOMY CHUKEHUIO 3kcno3uiuu JamuByauHa (AUC,) Ha 14 %, 32 % u
36 % u Cmax mamuBynuHa Ha 28 %, 52 % m 55 %. Ilo BO3MOXXHOCTH ciieqyeT u30erartb
OJTHOBPEMEHHOTO TIPUMEHEHUS JIAMUBYIMHA W COPOHMTONI-COJEPKAIIUX IPEraparoB, JUO0
ClleflyeT pacCMOTpPETh BO3MOXHOCThH OoJjiee 4acTOro KOHTpOJisi BUpPYCHOM Harpy3sku BUUY-1 B
cilyyasiX, KOrja HEBO3MOXKHO M30eXaTb [UIMTENBHOTO OJHOBPEMEHHOTO NPUMEHEHHUs AITHUX
IpernapaTosB.

Oco0ble ykazanust

[TpuMeHeHne TaMUBY/JMHA B KaY€CTBE MOHOTEPAIIUU HE PEKOMEH IyeTCsl.

Ilepeoaua BUY-ungpexyuu

XoTst Ob1JI0 JOKa3aHO, U4TO d(PPEeKTHBHOE MOJAABICHUE BUPYyCa C MTOMOIIBIO0 aHTHPETPOBUPYCHOM
TEpanuy CYIIECTBEHHO CHIDKAET pUCK nepenadn BUY npyrum JrosM pH MOJTIOBBIX KOHTAKTaX,
UCKJTIOYATh 3TOT PUCK MOTHOCTHIO HeMb3s. [103TOMy manMeHTs! 10JKHBI TPOJ0JKATh COOII0IaTh
COOTBETCTBYIOIIHE MEPHI MPETOCTOPOKHOCTH.

Hapywenue ¢ynxyuu novex

VYV manueHToB C HapymieHHeM (DYHKIIUU TIOYeK CPEIHEH M TSHKEIOW CTENEHW KOHIEHTpaIus
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namMuByauHa B m1a3me kpoBu (AUC) moBeIlieHa BCIEACTBUE CHIDKCHHS KIIMPEHCA JIAMUBY/IMHA,
MO3TOMY TaKUM IMAIMEHTaM TPEOYyeTCs KOPPEKIIMS 103bl.

Tpoiinas Hykieo3uouas mepanusi

bbutn mosrydeHbl COOOIIEHUSI O BBICOKOW YacTOTE CIy4aeB BUPYCOJIOTMYECKOW HEyIadd |
BO3HHUKHOBEHUH PE3MCTCHTHOCTH HAa PAaHHEM 3Talle NP MpHeMe JaMUBYAWHA B KOMOMHAIINU C
TeHO(OBHpaA AU30MPOKCHIIA (yMapaToM M abakaBUPOM, a TaKKe ¢ TEHO(OBHpA JU30IPOKCUIA
¢dbymapaTroM U IUIAHO3WHOM B pPEXKHUME OJIMH Pa3 B CYTKH.

OnnopmyHnucmuueckue uH@exyuu

VY manueHToB, MOMYyYalOUINX JIAMHBYAWH WU JPYTUe aHTHPETPOBHPYCHBIC MPEMaparbl, MOT'YT
Pa3BUTHCS ONMIOPTYHUCTUYECKHE HHPEKINH WK ApyrHue ocinoxaenuss BUY-undexnun, mosromy
MMAaIUCHThI JOJI)KHBI HaAXOAHUTHLCA 1104 TIIATCIIBbHBIM Ha6JIIOIIeHI/IeM Bpaqeﬁ, HUMCHOIIIUX OIIBIT
neueHus nanueHToB ¢ BUY-acconuupoBaHHbIMU 3a00JI€BaHUSIMH.

Tauxkpeamum

Onucanbl pelkue ciaydau pa3BUTHs MAHKpEaTUTa MpU NMPUMEHEHUM jJamuByauHa. OJHAKO He
YCTaHOBJICHO, BBI3BAHO JIM 3TO OCJIOKHEHHE JICHCTBUEM JIEKAPCTBEHHOTO TpenapaTa Uil sIBISIETCS
CJICZICTBUEM OCHOBHOTO 3a0osieBanusi — BUU-undekiuu. JleueHne naMuByinHOM HEO0OXOIMMO
HEMEJUICHHO TIPEKPATUTH MTPH TIOSBICHUN KIMHUYECKUX CHMIITOMOB WJIH JIAOOPATOPHBIX JAHHBIX,
CBUACTCIILCTBYIOIIUX O Pa3BUTHUU ITAHKPEATUTA (60JIB B )KXUBOTC, TOIIHOTA, pBOTA NI ITIOBBIICHUC
3HaueHUN OMOXUMHYECKUX MapkepoB). CieqyeT npekpaTUTh IpUEM Mpenapara 10 UCKIOYEHH S
JIMarHO3a MaHKPEaTHT.

ﬂazcmoauudm U 8blpASCERHAA cenamomecaiusi co cnmeamo3om

HmeroTcst coOOMIEHNUs O pa3BUTHH JIAKTOAIM/103a M BEIPAYKEHHOW TeMaTOMETAINN CO CTEaTO30M, B
TOM 4YHCJIE C JICTAaJIBHBIM HCXOJ0M, BCICACTBUC aHTHpeTpOBHPYCHOﬁ TCpaliu aHaJloraMu
HYKJICO3UJIOB B BHUJE OTIENbHBIX TMpErnaparoB WM B KOMOHMHAIIMM, BKIJIIOYas JaMHUBYJIUH.
[TonoGHBIE SIBIIEHUS] OTMEYAINCH TIIaBHBIM 00pa3oM y KEHIIUH.

Knunnueckne CUMIITOMBI, KOTOPBIC MOT'YT YKa3bIBaTb Ha PAa3BUTUC JIAKTOALMA03a, BKIIIHOYAIOT
00111y10 C1a00CTh, AHOPEKCHIO, CTPEMUTETBHYIO HEOOBICHUMYIO MTOTEPIO MACCHI T€Ja, CUMIITOMBI
MOpaKEHUs KeyJOYHO-KUIIEYHOTO TpakTa (TOIIHOTa, pBOTAa U OOJIb B KHBOTE) M OPraHOB
JbIXaHUs (OBIINIKA U TAXUITHO?), HEBPOJIOTMYECKHE CUMIITOMBI (BKJIOYasi MOTOPHYIO ¢1a00CTh).
JleyeHne aHaJOraMH  HYKJICO3WIOB HEOOXOAWMO TIPEKpPaTUTh B  CIydae pa3BHUTHUS
CUMIITOMATUYECKOH  TUMEpIaKTaTeMHH W METa0OJIMYECKOro  aIlm103a/JIaKToaIna03a,
Iporpeccupyroiell renaToMeraiuy Wik ObICTPOTro MOBBIIIEHHUSI aKTUBHOCTH aMUHOTpaHCchepas.
JlaxkToa1u103 0OBIYHO pa3BUBAETCS IMOCIE HECKOJIIBKUX MecsleB JieueHus. CrnenyeTr coOaroaaTh
OCTOpPOXKHOCTh TP TPUMEHEHHWW aHaJOTOB HYKJICO3HMJIOB JUIsl JICYEHHUS JIIOOOTO TMAaIeHTa

(0COOEHHO — KEHIIIMH C 0KUPEHHEM) C TemaTOMETaIMel, TrefaTuTOM WK IPYTUMU U3BECTHBIMU
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(dakTOopaMH pHCKa TIOPAXKEHMsS T[E€YEHH M CTeaTo30M I[e4YeHHW (BKIOYas IPUMEHEHHE
OIIPEJIETICHHBIX JIEKAPCTBEHHBIX NIPENApaTOB U yIOTPEeOIEHHE AJIKOTOJIs).

Mumoxonopuanvras oucghynkyus 6 pesyromame 6HympuympooHo20 6030eticmeus

AHaJIOTH HYKJICO3UJIOB M HYKJIEOTHI0OB CIIOCOOHBI BBI3bIBATh PA3IMUHYIO CTEIIEHb TOBPEXKIECHUS
MHUTOXOH/IpHH, 4TO Haubosee SIpKO MPOSBISAETCA NPU MPUMEHEHUM CTaBYyJMHA, AWJAHO3UHA U
3UJIOBY/IMHA. 3apErUCTPUPOBAHBI CIydaW Pa3BUTUS MHUTOXOHIpUANbHON auchynkimu y BUY-
OTPHIIATENBHBIX JETEH, MOABEPTaBUIMXCS BO3ACHCTBUIO aHAJIOTOB HYKJICO3U/I0B BHYTPUYTPOOHO
W/WIN TI0CIIe POXKICHMS; TJIaBHBIM 00pa3oM 3TH Cllydyad ObUIM CBSI3aHBI CO CXEMaMHU JICUEHUS,
comepkamluMu  3uA0ByAMH.  OCHOBHBIMM  HEXEJATEIbHBIMU  PEAKUMSIMH  SABIISINCH
reMaToJIOTHYECKUE HapymeHus (aHeMusi, HEWTpPONEHHs) M HapylIeHHWs oOMeHa BeIIEeCTB
(runepnakraTeMusi, TUNEPAUNA3eMus). OTH HEXelaTelbHble pPEaKIUM YacTo SBJSUIMCH
TPaH3UTOPHBIMU. BbUIM 3aperucTpUpoBaHbl PEIKHE Clydad HEBPOJOTMYECKUX PACCTPOMCTB C
[I03/IHUM HayajioM (TOBBILIEHHE TOHYCA MBIIIL, Cy0pOTH, HapyIIEHUs MOBEACHUs). SBIAIOTCS
JIY JAHHBIE HapyLIEHUs TPAH3UTOPHBIMU WJIM ITOCTOSIHHBIMM, B HACTOSLIEE BpeMs HEM3BECTHO.
BeposiTHOCTh pa3BUTUS MUTOXOHAPUAIBHON AUCPYHKIMM CIEAYeT paccMaTpuBaTh y JHOOOIO
peOeHKa, NOJBEpraBILIErocsi BHYTPUYTPOOHOMY BO3ICHCTBUIO aHAJIOTaMH HYKJIEO3UJOB U
HYKJIIEOTHJIOB, C BBIPQXCHHBIMU KJIMHUYECKHMHU CHMITOMaMH HEACHOM JSTHOJIOTUH, B
0COOEHHOCTH HEBPOJIOIMYECKMMHU PACCTPONCTBAMHU.

IIpencraBneHHble JAaHHBIE HE BIMSAIOT Ha TEKyIIME PEKOMEHJAIMM 110 INPUMEHEHHIO
AHTUPETPOBUPYCHOM Tepanuu y OEpeMEHHBIX >KEHIIMH i1 NPOQWIAKTUKU BepTUKAIbHOM
nepeaaun BUY-ungexum.

Macca mena u obmen éewjecmes

Macca Tena, a TakKe KOHIEHTPALMH JUIUAO0B U TIIFOKO3bl KPOBH MOT'YT MOBBIIIATECS BO BPEMs
AHTUPETPOBUPYCHON Tepamuu. ITH U3MEHEHHs] MOTYT ObITh YAaCTUYHO CBSI3aHBI C KOHTPOJIEM
3a0o0eBaHud M 00pa3oM >KM3HU. BbUIM MOSTydeHbl JaHHBIE, MOJATBEPKAAIOLIME B HEKOTOPHIX
CiIy4asx BIIMSIHUE T€paluy HA KOHLEHTPALUIO JIMIIHUIOB, B OTHOIIEHUH YBEJIMYEHHsI MacChl Tea
TakHe JaHHbIE OTCYTCTBYIOT. ClielyeT IpOBOAUTH KOHTPOJIb KOHIEHTPALIMH JIUIIUOB U TIIFOKO3bI
KPOBH B COOTBETCTBHM C YCTAHOBJIIEHHBIMH peKOMEHJauusMu 1o tepanuu BUY-undeximm.
Hapymenus nunugHoro ooMeHa Heo0X0AUMO KOPPEKTHPOBATH B COOTBETCTBUU C KIMHUYECKHUMHU
MIPOSIBIICHUSIMU.

Cunopom eoccmarno6ieHus UMMYyHUmMema

Y BUY-uHQUUMPOBAHHBIX MALUEHTOB C TSKEIbIM HMMYHOAE(UIIMTOM Ha MOMEHT Havaia
AHTUPETPOBUPYCHON TEepamuy BO3MOXKHO pa3BUTHE BOCHAIUTENBPHOW peakuuu Ha (QoHe
0eCCUMIITOMHBIX OIMIMOPTYHUCTUYECKUX MH(EKIUI WM UX OCTATOYHBIX SBJIEHUH, YTO MOXKET

CTaTh MPUYMHON CEPbE3HOT0 YXYALLIEHUS COCTOSHUS WIN YCYT'yOsIeHHus CUMITOMATUKH. OOBIYHO
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9TH peaklWy BO3HHUKAIOT B TEUCHHE MEPBBIX HECKOJIBKUX HEIENb WM MECSIEB IMocie Hadajiaa
AHTUPETPOBUPYCHON Tepanuu. TUNUYHBIMU TNPUMEPAMU SBISIOTCS [TUTOMETAIOBUPYCHBIH
PETHHHT, TeHEpaInu30BaHHAS W/WIM ouaroBas WHQEKIHS, BBI3BAaHHAS MHUKOOAKTEPUSIMU
MHUKOOAKTEpUsIMH, W ITHEBMOHMs, BbI3BaHHas Pneumocystis jirovecii (take wH3BecTHa Kak
nHeBMonucTHas mnHeBMoHus, [II1). IlosBnenue mOOGBIX CHMIOTOMOB BOCHAJICHUS TpeOyeT
HEMEJJIEHHOTO 00CIIeZIOBaHUS U, IPU HEOOXOIUMOCTH, JICUCHHUSI.

AyTtouMMyHHBIE 3a0oJieBaHUs (Takue Kak Ooyie3Hb ['peiiBca, moiMMUO3UT, cuHApoM [ uiieHa-
bappe, ayrouMMyHHBIH TenaTuT) Takke HAOIIOAaNUCh Ha (OHE BOCCTAHOBIICHUSI UMMYHUTETA,
OJIHAKO BpeMs MEPBUYHBIX MPOSIBICHUN BapbUPOBaAJO, U 3a00JIeBaHHE MOTJIO BO3HUKATH 4Yepe3
MHOT'0 MECALIEB [10CJIE Havajla TEpAluy U UHOT1a UMEJIO aTUIINYHOE TEUEHUE.

3abonesanus neuenu

[TaruenTtsl ¢ XxpoHudeckum rematutoM B winm  C, mnonyyaroniye KOMOMHHPOBAHHYIO
AHTUPETPOBUPYCHYIO TEPANUIO, XaPaKTEPU3YIOTCS MOBBIIICHHBIM PUCKOM PAa3BUTHUS TSHKETBIX U
NOTEHLMAJIbHO JIETAJIBHBIX HEXKEJIAaTeNbHbIX pEeaKuil CcO CTOpPOHbI IeyeHU. B ciydae
COILYTCTBYIOILIEH TPOTUBOBUPYCHON Tepanuu renatuta B unu C cnenyer Takke 03HaAKOMUTHCS C
COOTBETCTBYIOIIMMHU UHCTPYKIUSMU MO IPUMEHEHUIO TAHHBIX JIEKAPCTBEHHBIX MPENapaToB.
Pe3ynbrarthl KIMHUYECKUX WCCIENOBAaHUI M JaHHBIE TOCTPETHCTPAIMOHHOTO HAOIIOCHUS
YKa3bIBalOT Ha TO, YTO y HEKOTOPHIX MAIMEHTOB C COMYTCTBYIOIIMM XPOHHYECKHUM BUPYCHBIM
renatutom B (HBV) mnpu orMeHe namMuByAMHa MOTYT BO3HUKaTh KJIMHUYECKUE WIH
nabopaTopHble TPU3HAKK pPELUUIUBA TemaTuTa, KOTOpble MOTYT HMETh Oojee TsKeble
MOCIEACTBHSI Y TAIIEHTOB C JIEKOMIIEHCHPOBAHHBIM 3a00JIeBaHieM TedeHH. B ciyyae oTMEHBI
npenapara y MalUMeHTOB C CONMYTCTBYIOUIMM BHPYCHBIM renmaTUTOM B cieayeT paccMoTpeTb
BO3MOXXHOCTb IPOBEJCHHUS MEPUOAUYECKOTO KOHTPOJIS (YHKIMM TI€UEHU U MapKepoB
perIMKaluy BUpyca remnarura B.

VY ManueHToB ¢ yXe CYIIECTBYIOIIUM HapylIeHueM (PyHKIIUY TIeUeHH, BKIItoYasi akTUBHYIO GopMy
XPOHUYECKOI0 IelaTuTa, OTMEYAeTCs YBEJIMYEHUE YacTOThl HapylleHUH (YHKIUU TMEYEHU BO
BpeMsi KOMOMHHPOBAHHOW aHTUPETPOBUPYCHOU Tepanuu. Takue MalueHThl JOHKHBI HAXOIUTHCS
noJ HaOJNI0/IeHUeM B COOTBETCTBHU CO CTaHJIAPTHOM KIMHHUYECKOW mpakTtukoi. HeoOxomumo
PaccMOTPETh BO3MOKHOCTh TPUOCTAHOBJIEHUS WM MTPEKPALECHUS JICUEHUS B CIIy4ae MpOosiBICHUN
yXyALIEHUS 3a00J€BaHUS TIEUEHU Y TaKUX MMallMEeHTOB.

Ocmeonekpos

HecMmotpst Ha TO, UTO ATHONOTHS ITaHHOTO 3a00JIEBaHUs SIBISETCS MHOTO(DAKTOPHOU (BKIIOYast
IpUeM TIIOKOKOPTUKOCTEPOUIOB, YHOTPEOJIEHUE aJIKOTONs, TSKEIYyI0 HMMYHOCYIIPECCHIO,
BBICOKHMI MHJIEKC Macchl Teja), Cayyal OCTEOHEKpO3a Yalle BCEro BCTPeYalluCh Y MAlMeHTOB Ha

npoaBuHyTo craguun BUY-unbexkunn w/mnm JIUTEIBHO NMPUHUMABIINX KOMOWHHPOBAHHYIO
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AHTUPETPOBUPYCHYIO Tepanuio. [lanrentam ciaenyeT o0paTuThes K Bpaudy, €ClIu OHU UCTIBITHIBAIOT
0011, €CIT OHU UCHBITHIBAIOT O0JIM M CKOBAaHHOCTH B CyCTaBaX WJIM TPYIHOCTH IPH JIBEKCHUU.
B3zaumooeticmsue ¢ Opyeumu 1eKapcmeeHHbIMU Cpeocmeamu

[Ipenapar naMuByIMHA HE CIEAYET MPUMEHATh OJJHOBPEMEHHO C MperapaTaMu, COAEpPKAIIUMHU
JaMHUBYJUH WIA SMTPULUTAOUH.

[IpumMeHeHne TaMUBYJMHA B KOMOWHAIMHY C KJIAAPUOUHOM HE PEKOMEHIYETCS.

Ocobvble epynnsl nayuenmos

Jlemu

B xiumHMYeCKHX HCCIEAOBAaHUAX Y JIeTeil, MOJy4yaBIIMX JaMHUBYIUH B ¢dopMe pacTBopa s
npreMa BHYTPh OJHOBPEMEHHO C JAPYIMMH aHTHPETPOBHPYCHBIMHU IIpernapatamMu B Qopme
pacTBopa A1 IpreMa BHYTpPb, 4aCTOTa CYIIPECCUM BUPYCa U HKCIIO3ULUS JaMUBYAUHA B IIa3Me
KpPOBH OBLITM HMXKE, a PE3UCTEHTHOCTh BUpPYyCa pa3BUBAlach yallle, YeM Y JeTeH, MOoIy4daBIIMX
npenaparsl B hopme TabIeTOK.

[To BO3MOXHOCTH HEOOXOJUMO HCIIOJIb30BATh PEXHUM aHTUPETPOBUPYCHOM  Tepamuu,
BKJTIOYAOIIUI Bce mpenapaTsl B ¢popme TabneTok. JlamuByauH B hopme pacTBopa Ui mpuema
BHYTpPb, [PUMEHIEMBbIH OJHOBPEMEHHO C COpPOUTONI-COAEPKALIUMHU  JIEKAPCTBEHHBIMU
npenaparamu, ciaeayeT NPUMEHSTh TOJBKO B TE€X CilydasX, KOrJia HEBO3MOXKHO IPUMEHEHUE
peXrMa Tepaniy, BKIFOYAIOMIET0 BCe Mperaparsl B popMe TabJIeTOK, U KOT/Ia I0JIb3a IPOBEICHHS
JIEUEHUs IPEBBIIIAET BO3MOXKHbBIE PUCKH, BKIIIOYasi HU3KUN YPOBEHb cynpeccuu Bupyca. Cneayer
paccMOTpeTh HEOOXOIUMOCTh Oojiee 4YacToro KOHTpoJisi BHUpycHOM Harpy3ku BUY-1 mpu
OJTHOBPEMEHHOM TNPUMEHEHUU JIAMUBYIMHA C JUIMTENIBHO TPUMEHSEMBIMU COpPOMTOII-
COJIepXKAIIMMU IIpenapaTaMH.

Buansinne Ha c10COOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMM, MEXaHU3MAMHU
CrienuanpHble UCCIIEIOBaHMS MO0 HM3YYEHUIO BIHUSHMS CPEICTBAa Ha CIOCOOHOCTH YIPaBISATh
aBTOMOOMJIEM M JABIKYIIUMHCS MEXaHU3MaMH HE ITPOBOMIOCH. Y UUTHIBas (hapMaKoJIOTHYeCKHe
CBOICTBa JaMUBY/IMHA, TAKOE BIMSHNE MAJIOBEPOATHO. TeM He MeHee, ITPU OLEHKE CIIOCOOHOCTH
NalyeHTa YIpaBiIsiTh aBTOMOOMIEM/MEXaHU3MaMH CJIeyeT IPUHUMATh BO BHUMAHHUE €ro o01iee
COCTOSIHHE, a TAK)KE XapaKTep HeKeNaTeIbHbIX PEaklUii TaMUBYAMHA.

dopMa BbINTYCKa

TabneTku, NOKPHITHIE MIIEHOYHOU 0060104K0i 150 Mr.

10 TabneTok B KOHTYPHYIO SIUEHKOBYIO YIIAKOBKY M3 IUIEHKH MOJUBUHWIXJIOPUIHOW U (POIBTU
AJIOMUHUEBOM NIEYaTHOMN JTaKMPOBAHHOM.

10, 20, 30, 40, 50, 60, 70, 80, 90, 100 TabneTok B OaHKY MOJMMEPHYIO U3 MOJHUIPONUIICHA WUIH
MOJIUATUJIEHA, YKYTIOPEHHYIO HATSATMBAEMOW WJIM HABMHYMBAEMOW KPBIIIKOW MOJUMEPHOU ISt

JICKAPCTBCHHEBIX CPCACTB M3 MOJUIIPOIMUIICHA WUJIH IMMOJIU3TUIICHA C KOHTPOJIEM IIEPBOIr'0 BCKPBITUSA
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K 0e3 KOHTPOJISL, C YIUIOTHSIOIIUM 3JIEMEHTOM WJIH 0e3 Hero.

JIOTIOTHUTENBHO JOMYCKAETCs HCIOJB30BaTh BaTy MEIMIIMHCKYIO THTPOCKOIMYECKYIO WU
aMOpTHU3aTop.

Ha GaHKy HaKjIeHBarOT 3TUKETKY CaMOKJIESIIIYIOCS.

Kaxnyto 6anky, 1, 2,3, 4,5, 6,7, 8,9, 10 KOHTYpHBIX SUCHKOBBIX YIIAKOBOK C MHCTPYKIIUEH 11O
NPUMEHEHHIO TOMENIAI0T B TIAYKy U3 KapToHA

YciaoBust XxpaHeHUs

B 3amuiiieHHOM OT cBeTa MecTe MpH TeMiieparype He Baiie 25 °C.

XpaHUTb B MECTaX, HEJOCTYIHBIX JUISI TETEH.

Cpok rognocTu

3 rona.

He npuMeHsTh 110 UCTEYEHUU CPOKA TOJHOCTH.

YcaoBus ornycka

OTnyckaroT MO peLenty.

IIpousBoauTeab/Opranuzanus, NPUHUMAIOLIAS NPEeTeH3UH

OO61ecTBO ¢ OrpaHMYEHHOM 0TBETCTBEHHOCTHIO «Bendapm» (OO0 «Bendapmy»), Poccus
Kypranckas 00:1., r. Kypran, npocnekt Koncturymuu, 1. 11

Ten.: (3522) 48-60-00

e-mail: fsk@velpharm.ru

Coo01muTh 0 HeXeIaTeNbHbIX peakUaX NpenapaTa MoxHo 1o Tenedony (3522) 55-51-80 unu Ha

caiite: www.velpharm.ru, 8 paznene «WVELPHARM)» - «®apmakoHaazop.
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