JIT1-002385-181220

MUHUCTEPCTBO 3IPABOOXPAHEHWA POCCHUICKON ®EJIEPALIN

MHCTPYKLIMA
10 MEJULIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOTO TIPEITAPATA

JJAMUBYINH-BHAJI

PeFHCTpallHOHHblﬁ HOMED:
Topronoe HAaUMCHOBAHHE! HaMI/IBy)II/IH-BI/IaJI
Mewyﬂaponﬂoe HeNaTEeHTOBAHHOE HJIM IPYNINHPOBOYHOC HAUMECHOBAHHUE: JJAMUBYJIUH

JexapcrBennas ¢popma: TabIeTKH, TOKPHITHIE INIEHOYHOH 0007104KO#

Cocras
1 TabJieTka COAEPKHUT:
Jleticmeylowee eeujecmso. namuByus — 150,00 mr.

Bcnomozamenvhvie  6eujecmea:  EIUTON03a  MUKPOKPUCTALTHYECKAs (MKII-102) - 167,40 mr;

KapOOKCHMETHIIKpaXMajl HaTpus — 7,00 mr; runpomeruiosa — 3,30 mr; Marsus creapar — 2,30 mr,

Cocmas o6onouxku: rumpomeniosa — 4,56 mr; makporon—4000 - 1,20 mr; TMTaHa QMOKCHI —

2,24 mr.

Ouncanme: Kpyrible BOSKOBBITYKIbIE TaOJNETKH C PUCKO#, MOKPBITIE TUICHOYHOH 0007109KOH
Gesloro WM 1moytd Oesoro mBera. Ha momepedHoM paspese TaOJETKH BHIHBI JBa CJIOS: SA1pO

Mo4TH GEJIOro IBETa U IUICHOYHas 000J109Ka.
dapmakoTepaneBTHYeCcKasi rpynmna: npotusosupycnoe [BUY] cpeacrso.

Kox ATX: JOSAF05

dapMakoJIOTHYecKHe CBOHCTBA

DapmakoOuHamuka

Mexanusm oevicmeus

JlaMuByMH — aHAJIOr HYKJIECO3HJOB, OOJalaloMii aKTUBHOCTBIO B OTHOWICHHH BHpYCa
ummyHonepuuuTa yenoseka (BUY) u Bupyca renaruta B (HBV). JlamuBynn noasepraercs
BHYTPHUKJIETOYHOMY MeTaboIM3My ¢ 00pa3oBaHHEM aKTHBHOTO NMPOM3BOAHOrO — JaMHBYIMHA
5°-rpudochara. OCHOBHOH MeXaHH3M ero JaeicTBHS — OJIOKMpOBAaHME CHHTE3a LENH B

nportecce obparHoit Tpanckpunuun BAY. Tpudocdar obnanaer celeKTHBHOHR HHTHOUpYIOIIEH
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AKTMBHOCTBIO B OTHOmIeHuH perumkanun BUY-1 u BUY-2 in vitro, a Takke aKTUBHOCTBIO B
OTHOWICHHH PE3UCTEHTHBIX K 3HMIOBYAMHY KIMHHYeCKMX u3onsto BHY. He wnabmonanuch
aHTaroHUcTHYecKKe dGGEKTHI in Vitro IpH OXHOBPEMEHHOM IPUMEHEHUHM JIAMHUBY/IMHA 1 JIPyrAX
AHTHPETPOBUPYCHBIX ~ TIPENapaTtoB  (MCCIIEIOBAHHbIE —BEIECTBA: abaKaBUp, —AWJAHO3WH,

HEBUPAIUH U 3UIOBY/IMH).
Pesucmenmnocmo

Pesuctentocts BUU-1 K lamMuByaMHy 06yciIoBIeHa 3aMeHOi aMuHOKHCI0TEl M 184V BO/IM3M
AKTMBHOTO ILIEHTpa BUpycHOM obparHoit Tpanckpunrtasbl (OT). JlaHHEIH BapuaHT MyTaluu
BCTpeuaeTcs Kak B YCHOBHAX in vifro, Tak u y uHduumposanHbix BWY-1 mnanmentos,
IOJIy4aBIINX AaHTHPETPOBUPYCHYIO TEPAIHIO, BKIIFOUAIOIIYIO JIAMUBY IHH. [Tpu mytauuu M184V
3HAYUTENBHO CHUKACTCS YYBCTBUTEIBHOCTh K JIAMHUBYAMHY H YMEHBINAETCS CIOCOOHOCTD
BUpyCa K peIUIMKAUMK in vitro. B uccnenosanusx in vitro OBUIO YCTAaHOBJICHO, 4YTO
PE3UCTEHTHBIE K 3UIOBYIMHY H30JISATHI BUPYca MOTYT CTAaHOBHMTBCSH YyBCTBHUTCIBHBIMH K €TO
JeHCTBUIO, €CJIM Y 9THX M30JISATOB OJJHOBPEMEHHO Pa3BUBACTCS PE3UCTEHTHOCTD K JIAMHUBYIHHY.

OniHako KIIMHUYCCKOC 3HAYEHUE DTUX JIAHHBIX JI0O HACTOSIIEr0 BPpEMECHHU HE OMPEACIICHO.

JlaHHBIE in Vitro, KaK MPaBUIJIO, YKA3bIBAIOT HA TO, YTO MPOJOJDKCHHE IPUMEHCHNUS JTAMUBY IMHA
B COCTaBE AHTHPETPOBHPYCHOM Tepanuu, HeCcMOTpsi Ha pasuTHe Myrammn MI184V, moxer
IIPUBECTH K MOSABJICHUIO OCTATOYHOM aHTHPETPOBUPYCHOH aKTHBHOCTH (BEPOATHO, B PE3yJIbTaTe
YXYJIIEHNs PETUIMKATUBHON CHocoOHOCTH —BHpyca). KimHHYeckas 3HAYMMOCTb  ITHX
pe3yJIbTaTOB HE YCTAHOBIEHA. B JEHCTBUTENBHOCTH, AOCTYIHBIE KIMHHYECKUE JIaHHBIC OYCHB
OrpaHHUEHb] ¥ HE MO3BOJISIOT CeNaTh OJXHO3HAYHBIH BBIBOM B 9ToH obnacth. B moOoM cityyae,
navayno npumenenns HUOT, x KoTopbIM BHpYC BCE ellle YyBCTBHUTEJIEH, BCEra NODKHO OBITH
Gosee IPEATOYTHTEIBHBIM, YeM MPOAOKEHHE Tepamuu JaMuBYAMHOM. Takum obpazom,
IIPOJIOJDKEHUE TEPAIMU JIAMUBYIMHOM, HECMOTpSl Ha IIOSBJICHHE MYTallUH M184V, cirenyer

paccMaTpHuBaTh TOJIBKO B Clydae OTCYTCTBHs Apyrux aktusHbix HUOT.

Mytamus OT M184V [puBOAMT K Pa3BUTHIO NEPEKPECTHOM PE3UCTEHTHOCTH TOJBKO K
AHTHPETPOBHPYCHBIM TIperapaTam Kiacca HyKJICO3U/HBIX HHIUOUTOPOB. 3MI0BY/IMH 1 CTaBYIMH
COXPAHSIOT aHTHPETPOBUPYCHYIO aKTHBHOCTh B OTHOMEHUHU mrammoB BUY-1, pe3sucTeHTHBIX K
naMUBYIMHY. AGaKaBUp COXpaHAET aHTUPETPOBUPYCHYIO aKTHBHOCTh B OTHOLICHHH INTaMMOB
BUY-1, pe3suCTEHTHBIX K JIAMHBYIMHY M OOJIQ/IAlONIMX TOJIBKO MyTallleH M184V. llltammel ¢
mytarmeit OT M184V 1eMOHCTPHPYIOT MEHEE 4eM 4-KpaTHOE CHHMXKEHME TyBCTBHTCIBHOCTH K
JMIaHO3MHY; KJIMHMYECKOe 3HAYECHNE STHX JTAaHHBIX HEU3BECTHO. TeCThl Ha TyBCTBUTC/IBLHOCTD in
vitro He OBUIM CTAHIAPTH30BaHBI, U MX PE3yJIbTaThl MOTYT BapbMpOBaTh B 3aBUCHMOCTH OT

METO/10JI0THYeCKUX (HAaKTOPOB.
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In vitro nTaMHMBYIMH OKa3biBaeT ciiaboe IMTOTOKCHYECKOE JEHCTBUE Ha JTAM(OLHUTEI
nepudepuueckoil KpoBH, Ha YCTOHYHMBBIE JUM(OUMTAPHBIC MOHOILMTApHO-MaKpoaraibHbIe

KJIETOYHBIC JIMHUU U PsJl KJIICTOK-IIPEAIIECCTBECHHUKOB KOCTHOT'O MO3ra.

DapmakoKuHemuKka

Bcacvisanue

JlaMMBYAMH XOpOIIO BCACHIBAETCA M3 KEIYJA0YHO-KMIIEYHOrO TPAKTa, OMOJOCTYIHOCTD
JIAMMBYJIMHA Y B3POCJIBIX MOCNIE TIPHEMa BHYTPh OOBIYHO COCTaBIIACT 80-85 %. Ilocne nmpuema
BHYTph cpenHee BpeMst (Tmax) JOCTHXKEHHS MaKCHMalbHOW KOHLEHTpAlMH JIaAMHBYIHHA B
ceiBopoTke KpoBH (Cmax) cocTaBiseT okojo 1 4. Ha ocHOBaHMHM JaHHBIX, MOJYYCHHBIX B
MCCIIEIOBAHHH C YIACTHEM 3JI0POBBIX J10OPOBOJIBIEB, TIPU TIPUEME TEPAIeBTHYECKOH 03Bl 150
Mr jBa pasa B cyTku cpeanss (KB - koaduimenT Bapuaiun) paBHOBECHas KOHICHTPALHs Crnax
u Cmin JIAMABYIMHA B TIa3Me KpoBH coctasiseT 1,2 mMxr/mn (24%) u 0,09 MKr/mi (27%)
cootBerctBenno. Cpemusis (KB) AUC (wromams moA  (apMakOKHHETHYCCKOH KpUBOH
«KOHIIEHTpAIMS-BPEMs ») B HHTEpBale MeX/y pueMamu 12 1 coctasisier 4,7 mkr¥*u/mi (18 %).
[Ipu tepaneBtuyeckoif po3e 300 Mr oamH pa3 B CYTKH CPCIHSA (KB) paBHOBecHas
KOHIEHTPAIUSA Cmax, Cmin 1 AUC B HHTEpBajie MEKIY pUEMaMH 24 4 cocTaBIsIOT 2,0 MKI/MIT

(26 %), 0,04 mxr/mia (34 %) u 8,9 MKr*u/mi (21 %) COOTBETCTBEHHO.

TTpieM TaMMBY/MHA BMECTE C IHIEH BBI3BIBACT YBEIMYEHHE Tmax ¥ CHIDKCHHE Cmax (Ha 47 %),
OJIHAKO HE BIIMSET Ha OOIIyIO CTerneHb abcopOIMH TaMUBYIMHA (PACCUMTAHHYIO Ha OCHOBaHUH

BesimuuHbel AUC).

He 0HaeTcs, 9T IpHEM M3MEJTbUEHHBIX TabJIeTOK ¢ HeOOIBIIMM KOJTMYECTBOM IOy TBEPIOH
TMIIH WK JKUAAKOCTH TIOBJIMSET Ha (hapMakKoJIOrHYecKue CBOMCTBA Mpernapara u, CJI€10BaTeIbHO,
Ha  KIMHWYECKHi  dddexr. DTOT  BBHIBOJ  OCHOBaH Ha  (QU3NKO-XUMUYCCKHX U
(hapMaKOKMHETHUECKHX JIAHHBIX TIPH yCIOBHH, 4TO TAIMEHT U3ME/bYaeT ¥ CMENIMBACT C MHUIIEH

wiH KuaKocThio 100 % TabneTku, ¥ IpUHUMAET HE3aMEUIUTEIIBHO.

COBMeCTHOE IPUMEHEHHE 3UI0BY/IMHA TPUBONT K yBEIMYCHHIO SKCTIO3UIMH 3U10BY/IHA Ha 13
% M YBEJIMYEHMIO MAKCHMAIBHOM KOHIEHTpALMK B TIasMe KpoBd Ha 28 %. DTO ABJIECHHUE HE
CYMTAETCH 3HAYMMBIM JUIs OE30MACHOCTH NALMEHTOB H, CJIEJ0BATENbHO, HE TPEOYeT KOPPEKIUHU

103.
Pacnpeoenenue

[To JaHHBIM KJIMHWYECKMX MCCIICOBAHMI IIpY BHYTPUBEHHOM BBEJICHHH CpPEIHHA 00BEM
pacrpesieNieHus JaMUBYIMHa cocTaBisgeT 1,3 JI/Kr, a HabJIro1aeMBblii IIEPUO/I MOJTYBbIBCACHUS - 5-
7 4. CpelHMil CHCTEMHBIH KIMPEHC JIAMUBYJHHA COCTABJISET MPUOTH3UTETLHO 0,32 n/u/kr,
GONBIIYIO 4YacTh KOTOPOTO COCTAaBJIAET MOYEYHBIA KIMPEHC 4Yepe3 CHUCTEMY TPAHCIOpTa
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opranuyeckux karuoHoB (6onee 70 %).

JlaMuBYMH TpPOSBISIET JTHHEHHYIO (hapMaKOKWHETHKY IPU NMPHUMEHEHUH B TEPallCBTHICCKOM
JManasoHe 03 M HHU3KYIO CTEIEHb CBS3bIBAHUS C OCHOBHBIM O€JIKOM IIIa3Mbl KDOBH -
ampOyMuHOM (< 16 % - 36 % 110 CPaBHEHHIO € ChIBOPOTOYHBIM albOYMHHOM B HCCIIE/OBAHUAX in

vitro).

OrpaHuyeHHbIC [aHHBIC YKa3bIBAlOT HA TO, YTO JIAMHBYIMH MPOHHMKACT B LCHTPATBHYIO
HEPBHYIO CHCTEMY M CIIMHHOMO3roBYIo xuakocth (CMIXK). Yepes 2-4 4 mocne nepopajibHOro
premMa COOTHOILIEHHe KOHIEHTpaimu JamuByauHa B CMOK 1 ChIBOpOTKE KPOBH B CPCIHCEM
coctapysio npubausutensio 0,12, VicTuHHas CcTENeHb NPOHMKHOBEHMA, a TAKXKE CBA3b C

KJIMHUYECKOH 3((HEKTUBHOCTHIO HEU3BECTHBI.
Buompancpopmayus

AkTtBHas (opMa JIAMHUBY/HHA — BHYTPUKJICTOYHbBIA JIaMUBYJMHA tpudocdar — obnamaer
GoJiee JUTUTEIbHBIM KOHEYHBIM TIEPHOIOM IOJTyBBIBEACHHS M3 KIETOK (16-19 1) 10 CpaBHEHHIO C
TepHOJIOM TOJTYBBIBEACHUS €r0 U3 TIa3Mbl KpoBH (5-7 4). COriacHO JaHHBIM, TIOJIyYCHHBIM Y 60

B3pPOCJIBIX 310POBBIX JlO6pOBOHLIlCB, (I)apMaKOKI/lHCTH‘{GC'KH@-- napaMeTpbl JIaMHUBYZHWHA-~- B

PaBHOBECHOM COCTOSIHHH IpH npueme B 103¢ 300 Mr oJiuH pa3 B CYTKM SKBUBAJICHTHbI TAKOBBIM.
npi mpueme B jo3e 150 mr saBa pasa B cyrku B orHomenun AUCy u Cmax 115

BHYTPHMKJIETOYHOTO JJaMUBYIMHa Tpudocdara.

JIaMHMBY/IMH TIPEMMYIIECTBEHHO BBIBOJAMTCS B HEHM3MEHEHHOM BHUJIE NOYKaMu. MeTabommieckue
B3aMMOJICHCTBHUS JJAMUBY/IMHA C JIPYTHMH JIEKAPCTBEHHBIMHU TIpeTapaTaMyi MaJOBEPOATHBI BBUY
He3HAYUTELHOrO MeTabou3Ma B redenu (5-10 %) ¥ HU3KOM CTEHEeHM CBA3BIBaHMSA C OeIKaMu

TJ1a3Mbl KPOBH.
Buigeoenue

B uccnenoBanusix ¢ Y4aCTUEM ITallUCHTOB C IMOYEYHOM HENOCTATOYHOCTHIO OBLIO MMOKA3aHO, YTO
HapymeHue (I)YHKLII/II/I OYEK BJIMACT HaA BBIBCACHHUC JIAMHUBYJIHWHA. PCKOMCHHyCMBIﬁ PEXUM
JIO3UPOBAHMS I MAIIUEHTOB € KIMPCHCOM Kp€aTHHUHA MCHEC 50 mu/muH IPUBEAECH B pa3/ieic

«Criocob MpUMEHEHUS U J103bI».

B3aumopeiictue ¢ TPUMETOIIPUMOM - KOMIIOHCHTOM KO-TpUMOKCa3oJjia - IPHBOAUT K
IMOBBIIIIEHUIO JKCIIO3UIMHU JIaMUBYJIMHA Ha 40 % IpAd NPpUMCHCHHUH B TEPaNCBTHYCCKUX 103aX.
Tem He MeHee, 3a UCKIIFOUEHUEM ITallUE€HTOB C [IOYEYHOU HEJOCTATOYHOCTHIO, KOPPEKIUA T03BI
HE Tpe6yCTC${. CHCIIYCT TIIATEIHHO OIEHUBATh BO3MOYKHOCTh OJTHOBPEMEHHOTO IIPUMCHCHUS KO-

TpUMOKca3oJia C JaMUBY/IUHOM Y ITAIUCHTOB C [IOYEYHOM HEJIOCTATOYHOCTBIO.

Ocobvie zpynnsl nayueHmos
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Jlemu

AGComoTHas GMOJOCTYITHOCTh JIaMUBYJMHA (puMepHO 58-66 %) Oblla HUWKE H Oonee
BapuabenbHa y gereit miamme 12 ser. [lpueM jgamuBynuHa 'y nereii B ¢opme TabIETOK
OZIHOBPEMEHHO ¢ JAPYTMMH AHTHPETPOBHPYCHBIMH IIpeTiapaTaMu B dopme TabieToK
obecrnieunBan 6osee Bbicokue 3HaueHHs AUCw M Cmax J1aMHBYJIMHA B IUIa3ME KpOBH IIO
CPaBHEHHIO C DPAacTBOPOM JUIs IIpHEMA BHYTPb, NMPUHMMAEMBIM OJHOBPEMCHHO C APYIHMH
AHTHPETPOBUPYCHBIMH IIperaparaMu B (opme pacTBopa JUls IprHeMa BHYTPb. VY nerei,
MOJyYaBIIMX JaMUBYAMH B QopMe pacTBOpa JUli TpHeMa BHYTPb B COOTBETCTBAM C
PEKOMEH/I0BAHHBIM PEXHMOM JI03MpOBaHHUs, Oblla JOCTHIHYTa OKCIO3HIMA JAMHBYIMHA B
m1a3Me KpOBH, 3HAYEHHs KOTOPOH HAaXOMMJIMCh B JMAMa3oHE, MOJY4CHHOM y B3pOC/BIX
nanuentos. Y jereif, NPUHMMABIIMX JaMUBYIMH B (opme TalJIETOK B COOTBETCTBUM C
PEKOMEH/IOBAaHHBIM PEXKHMOM JI03UPOBAHHSA, KCIO3ULUA JIAMUBY/IMHA B IIIa3ME KPOBH Obu1a
BBIIE, YeM Yy JeTei, NMPUHUMABLIMX JIAMUBYJIMH B (opme pacTBopa /A IpheMa BHYTpb,
MOCKOJIBKY TIPH IpueMe Tpenapara B (popMe TabJIeTOK NAIMEHTHI IOJyqaroT OoJiee BBICOKHE
0361 B IlepecueTe Ha MI/KT Macchl Teja, M JaMHMBYJIMH B (opMe TabIeTOK XapakTepu3yeTes
Gonee BBICOKOH =~ OHOAOCTYMHOCTHHO. (DapMaKOKMHETHYCCKUE —HCCICAOBAHUA - RPUMCHCHUA
JlaMHBY/IMHA y JeTeil B Gopme pacTBOpa JUls IIpHeMa BHYTpPb U B (popMe TaONeTOK MOKa3au, 4To
IIpUeM TIperapara OJMH pa3 B CyTKH KBHBAJICHTEH 110 IOKA3aTC/IIO AUC-24 mpueMy Ipemnapara
JBa pa3a B CYTKM IpH OJMHAKOBOM obmiei cyTouHo# jo3e. JlaHHBIC MO (bapMaKOKHHETHKE
npenapara y JeTeil B BO3pacTe Miajiie 3 MeCsIeB OrpaHiYeHEl. Y HOBOPOK/ICHHDIX Ha NepBOM
HeJIeJie JKM3HHU KIMPEHC IaMUBY/IMHa TIPH TTpHeMe BHYTPh ObUI CHIKEH 0 CPABHEHHIO C ICTBMU
GoJiee CTapIIero BO3PAcTa, BEPOSTHO, BCIIEJCTBUE HE3PENOCTH BBIICIHTEIbHOU (GYHKIMU MTOYEK
M HEIOCTOSHCTBA moKa3zarenedl abcopbumu. Takum oOpa3oM, s JOCTHIKEHHS OKCIIO3HIIUH,
CXOMHOM C TAaKOBOM Yy B3pOCIBIX W JETeH, PEKOMEH/OBaHHas J103a JUIA HOBOPOXICHHBIX
COCTaBJIAET 2 MI/KT J(Ba pa3a B CyTKH. J[aHHBIE 110 IPUMEHEHHUIO NTpenapara y HOBOPOXKJACHHBIX B
BO3pacTe crapiie | Helelu OTCYTCTBYIOT.

ITayuenmul nodxcun020 603pacma

JlasHbIe 110 (hapMaKOKHHETHKE JIAMABYAMHA Y TIAIAEHTOB CTapuie 65 JeT OTCYTCTBYIOT.
ITayuenmel ¢ HapywieHuem GYHKYUU no4ex

V manueHToB ¢ HapylieHueM (YHKIMH MOYEK KOHIEHTPAlWs JaMHBYIMHA B IUIa3Me KpPOBH
(AUC) moBbIIEHA BCIEACTBHE CHIDKEHHOTO KiMpeHca. Takum obpazom, MalMeHTaMm ¢
xmpencom kpearnanna (KK) menee 50 my/MuH HEOOXOAMMO YMECHBIICHUE 03B IAMHBY IMHA.

ITayuenmul ¢ Hapywienuem GYHKYUU neveHu
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JlaHHble O TPHUMEHEHHH JIAMUBYJMHA Y TalMEHTOB CO CpeIHEH M TSOHKEJION CTENEHBIO
HapymeHuss (QYHKIHM TEYEHH CBH/ETEIBCTBYIOT O TOM, YTO HapyIICHHE GyHKIMU TEYEHH
CYILIECTBEHHO He BIMAET Ha (apMaKOKHHETHKY JJaMUBYIMHA.

bepemennocmo

dapMaKOKMHETHKA JJAMHUBY/IMHA P OEPEMEHHOCTH HE OTJIMYACTCS OT €ro (hapMaKOKHHETHKH B
cilydae OTCyTCTBHS GepeMeHHOCTH. KoHIeHTpalus JaMUBYIMHA B CHIBOPOTKE KPOBH neTeit npu
pOXJIeHMH ObLTa aHAJIOTMYHA TAKOBOW B CHIBOPOTKE KPOBM MarepH M IyTIOBUHHOM KPOBH Ha
MOMEHT pOJOpa3spelleHus, 4YTO COrjiacyercss C JaHHBIMM O TACCHBHOM IIPOHMKHOBCHHH

JJaMUBYJIMHA 4€PE3 IIJIALCHTY.

ITokazaHusi K NPUMEHEHHI0
Jleuenne BUY-undexuuu B cocTaBe KOMOMHHPOBAHHOMH AQHTUPETPOBUPYCHON  TEparuu

B3pOCJIBIX U JIETEH.

IIpornBonokasanus
e [loBBIMICHHAS YYBCTBUTEIBHOCTH K JIAMHBYIMHY WIIM JIOOOMY APYroMy KOMIIOHCHTY
" Ipenapara. b= o
B CHeyIOmMX Cilydasx [pUMEHEHWE Npernapata B JICKapCTBEHHOH dopme TabieTKH
HEBO3MOJKHO B CBS3M C HEOOXOJMMOCTBHIO KOPPEKLHMH JI03bl; B JIAHHBIX CJIy4asX CICIyeT
HCTIONB30BaTh MpernapaT B JEKapcTBEHHOH (opMe pacTBOp JUls NpHema BHYTph (CM. pasiern .
«Croco6 MpUMEHEHHS U 103bI»):

e JIeTH C Maccoi Tela MeHee 14 Kr (u1st JaHHO# JIeKapcTBEHHOH (OpMBI);

e JeTH ¢ Maccoii Tea ot 14 kr 10 MeHee 25 Kr 1 HapyIeHHeM (YHKIHUM [OYeK (Ui JaHHOU

JieKapcTBEHHOM hopMBbl);

e B3pOCIIBIC M JIETH C Maccoil Teja He MeHee 25 KI' M HapylICHHEM (YHKIMH MOYEK IpH

KJIMpeHce KpeaTnHuHa MeHee 30 MyI/MHH (1Sl JaHHOH JIeKapCTBEHHOH (bopMmBl).

IpuMenenue npu GepeMEHHOCTH U B IIEPHO/L FPYHOI0 BCKAPMJIHBAHUH

bepemennocmo

Kax mpaBuio, Npu NPUHSATHH PENIeHHs 00 MCIOJB30BaHMM AHTHPETPOBUPYCHBIX NPEIapaToB
st neyenns BUU-unpekuuu y GepeMeHHbIX KEHIIUMH |, KaK CJICJICTBUE, JUIA CHIKCHHS pHCKa
BepTHKaIbHON mepesaun BUU-uHGEKIMH HOBOPOXKJICHHOMY CIIEAyET yYHTBIBATH JAHHBIC
MCCIICIOBAHMH HA JKMBOTHBIX, @ TaKKe KJIMHMUYECKMH ONBIT NPUMEHEHHS Y OCpeMEHHBIX

JKCHIIIUH.

HccnenoBanus 1o NPUMCHCHUIO JIaMUBYJWHA Yy JKMBOTHBIX TIIOKa3ajJIM YBCJIMYCHUC paHHCﬁ
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YMOPHOHATBHOM CMEPTHOCTH y KPOJIMKOB, OJIHAKO Yy KPBIC JTaHHBIA (et He HaOIOMANCH.

BrL10 YCTaHOBJICHO, YTO y 4€JIOBCKA BO3MOKHa Iepejada JJaMUuBYyIMHa 9€pe3 TUTACHTY.

V GepeMeHHBIX KEHIIMH, [0Jy4aBIX JaMuByuH, Oonee 1000 nexonos OGepeMEHHOCTH IOCTIC
MpUMEHEHHs BO Bpemsi mepsoro Tpumectpa u Oonee 1000 mexonos OepeMEHHOCTH I10CJIe
NPUMEHEHHs BO BpeMs BTOPOTO M TPETHEro TPUMECTPa JECMOHCTPHPYIOT OTCYTCTBHC
Mab(OPMAaTUBHOTO M ()eTATHHOTO/HEOHATAILHOTO BO3/CHCTBH. JlexapcTBEHHBIH Ipenapar
JlavuBy;mH-Bran MOXHO NpPHHEMAaTh BO BpeMs OCpeMEHHOCTH B Clydae KJITMHUYECKOM
HeoOX0aMMOCTH. Ha OCHOBaHMH JOCTYIHBIX JaHHBIX MOXHO C/e1aTh BBIBOA O TOM, HTO IIpH
npuMeHenun npernapara JlamuBynuH-Buan y denoBeka pHCK BPOXKACHHBIX IaTOJIOTUH

MaJIOBEPOSATEH.

JUtst BUU-uHOUIMPOBAHHBIX JKCHIIMH € KO-HH(EKIMEH BHUPYCOM TENATUTa, MOJIYyHaromuX
TEpanuio JAMHBYJIMHOM, B Cilydae HACTyIUJIeHHs OCpeMEHHOCTH CIEIyeT Y4HTBIBATH

BO3MOX>XHOCTb pelM/MBa renatuta 1ocjie MMpeKpalCHus IPUMEHCHUA JJaMUBYIHUHA.

Mumoxonopuanvnas ouc@ynkyus

B ucciieloBaHUSX in Vitro ¥ in vivo GBLIO MPOJAEMOHCTPUPOBAHO, YTO aHAJOFH HYKIICO3UI0B U
HYKJICOTHJIOB CMOCOOHBI BBI3BIBATH MOBPEKICHUS MUTOXOH/PHH Pa3sTMYHOH CTETICHH. Brutn
3apEeruCTPUPOBAHBI COOOIIEHNS O MHTOXOHAPHATBHOH JUCHYHKIMH Yy I€TEH, MOABEPraBIINXCs

BO3JEHUCTBUIO aHAJIOI'OB HYKJICO3HU/10B BHYTpI/IYTp06HO U/WJIH B IIOCJICPOAOBOM IIEPHUOC.

Ilepuoo epyoHo020 6CKApMIUBAHUA

[Tocne mpuemMa BHYTPb JIaMHBYJIHMH BBIJEJACTCS B TIPYJHOE MOJIOKO B KOHICHTPALMAX,
AHAJIOTMYHBIX KOHLEHTpAalMsaM, OOHApy)KEHHbIM B ChIBOpoTke KpoBu. Ha ocHoBanuu
pe3ynapTaToB MccienoBanus Gosnee 200 map «MaTh/peGEHOK», MOTYYAaBIIMX TEPAIHIO BUY-
MHPEKIMH, KOHLEHTPAIKs JIAMUBY/IMHA B CHIBOPOTKE KPOBH JICTEH, HAXOJAUIMXCS Ha IPYITHOM
BCKapMJIMBAHMH y Marepei, moiydaBumx Tepanuto BUY-uHekuny, oueHb HU3Ka (<4 % ot
KOHIIEHTPALMK B CHIBOPOTKE KPOBU MATEpH) U TMOCTEIICHHO YMEHBIIAETCS 110 HEONPECIAEMOro
YPOBHS TMpH JOCTIKCHHM TPYIHBIMH J€TbMH 24-HEJIENBHOr0  BO3pacTa. JlanHplE 110
6e30macHOCTH PUMEHEHHS JIAMUBY/IMHA Y JE€TEH MIIA/IIe TPEX MECALEB OTCYTCTBYIOT. BUY-
MHUIMPOBAHHBIM XKCHIIMHAM HHU IIPH KaKUX OOCTOSTENBCTBAX HE PEKOMEH/YCTCS MPOBOAHMTE

rpy/HOE BcKapMIMBaHue Bo n3bexanue nepenaun BUY pebenky.
Depmunvrocmo

PeByHBTaTI:I HUCCJIEOBAHUN Ha »KMBOTHBIX ITOKa3aJId, YTO JJAMUBYJAWH HE OKa3bIBACT BJIMSIHUEC HaA

(GepTHIIBHOCTD.
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Cnocod npuMeHeHHs U 103bl

IIpenapar JlamuByauH-Buan JomKeH Ha3HayaTbhesl BPadoM, MMEIOMIUM OIBIT JICUCHHS BUY-

nHbexuuu.
IIpenapar JlamuByAiH-Buan mpuHAMAIOT BHYTPb BHE 3aBUCHMOCTH OT TPHEMa ITHIIH.

lI.TIH oOecrieyeHUs] TOYHOCTH JO3UpPOBaHM Iperiapara TaObJIETKU PEKOMEHAYETCA porjaTbiBaTh
ITIOJTHOCTBIO, 0e3 M3MEJIbUYCHUS. I[HSI MAllMEHTOB, KOTOPHIC UCIBITHIBAIOT TPYAHOCTH C
[IporjiaTbIBAHUEM Ta6ne'r01<, peiHa3HavYeHa JIEKapCTBCHHAsA (bopma pacTBOpa IJId IMpHCMa
BHYTPb. B xauectBe QJIbTEPHATUBBI IOIIYCKACTCA U3MeJIbYeHUe TalJIEeTOK C IOCICAYIOINM
NepeMEIINBaHUEM C HEOOJBIIUM KOJIUYECTBOM HOIIyTBCpI[Oﬁ UM WA KUAKOCTH, ITPU 3TOM

IIOJIYYCHHYIO CMECh HE0OX0AUMO IIPUHATH BHYTPH ITOJTHOCTBHIO U HE3aMEUIUTCIIBHO.

[Ipuvenenve npenapata B Gopme TabNeTok y JeTed ¢ Maccod Tena MeHee 14 xr
IIPOTHBONOKA3aHO B CBSI3H C HEBO3MOXKHOCTBIO KOPPEKIUU JI03BI B 3aBUCHMOCTH OT MacChl TEIa.
JleTsiv ¢ Maccoii Teaa MeHee 14 Kr ciieyeT Ha3HavaTh Ipenapar B Gopme pacTBopa Juls mpuema

BHYTPb.

Hp’n nepexojie OT peXXuMma Ipuema JBa pasa B. CYTKM K PEXHMY IIpHEMa OJHMH pa3 B CYTKH
‘cneﬂyeT IPUHSATH TIEPBYIO peKoMeHuyeMy}o OJIHOKPATHYIO /103y TpPHMEpHO depe3 12 4 mocie
TocJeHeH IPUHATON JI03BI 110 PEXUMY JIBYKPATHOTO TPUEMA, a 3aT€M NPOJ0JDKATh MPHHUMATh
PEKOMEH/IYEMYIO OJIHOKPATHYIO 103y IIPUMEpPHO Kakble 24 4. [Ipi BO3BpaTe K peXXUMY IpHeMa
JBa pa3a B CYTKH CJeJyeT NPHHATH IEPBYI0 PEKOMEHIYEMYIO 03y IO PEXKUMY ABYKPATHOIrO

mpreMa MPUMEPHO Yepe3 24 4 [ocsie MocIeIHeH TPUHATOH OXHOKPATHOM JI03BI.

IIpu mepexoje OT mpHema Ipenapata B (opme pacTBOopa K INpHEMY Ipernapara B bopme
TaOJNETOK, WJIX Hao0opOT, HEOOXOAMMO CJIEN0BaTh PEKOMEHJAlMUAM II0 JIO3UPOBAHMIO

Ipenapara, yCTaHOBJIEHHBIM JUIsl KaX/I0H KOHKPETHOH JIeKapCTBEHHOH GOopMBI.
Bspocavie u demu ¢ maccoii mena He menee 25 Ke

Pexomenyemas 103a jamuByauHa cocrasisier 300 Mr B cyTku: 1o 150 Mr j1Ba pasa B CyTKH WA

o 300 Mr oiMH pa3 B CYTKH.
Oco0ble rpynnbl NAaHEHTOB
Jlemu ¢ maccou meaa om > 20 ke 00 < 25 ke
PexoMeHtyeMas o61mas CyToYHast 103a JAMUBYIMHA COCTABIIAET 225 M
e 1/2 tabnerku 150 mr (75 mr) yrpom 1 1 nenas tabnerka 150 Mr Be4epoM, HIH

e 1 wu1/2tabnerku 150 mr (225 Mr) oJiuH pa3 B CyTKH.
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Jemu ¢ maccou meaa om 14 k2 0o < 20 ke

PexoMen tyemas o61as CyTouHast /103a JaMUBYIMHA cocTapiseT 150 mr:
e 1/2 tabnerku 150 mr (75 Mr) aBa pasa B CyTKH WK
e | nenas tabnerka 150 Mr oJiuH pa3 B CYTKH.

Iayuenmol nodxxcuno2o 6ospacma

HaHHI)Ie 10 NPUMCHCHHUIO JIaMUBYIAHHA Y 3TOM KaTeropuy IalUEHTOB OTCYTCTBYIOT, OJTHAKO
CICeayeT cobro1aTh OCO6y10 OCTOPOXKHOCTH ITpU NPUMCHCHUH npemnapara 'y Takux ITAITUCHTOB B
CBSA3U C BO3PAaCTHBIMHU HU3MECHCHHUSAMH, TAaKMMHU KaK YXYALICHUEC (bYHKIII/II/I IIOYEK U U3MCHCHHC

nokasateJie KpoBH.
Ilayuenmoi ¢ HapyuieHuem QYHKyuu nouex

V maiueHToB ¢ HapymeHHeM (QYHKIMH IMOYEK CPEJHEH M TSDKEIOH CTENeHM KOHICHTpALHs
namuByauHa B miasme kpoBu (AUC) moBbllieHa BCJICACTBUE CHIDKECHUS KIUpCHCA. [Toatomy y
MALMEHTOB ¢ KIXPEHCOM KpeaTWHMHA MeHee 30 MI/MHH Ul CHH)KEHHS J103bI HEOOXOIMMO
[PUMEHSTh TIpenapaT B JIEKapCTBEHHOH (opme pacTBOp JUisl ;puema BHYTPh (CM. TabIHIy
HUXeE).

Pexomendayuu no noo6opy 003vl y 63p0CiblxX u 0emel ¢ MAaccol mena ne menee 25 ke

Knupenc [TepBas no3a [TopnepxuBaromnias 103a
KpeaTHHUHA(MJI/MHUH)

ot 30 1o 50 150 mr 150 Mr ouH pa3 B CyTKH

menee 30 TIpoTHBOMOKAa3aHO (JUIs JAHHOM JIEKApCTBEHHON GOPMBI).

Heo6x01uM0 IpUMEHEHUE NpernapaTa B JeKapcTBeHHOH (opme

pacTBOp AJIs IpUeMa BHYTPb.

V neteii ¢ Maccoii Tena ot 14 Kr 0 MeHee 25 K U HapyleHHeM (YHKIHH MOYeK HEOOXOXMMO
TIpYMEHEHHE Mpernapara B JIeKapcTBEeHHON (popme pacTBOp UL IPHEMa BHYTPb.

ITayuenmoi ¢ HapyuieHuem QYHKyuu neveHu

JlanHble, MOMyYCHHbIE y TAIMEHTOB C HapylIeHHeM (YHKIMH TeYeHH CPejHeil M THKENoH
CTEeNeHH, MOKA3bIBAIOT, YTO AMCYHKIUS IEYEHH HE OKa3blBacT CYMIECTBEHHOC BIMSIHHC Ha
(bapMakOKMHETHKY JaMUByIMHA. VcXoas W3 9THX J@HHBIX, JUIA MAIMCHTOB € HapyIICHHEM
(DYHKIMH TIEUEHU Cpe/IHEl 1 TSKEIIOH CTENeHH KOPPEKIMSA /10361 He TPEOYeTCs, 38 HCKIIOYCHHEM

cllyuaes, KOT/ia HapyleHne GyHKIMH EYCHH COMPOBOXK/IAETCS HapyICHHEM (YHKIMH MOYEK.

IMo0o4HOE aelicTBUE
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OmMcaHHBle HWKE HEXelaTelbHbIe peakiuMu oTvedannch mpu jedenun BUY-unndeximn
JTAMUBY IUHOM.

HesxenaTebHbIE PEAKIMK, KIACCH(QUIIMPOBAHHBIE KaK CBA3aHHBIC MIIM BO3MOXKHO CBS3aHHBIC C
Tepanueii TaMUBYIMHOM, TIEPEUHCIICHBI HUKE B COOTBETCTBHH C NIOPAKEHUEM OpraHOB U CHCTEM
OpraHoB M YacTOTOM BCTpedaeMocTH. YacTora BCTPEUaeMOCTH ONpPEICISICTCs CIICAYIOMNM
obpasom: ovenv uacmo (>1/10), wacmo (>1/100, <1/10), nevacmo (>1/1000, <1/100), peoko
(>1/10,000, <1/1000), ovens peoxo (<1/10000).

B npezenax Kak/0# KaTeropuH 4acTOThI HEXEIATEIbHBIC PEAaKLHMU MPEACTABICHBI B MOPALKE
yOBIBaHUSI CEPHE3HOCTH.

Hapywenusi co cmopousl Kpoeu u JuM@pamu4ecko Cucmempl: Heddacmo — HEHTPOTICHHS H
aHemust (MHOTJa B TSKEJIOH (opMme), TPOMOOLUMTONEHMS; O4eHb pedko — HNCTHHHAs
SPUTPOLIUTAPHAS aIlIa3us.

Hapywenus co cmoponvl 06MeHa 6ewyecme u NUMAHUs. 4acmo — TUINCPIAKTaTeMHUs, 04eHb
peoko — NaKTOALUI03.

Hapywienus co cmopoHbl HepEHO CUCMEMbl: ACMO - TOJIOBHAs 00JIb, OECCOHHHUIA; O4eHb peoxo
- nepudeprueckas HepoiiaTs, B TOM YKCIIC TAapECTE3HH. L R R At
Hapywienus co cmoponbsl ObixameoHol CUCMeMbl, 0P2aHO8 2PYOHOU KIEMKU U Ccpeodocmenus:
yacmo - Kaielb, Ha3aJabHbIe CUMIITOMBI.

Hapywienusi o cmopoHbl Jicesly004HO-KUUeYH020 mpakma: 4acmo - TOUHOTA, PBOTa, Oosp MM
CrasMbl B KMBOTE, AMApesi; pedko — TAHKPEATHT, IOBBIIICHHE AKTUBHOCTH CHIBOPOTOYHOH
aMMIIas3bl.

Hapywienus co CmopoHbl nedeHu U JiceNueébl600iuux nymeu. Heuacmo - TPaH3UTOPHOE
[OBBILIEHHE aKTUBHOCTH «medenounsix pepmertoBy» AJIT u ACT; pedko - renaTur.

Hapywienusi co ¢cmopoHbl KOJiCU U NOOKONCHbIX MKAHEU: 4acmo - ChIIlb, ATIOTICLH; peoko —
AQHTHOHEBPOTUYECKUM OTEK.

Hapywienus co cmoponbl CKelemHO-MblueYHOU U COeOUHUMENbHOU MKAHY. 4acmo - apTpairus,
MBIIIECUHEIE HAPYIIEHHS; PeOKO - PabIOMHOIIH3.

Ob6wue paccmpoticmeéa u HApYwileHUs 6 mecme 66e0eHUs. 4acmo - HyBCTBO yCTAIOCTH,
HEJIOMOTaHHUE, TUX0paJIKa.

3aperucTpUpPOBAHBl  CIlydyad  DasBUTHS ~ OCTEOHEKPO3a, OCOOCHHO Yy  IALUCHTOB  C
obIenpu3HaHHBIMA (paKTOPaMH pHCKA, Ha MPOJIBHHYTOH CTaJ UM BUY-undexnuu uiId mpu
JUTMTE/IbHONM KOMOMHMPOBAHHOM aHTUPETPOBHPYCHOH Tepamnuu. JacToTa BCTPEUAEMOCTH ITOTO
SIBJICHUS] HEU3BECTHA.

Bo BpeMs NMpOBEJEHHs aHTHPETPOBUPYCHON TEpANHH MOXKET OTMEYATHCS YBEIHYCHHE MAcCChl

TeJla, a TAKXKE MOBBIIICHNE KOHIICHTPAUU TJIFOKO3bI U JIMIIUJI0OB B KPOBH.
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Y BUYU-uHOUIMPOBAHHBIX MAIMEHTOB C TSHKEIBIM MMMYyHOJEDHUIMTOM HAa MOMEHT Havasa
KOMOGMHHUPOBAHHON AHTHPETPOBUPYCHON TEpAIMM BO3MOXHO ~Pa3BUTHE BOCIATHTEIBHOM
peakiuu Ha (OHE GECCHMITOMHBIX ONMOPTYHHCTHYECKUX HMH(MEKIMA HIM MX OCTaTOYHBIX
apnenuit. Takke OBUIM 3aperMCTPUPOBAHbl Clydad DPa3BUTHS ayTOMMMYHHBIX 3a00JeBaHMH
(manmpumep, 60s1e3Hb ['peiiBca, ayTOUMMYHHBIN IeNaTuT) Ha (POHE BOCCTAHOBJICHUSA MMMYHHUTETA,
0JIHAKO BpeMsi TIEPBHYHBIX IPOSBJICHUI BaphbUPOBAIO U 3a00JIEBAHHE MOIJIO BO3HUKATH 1e€pe3
MHOT'O MECSIIEB T10CJIC Hadyasla Teparum.

Jlemu

669 neteii B Bo3pacTe oT 3 MecsueB 10 17 ner, undunupopanubix BUY-1, xoropeie motyyanm
abakaBup ¥ JIAMHMBYJMH OJMH WM JBa pa3a B CYTKH, MPHHUMAIM Y4aCTHE B HCCIICJOBAHUH
ARROW Trial (COL105677). Y nanueHToB JA€TCKOro Bo3pacTa, IpUHUMABIIMX MPErapaT OAuH
WIH [Ba pa3a B CyTKHM, HE ObUIM BBISBICHBI JOMOJHHUTEIbHBIE MPOOICMBI, CBA3AHHBIE C

0€e30MacHOCThIO, 110 CpPaBHEHHUIO CO B3POCJIBIMU MAIlMCHTAMH.

Ilepexo3upoBka

- Cumnmompi; WMEIOTCS HEMHOTOYMCIIEHHbIE JIAHHbBIE O.TQCIEACTBUAX OCTPOM MEepe03MPOBKA.
_JaMMBYAMHA Yy 4esjoBeka. JIeTalbHBIX HMCXOJ0B . HE:-OTMEYaJoCh, COCTOSHHUE BCEX IAIMCHTRI
HOpMaM30Baoch. Kakux-mbo crnenuduyeckux MPpU3HAKOB MM CHMIITOMOB HEPE03HPOBKH
JIaMMBY/IMHA BBISBJICHO HE OBLIIO.

Jlevenue: peKOMEHIyETCs KOHTPOJMPOBATh COCTOSHUE IMAllMEHTa M 0 HEOOXOAMMOCTH
NIPOBOIMTL CTAHIAPTHYIO MOUICPKHUBAIOILYI0 Tepanuio. [TockobKy JaMUBYIMH BBIBOAUTCS H3
OprausMa C IIOMOIIBIO JHaM3a, JUIA JICYCHHS IIE€Pe/IO3MPOBKH BO3MOXHO IPUMCHCHHE

HENPEPHIBHOIO reMOANaIN3a, OJHAKO CIICHaJIbHBIX HCCJICJOBAHUN HE IIPOBOAUJIOCE.

B3aumojeiicTBHS ¢ JPYTHMH JIEKAPCTBEHHBIMH MpenapaTaMu

WccreoBaHus J1€KAPCTBEHHBIX B3aMMOJICHCTBMH OBUIM IIPOBEJCHBI TOJIBKO € yYacTHEM
B3POCJIBIX MAIlMEHTOB.

MeTtaboueckoe B3aUMOJEHCTBHE JAMHUBYAMHA C JPYTHMH IIperaparaMyd MalloBEpOSTHO B
CBSI3M C €r0 HE3HAUMTEIbHBIM METa00IM3MOM, OTPAHHYEHHBIM CBS3BIBAHUEM C OEJIKaMU ILIa3Mbl
KPOBH ¥ IIPAKTUYECKH TTOJTHBIM BBIBEJICHMEM Yepe3 [T0YKH B HEU3MEHEHHOM BUJIC.
OJIHOBPEMEHHOE MPUMEHEHHE KOMOHHAIIMHE TPHUMETOIIPHM+CYJIb(haMeTOKCa3ol B /103€ 160 mr +
800 Mr (Ko-TpMMOKCA30J1) MPHUBOAUT K IIOBBINICHHIO SKCIIO3HIIMH JIAMUBYIHHA Ha 40%, dgtO
00yCII0B/IEHO HATMYMEM TPUMETONPUMA; HATHYHME CyIb(pamMeToKcasona He OKa3bIBACT BIIMSIHHS
Ha (apMakOKWHETHKY JamuByauHa. OjHaKo, 3a HCKIIOYCHHEM IMAIUCHTOB C MIOYETHOM

HEJIOCTAaTOYHOCTBIO, KOPPEKIUs J03bl JIAMUBYJHHA HC Tpe6yeTc;1. HaMI/IByﬂI/IH HE OKa3bIBaCT

125805 "



JIT1-002385-181220

BIMSIHASL Ha (DApPMAKOKMHETHKY TPUMETONPUMA MM Cyib(pamerokcasoa. B cnywae, xorma
OJITHOBPEMEHHOE IPUMEHEHHE KO-TPUMOKCa30j1a SBJIACTCS ONpPaBIAHHBIM, MAIMCHTRI J0JDKHBI
HAXOJUThCA TI0J KIMHMYeckuM HaOmozaenueM. Cremyer u3beraTb COBMECTHOIO NMPUMCHCHHA
JaMHBYJMHa C BBICOKHMH JI03aMHM KO-TPMMOKcCa3ona JJId JICUEHHs MHEBMOHUH, BBI3BAHHOM
Pneumocystis jirovecii, 1 TOKCOIIa3M03a.

CrejlyeT y4MTBHIBATH BO3MOXKHOCTh B3aMMOJICHCTBHS JaMHBYJMHA C JPYTHMH OJHOBPEMCHHO
IPUMEHAEMBIMH JIEKAPCTBEHHBIMU TIperiapaTaMH, B OCOOCHHOCTH TEMH, Y KOTOPBIX OCHOBHBIM
MEXAHM3MOM BBIBEJICHUS SABJIAECTCS aKTHBHAS KaHAJIbIIEBAs CCKPEIMs Yepe3 CUCTEMY TpaHCIIOpTa
OpraHMYecKHX KaTHOHOB (HampuMep, TpuMeTonpum). Jlpyrne JACHCTBYIOIIME BEIICCTBA
(HarmpuMep, PaHWUTHAMH, LUMETHJMH) JHIIb YACTHYHO BBIBOAATCA C IOMOIIBIO yKa3aHHOTO
MEXaHM3Ma M He B3aMMOJCHCTBYIOT C JAMHMBYIAMHOM. AHAIOTM HYKIEO3MIOB (HAmpuMep,
JIMJAQHO3MH, 3WJIOBYJWH) HE BBIBOAATCA IOCPEICTBOM JaHHOrO — MeXaHM3Ma M HX
B3aUMO/ICHCTBHE C JJAMUBYAMHOM MaJIOBEPOSTHO.

[Ip1 OJHOBPEMEHHOM NPHMEHEHWH JIAMUBYIMHA M 3UJIOBYJMHA HAOMIONACTCA YMEPECHHOE (Ha
28%) yBelMueHHe MaKCUMaTbHOM KOHIEHTpalUK (Cmax) 3MA0BY/IMHA B ILIA3ME KPOBH, TIPH 3TOM
. obmas osxeno3uwis (AUC) V'CyI{eCTBEHHO HE H3MEHAETCs. 3UJIOBYIHH *HE. ~BAUACT Ha
(hapMaKOKUHETUKY JTAMUBYIMHA.

IIpenapar JlamuByuH-Buan He cieiyeT MpUHAMATh OJAHOBPEMEHHO C JPYIMMH aHalOramu
[IMTH/MHA, TAKUMHM KaK SMTPUIMTAOWH, B CBSI3M C €ro CXOJCTBOM C JIAHHBIMH IperapaTaMy.
Kpome Toro, mpemapar JlamuBymuH-Buan He cielyeT NpHHUMATh C JTFOOBIMU  APYTUMH
JIEKAPCTBEHHBIMHE IPENapaTaMy, COAEPKAIIMMH JTaMUBY IUH.

In vitro TaMUBYJIMH MHIMOMpYyeT BHYTPUKIETOYHOE (ochopuinpoBanue KJIapubuHa, 4TO
MPUBOJUT K TOTEHUHAILHOMY PHCKY TOTepH d(QeKTHBHOCTH KiIaapuOuHa B Ciydae
KOMOMHMPOBAHUS B yCJIOBHSIX KIMHHYECKOH MpakTHKH. HekOTOpbIC KIMHUIECKAE TaHHBIC TaK
)K€ TOATBEPXKIAIOT BO3MOXKHOCTh B3aUMOJICHCTBHS MEXY JIaMHUBYIMHOM H KJIapUOHHOM.
[105TOMY OJIHOBPEMEHHOE TPUMEHEHHE JTAMUBY/IMHA U KJIaIpHOUHA HE PEKOMEH/I0BAHO.
Ilutoxpom CYP3A He BOBJeUeH B ME€Ta0OJM3M JaMHUBYJMHA, MOITOMY B3aMMO/JICHCTBUE C
JIeKapCTBEHHBIMHU TIpenapaTaMu, KOTOpPbIe MeTaboJu3MpPYIOTCs 9TOM CHCTEMOH (Hampumep, ¢
MHTMOUTOPAaMH ITPOTEa3bl), MAJIOBEPOSITHO.

O/IHOBpEMEHHOE NpUMEHeHHe pacTBopa copbutona (3,2 r, 10,2 1, 13,4 1) ¢ OHOKpATHON 10301
namuByguaa 300 mMr B Qopme pacTBopa /UL NpHEMa BHYTPh y B3POCIBIX 3JI0POBBIX
7106pOBOJIBLIEB IIPUBOIMIO K JI0303aBUCUMOMY CHIKECHHMIO SKCIIO3UIMH JTaMHUBYIHHA (AUCx) Ha
14 %, 32 % u 36 % u Cmax JTamuByauHa Ha 28 %, 52 % u 55 %. IIo BO3MOXHOCTH CIEayCT
u36erath OJHOBPEMEHHOTO NMPUMEHEHHMs JIAMHBYJIMHA M COPOMTOJ-COACPIKANIMX TPENaparos,

b0 CIelyeT paccMOTPETh BO3MOKHOCTE GoJIee YacTOro KOHTPOJIs BAPYCHOH Harpy3Kku BUY-1
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B CiIydasX, Korjaa HEBO3MOXHO n30exaTh JUIMTEIBHOIO OJTHOBPEMEHHOI'0 MPUMEHCHHUS 3THX

npenaparos.

Oco0b1e ykazanus

[Ipumenenue npenapara JlamuByinH-Bran B xa4ecTBe MOHOTEPANTMK HE PEKOMCHIYCTCA.
ITepeoawa BUY-unexuuu

XoTs 6bUI0 0Ka3aHO, UTO 3Q(HEKTHBHOE MO/ABIEHHE BUPYCa C IIOMOIIBIO aHTHPETPOBHPYCHOMU
Tepanuu CYIIECTBEHHO CHIDKaeT puck nepenaun BUY npyruM jioisM 1mpu 1mOJIOBBIX KOHTAKTaXx,
HCKJIIOYaTh 3TOT PHUCK IIOJHOCTBIO Henb3d. [losTomMy mammeHThl JODKHBI  MPOJOJDKATh
cO0JII0/1aTh COOTBETCTBYIOIINE MEPHI IIPEIOCTOPOKHOCTH.

Hapywenue (hynkuuu nouex

V namueHToB ¢ HapylleHHeM (YHKIMM IMOYEK CPEAHEH M TSDKEJIOW CTECNEHM KOHICHTpALHs
namuByuHa B 1asme kpou (AUC) noBbliieHa, BCJICACTBHE CHIDKEHUSA KIIMPEHCa JTaMHUBYIMHA,
I03TOMY TaKHM MAlUEHTaM TpeOyeTcs KOPPEKIUS 103bI.

Tpounasa Hyk1eo3uonas mepanus

BNt I0TYYEHBl COOONIEHNs O BBICOKOW YacTOTE - CIIYHAEB BUPYCOIOTMYECCKOH HEYAAIH H

BOZHHKHOBEHMH PE3UCTEHTHOCTH HA PAHHEM STale MpU COBMECTHOM INIPHUEME JIAMHUBYAHHA B,
KoMGUHAIHH ¢ TeHO(OBHpa TU30MPOKcUIa GymMapaToM i abakaBHPOM, a TaKxke ¢ TeHO(QOBHpPA
JM30IpoKcHIa hymMapaToM U IMIAHO3HHOM B peXuMe 1 pa3 B CyTKH.

OnnopmyHucmuueckue un@exyuu

V ManMeHToB, MOJyYarolUX JIAMHBYIUH MM JPYTHe€ aHTUPETPOBUPYCHBIE MPENapaThl, MOTyT
Pa3BUTBHCS OMNMOPTYHUCTHYECKHE MHQPEKUMM WM JApYrue OCJIOXKHEHHUS BUY-undpexunmu,
[09TOMY TAIMEHTHI JIOJKHBI HAXOMUTHCS MO TIIATENbHBIM HaOJIOJCHHEM BpayeH, MMEIOIHX
OIBIT JieyeHus narmenToB ¢ BUY-acconnnpoBaHHbIMH 3a00JI€BAHUSIMH.

Ilankpeamum

Onucanbl PeJKue CIydyad Pa3sBUTHs MAHKpeaTHTa IPH NPUMEHEHHH JamuByluHa. OJHAKO HE
YCTAHOBJIEHO, BBI3BAHO JIH 9TO OCJIOKHEHHUE NEHCTBUEM JIAMUBY/IMHA HIIM SBJISCTCS CICACTBHCM
ocHOBHOTO 3aboneBanusi — BWU-undexumu. Jledenne npemapatoM Jlamusynus-Buan
HEOOXOAMMO HEMEUIEHHO MPEKPAaTHTh IpPU IOSBJICHUM KIMHUYECKHX CHMITOMOB HIH
1aGOPaTOPHBIX JAHHBIX, CBHETEIBCTBYIOIIMX O PAsBUTUM mHaHkpearura (60nmb B IKHMBOTE,
TOLIHOTA, PBOTA MM TIOBBIIIEHYE 3HAYCHHIT OHOXMMUYECKUX MapkepoB). CleyeT NpeKpaTuTh
TpueM Ipernapara 10 HCKIIOUEHHs TMario3a NaHKpeaTuT.

Jlakmoayuoo3 u 6blpasceHHaAA 2enAMoMe2aiiusa co Cmeamo3om

MMeroTcst cooOIeH s 0 pa3BUTHH JIAKTOAIN03a, BRIPAKECHHOW reraToMerajiiu o CTeaTto3oM, B

TOM YHCJI€ C JIETAJIbHBIM HCXOJ0M, BCJICACTBUEC aHTHpCTpOBprCHOﬁ TE€parnuyu aHajloraMu
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HYK/JIEO3UI0B B BHJE€ OT/ENBbHBIX IPENapaToB HIM B KOMOWHAILMH, BKIIOYAs JaMHUBYIHH.
[To100HBIE SIBIEHUS OTMEUYAIOTCS, IJIaBHBIM 00pa3oM, y JKEHIIUH.

KMHHUYecKHe CHMIITOMBI, KOTOPbIe MOTYT YKa3bIBaTh Ha Pa3BUTHE JIAKTOALM/03a BKIIOYAIOT B
cebst 06IIyI0 ¢1aboCcTh, AHOPEKCHIO, CTPEMHTENBHYIO HEOOBACHUMYIO IOTEPIO MAacChl TCIa,
CHMIITOMBI TIOPAXKEHHS KTy I0YHO-KUIIEYHOro TpakTa (TOIIHOTA, pBoTa M 6ONb B XKHUBOTE) U
OpraHoOB JIbIXaHHs (OJIBIIIKA ¥ TAXHMIIHO3), HEBPOJIOTHYECKHE CHMIITOMbI (BKJIKOYas MOTOPHYIO
c1aboCTh).

JledeHMe aHAJOraMM  HYKJICO3MJOB  HEOOXOAMMO NPEKpaTUTh B CIy4ac  pa3sBUTHS
CHMIITOMATHYECKON  THIEPIAKTaTeMHH M MeTabOJMYecKoro  aru/03a/J1aKToalnso3a,
[POrpecCHpYIOIIE TemaTOMErany UM GBICTPOro MOBBIMIEHHS aKTHBHOCTH aMHHOTpaHchepas.

JlakToaK 103 0OBIMHO pa3BUBAETCs MOC/IE HECKOJNBKUX MecsieB yedenus. Crexyer codmoaath
OCTOPOXHOCTh TPH TIPUMEHEHHH AHAIOTOB HYKJICO3HIOB /Ul JIEYEHHs JIOOOro MalMeHTa
(0COOEHHO — JKEHIIUH C 0)KUPEHHEM) C TeaTOMETaIMeH, TeMaTuTOM MU JIPYrMMH U3BECTHBIMU
dbakTOopaMM pHCKAa TOp@KEHHs [EYEHH M CTEaTo30M IMe4YeHH (BKIOYas INPUMEHCHHUC
OTIpe/IC/IEHHBIX JIEKAPCTBEHHBIX IIPENapaToB i YIOTpeOIeH s AJIKOTOJIs).

Mumoxonopuansnan ouc@yikyua é pesyibmame 6HympuympooHozo 6030eicHeus

AHAJIOTH HYKJICO3M/I0B ¥ HYKJICOTHIOB CIIOCOOHBI BBI3BIBATH PA3INYHYIO CTENEHb IIOBPEK/ICHHUS
MUTOXOH/IpUii, 4TO Haubosee SIPKO MPOSABJIAETCA MpU IPUMCHCHUM CTaBy/JMHA, [HaHO3MHA M
3UI0BYIMHA. 3apErMCTPUPOBAHBI CIIy4au PasBUTHS MHTOXOHJPHAIBHOH AMCQYHKIMH Y BHY-
OTpHUIIATENIBHBIX JETEH, TOBEPKEHHBIX BO3/ICHCTBHIO aHAJIOTOB HYKJICO3U/IOB BHYTPHYTPOOHO
W/ TIOCIIE POKJIEHHS; TJIABHBIM 00pa3oM 3TH Clydau ObUIM CBS3aHBI CO CXEMaMHM JICUCHHS,
CoJepKALUMHU 3UJIOBY/IUH. OcHOBHBIMHI HEXETaTeIbHBIMH  peakiusaMu  ObuIHd
reMaToJIOrHYecKie HapylleHHs (aHeMusl, HEWTDOIEHHs), HapyleHus OOMEHa BEIIECTB
(rumepnakTaTeMusi, THIEPIUIA3eMHs). OTH HEKENaTeJbHBIC PEAKIMH 4YacTo  SBIAIOTCA
TPAH3UTOPHBIMU. BBUTH 3aperMCTPUPOBAHBI PEJKHE CITydYad HEBPOJIOTHYECKHX PACCTPOHCTB C
MO3HMM HA4aioM (YBEITMYEHHE TOHYCA MBI, CYIOPOrH, HapyIIEHHE MOBEJICHU). SBITIOTCS
JIM JIJAaHHBIE HApYUIEHUs TPAH3UTOPHBIMH MIJIM MOCTOSHHBIMH B HACTOAIIEE BPEMs HEU3BECTHO.
BeposaTHOCTh pasBUTHS MHTOXOHAPHATBHOH JUCHYHKIHMHK CIETyeT pacCMaTpuBaTh y moboro
peGeHka, [0JBEpraBIIerocs BHYTPHYTPOOHOMY BO3JCHCTBUIO aHAJOraMM HYKJICO3HIOB H
HYKJICOTHJIOB, C BBID@KCHHBIMH KJIMHMYECKUMH CHMIITOMaMH HESCHOH OTHOJIOTHH, B
0COOEHHOCTH HEBPOJIOTHYECKMMH PACCTPONCTBAMHU.

[IpencraBieHHble J@HHBIE HE BIMSIOT Ha TEKYIIME HAMOHAIBHBIC PEKOMCHIALMH IO
NIPYMEHEHUIO AHTHPETPOBHPYCHOM Tepanmuu y OEpeMECHHBIX JKEHIIMH JUIA npoUIaKTUKK
BepTHKaIbHOI Tepegaun BUY-undpexmn.

Macca mena u oomen eeuiecms

125805

14



JIT1-002385-181220

Macca Tena, a Tak)Ke KOHIEHTPALUH JIMIIH/IOB M TJIFOKO3bI KPOBA MOTYT IIOBBIIIATECS BO BPEMs
aHTUPETPOBUPYCHON Teparmuy. DTH M3MEHEHHsl MOTYT ObITh YaCTHYHO CBA3AHBI C KOHTPOJIEM
3ab0JeBaHMs U 00pa3soM JKU3HU. BBUIM TOJTydeHBl JaHHBIC, TMOATBEPKAAIOIIME B HCKOTOPBIX
cilydasX BJIMsSHHE Teparii Ha KOHIEHTPALUIO JIMIIK/IOB, B OTHOUICHHH YBEIMYCHUS MacChl Te/Ia
Takue JaHHble OTCYTCTBYIOT. CieayeT NpOBOAMTH KOHTPOJIb KOHLEHTPAlMH JIMIHJIOB H
IJIIOKO3bl KPOBH B COOTBETCTBHM C YCTAHOBJICHHBIMH PeKOMEHJarusamu 1o Tepanun BHY-
uudexiuu. HapyuieHust MmuaHoro ooMeHa HEOOXOMMO KOPPEKTUPOBATh B COOTBETCTBHH C
KJIMHUYECKUMU TPOSBICHUAMH.

CuHOpom 60CCMAaHO61eHUA UMMYHUmMeEmAa

Y BUY-uHHUIMPOBAHHBIX MALMEHTOB C TSOKEIBIM MMMYHOJCHUIMTOM Ha MOMEHT Hayala
AHTHPETPOBUPYCHON Tepamvy BO3MOXKHO Da3BUTHE BOCHAIMTEILHOM pEaKIuu Ha ¢one
GECCHMIITOMHBIX ONIOPTYHHCTHYECKMX MHQPEKIMH HIM MX OCTATOYHBIX SBICHUH, YTO MOXKET
CTaTh MPUYHHOMN CEPHE3HOrO YXY/ILCHHS COCTOSHUS MM yCyryOICHUs CHMITOMATAKH. OO6BI4HO
3TH PeaKlM{ BO3HMKAIOT B TEUCHHE NEPBBIX HECKOJBKHX HEJEIb HIIM MECALCB IOC/IC Hadalla

AHTUPETPOBUPYCHOW Tepanuu. THOMYHBIMA [PUMEpPAMU  ABJIAIOTCH [IUTOMETaJIOBUPYCHBIH

pEHHAT, reHepaNM3OBaHHAS W/WIM OvYarosas HHGEKUWS, BbI3BAHHAS MHKOOAKTCPUAMH, U

[IHEBMOHHUS, BbI3BaHHas Pneumocystis jirovecii (TakKe W3BECTHa KaK ITHEBMOUKCTHAA
nuesmonus, [11). ITosiBieHue mMOOBIX CHMITOMOB BOCHANEHHs TpeOyeT HEMEICHHOrO

o0ce10BaHus U, IIpUu HEOOXOIUMOCTH, JICUECHUS.

AyTouMMyHHBIE 3a0osieBaHus (Takue Kak OosesHs . 'peiiBca, MOIMMHO3HT, CHHAPOM ['miteHna-_
Bappe, ayTOMMMYHHBIH T€NaTHT) TaKke HaOJIOfaInCh Ha (oHEe BOCCTAHOBJICHUS MMMYHHUTETA,
0JHAKO BpEMs TEPBUYHBIX IIPOSBICHHH BapbHpPOBAIO, M 3a00JICBaHAE MOIJIO BO3HUKATH Hepe3

MHOT'O MECSIIEB I10CJI€ Hayalla Tepallii 1 UHOTAa UMEJIO aTUITMIHOC TEYCHHUC.

3abonesarnua neuenu

[TampenThl ¢ XpoHudyeckuM rematutoM B wmm  C, mosydaromnme KOMOMHUPOBAHHYIO
AHTHPETPOBUPYCHYIO TEPAIHIO, MMEIOT TOBBILIEHHbIA PUCK PAa3BUTHS TSOKEIIBIX M MOTCHIUATLHO
NeTaTbHBIX HEKeNaTeNbHBIX peakiuii CcOo CTOpOHBI ImedyeHH. B ciydae COIMYTCTBYIOLIEH
IPOTHBOBUPYCHOM ~Tepamuu renaturta B wimn C cieayer TakkKe O3HAKOMHTBCS C
COOTBETCTBYIOIIMMH HHCTPYKIUSMH 110 TIPUMEHEHHUIO JIaHHBIX JICKAPCTBEHHBIX MTPEIapaToB.
Pe3yspTarhl KIMHHYECKHX HCCJIEJOBAHUHE ¥ JaHHBIE IMOCTPETMCTPALNOHHOIO HaOIIOICHHUS
yKa3bIBAIOT Ha TO, YTO Y HEKOTOPBIX MAIMEHTOB C COMYTCTBYIOIMM XPOHHIECKAM BHPYCHBIM
renatutom B (HBV) npu oTMeHe JlaMHBYJIWHAa MOTYT BO3HMKATh KIMHHYECKHE HIIH
nabopaTopHble MPH3HAKK pELUIMBA TeNaTHTa, KOTOphIE MOTYT HMETh foJiee TSKEIBIC
[IOCJIC/ICTBHS Y MAIMEHTOB ¢ JI€KOMIICHCHPOBAHHBIM 3a00JICBAHUEM NEUCHHU. B ciyyae oTMeHBI

JJaMHUBYJIMHA Y MAIIUEHTOB C COIMYTCTBYIOIIIUM BHUPYCHBIM IrelaTuToOM B, CIenyeT pacCMOTPETh
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BO3MOXKHOCTh TIPOBEJICHHS IIEPUOJMYECKOTO KOHTPOJA (QYHKIMH IICUYCHH KM MapKepoB
perIMKanuy Bupyca renatura B.

V NanMeHTOB ¢ yXe CYUIECTBYIOIIMM HapylleHHeM (YHKIMH IEYCHM, BKIIOYAs aKTHBHYIO
GopMy XpOHHYECKOrO TeraTHTa, OTMEYACTCS YBEIMYEHHE HacCTOTHI HapyImeHui (QyHKIUH
EYeHH BO BpeMs IIPOBEJEHHs KOMOMHMPOBAHHOH aHTHPETPOBHPYCHOH TEpalyiy. Taxue
ALHEHTl JOKHbI HAXOMMThCS IOJ HAGNIONCHMEM B COOTBETCTBHH CO CTAaHIaPTHOM
KJIMHMYECKOH mnpakTukoit. HeoOXoaumMo paccMOTPETh BO3MOMKHOCTH MNPHUOCTAHOBJICHHSA WA
TIpeKpalleHys JieueHus B Ciydae MNpPOSABICHUMH yXyAmeHHs 3a00NeBaHMi NEYCHH Y TaKuX
MalMeHTOB.

Ocmeonekpos

HecMOTpsi Ha TO, YTO STHOJIOTHS JIAHHOTO 3a00JeBaHUs SBJISETCS MHOTO(AaKTOPHOH (BKITIOYas
IPHEM TJIIOKOKOPTUKOCTEPOUJIOB, YMOTpEOJIEHHE aJIKOToJis, THKEIYI0 HMMYyHOCYINPECCHIO,
BBICOKMI MH/IEKC Macchl Teja), CIy4an OCTEOHEKpO3a Yallle BCEro BCTPEYAINCH Y MAIlUCHTOB Ha
npoasuHyTOM cragui BUY-uHbekuun w/uid JUTATEIBHO TPUHUMABIINX KOMOMHUPOBAHHYIO
AHTHPETPOBUPYCHYIO Tepanmio. IlamuenTtam cremxyeT oOpaTUThCS K Bpady, CCIM  OHH
HCIIBITEIBAIOT G0JIb ¥ CKOBAHHOCTD B CYCTaBaX WJIM TPYAHOCTH MPH- IBUXEHUH.

B3anmoaeii¢cTBIE ¢ IPYTrUMHU JIEKADCTBEHHBIMH CpeeTBaMu

[Ipenapar JlamuByauH-Buan He cieayeT MPUMEHSTH OJHOBPEMEHHO C  IperapaTaMH,

COJIEPKAIMMHU JIAMUBY/IUH HJIH SMTPHILMTaOHH.

[TpuMeHenue TaMUBYAMHA B KOMOMHAIIMH € KJIaApUOMHOM HE PEKOMEHIYETCH.
OcoGbie zpynnsl nayUeHmMos

Jlemu

B KIMHMYECKHX MCCIEIOBAHHAX Y JETeH, MOJyYaBIIMX JIAMHUBYIMH B (opme pacTBopa IJIsf
pueMa BHYTPh OJHOBPEMEHHO C JPYTMMH aHTHPETPOBHPYCHBIMM IMpenapaTaMu B bopme
pacTBOpa JUIs IpHeMa BHYTPb, YaCTOTa CYNPECCHH BUPYCa U OKCIO3UIMA JTAMUBY/IMHA B I1a3ME
KpOBH OBLTH HHKE, & PE3UCTEHTHOCTH BHpPYCa pa3BUBATACh Yalle, YeM y JCTEH, MOJydaBInX

npernapartsl B popme TabIETOK.

[To BO3MOKHOCTH HEOOXOAMMO MCHOIb30BaTh DPEXHM AHTHPETPOBUPYCHOH —Tepamnuu,
BKJIFOUAIOIIHI BCe mpernapathl B popme Tabierok. JlamusyamH B hopme pacTBOpa Ui IpHeMa
BHYTpb, TPUMEHSEMBIH  OJHOBPEMEHHO €  COPOMTON-COAEPKAMMH  JICKAapCTBCHHBIMH
Tnpenaparamu, cjeJyeT IPUMEHATh TOJIbKO B TeX CIy4asX, KOrja HEBO3MOXKHO NPUMCHEHHE
peXHMa TeparnuH, BKIIOYAIONIEro Bce Ipemaparthl B (opme TabieTOK, M KOrja I07b3a
[IPOBE/ICHHS JIeYEHHUs NPEBBIIIACT BO3MOXKHBIE PUCKH, BKIIOYas HU3KHMH yPOBEHb CYNPECCHH

Bupyca. ClielyeT paccMOTpPETh HEOOXOAMMOCTh 00Jiee 4acTOro KOHTPOJLA BHUPYCHOHM Harpysku
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BUY-1 IIpd OJHOBPEMEHHOM IIPHUMCHCHHUH JJaMUByJIMHa C JUIATCJIIBHO IPpUMEHACMbIMUA

COpOUTOII-COJIePIKAIIMMH TIperapaTaMu.

Biusinue Ha cnocoOHOCTH ynpapJisiTb TPAHCIIOPTHBIMH CpeACTBAMH, MEXaHH3MaMH

CrnenuaibHble HUCCIENOBAHUS 110 U3YUYEHHIO BJIMSAHUSA CPEACTBA Ha CIOCOOHOCTh yIpaBJiaTb
aBTOMOOHUJIEM )54 JABHKYIIAMHUCH MEXaHU3MaMH HC IIPOBOJAUJIUCH. VYyuteiBas
(bapMaKonoquecxne CBOMCTBA JJaMMBYJIHWHA, TAKOC BIIMSIHUAC MaJIOBEPOATHO. Tem HE MeHee, Ipu
OIICHKC CIocoOHOCTH IMalMEHTa YHpasJATb aBTOMOOMJIEM/MEXaHU3MAMH ciaenyeT NpuHUMaTh BO

BHUMAaHME ero 00IIee COCTOSIHUE, a TAK)KE XapaKTep HEXKEIATEIbHBIX peaxunﬁ JJaMHABYJIUHA.

®opma BeINyCKA

TabneTku, MOKpPBIThIE TIEHOYHOM 0607104K0H, 150 M.

TTo 60 TaBIeTOK B KOHTEHHEp MOTMMEPHBIN U3 TOJTUATHICHA HU3KOTO JIABJICHHS, YKYIOPEHHBIA
HABMHYMBAEMOM KDBIIIKOH U3 MOMMATHJIEHA HU3KOTO JaBJIeHHs, IPEI0TBpallatomeH clydaiiHOE

BCKPBITHE, U KOHTPOJIEM IIEPBOTO BCKpPBITUA, UJIK B KOHTCﬁHCp HOHHMCprIﬁ U3 MOJIMOTUJICHA

HU3KOro JaBJICHUA, YKyHOpCHHbIﬁ HaBUHYMBAEMOM KprHIKOﬁ U3 TIOJIUDTUJIEHA HHU3KOTI0

A

JaBJICHUS C KOHTPOJIEM II€PBOTO BCKPBITHS, HIM B OaHKy u3 oM THIEHTepeTaNaTa,

YKYTOPEHHYIO KPBIIIKOH U3 IOIMATHIIEHA HU3KOFO aBICHHS C KOHTPOJIEM IIEPBOTO BCKPBITHUA. | ;-
Ha ka1t KOHTeHep Wi OaHKY HAaKJIEHBAKOT STHKETKY CaMOKJICAIIYIOCH.

CBOGO/IHOE IIPOCTPAHCTBO B GAHKAX 3ANOJHSIOT BATON METUIIMHCKON THIPOCKOITUYECKOH.

“ OnauH KOHTCﬁHCp HJIKH OOHY 6am<y BMECTC C vI/IHCTpYKI_II/IeI\;I 10 MEOUIIMHCKOMY IIPUMEHCHHIO-

MMOMEIIAa0T B Ma4YKy U3 KapTOHA.

YeaoBusi XpaHeHHs
[Tpu Temmneparype He Bbime 25°C.

XpaHI/ITI: B HEAOCTYITHOM JUIA JIETe MecTe.

Cpok rognocTu
3 rona.

He ucnonp3oBars Ipenapar 1nocjie UCTCYCHUA CpoKa TFOJHOCTH.

YcioBus 0oTIycKa

OTIyCKaroT 110 PeLENTYy.
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HaumenoBanune o ajpec HWpPHIAHYECKOro JIHIa, Ha UMf KOTOpOro BbIAAHO
pPEruncTpanuoOHHOe YI0CTOBEPCHHUC!

000 «BUAII»
Opuanueckuit aapec:

109316, Poccust, r. Mocksa, Ocranosekuii mpoesn, A. 5/1, ¢Tp. 2, atax 6, opuc 571

IIponsBoauTe/In:

000 «lOxdapm», Poccus

353360, Kpacnomapckuit  kpaif,  Kpemvckuit Mm.p-H,  c.i. Tpoumikoe, — CT. Tpounkas,

tep. Hedrenpommnomanka

Oprauusanus, NPUHAMAOIIAN NPETeH3HH MoTpeduTeIeii:

000 «BUAIJI»

Opunnyeckuit aapec:

109316, Poccusi, r. Mocksa, OcranoBckuii poesf, 1. 5/1, ¢Tp. 2, aTax 6, opuc 571

Ten./pakc: (495) 725-58-17

Feﬂepanbﬂblﬁ JIAPEKTOP
000 «BUATI»

AneitaukoB B.A.

M3 PD
OKCHEPTHBIN OTYET
VIENCTBUTEJIEH U1 IAHHOM

BEPCUH JIOKYMEHTA
0000000001 3

QOI'BY

IINDEITH
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