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MHCTPYKIUA 110 MEJUILTMHCKOMY ITPUMEHEHHUIO
JIEKAPCTBEHHOI'O ITPEITAPATA

Kanyma®

Perucrpannonnsiii Homep: JIII-004513

Topropoe HaumenoBanue: Kanyma®

MexayHapoiHOe HeNATeHTOBAHHOE HAHMEHOBaHHue: cebenunasa anbda
JlexapcTBenHasi popma: KOHUEHTPAT [UIA IPUTOTOBJIEHHS pacTBopa it HHY3Hui
Cocras:

1 mn Konyenmpama cooepcum

Oeticmeylowee eewecmeo: cedenumnasa anbda 2 mr,

8CNOMO2amenbHble KOMNOHEHMbL:

TPUHATPHS LMTPAT auruapat 13,7 mr, nMMOHHas KUcioTa MOHoruapat 1,57 mr, 4yenoBe4ecKUn
CBIBOPOTOYHBIN anbOyMuH 10 Mr, Boaa A uHbeKUUi 10 1 MiL.

Onucanue

[lpo3pauHass [0 cierka omnajecuupyoomei, OoT OecLBETHOH 10 CBETJIO-KEITOro LBETa ¢
3€JIEHOBATHIM OTTEHKOM JKUAKOCTh 6€3 BUIMMBIX MIOCTOPOHHUX YacTHLl. MoryT nmpucyTcTBOBaTh
NOJTyTpo3payHblie OeNKOBONOJ0OHbIE YaCTULBI.

dapmakoTepaneBTHYecKasi  rpynma:  mpemapatbl Uil JiedeHMH — 3a0oneBaHuMi
TMUIIEBAapUTEIIEHOTO TPAKTa U HapyIIeHUH 0OMeHa BeIeCTB, GepMEHTHI.

Kon ATX: A16AB14
PapmakKo/IOrHyecKue CBOHCTBA

Cebenunaza anbda sBAsSETCS PEKOMOMHAHTHOW YEIOBEUECKOH JIM30COMHOM KMCIIOHW JIMMa3on
(rhLAL), ouumeHHOH OT su4HOro Oelka TpPaHCI€HHBIX Kyp, € TOHW XK€ aMHUHOKHMCIOTHOM
MOCIIEI0BATEIBHOCTHIO, YTO M y HATMBHOTO YyenoBeyeckoro ¢pepmeHta. OyuineHHas cebenunasa
anbga ABISETCS INIMKONPOTEUHOM ¢ 6 N-CBSA3aHHBIMU y4YaCTKaMHU INIMKO3WIMPOBaHuUs. [ TMKaHbI
cebenumnas3bl anba cOCTOAT mnpeumyinecTBeHHO u3 N-aunerwirmrokozamuHa (GIcNAc) u
N-CBSI3aHHBIX CTPYKTYp, 3aKaHYMBAIOLIUXCS MAaHHO3HBIMH, a TakXkKe MaHHO3a-6-(ocdaTHeIMU
¢bparmenTamu. OnucaHHble N-TIIMKaHOBBIE CTPYKTYpPBl 00JEr4aroT MorjouieHue Makpodaramu
Oenka B KJIETKax ¢ MOMOIIBI0 MAaHHO3HBIX HJIM MaHHO3a-6-(pochaTHBIX peLienTopoB.

DapmakoOuHamuKa

Cebenunaza anppa — peKOMOMHAHTHAs JIM30COMHAs KUCNas Junasa, (epMeHT, KOTOpBIH
NPUMEHSAETCS B KAuyecTBE 3aMECTUTENbHOH (PepMEHTHOW Tepamuu, C LENbIO YIIy4lIEHHUS
MeTabou3Ma JTMIHIOB U YMEHBIICHUS] HAKOIUIEHUs 3 MPOB XOJIECTEpPHUHA U TPUITIMLEPHIOB Y
MALMEHTOB BCEX BO3PACTOB NMpU AeduuuTe TM30coMHON Kucnoi nunassl (JIJIKJII).

Jeduuut nmusocomuoi kucnor ymunassl (JIJIKJI) — sto peaxoe 3aboneBaHue, O 3HAYMMBIMU
(GYHKIMOHATBHBIMU HapyLIEHUSIMU U BBICOKOM CMEPTHOCTBIO, KOTOPOE NOpaXkaeT JIIoAEH OT
MJIajieH4ecKoro 10 B3pocioro Bo3pacta. JIJIKJI y MianeHueB npezacTasiisier coboi HEOTIOXKHOE
COCTOSIHME € OBICTPHIM IPOTPECCHPOBAHUEM 3a00JIeBaHMA B TEYEHHE HECKOJBKMX HEJIEIb,
00BIYHO MpPUBOJSIIEE K JIeTalbHOMY Mcxoay B mepsble 6 MmecsueB >xusHu. JJIKJI sansercs



2

ayTOCOMHO-PELIECCMBHOM ~ JIM30COMHOM  OOJIE3HBIO ~ HAKOIUIEHHMsA,  XapaKTepHU3yroLuencs
reHeTHYeCKMM Jae(deKTOM, NPUBOASLIMM K 3aMETHOMY CHIDKEHHMIO WM IOTepe aKTUBHOCTH
dbepmenTa nmuzocomHol kucion nmunassl (JIKJI).

Jeduuur JIKJT npuBoaUT K HAKOIUICHUIO CIOXHBIX 3(QUPOB XOJECTEPUHA U TPUITIMLEPHIOB B
JIM30COMAax pa3HBIX MOMYJISALMNA KJIETOK, OPraHOB M CHMCTEMaX OpraHoB, BKJIIOYas eNaTOLUTHI U
makpodard. B medyeHM S5TO HAKOIUIEHME TPUBOJUT K TIeNaToMeraiuy, MOBBIIICHHOMY
COJIEP)KAHHIO JKHPOB, MOBBIIEHUIO YPOBHS TPaHCAMHMHA3, CUTHAIM3UPYIOIIEMY O XPOHHYECKOM
TMOBPEX/IEHUU TI€YeHH, U K MPOrpeccHpoBaHuio GuOpo3a, pasBUTHIO LMPPO3a U OCIOKHEHHUH
TepMHHaNbHOM craguu 3aboneBanus nedenu. JIJIKJI B ceneseHke MPUBOAMT K pa3sBUTHIO
CIUIEHOMEraJlik, aHeMuu W TpombouuroneHud. Hakomenue JIMNMAOB B CTEHKE KUIUCYHUKA
MPUBOJIMT K HApYIIEHHMIO BCACHIBAHMs MUTATEIBHBIX BEIIECTB M 3ajepxkke pocra. OOBYHO
pa3BUBAETCs AMCIMIMACMUS C YBEIMYEHMEM YPOBHEH XOJleCTepHMHA JIMIONPOTEMHOB HU3KOM
rmotHoctd (JITTHIT) ¥ TpuriavuepuoB U CHWKEHHUEM YPOBHS XOJIECTEPHHA JIMIIONPOTEHOB
BeicoKO#M miotHocTd (JITIBII), B codeTaHuu ¢ yBeIMYEHMEM COAEPXKAHHWs XHUpa B MEYCHH U
TNOBBIIEHHEM YpOBHsS TpaHcamuHa3d. Kpome mnopaxenuss nedenu, y mnauuentoB ¢ JUIKJI
HaOMIOaeTCs BBICOKMH DPHCK CEpIEYHO-COCYAUCTHIX 3aboneBaHMi M OBICTpOE pa3BUTHE
aTepocKiieposa.

Mexanuzm oeticmeus

Cebenunaza anbda CBI3BIBAETCA C peLENTOpaMH KJIETOYHOH MeMOpaHbl 4Yepe3 TIIIMKaHbI,
SKCIpeccUpyloluecs Ha Oenke, W B MOCIEAYIOLeM moriomaercs nuzocomamu. Cebenunasza
anp(ha KaTalu3upyeT JM30COMHBI TMAPONM3 3(QUPOB XOJecTepHHa W TPUIJIMLEPUIOB JIO
cBOOOIHOTO XOJIECTEPHHA, [VIULEPUHA U CBOOO/HBIX XXUPHBIX KHUCIIOT. 3aMeleHne pepMEHTHOM
axtuBHocTH JIKJI BegeT K CHW)KEHMIO YIEIbHOM JI0JIM JKUpa B TKAHU MEYEHU U HOpMalU3aluu
YPOBHsI TPaHCaMUHA3 B KPOBH, @ TAK)KEe BOCCTAHABJIMBAET MeTab0Iu3M 3UpPOB XOJECTEPUHA U
TPUIJIMIEPUIOB B JIU30COMAaX, YTO TMPUBOAMT K CHIDKEHHMIO YPOBHEW XOJIeCTEpHHA
nunonporedHoB Hu3kod rwiotHoctd (JIITHIT) M nuMnonpoTeMHOB HEBBICOKOM IUIOTHOCTH
(JITTaBII), TpuriMuepuaoB, U pocTy YPOBHS XOJECTEPUHA JIMIIONPOTEUHOB BHICOKOM MIIOTHOCTH
(JIMIBIT). ViydimeHue pocrta M pa3sBUTHS OpraHuM3Ma IPOMCXOIUT B pe3ysibTaTe YMEHBIICHUA
HAKOIUICHUS JIMIK/IOB B CTEHKE KHUINEYHHMKA W, KaK CJIEJCTBHME, YIYYIICHHS BCACHIBAEMOCTH
MUTATEJIbHBIX BELIECTB.

Knunuueckas s¢pghexmuenocms u 6ezonacnocmeo

Hccnedosanus y 0emeii ¢ 6nepeuvie 8bli8/1eHHbIM 0e@UYUMOM JIU30COMHOU KUCNOU TUNA3bL

Uccneoosanue LAL-CL03

B MHOrOIEHTPOBOM OTKpPBHITOM HecpaBHUTeNnbHOM HccnenoBanud LAL-CLO3  usyyanace
s¢pdekTuBHOCTE M Oe3omacHOCTh cebenumnasbl anbda y 9 maumentos ¢ JIJIKJI ¢ napymenuem
pa3BUTHs WIKA JPYTHMHU NPH3HAKaMU OBICTPONPOrpeCcCHPYIOLIEro 3a00J€BaHus, B TOM YHUCIIE, C
OBICTPOIPOrpeECCUpYIOLIEH NEYEHOYHOH HEJJOCTaTOYHOCTBIO % TSDKENION
renarociuieHomeranue, B Bo3pacte oT 1 no 6 mecsaueB I[lanueHThl mosy4Yaad TEparuio
npenaparoM Kanyma® B nose 0,35 mr/kr 1 pa3 B Henemo (p/Hest) B TedeHUE 2 HEJElNb, 3aTeM |
mr/kr 1 pa3 B Hegemo. B 3aBMCMMOCTH OT KJIMHMYECKOrO OTBETa Ha INPOBOAUMYIO TEPAIMIO,
yepe3 | Mecsil JO3UPOBKa Mpenapara Oblia yBenndeHa 10 3 MI/Kr 1 pa3 B HeZleNmo, pa3pemanoch
yBeJIMUeHHe 10361 cebenunaspl anbga 10 SMr/kr 1 pa3 B Hepemo. Pesynbrar sgdextMBHOCTH
TEpanuM [pernapaToM IO0Ka3al, 4YTO BBDKMBAEMOCTh MAlMEHTOB, IOJIyYaBIIMX JI€YEHHE
npenaparomM Kanyma®, ymy4mmnack no cpaBHenuto ¢ naumenramu ¢ JUJIKJI co cxomubiMu
KJIMHUYECKMMH CUMIITOMAMH, HE MOJy4YaBUIMX Tepaluu.

B uccnenoanuu LAL CLO3 6 u3 9 muanenues, notyyaBmux npenapat Kanyma®, noxuiam 10
12 mecsaueB u 6onee (67 % 12 mecsaunas BebKHBaeMocThb, 95 % JIU: ot 30 % no 93 %). Ilpu
NPOJOJDKEHUM JIeYeHHs nociie 12-MecsaHoro Bo3pacta | mauueHT ymep B Bo3pacte 15 mecsues.
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B ucropuyeckoii koropte 0 u3 21 nauueHToB nepexuiu 8-mecsaunslii Bozpact (0 % 12 mecsuHas
BBDKHBaeMocTb, 95 % JIU: ot 0 % no 16 %).

[Ipumenenne ceGenunassl anbha MPUBEIO K YBEIWYEHHIO Habopa MaccChl Teja; Yy4dIIeHHS
ObLIM OTMEYEHBI B IIEPBBIE HECKOJIBKO HEJEJIb JICYEHH U COXPAHSAIUCh 110 KOHLIA HCCIIeI0BAaHUS.
Ha 240-ii Hezene Mo CPaBHEHHMIO C HCXOJHBIM YPOBHEM HaOIIOJanoCh YBEIMYEHUE CPEIHETO
NpOLEHTHIs Macchl Tena K Bospacty ¢ 12,74 po 43,17 %, a cpenHss KOHIEHTpauus
CHIBOPOTOYHOIO anbO0yMUHa yBenuuuiach ¢ 26,9 no 31,98 r/n. Veenuyenue no3el 1o 3 Mr/kr 1
pa3s B HEJIEIO MPUBEJIO K JOMOIHUTEIPHOMY YJIyHUIIEHHIO Habopa MacChl Tea, K yJIy4lIeHUsM B
TeueHUH TUM(DaIeHONAaTHH, ¥ YBEIHIEHHIO YPOBHS CHIBOPOTOYHOTO albOyMHHa.

Uccneoosanue LAL-CL0OS

B MHOroueHTpoBOM, OTKpbiToM wHccnenoBanud LAL-CLO8 wusydanace sddexkruBHOCTE M
OezomacHocTe cebenunasel anbha y 10 nereit B Bo3pacte 8 MecaueB W Miaime ¢
NOATBEPXK/AEHHBIM JUarHo3oM Osictpo mporpeccupytomero JUJIKJI, tpeGyromero cpoyHoro
BMeILATE/ILCTBA, BKJIKOYAs (HO HE OrPAaHUYMBAsICh): BHIPAKEHHOE YBEIMYEHHUE 00beMa XKUBOTA U
renaTtoMeraiuio, 3aepXKKy (HU3MYEeCKOro pa3BUTHUS, HApyIIEHHE CBEPTHIBAEMOCTH KpOBH,
AHEMMIO TSDKEJIOH CTENEHW, W/WIM Haauyde PpoAHOro Opara WM CEeCTphl €  OBICTPO
nporpeccupytomuM TedenueMm JUJIKJI. Bce mnauueHTHl moiydand TEpanmuio [pernapaTtoM
Kanyma® B m03e 1 mr/kr 1 p/Hen.. B 3aBUCMMOCTH OT KJIMHMYECKOIO OTBETa /1032 Ipenapara
Gwla yBenuueHa 10 3 Mr/kr 1 p/uen yepes 4 Henenu; 3ateM 10 5 mr/kr 1 p/nea u go 7,5 mr/kr 1
p/HeA y OJJHOTO MalyeHTa.

DpdexTUBHOCTL TMOKa3ana, 4yto oueHka Karmana-Meiiepa npoueHTHoro cootHomenus (95 %
noBeputenbHbIi uHTepBan [[{1]) nauueHToB, noXKUBIIMX A0 Bo3pacTa 12, 18, 24 u 36 mecsues,
cocraBusio 90 % (55,5-99,7 %), 80 % (44,4-97.5 %), 80 % ( 44,4-97,5 %) u 75 % (34,9
96,8 %), coorBerctBeHHo. CHikenue ypoHeit ACT, ramma-royramunrpancepassl (ITT) u
o01wero 6unupyOrHa, a TaK)Ke MOBBIEHHE YPOBHS CHIBOPOTOYHOTO ab0yMHHA HaOIIOAIMCh B
o01eil Moy IS UCCIIeIOBAaHUS, ¢ MEIMAHON U3MEHEHMS OT UCXO/IHOIO YPOBHS JI0 MOCIIEHEH
OLIEHKH, paBHOii -34,5 en./1, -66,67 ME/n, -63,64 mxMoib/1 1 33,33 /11, COOTBETCTBEHHO.

Habmromanoce mocTeneHHOE YBEJIMYEHWE pocTa M Macchl Tena. MeauaHa M3MEHEHHMH 110
CPaBHEHHIO C MCXOJHBIM YPOBHEM IO Z-3Ha4YEHUsSM COOTHOLIEHUs Macchl Tena u pocra (MMT)
cHWXanach 10 4-i Hemenu BKouMTenbHO. Haumuas ¢ 24-i Henenu, HaOMIOMAIUCh CTOWMKHE
yiayumenus. Ha 144-if Henene meanmaHa u3MeHeHWH (auanasoH) nmo Z-sHayenuro ang MMT
cocraBuna 3,07 (-1,0, 5,3) ot ucxoaHoro ypoBHsi.

Jemu u e3pocivie ¢ 0euyumom 1u30COMHOU KUCTIOU TUNA3bL

Uccneoosarnue LAL-CLO2

B MHOroLEeHTpOBOM JIBOMHOM clieroM Iutanebo-koHTponupyemoM HccienoBanud LAL-CLO2,
usydanach 3pheKTUBHOCTE U Ge3omacHOCTh cebenunassl anbda y 66 nereit u B3pocisix ¢ JIJIKII
B Bo3pacte oT 4 10 58 nert, co 3HaueHusAsMU AJIT >1,5 oTHOCHTENBHO BEPXHEH IPaHUIBI HOPMBI
(BI'H). IMauueHTsl moiy4Yand Tepanuio 160 JiekapcTBeHHBIM npenapatroM Kanyma® B nose 1
mr/kr 1 pa3 B 2 Hepenu, ubo rianebo B TeyeHue 20 Heneap B JBOMHOM CIIENOM IIEPHOJIE.

CTaTUCTHYECKH 3HAYUMOE YIIy4IlEeHHEe 110 MHOXKECTBEHHBIM KOHEYHBIM TOYKaM HabIoJanoch B
rpyIine MaiydeHToB, MPOXOAUBLIMX JeueHue npenaparoM Kanyma® 1o cpaBHEHHIO ¢ IpYIIIOH
MaIMeHTOB, MOJyYaBIIMX IU1anebo, Ha MOMEHT 3aBepiieHus1 20-He1eIbHOr0 JBOMHOIO CIIENIOro
neprojia uccieaoBanus. A6comorHoe cHikeHue cpeanero yposas AJIT cocrasuno 57,9 En/n (-
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53 %) B rpynmne NpoxoauBIIKMX JieyeHue npenapatom Kanyma® u 6,7 En/n (- 6 %) B rpymme
NOJTyYaBIIUX 1ane6o.

U3 26 nauueHToB C MapHBIMU OuorncusMu nedeHy, y 63 % (10/16) nmauueHTOB, MOJyYaBIIMX
neyenue npenaparomM Kanyma®, ObU10 3aMKCHMPOBAHO CHM)KEHHE BBHIPOXKEHHOCTH CTEaTO3a
neyeHy (KaKk MUHUMYM 5% CHIKEHHE), YTO H3MEPSIOCh METOZ0M MOPYOMETPHH 110 CPABHEHHIO
¢ 40 % (4/10) naumeHToB Ha 1uiane6o. ITo pazauure He ObIO CTATUCTUYECKH 3HAUYHUMBIM.

Omxkpuimeiii nepuoo

[llecTpaecAT NATh U3 66 MAMEHTOB BOLLUIA B OTKPHITHINA nepuoa (10 130 Henens) ¢ BBEACHHEM
npenapara Kanyma® B mo3e 1 mr/kr 1 pa3z B 2 Heaenu. Y NalMEHTOB, MOJyYaBIIMX Mpenapar
Kanyma® B XxOje ABOWHOIO CIIENOr0 II€PUOJA, COXPAaHANOCh CHiKeHue yposHed AJIT,
JIOCTMUTHYTOE BO Bpemsi NepBbIX 20 He/esb JeUeHHUsl, U HabM0aloCch AajlbHEAlIee YiTyYlIeHue
JMIUIHBIX [OKa3areei, Bioyas ypoHu xonectepuna JINHIT u xonecrepuna JINBIL

V nauyeHToB, MOJy4YaBIIUX IU1anebo BO BpeMs ABOHHOIO CIENOro Mepuoja, Hadajo JICYCHUS
npenaparomM Kanyma® Bo BpeMsi OTKPBITOrO neprozia Aano 6eicTpoe yny4dmenne yposueid AJIT
M JUINMAHBIX NoKasarteneil, Bkmouas ypoBHu xosectepuna JIIIHIT m xonecrepuna JIIIBII,
aHAJIOTMYHO MAlMEHTaM, PaHIOMH3MPOBAaHHBIM HCXOJHO Ui moiydyeHus KaHymbl BO Bpems
JBOMHOTO CJIENIOr0 NMEPUOA.

Hccneoosanue LAL-CLO1/LAL-CL04

B oraensHom otkpeitoM uccnenoBanud (LAL CLO1/LAL CLO04) y B3poCHBIX MalMEHTOB €
JUIKJI, yiry4ineHue rmokasaresieil ypoBHs ChIBOPOTOYHBIX TPaHCAMUHA3 U JIMITU/IOB COXPaHIOCh
B TeuyeHue 260-HeenbHOrO mepuoja jedeHus. Bocemp M3 AEBATH NALMEHTOB MEPELUIA U3
uccnegopanus LAL-CLO1 uyepes 4 nenenu neyenus (0,35 mr/kr 1 p/uen, 1 mr/kr 1 p/nen unm
3 mr/kr 1 p/uen) B uccnenosanue LAL-CLO4 (1 mr/kr unu 3 mMr/kr 1 pa3 B 2 Hezienu), Py 9TOM
5 manMeHTOB MOJy4Yalad J03UpoBKy | Mr/kr 1 pa3 B 2 Helenu M 3 mauueHta — J03UPOBKY
3 mr/kr 1 p/uen. [NoBeleHHe ypoBHE# CHIBOPOTOYHBIX TpaHcaMuHa3 U xonectepuna JIITHII u
cHKeHue ypoBHs xonectepuna JI[IBII nabmonanock B nepro, KOraa NauydeHThl He MOJTyvand
nedeHue cebenumnaszoi ansda.

HUccneoosanue LAL-CL06

B MHOroueHtpoBoM, OTKpeiToM ucciaenoBanud LAL-CLO6 wusydanack 3pGeKTMBHOCTL |
6e3omacHocTh cebenunasel anbdha y 31 pedenka u B3pocioro ¢ JUJIKJI, Bximoyas nmauueHTos,
KOTOpbIE HE TIOMXOIHIIM JUIsl PE/IIIECTBYIOMMX KIMHUYECKUX uccienoBanui. Kak Munumym, 4
NalyeHTa B UCCIIeI0BaHUHU JOJDKHBI ObUIH OBITH B BO3pacTe OT 2 10 4 JIeT.

[TaumeHTsl nonyyanu Tepanuio npenaparom Kanyma® B HauyanpHOW mo3e 1 mr/kr 1 pas B 2
Heaenu. OpuMHHAAUATh U3 13 MAUMEHTOB, y KOTOPBIX NPOM30LUIO YBEIMYEHHE JO3UPOBKH,
TOJIy4YMIIH YBEIMYEHHE MCXOHOM 103upoBKHU ¢ 1 Mr/kr 1 pa3 B 2 Henenu 1o 3 mr/kr 1 pas B 2
HEJENH , U 4 W3 3TUX MAlMEHTOB MOJYYHIH JaibHeillee yBeIndeHue T03UPOBKH 10 3 mMr/Kr 1
pa3 B 2 HEACTH .

AXTHBHOCTBH CHIBOPOTOUYHBIX TpaHcamuHas (AJIT/ACT) 6pina nopeilieHa Ha KCXOJHOM YPOBHE
npuMepHO y 75 % NalMeHTOB, U MPUMEPHO Yy TOJOBHHBI MALMEHTOB KOHLEHTpalus Obita > 1,5
or”ocurensHo BI'H. Chwkenune ypoBHeir AJIT u ACT 6buto oueBWAHBIM Ha 4-H Hezlene W
COXpPaHsJIOCh BO BpeMsi JAJTMTENIBHOTO JIeueHUs cebennnasoii anbda, co CpeTHUMH U3MEHEHUAMHU
OT MCXOJIHOTO YpoBHs Ha 144-i1 Hepene, cocrauBmmu -40,3 exn./n (-32,0 %) u -42,2 en./n (34,2
%) COOTBETCTBEHHO.

KparkoBpeMeHHOEe MOBBILIEHHE YpOBHeW obmero xonectepuHa, Xonectrepuna He-JIIIBII u
xonecrepuna JIITHIT wabmroganock BCKOpe mocie Hayana JieuyeHus (4-1 Heaens), a 3areM, K
crenyomel oneHke Ha 8- Hexene, HaOMOJANOCh MX CHIDKEHHE HIDKE HMCXOJHOIO YpPOBHS.
[pogoiokeHne UIMTENbHONW Tepamuu cebenunazoil anbga MpUBENO K yJTydlIeHHIO npoduis
JIMIUIHOTO MPOGHIIs CBIBOPOTKU KPOBH, TMPU 3TOM CPEJIHUE M3MEHEHHs YpPOBHEW XOJeCTepuHa
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JITTHIT, Tpurnuuepuno u xonectepuna He-JIIIBII Ha 144-i Henene 1o CpaBHEHHIO C HCXOIHBIM
ypoBHeM coctaBuid -54,2, -47,5 wm -63,7 wmr/mn, coorBercTBeHHO. CpenHME 3HaYeHUs
NPOLEHTHOrO M3MeHenus cocrapunu -31,2, -19,1 u -30,3 %, coorBercTBeHHO. Habmonaanock
nosbinieHue xonecrepuHa JIIIBIT co cpeqHMM MOBBIIEHHEM OT UCXOJHOrO ypoBHA K 144-k
Heaesne Ha 10,2 Mr/ut 1 cpeJTHUM 3Ha4YeHUEM MPOLIEHTHOro yBenuyeHus Ha 39,7 %.

JlaHHBIe OMOTICHH NI€YEHH Y JIETEH U B3POCIIBIX

Buonrarel nedeHyd 59 mauueHToB, BKIIOYEeHHBIX B uccaemoBanus LAL-CL02 u LAL CLO6,
OBUTH OLICHEHBI HE3aBHCHUMBIM IATOJIOTOM B LIEHTPAJIbHOM YUYpPEXICHUH, KOTOPBIH HE 3Hal O
CpOKax MCCIeJOBAaHUs U HA3HAYCHHOM JICUCHHH.

Bbuoncuto neyenu ouenHuBand no mkaine ¢ubposa Mcexak y 59 mauMeHTOB MCXOAHO My
38 mauuentoB yepe3 12 mecsueB (T.e. 4yepe3 12 MecsueB sedeHus cebenunaszoi anbda). Y
36 mauMeHTOB UMENUCH MoKa3aTeNH 1o mkane Mexak kak MCXOAHO, TaK U Ha 12-M Mecsue.

Ucxomno y 3 u3 59 naumentoB (5%) mokasarens mno mkane Mcxak cocraBun 0 6Gamos
(otcyrcTBre ¢ubpo3a), y 15 nmammentos (25%) nokazarens no mkaie Mexak coctaBun 6 6aios,
YTO YyKa3blBaeT Ha MOATBEPXKAEHHBIA MM mporpeccupyromuii uuppo3. Ha 12-ii mecsn
HaOJII0IaI0Ch yIy4lleHre nokasatens no mkaine Mexak, koraa y 9 u3 38 mauuentos (24%) oH
cocrapun 0 GamioB, a y 7 manueHtoB (18%) — 6. B nenom, Ha 12-if mecsan y 31 u3
36 nauueHToB (86,1%) 3aperucTpupoBaHO yayylIeHUE UM OTCYTCTBUE YXYAUIEHUs IOKa3aTess
no mkane HMcxak. Ha 12-if mecsu y 10 namuentoB (28%) Habmoaanoch yMEHbIIEHHE
nokazatesns no mkane Mcxaka Ha > 2 6Ganna mo cpaBHEHHMIO C UCXOAHBIM YPOBHEM, BKIIHOYas
nepexox ot craguu 2 K craguu 0, ot craauu 3 k craausam | u 0, ot craguu 5 no craguu 0
(cHmxeHue Ha >3 Gana) u oT craguu 6 K craausM 4 u 3. Y stux 10 nagueHToB cO CHIKEHUEM
nokazatess 1o mkane Mcxak Ha > 2 6ania Takoke UMETUCh CYIIECTBEHHbIE YJIy4IIEHUs APYTHX,
CBSI3aHHBIX C MCCIIeIOBaHUEM, IOKa3arenei, Hanpumep, ypoBHei AJIT, xonecrepuna JIITHII,
xonecrepuHa JIIIBIT u xonecrepuna ne-JIIIBII 3a ToT sxe nepuos BpemMeHH.

C yyeroM KpUTEpHEB COOTBETCTBUS OXKMAANOCh, YTO OOJbIIEe YHCIO MALKEHTOB B
uccnenoanud LAL CLO6 nomkHbl ObUTM UMETh LMPPO3 U Oosiee TSHKENO KOHTPOJIMpYyEeMoe
3aboneBaHue, Hexenu nauumeHThl B uccnenoBaHuu LAL-CLO02, u3-3a 6Gonee mnpoABHHYTOM
craguu 3abo/ieBaHUS NEYEHH HAa HCXOAHOM YypoBHe. Pe3synbrarel OHONICHMM IEYEHU B
uccnenoBanusix LAL-CL02 u LAL CLO06 cooTBeTcTBOBanu apyr apyry. Ha ucxogHom yposHe B
000MX MccIeJOBaHUAX y OONBIIMHCTBA MAIIMEHTOB OBLT MUKPOBE3UKYJIAPHBINA cTeato3 (57 u3 59,
97 %), B ToM uucne y 45 u3 59 nauuentoB (76 %) co 3HayeHuem 4 (mkana ot 0 g0 4, TspKenas
CTENeHb OMNpelessieTcss Kak 3HayeHue, paBHoe 4, W OKBUBaleHTHa > 66 %
MOpPa)KEHHbIX/3aMELIEHHBIX COEJAMHUTEIbHONW TKAHBIO TIEeNaTOLMTOB), KaK W 0XMAAJIOCHh IpU
HaJIMYMKU OCHOBHOro 3aboneBanus. Ha 12-m mecslie 10/ MalMeHTOB ¢ MUKPOBE3UKYJISIPHBIM
CTEaTo30M TSDKENOM cTerneHd ymeHbliuiach: 17 w3 38 mauuenTtoB (45 %) umenu > 66 %
NOpa)KeHHbBIX/3aMEIIEHHBIX renaTouuToB (4 6anna).

Ileouampuueckaa nonynayus

Ha MoMmeHT BBesneHus nepBoil /103bl BocempjecsiT BoceMb U3 125 mnamuentoB (70 %),
noiyyaBmux cedenumnaly anbpa BO BpeMs KIMHUYECKHX MCCIIEIOBaHH, OBLIM JETCKOro U
NOJPOCTKOBOro Bo3pacta (ot 1 mecsiua 1o 18 ner).

DapmakoKuHemuka

®apmakokuHeTHKa cebenunaspl anbda y AeTedl ¥ B3poChbIX ObLIa OnpenencHa ¢ MOMOIIBIO
nonyIAuMoHHOro (papMakokuHeTHdeckoro ananuza 102 maumentoB ¢ JIJIKJL, momydaBmuwx
BHYTpUBEHHbIe MH(QY3uu cebenunaszpl anbda B 4 kinHMuYeckux uccienoanusix LAL-CLO02,
LAL-CLO03, LAL-CL04 u LAL-CLO06 (Tabnuua 1).
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[Ipornosupyemsle hapMaKOKMHETHYECKUE MapamMeTpbl U MapaMeTphl SKCHO3ULMH cebeunashl
anbda 1o pesyabTaTaM KIMHUYECKHX HCCIeJOBaHUH MpeACTaBIeHH! (10 BO3PACTHBIM IPYIIam)
B Tabnuue 1.

Ta6bmuua 1.  Cpepnue (SD) mnporHo3upyemble (hapMakOKMHETHMYECKHE IIapaMeTpel M
napaMeTphl SKCIIO3ULMHM I[OC]Ie MOBTOPHOTO BBeAeHHs cebenumassl anbda B ao3e 1 Mr/kr
naiuentam ¢ JIJIKJI, no Bo3pacTHeIM rpymnmnam

oxasarens Bospact <4 ner | Bospacror4 5o | Bospacr ot 12 10 > 18 aer
(N=5) 12 ner (N =32) 18 ner (N=34) (N=31)
CL (n/9) 17,2 (7,07) 22,8 (11,2) 32,7 (10,8) 37,6 (13,8)
Q (n/9) 1,96 (0,963) 1,41 (0,633) 1,61 (0,551) 1,54 (0,594)
Ve () 2,06 (1,22) 2,72 (1,43) 4,06 (2,01) 6,01 (5,43)
Vs (1) 6,13 (1,22) 6,79 (1,43) 8,13 (2,01) 10,1 (5,43)
typ (9) 1,88 (0,69) 2,71 (1,63) 2,18 (1,28) 2,24 (1,05)
AUCs (ar x u/mn) | 521 (174) 1410 (774) 1610 (658) 2060 (793)
Chmaxss (HI/MIT) 247 (80,6) 679 (370) 786 (315) 997 (367)

[Npumeyanue. OUeHKH MOJy4YeHbI 0 JaHHBIM uccnenoBanuit LAL-CL02, LAL-CLO03, LAL-CL04 u LAL-CL06.
AUCs = miowmans moj KpUBOW 3aBUCHMOCTH KOHLIEHTPALMU B CHIBOPOTKE KPOBH OT BPEMEHHM B PaBHOBECHOM
cocrosiund; CL = wiupeHc; Craxss = MakCHManibHas HaOmroqaeMas KOHLEHTpAlMsA B CBHIBOPOTKE KPOBH B
paBHOBecHOM coctosHum; DK = nmokasarenn dapmakokuHeTnku; Q = nepudepudeckuil KIMPEHC; typ = KOHEUHBbIH
MepHO/ TONYBBIBEIeHHs; V. = LEHTPalIbHBIH 00beM pacnpeneneHus; o0beM pacrpeleieHHs B PaBHOBECHOM
COCTOSIHMH

Jlunetinocmu/Henunetinocms

W3-3a OrpaHUYEHHOCTH JaHHBIX NMpH GoJiee BBICOKOW SKCMO3HMIMH cebenunasbl anbpa caenarh
BBIBOJ] O JIMHEHHOCTH ()apMaKOKUHETUKH HEBO3MOXHO. HakomeHus J1eKapCTBEHHOIO
npenapara rnocjie BeeaeHus B go3e 1 wmm 3 mr/kr 1 p/Hen u 1 pa3 B 2 Hezlen He HabmoaaeTcs,
XOTs HaOJIFO/IeHHsl 32 HAKOIIEHHEM IpernapaTa IpH BBEJECHUHU B 7103¢ 3 MI/KT | p/Hes; OCHOBaHBI
Ha OrpaHMYeHHOM KoJIM4ecTBe naiueHToB. Hakomnenus nocne BBeaeHus 1 p/Hes He oxuaaeTcs
13-32 OTHOCHTENILHO OBICTPOrO BHIBE/ICHUS NIpernapaTa.

Dapmakoxkunemuka 8 0cobbix 2pynnax nayueHmos

B xoae KOBapHAlMOHHOTO aHaiM3a MOMYJALMOHHOW (apMaKOKMHETHMYECKOH MOJENU
cebenunaszpl anbda ObUTO OOHapyKeHO, 4TO BO3pacT, MOJN M co3peBaHHE (EpMEHTa He
OKa3pIBaOT 3Ha4uTeNbHOro BiaMsHUA Ha CL (KIMpeHC JeKapcTBEHHOro cpeacTBa) M Ve
(ueHTpanpHblii 00BeM pacnpeneneHus) cebenunassl ansda. Macca Tena M IUIOWIAAbL
MIOBEPXHOCTH Tella Olpe/ieNieHbl Kak BakHble KoBapuathl nokasatens CL. Cebenunasa ansda He
McCIeIoBaach y MallMeHTOB B Bo3pacTe 65 et U crapuie.

Wudopmanus o papmakokuHeTrke cebenumnaspl anbda B HEEBPONEOUIHBIX STHUYECKUX IPyIIIax
OrpaHUYEHA.

Cebenunasza ansda sBisercs OelKOM; OXHIaeTcs, 4To B Xojae Merabonuzma OH Oyzder
pacIIeruIATbCA MENTUAHBIM TuApoau3oM. CleloBaTeNnbHO, HE OXHAAETCS, YTO HapylIeHHe
GbyHKIMU niedeHu OyaeT BIUATh Ha GapMaKOKUHETHKY ceOenunasbl anbda.

[Toueynass onumuHaLMs ceOenunaspl anbda CUUTAETCS BTOPHUYHBIM IIyTEM BBHIBEICHHS
npenapara. JlaHHblE y ALKEHTOB C HapyIIeHHON QyHKUHEH M0YEK OrpaHUYEHBEI.

HmmyHnozennocmo

Kak u B ciiy4ae npuMeHeHus 0ObIX OENKOBBIX MPEnapaToB, CYLIECTBYET NOTEHIMAIbHbIA PUCK
Pa3BUTUSI UMMYHOT€HHOCTH.



IToxa3zanusi K NPUMEHEHHIO

[Ipenapar Kanyma® mnoka3aH juisi [OPOBEACHHsS IJIUTEIBHOH 3aMeCTHTENbHOH (EpMEHTHOM
tepanuu (3®T) y nanueHToB BceX BO3PACTOB ¢ A€PUIMTOM JIM30COMHOM KHUCIIOM JIMIA3kI.

Hponmonmcammm

OnacHass JJis1 KU3HU THNEPYYBCTBUTEIIBHOCTD (aHa(anaKTuqecxax peaKum{) K cebenumnasze
am;(ba WK sTALIaM W/WIH K J'IIO60M}' M3 BCIIOMOTraTeJIbHBIX BECIIECTB B COCTABE Iperiapara.

IIpumenenne npu GepeMeHHOCTH H B EPHO/ I'PYAHOI0 BCKAPMJIMBAHHS
bepemennocmyo

K/IMHUYeCKUX MCCIIe0BaHui 1Mo 3(pGEeKTUBHOCTH M 0€30MacHOCTH MpPHMEHEHHs ceOenmnasbl
anbga y 6epeMeHHbIX He MPOBOJUIIOCH.

WccrnenoBanus Ha JKMBOTHBIX HE YKa3blBAIOT Ha HAIMYME MPAMOrO HJIM KOCBEHHOIO
HEraTUBHOTO [JEWCTBHA C TOYKM 3pPEHHMS PENpOAYKTUBHOM TOKCHYHOCTH. B wmemsx
IPEOCTOPOXKHOCTH CIIEYeT, 10 BO3MOXHOCTH, U30erats NpuMeHeHus npenapara Kanyma® Bo
BpeMsi OepeMEHHOCTH.

Ilepuoo 2pyonozo eckapmaueanus

JIaHHBIX O MPOHMKHOBEHHH cebenumnassl anbpa B IpyAHOE MOJIOKO 4yenoBeka Her. Cuemyer
NPUHATH pelleHHe JUbO MO TMPEKPAIeHHI0 IPYJHOrO BCKAapMIIMBAHHA, JHMOO IPEKPAaTHTh
Tepanuio npenaparom Kanyma® ¢ yyeToM MOJb3bl FPYJHOrO BCKapMIIMBaHHA A7 pebeHka u
HEO0OXO/IMMOCTH TEPAIUH AJIS KEHIIMHBI.

Cnocob npuMeHeHus H 103bl

Jleyenue npenaparom Kanyma® [n0/DKHO NPOBOAMTHCA MOJA PYKOBOJACTBOM OINBITHOIO Bpaya,
XOpOILO 3HAKOMOr'0 C MpUHUMNaMH BeaeHus naupeHToB ¢ JUIKJI, npounmu MeTabonnyecKuMu
HapYIIEHUSIMU WM XpOHUUecKuMHU Oone3nsamu nedeHu. [Ipenapar Kanyma® nomkeH BBOAMTHCSA
MOArOTOBJEHHBIM MEJULUMHCKAM pPabOTHMKOM, yMeEOmUM OOpoThCs € MEIULUMHCKUMHU
HEOTJIO)KHBIMU COCTOSTHUSIMU.

BaxkHo HayaTh JiedeHre MpenapaToM Kak MOXKHO paHblle 1ocie ycTaHoBiaeHus auarnosa JIJIKILL
Jemu mnaowezo 6o3pacma (8 6o3pacme <6 mecayes) ¢ neoasro eviaenennvim JJJIKJI

Pekomenayemass HavaibHas [Jo3a y JeTeil Miaamero Bo3pacta (<6 MecsileB) C HEOaBHO
BBISBJIEHHBIM ObicTpo mporpeccupyromuM JIJIKJI cocraBnser | MI/Kr ¥ BBOAMTCS B BHUJE
BHYTpUBeHHOU MHQY3uu 1 pa3 B Hememo. B 3aBUCUMOCTH OT KIIMHMYECKOTO OTBETA, CIEAYET
paccMOTpPeTh BO3MOXXHOCTh MOCTENEHHOTO YBEIUYEHHs J03bI 10 3 MI/Kr 1 pa3 B Hezielmo.

VBenu4eHue 1036l CIeyeT pacCMaTpUBaTh HA OCHOBAHUM OTBETAa HA TEPAIUIO N0 KIIMHUYECKUM
1 OHOXHMHUYECKMM KPUTEPHSAM, BKIIOYAs, HAIIPUMED, 3aMEJICHHBIH pocT (0COOEHHO MO OLICHKE
OKpY)XXHOCTH cpeaHeit wactu 1wieya, (OCII)), yxyameHue OHOXUMHYECKMX MAapKepoB
(HampuMep, TEYEeHOYHBIX TpaHcaMuHas, (eppuruHa, C-peakTuBHOro Oenka M Mokasartenen
KOAryJsiliMu), CTOMKAas WM YXYAIIAKOMIAsACs OpraHOMErajaus, 4YacThle HWHTEPKYPpPEHTHBIE
UHpEeKIMH U CTOMKOe yXyJAuleHHe APYTHMX CUMITOMOB (HampHMeEp, CO CTOPOHBI JKETyJ04YHO-
KHUIIEYHOI'O TPAKTA):

- B Clly4ae HEJOCTATOYHOIO KJIMHMYECKOTO OTBETa IOCJE MPOBEACHHsA, KAK MHHHUMYM,
4 ur(y3uii ceyeT pacCMOTPETh BO3MOXKHOCTD YBEIIMYEHHs 103bI 10 3 MI/KT;

- JanpHelillee YBENMYEHWE 03Bl 1O 5 MI/KT ClelyeT paccMaTpuBaTh B Cilydae
HEJI0CTaTOYHOTO  KJIMHUYECKOro OTBeTa IOCJe MpPOBEJEHMS, KaK MHHHMYM,
4 NOTIOHUTENBHBIX HHPY3HUH.
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JlanpHelnye KOPPEKUMH [03bl, TAKME€ KaK yYMEHbLIEHWE [03bl WIIM YBEJIMYCHHE HHTEpBajia
MEXJy J[03aMH, MOXHO TIPOBOJUTH HHAMBHIYaJlbHO B 3aBUCUMOCTH OT [OCTH)KEHUS H
NOJIepXKaHHsl TeparneBTHYECKUX Lened. B KIMHUYECKUX MCCIEN0BaHUAX OLICHHUBAIM JI03bl OT
0,35 g0 5 mr/kr 1 pa3 B Helemo, MPU TOM OJMH MALMEHT Moyyan Gojiee BBICOKYHO 103Y,
cocraBuBLIytO 7,5 Mr/kr 1 pa3 B Hememo. J[03b1 BbIIE 7,5 MI/KI HE H3y4aJIHCh.

Memu u e3pocnwvie ¢ JJJIKJI

Pexomenyemas j03a y jaerei crapie 6 mecsueB U B3pocisix ¢ JUIKJI cocrapnser 1 Mr/kr u
BBOJIUTCS B BU/I€ BHYyTPUBEHHOH HH}Y3uH 1 pa3 B 2 HenEH.

VBenuuende 10361 A0 3 Mr/kr | pa3 B 2 Helend CieAyeT paccMaTrpMBaTh, HCXOIS U3
KJIMHHUYECKOTO OTBETA.

Ilpumenenue npenapama ¢ 0codbIX K1UHUYECKUX ZPYNNAX
YV noowcunvix nayuenmoe (= 65 nem)

BesonmacHocts ¥ 3¢dektuBHOCT, mpenapata Kanyma® y mnauueHToB crapme 65 jeT He
OLIEHUBAJIaCh, MOATOMY KaKue-THOO pPEeKOMEHJALUMH MO aJbTEPHATHBHOM JO3MPOBKE y TaKHX
NALUEHTOB OTCYTCTBYIOT.

V nayuenmoe c noueynoii ne0ocmamoyHocmoio

Ha oCHOBaHMHM MMEIOLIMXCS JaHHBIX MO (apMaKOKUHETUKE U (papMaKkoJUHAMUKe cebenunasbl
anba, Koppekuuu 1036l npenapata Kanyma® y nauueHTOB ¢ I04Y€4YHOM HEJOCTATOYHOCTHIO HE
Tpebyercs.

V nayuenmos ¢ neuenounou He0OCmMamoyHoCmvio

Ha ocHOBaHMHM MMEIOLIMXCS JaHHBIX MO (apMakoKMHETHKEe U (apMaKoJWHAMHKE ceOesenashl
anb(da, KoppeKuuu 1036l npenapara Kanyma® y nmanueHToB ¢ NEYEHOYHOH HEJI0CTaTOYHOCTBIO
He Tpebyercs.

V oemeii u noopocmxkoé

Hasnauenue cebenumnassl anbpa JeTAM IPYAHOrO BO3pacTa ¢ MOATBEPXKAECHHOM IOJMOPraHHON
HEZI0CTATOYHOCTHIO NPOBOJAT HA yCMOTPEHUE JIeYallero Bpaya.

V nayuenmos ¢ uzbvimounoi maccou mena

Ouenka Oe3omacHocTd W 3ddexTuBHOCTH cebenunassl anbda y TaKMX IaUUEHTOB HE
NPOBOJIUIIACH, B CBSI3H C YE€M, B HACTOSLIEE BPeMsl PEKOMEH/JALUH 110 aJIbTEPHATUBHOMY PEXUMY
JI03UPOBAHUS IS MALIMEHTOB ¢ U30BITOYHOM MacCoM Tea HeT.

Cnocob npumenenusn
[Tpenapar Kanyma® npeHa3HaueH TOJIBKO JUl BHYTPUBEHHOIO BBEJECHMUS.

Beck 00beM uH(]Y3uH clieyeT BBOAUTH NPUOMM3UTENBHO B TedeHHe 2 vacoB. Ilpu xopomei
MIEPEHOCUMOCTH TpenapaTa MalMeHTOM, MOXET OBITh PacCMOTPEH MEPeXOoJ]] Ha IPOBEICHHUE
uHOy3uu B TeyeHuu| yaca. B ciydae MmoBBILIEHHs 03Bl AJTUTEIBHOCTh UHDY3UH MOXKET OBITh
yBEIHYCHA.

[Tpenapar Kanyma® cnenyer BBOAUTH Yepe3 GuibTp 0,2 MKM.

Kaxnapiit ¢pnakon npenapara Kanyma® npenHa3Ha4eH TOJIBKO AJIs1 OJHOKPATHOIO NPUMEHEHHS.
[penapar Kanyma® pomken OviTh pa3seneH 0,9 % pactBopom Hatpust Xjiopuja (9 mr/mi) ans
uH}y3ui ¢ coOMOIeHMEM NPABUJI ACENITUKU.

Pa3BeieHHBIN pacTBOp BBOJWTCSA NALMEHTaM C IMOMOINBIO CHCTEMBl A1 MHQY3UH C HU3KHUM
CBSI3bIBAHHEM C O€JKaMM, MO BO3MOXKHOCTU OCHAIEHHOW MPOTOYHBIM €J1ab0 CBS3BIBAIOLIUM
6enku GumbTpoM ¢ pasmepoM nop 0,2 MKM C ILIOMAIBI0 MOBEpXHOCTH Gonee 4,5 cm?, BO
n30exxaHne OKKIIFO3UM QUIIBTpa.



Iloozomoexa eeedenus npenapama Kanyma®

[ToarotoBky u BBeaeHue mnpemnapara Kanyma® creayer NMpoOW3BOAUTH B COOTBETCTBHH CO
creyromuMu maramMud. Heob6xoaumMo cobroaTh npaBuiia acenTUKY.

a. Onpenenuts KOIMYecTBO (PIaKOHOB, KOTOphIe MOTpedyeTcs pa3BecTd A UHQY3UH, Ha
OCHOBaHHMH MAacCChI TeJla MalMeHTa ¥ Ha3HAYEHHOM JI035I.

6. Hate ¢nakonam c¢ npenaparom Kanyma® noctuus kKoMHaTHOM Temnepartypsl (15-25 °C)
nepez pasBeaeHreM (npuMepHo 30 MUHYT) C LEJIbI0 MUHUMM3ALMM BO3MOXKHOCTH 00pa3oBaHUs
OenkoBbIX 4YacTHll cebenumnasel anbda B pactBope. He ciemyer ocraBnsath ¢uiakoHBI Ipu
KOMHATHOM TeMIlepaType Ha CpOK, IpeBbllIatoIuii 24 yaca, nepes pa3BeIcHUEM AJI1 HHPY3UH.
DaKoHBI HE 3aMOPaXXUBATh, HE HarpeBaTh, HE M0/BEPraTh U3IyYEHUIO MUKPOBOJIHOBOM NEYH U
3alMIIATh OT CBETA.

B. He tpsctu. Jlo pa3BeseHus BU3yalbHO H3Y4UTh pacTBOp BO ¢uakoHe(ax); mpenapar
JOJDKEH COOTBETCTBOBaTh omMcaHuio (cM. pasaen «Omnucanue»). He cnenyer ucmons3oBath
npenapar B Cly4ae M3MEHEHUs I[BETa, OMYTHEHUS WM HaJM4YUs WHOPOIHBIX MEXaHWYECKHX
BKrodyeHui. [lockonpKy AaHHBIN Mpenapat MpeAcTaBiseT coboi pactBop Oenka, Bo (akoHax
MOTYT MPUCYTCTBOBATH MOJyNPO3pauyHble OENKOBONOA0OHbIE YACTHLIBL.

i MennenHo Habpath 10 10 M1 pacTBOpa M3 Kax/10ro (aakoHa U pa3BeCTH PaCTBOPOM IS
uHdy3mit Hatpus xmopupa 9 mr/mn (0,9 %) B coorBercTBMM ¢ Tabnuueld 2, B KOTOpOH
NPHUBEEHB PEKOMEHOBaHHBIE CyMMapHble 00beMbl MH(}Y3UH, B 3aBUCUMOCTH OT BETUYHUHBI
Macchl Tena. AKKypaTHo nepememniats. He Tpsctu.

Tabnuya 2. Pekomenoosanuvle 06vembl 66e0eHUs *

llnanamn MacCcChbl

(xr)

Hdo3a 1 mr/kr

Jo3a 3 mr/kr**

Jo3a 5 mr/kr***

O06muii 06bem
uHpy3un (M)

O6muii 06bem
uHpy3un (M)

O6muii 06bem
uHpy3un (M)

1-10

10

23

50

11-24 25 50 150
2549 50 100 250
50-99 100 250 500
100-120 250 500 600

* O6beM uHQY3uH AODKEH ObITh OCHOBAH HAa HAa3HAYEHHOW 03¢ W JOJDKEH OBITh NPUTOTOBIEH C
KOHEYHOH KOHLeHTpanuei cebenunasel anbda, paproii 0,1-1,5 mr/mi.

** JIns DalMeHToB, Y KOTOPBIX HE JOCTUIAeTCs ONTUMAIBHBIN KIIMHUYECKHHA OTBET IpH 03¢ 1 MI/KT.

**% Jlna mamueHtoB ¢ JIJIKJI B TedyeHWe mnepBBIX 6 MeCsUEeB J>KU3HH, KOTOpbIE HE JOCTUTAIOT
ONTHUMAJILHOTO KIIMHMYECKOTO OTBETA MPH J103€ 3 MI/KT.

Heucnonp3oBaHHBII npenapar M pacxoAHBIE MaTEpHaJIbl OOJIKHBI OBITH YTHIIU3UPOBAaHbI B
COOTBETCTBHH C IIPUHATBIMU B JAHHOM PEriOHE TpCGOBaHPIﬂMI/I.

Jna nomyueHus HMHPOpPMALMM O TPEBEHTHBHBIX MeEpax W MOHHUTOPHHIY peaKIHid
TUIEPUYBCTBUTENIBHOCTH cM. pazaen «Ocobble ykazanus». [lpy pa3BUTHH  peakuyu
TUIIEPYYBCTBUTEIBHOCTH JODKHBI TMPOBOJUTHCS COOTBETCTBYIOIIUE MPOGUIAKTUYECKUE MEpHI
MEJULIUHCKOHN NMOMOIIY, B COOTBETCTBUH C TEPANeBTUYECKUMH CTaHIaPTAMH.

Io6ouHoe neiicTBHE
Pestome npogunsa 6ezonacnocmu

[IpuBeneHHBIE HIKE JaHHBIE OTPAXAIOT HKCHO3ULMIO cebenunaszsl anbda y 125 mauumeHTOB B
no3ax ot 0,35 mr/kr 1 pa3 B 2 Heaenu 10 7,5 Mr/kr 1 p/Hea. B KIMHUYECKUX HCCIEI0BAHUX (CM.
pazzen 5.1), ¢ mpoI0JDKUTENBHOCTHIO JiedeHus oT 1 aHs no 60,5 mecsiues (5 ner).
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U3 106 aeteii 1 B3pOCIIBIX, BKIFOYEHHBIX B KIMHHYeCKUe uccienopanus, 102 (96,2 %) nosryyanu
cebenunasy anbha co CpelHed MPOAODKMTENBHOCTBIO JledeHns 33 Mecsua (6, 59 mecsues).
Menuana nNpoOAO/DKUTENBFHOCTH JledeHus 19 Jered rpyJHOro BO3pacTa, BKIIOYCHHBIX B
KIMHUYECKHE UCCiIeloBaHus, cocTaBmia 35,5 mecsues (ot 1 aus 1o 60 mecsuen).

Haubonee Cephe3HBIMU HEXENATENbHBIMUA PEAKUUSIMH, 3aperHCTpUpOBaHHBIMH Yy 4 %
NAlMEHTOB B KJIMHUYECKUX HCCIEJOBAaHUSX, OBUIA CHMIITOMBI, CBSI3aHHBIE C aHaduiIaKchei.
CuUMNTOMBI BKJIFOYAIH JAUCKOMGOPT B IPYAHON KJIETKE, TMIIEPEMHUIO KOHBIOHKTHUBBI, OJBILIKY,
TUIIEPEMHIO, OTEK BEK, PHUHOPEIO, TSDKETYIO JBIXaTeJIbHYI0 HEN0CTaTOYHOCTh, TaXMKapAuio,
TAaXMIIHOD, pa3ipakeHHe, MOKPAaCHEHHe, 3yJ, KPalMBHUILY, CTPUIOP, TMIIOKCHIO, OJIeqHOCTE M
JIHapero.

Hepe‘leHb HedKenamelbHoblx peakuuﬁ

B Tabauue 3 npeacTaBlieHbl JaHHBIE 110 HeXelaTeIbHBIM PEaKUMsiM y J€Teid rpy/THOro BO3pacTa,
nosiyyaBmux cebenunasy ansda B KIMHAYECKUX HccieloBaHMsAX. B Tabnuue 4 npeacraBieHsl
JIaHHBIE TI0 HEXXeJaTeIbHBIM PEaKIUsM y JeTeil U B3pOCIBIX, MOMyYaBmKX cebenunasy anbda B
KIMHUYECKMX HCCIIEOBaHUAX. Bo3MoxxHele Ha (GoHe mnpuMeHeHus cebenunasbl anboa
HeXeJaTeJIbHBIe PeaKklUH pacrpesieieHbl M0 CHCTEMHO-OPraHHBIM KjaccaM €  yKasaHHeM
YacTOTH MX BO3HMKHOBEHMS corjacHo pekoMenpauusm BO3: ouens yacto (1/10) u yacto (oT
1/100 mo < 1/10). HexenarenbHble peakliy CrpyNIUPOBaHbl M0 YaCTOTE M B KaXIOW rpymme
Mpe/ICTaBIIECHBI B OPSAAKE CHUKEHHUS CEPhE3HOCTH.

Tabnuua 3: 3aperucTpupoBaHHbIE HEXKENAaTelbHbIE PEAKIMU y JIETE€H IpyHOr0 BO3pacra,
nonyyasiux cebenunasy anbda (N = 19 nanuenron)

Kiacc cucrem oprano no MedDRA Yacrora® “LEPMUIHiCATIOTIVICTEHOTD
ynotpebneruss MedDRA

HapymeHust co CTOPOHBI IMMYHHOM OyeHsp yacTo ['unep4yBCTBUTENLHOCTD?

CHCTEMBI AHabuIaKTHYeCKas peakuus’

Hapymienust co cTopoHs! oprana OueHpb 4acTo Orek Beka

3peHus

Hapyiienust co cTopoHsl cepaua Ouenb yacTo Taxukapaus

Hapyenus co cTopoHbl OueHsp yacTo Hapyenue apixanus

JBIXaTebHOM CHCTEMBl, OPTraHOB

IPYJIHOM KJIETKH ¥ CPeIOCTEHUS

Hapy1enust co cTopoHs! sxenyaouHo- | OdeHb yacTo PBoTa, quapest

KHUIIEYHOT'O TPAKTa

Hapy1eHust co CTOPOHBI KOXH U OueHsb yacTo Chlnb, NATHACTO-NAITyJIE3HAs CHINb

MOAKOXHBIX TKaHEeH

O6uwe pacctpoiicTBa ¥ HapyieHus B | OueHb 4acTo Jluxopazka, runepTepMus

MEeCTe BBE/ICHHS

JlaGoparopHble 1 HHCTpyMeHTanbHble | OYeHb 4acTo Hanuuue cienuueckux aHTUTEN

JJaHHbIE K cebenumnase anbda
[NoBbIIEHUE TEMIIEPATYPHI TENA,
CHIDKEHHUE CaTypally KMCIIOpO/a,
TMOBBILIEHHE aPTEPUATIBHOTO
JIaBJIEHHs], YACTOTHI CEPACYHBIX
COKpAILEHUH U JbIXaTeIbHBIX
JBIDKEHUM

@ MoxkeT BKJIFOYaTh: Pa3ipakUTeNIbHOCTh, BO30YX/IEHNE, PBOTY, KPalUBHUILY, 3K3eMy, 3y], O1eHOCTb U
TUTEPYyBCTBUTENBHOCTD K JIEKAPCTBEHHOMY IIpernapary

® Habmopmanoce y 3 MNauMEHTOB TIPyAHOrO BO3pacTa, IONYYaBIIMX JIEYEHHE B KIMHUYECKHX
ucceoBaHusX. Ha OCHOBaHMM TEPMHHA MPEANOYTHTEIBLHOrO YHOTpeOneHus «aHapuiIaKkTudecKas
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peakuus» M NpUMeHeHHs KpurepueB CaMCOHA Ul BBIABIEHHS CHMIITOMOB, COOTBETCTBYIOLIMX
aHapUIaKCHU.

Tabnuua 4 3apernCTPUPOBAHHEIE HEXKENaTeNbHBE PEaKUMH y feTell M B3pocibix’,
nosyyaBimux cebenunasy ansda (N = 106 nauueHToB)

Knacce cucrem opranos no MedDRA Yacrora® TepMuH NpeanoYTUTENILHOIO
ynotpeonenus MedDRA
HapymeHust co CTOpOHBI UMMYHHOH OueHb 4acTo | ['MrepyYyBCTBUTENLHOCTE®
KHUTEMIE Yacro AnadunakTuyeckas peakius’
HapyieHust co CTOpOHBI HEpBHOM O4eHpb yacTo ["'onoBokpyxeHue
CHUCTEMBI
Hapymenus co CTOpOHBI COCY0B Yacro AprepuanbHas THIIOTEH3US,
TUIIEPEMHUS KOXKH
Hapymenus co cTopoHsl cepaua Yacro Taxuxapaus
HapyuieHust co CTOpOHBI ABIXaTeNbHON Yacto Oppika
CUCTEMBI, OPraHOB I'PYHOM KJIETKH
CPEAOCTEHHUs
Hapyumienus co cTopoHBI XKelry 104HO- O4eHb yacTo bonb B xuBOTE
KMILIEYHOI O TpaKTa Juapes
Yacto B3ayTtue xxuBota
Hapyenus co CTOpOHBI KOXH U Yacto Crinb, narmyJne3Has Chilb
MOJIKOXHBIX TKaHEH
OO61me paccTpoiicTBa M HapyLIEHUs B OueHb yacTo YTomiseMocTh
MECTE BBE/ICHHs Jluxopanka
Yacro JluckoMopT B rpyAHOM KIIETKE,
VIUIOTHEHHE B MecTe UHPY3uH®
JlabopaTopHble U HHCTPYMEHTAJIbHBIE Yacto [ToBbllIeHUE TeMMepaTyphl Tea
JJaHHbIE

* Habmoaanocsk y 2 NaleHToB, MONYyYaBIINX Je4eHHe B KIMHUYECKUX HUcciefoBaHusX. Ha ocHoBaHuM
TEpPMUHA TPEANOYTHTENBHOTO yNoTpeOneHus «aHadpuiIakTHiecKkas peakuys» U NPUMEHEHHs KPUTEPUEB
CaMcoHa JUIs BBISBJICHUS CUMIITOMOB, COOTBETCTBYIOIIMX aHA(UIIAKCUH.

® MosxeT BK/II0YaTh: 03H00, 3K3eMy, OTEK FOPTaHH, TOLIHOTY, KOXHBIN 3y, KPAUBHHUILY.

¢ BKiIIOYaeT: SKCTpaBa3alluio, 60JIb U KPaluBHUIYY B MecTe HHY3UH.

Onucanue omoenvHblX HedcelamenbHblX peaKyuli
I'unepuyscmeumenvHocmo

V namu u3 125 (4 %) nauweHToB, moydyaBmux cebenunasy anbga, Bxmodas 3 u3 19 (16 %)
nereit rpyiHoro Bo3pacta U 2 u3 106 (2 %) neteit U B3pOCIBIX, B KIMHUYECKUX MCCIIEOBAHHUIX
OTMEeYajld Cephe3Hble CHUMIITOMBI, COOTBETCTBYIOIME aHaduiakcuu Ha cebenunasy anbda.
Anadunakcusi pa3BUBanach BO BpeMs MpoOBeeHHs MHQY3HH, HE MO3XKE YEM YEpE3 rof IOCIe
Havasia JIeueHusl.

B kiauHuyeckux uccienoBaHusx y 59 uz 125 (47 %) naumeHToB, Mody4yaBIIMX cebenumasy
anba, Bmoyas 13 u3 19 (68 %) mereit rpyasoro Bospacta u 46 u3 106 (43 %) nereit u
B3POCJIBIX, 3apPErMCTPUPOBaHa, KaK MHUHAMYM, | peakuys runep4yyBCTBUTENBHOCTH (0TGOp ¢
UCII0JIb30BaHHEM IIPOBEPEHHOT0, 3apaHee OIpe/IelIeHHOro Habopa TEpPMHUHOB, CrPYIIMPOBAHHBIX
BMECTE JUIsl BHISBJICHUS BO3MOXHBIX PEaKLWil TMIepYyBCTBUTENBHOCTH). CUMIITOMBI, KOTOPbIE
COOTBETCTBYIOT HJIM MOTYT OBITh CBSI3aHBI C PEaKLUel IMIIepYyBCTBUTEIBHOCTH U BO3HUKIM Y
IBYX WM 0ojiee MAalMEHTOB, BKIIOYAIH, MIOMHMO IPOYero, OOk B JKMBOTE, BO3OYXKIEHHE,
OpoHxocnasM, 03HODO, JMapero, OTeK BeKa, K3eMy, OTEK JIMIA, apTepHajbHYIO TMIIEPTEH3HIO,
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pa3ApaXKMTEeNbHOCTh, OTEK TOPTaHH, OTeK Try0, TOIIHOTY, OTeKH, OyeqHOCTb, 3YA,
NMUXOPaJIKy/NOBEIIIEHHE TEMIEpaTypsl Tella, Chillb, TAXWUKApAMIO, KPAalUMBHHUIYy M pPBOTY.
BonpmMHCTBO peakuuii pa3BUIMCH BO BpeMs HH(QY3UMM WIM B TeYeHUE 4 4acoB C MOMEHTa
3aBeplIeHUs HHPY3UU.

Tpanzumopnas 2uneprunuoemus

CornacHo M3BECTHOMY MEXaHHM3MYy JEHCTBHs Ipernapata, Mocjie Hayaja JIYEHHs MpernapaTrom
Kanyma® nabmonancs OecCMMNTOMHBIM MOABEM YPOBHEH LMPKYJIMPYIOIIMX B KPOBOTOKE
XOJIECTepUHA W TPHUIVIMLEPUIOB. OTH IOJBbEMBI OOBIYHO BO3HMKAJIM B TEYEHHE IIEPBBIX
2-4 Hezienp U OCNAOSIUCEH B TEYEHHE JaibHEHIIMX 8 Hezenb ieyeHus npenaparoM Kanyma®.

HmmyHnozennocmn

Kak u Bce mpenapatsl O€nKOBOM MpUpOABI, Hpernapar o0nafgaeT MNOTEHLMAIbHON
UMMYHOT€HHOCTBIO. Y TMalMeHTOB OOHapy)KMBalM aHTUTENA K JIEKApCTBEHHOMY IIpemnapary
(AJIII) k cebenumnaze anbda. [lo cpaBHEHUIO ¢ MOMyIALMER AETEH U B3POCIBIX, B IOIYJISALMH
nereit rpyaHoro Bo3pacta (10/19 nanueHTOB) Yarie ObUIM MONOKHUTEIBHBIE PE3YIbTAaThl aHAIN3a
Ha AJIIL.

Cpenu 125 namuenros ¢ JIJIKJL, BkOYeHHBIX B KIMHWYECKUe HccaenoBanus, y 19/125 (15,0 %)
MalMeHTOB OOHapyXXMBalM aHTHTENa K JekapcTBeHHoMy npemapaty (AJIII) B kakoit-nu6o
MOMEHT BpEMEHM IMOclie Hayana JiedeHus cebenunaszoid ampda (9 pereld M B3pOCIBIX H
10 mauueHTOB rpyAHOro Bo3pacta). B momymsiumm pereit u B3pocisix ¢ JIJIKJI obpasosanue
AJIIT 6b10 BpeMeHHBIM, ¢ 00b14HO HU3KUMHU TUTpamu AJIIL. ITocTOSHHBIA MOIOXKUTENBHBIN
pesynbrar aHanuza Ha AJII1 nabmonancs y Bcex 10 aereid rpyaHOro Bo3pacra, a BEICOKMH THTP
AJIIT — y tpex u3 10 gereii rpyaHoro Bo3pacta. Cpeau stux 19 nauuenros y 11 (58 %) raxke
OTMEYEHO Halu4yKhe aKTUBHOCTH MHrubupyromux antuten (NAbs) B mob6oii MOMEHT BpeMEHH
0CJI€ UCXOJHOTO YPOBHSI.

Ilepeno3upoBka

B KIMHHYECKHX MCCIIE0BAaHUAX U3yYallH 103kl cebenunassbl anbda 10 7,5 Mr/kr 1 pas B Hezlemo.
CrieunuyecKux NPU3HAKOB W CHUMIITOMOB II€pEIO3MPOBKM Ha (oHe NpUMeHeHHs Oonee
BBICOKHMX /103 BBISIBJIEHO HE OBLIO.

B3aumopeiicTBue ¢ APYIrHMH JIEKAPCTBEHHbBIMH CPE€ACTBAMH

HccnenoBanus 1Mo B3aUMOJIEUCTBHIO He MPoBOAMIHCH. [TockombKy cebenunasa ansda npeacrasiser
cobolf  peKOMOMHAHTHBIA  4YelOBEeYeCKUid OeNOK, MaJOBEpOSTHOCTHBI  LUTOXpoM  P450-
OTOCPE0BaHHBIE UITH IPYTHE B3aUMO/ICHCTBUS.

Dapmaxono2uyeckas cCOBMecmumocms

[TockonbKy MccneI0BaHUs IO COBMECTUMOCTH € IaHHBIM IIPENapaToM He IIPOBOAHIIMCH, ET0 HE
CJIelyeT CMEIIUBATh C IPYTUMHU IIpenapaTaMu.

Oco0ble ykazanus

Joknunuyeckue oannvle no 6ezonacnocmu

JIOKJIMHAYECKHE JaHHBIe HE MOKa3bIBAIOT 0COOOM OMNAcHOCTH I 4eJOBeKa, OCHOBAHHOW Ha
TPaJMLMOHHBIX HCCIEI0BaHUAX (apMakoJIOrud Oe30MacHOCTH, TOKCUYHOCTH MHOTOKPAaTHBIX
103 y Kpbic W 00e3bsiH WIM BIMAHUA Ha (EepTUIbHOCTh, SMOpHodeTanbHOe, nepu- U
MOCTHATAJIbHOE Pa3BUTHE Y KPBIC M KPOJMMKOB. MccrenoBaHus XpOHHYECKOH TOKCHYHOCTH Ha
MOJIOIBIX SBAHCKMX MaKaKaX II0Ka3ald OTCYTCTBHE TOKCHYHOCTM IpM [03aX, B 3 pasa
NPEBBIIAIOIMX PEKOMEH/IOBAaHHYIO 103y Ui IpyAHBIX fAeredl U B 10 pa3 mpeBBIIArONIyIO
pEKOMEHIyeMyIO JI03y Uil B3pocibix/AeTeil. B mccnenoBaHusx sMOprodeTansHOro pa3sBUTHS
KpPBIC U KPOJIMKOB TIPH J103aX, KaK MUHHUMYM, B 10 pa3 npeBbIIIAOMUX PEKOMEH0BAHHYIO 103y
JUISL B3POCIIBIX/AETEH, a TaKKe B MCCIENOBAHUAX (EPTUIIBHOCTH M MEPHU- M MOCTHATAIbHOIO
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pasBUTHA Kpbic OpH [J03aXx, A0 10 pa3 mNpeBbINAIOIMX PEKOMEHAOBAaHHYIO 03y JJIA
B3pOCJIBIX/IETEH, HEXENATeIbHBIX Pe3yJIbTaTOB HE BEIABJICHO.

HccnenoBaHusi mo OLIEHKE MYTar€HHOro ¥ KaHLEpOreHHOro rnoTeHuualia cebenumas3bl am;(ba Ha
JIAaHHBIA MOMEHT HE BBINOJIHSJIUC.

Depmunvrocmyo

KiuHuueckue JaHHbIE O BO3/eWcTBMM cebenumasbl anb(a Ha (GEepTHIBLHOCTH OTCYTCTBYIOT.
HMccnenoBaHus Ha )KUBOTHBIX HE BBISIBUIIM IIPU3HAKOB HApYIIEHUs (EPTHIBHOCTH.

Peaxyuu 2unepyyecmeumensHoCmu, 8KII04A1 AHAGUIAKCUIO

V naipeHToB, nosy4yaBummx npenapar Kanyma®, coob1manock 0 peakiysax IMIep4yBCTBHTEIbHOCTH,
BKJIIOYas ciydad aHaduiakcuu. B cBs3u ¢ yeM JODKHA OBITH JOCTYIIHA COOTBETCTBYHOLIAs
HEOTJI0XKHAs MEIMIMHCKas MOMOIb. B ciiydyae pa3BUTHs MOAOOHBIX peakuHui HeoOXOAMMO
He3aMe/lJIMTeIbHO TPeKpaTuTh BBelaeHUe mpenapata KaHyma® M HayaTh COOTBETCTBYIOLIEE
TepaneBTHYecKoe JedeHue. [Ipu 5ToM HEoOXOAMMO CJI€OBaTh TEKYIIMM MEAULHHCKUM
CTaHJapTaM HEOTI0XXKHOM MOMOILH.

CrielyeT OUEHUTH COOTHOIIEHWE OXKWJAEMOH IMOJIB3bl M BO3MOMKHOIO PHCKAa IOBTOPHOIO
BBeleHus mnpernapata KaHnyma® nocie pa3BUTHS TSDKENOH a/ULIEPrUYECKOM peakuuH Iepen
CJIeyIOIMM NPUMeHeHHeM Mpernapara. [I[pyMeHUTEIBHO K NMAaLMEHTaM, MCIBITABIIMM B X0/
vH(Y3UM alIeprayecKde peakuud, [pH CIEAYIOIeM BBEIEGHWM Ipenapara HeoOXOAUMO
MPOSIBIISITE OCTOPOXKHOCTB.

Mepsl mo Goppbe ¢ peakuusMH THIEPYYBCTBUTENBHOCTH MOTYT BKJIIOYaTh BPEMEHHOE
npekpameHie WHQY3UH, CHIKEHWE €€ CKOpPOCTH M (WIM) BBEJEHHME aAHTMIMCTAMMHHBIX
NpenapaToB, aHTUIUPETUKOB U (WJIM) TIIOKOKOPTHKOCTEpouaoB. IIpu BpeMeHHON OCTaHOBKE
uH}Yy3ur OHa MOXKET OBITh 3aTeM BO300HOBJIEHA C MEHBIUEH CKOPOCTBIO, C MOCIEAYIOMIUM €€
YBEJMYEHHUEM, B COOTBETCTBHUHU C NEPEHOCUMOCTHIO. [IpeBEHTUBHOE JIeueHHE AHTUIIMPETHKAMH U
(Mn¥) aHTUTUCTAMUHHBIMHM IIperapaTaMd MOXXET MPEeayNpeAuTh MOCIEAYIOIUE peakuud B
Clly4asix, Korjia notpeboBanoch CUMITOMAaTHIECKOE JIEYEHHE.

B ciyyasx BBIP@KEHHOM peaknvu Ha MH(Y3WI0, a TaKKe KOrja TepaneBTHYecKHd >ddexTt
HEJI0CTATOYEH, MAIMEeHTHI JO/DKHBI OBITh NPOTECTUPOBAHBI HA HAJTMYME AHTUTEIL.

JlexapcTBeHHBIN MpernapaT MOXET COoaepKarh cieabl Oenka KypuHoro siua. Ilanuentsr ¢
BBIBJICHHBIMU ~Q/UIEPIHYECKUMH pEeakLMsMHM Ha KypuHOE SHLO OBUIM HMCKIIOYEHBl M3
KIIMHUYECKHUX UCCIIEI0BaHUH.

[Tocne mepBoit uHpy3un cebenunazoii anbda, BKIOYAs NEPBYI0 UHDY3UIO NOCIE YBEIUYEHUSA
JI03bI, TALKMEHTHl JOJDKHBI HAXOAWTBhCS MOJA HaOMOJeHWeM He MeHee 1 uaca ¢ LENbIO
MOHHUTOPHMHTA 32 COCTOSIHHEM W BBISBICHHEM CHMIITOMOB M IPU3HAKOB aHahHIaKCHH HIIH
BBIPQ)KEHHON peaK[My TMIIePYyBCTBUTEIBHOCTH.

HMMYHOreHHOCTh

Kak u B ciiyyae npumeHeHHs MOOBIX OeNKOBBIX MpenapaToB, CyECTBYET NOTEHUMANBHBIA PUCK
UMMYHOT€HHOCTH. B KIMHMYecKMX mporpammax cebenunassl anbda AId ONpeAeseHHUs
MOTEHIMAIBHOW MMMYHOT€HHOCTH Y TAlMEHTOB OOBIYHO OMNpEAESIM HaJlUYhe AHTUTEN K
nekapctBeHHOMY npenapaty (AJIIT) k cebenunaze anpda. V AJII-monoxuTeIbHBIX NAlMEHTOB
ONpeAe/s/IA  TaKKe AaKTHBHOCTh HMHIHOMpyomMx  aHtuTen. Hanumume — akTMBHOCTH
UHTUOUPYIOLIMX aHTUTEN B KIIMHUYECKUX MCCIIE0BAaHUAX ONpPEE/IAIN B HEKOTOPhIE BpEMEHHBIE
TOYKH I0C/Ie Hayaa jedeHus. B uenom cBsazp Mexay Hammuuem AJI/neitrpanusyromux AT u
CBSI3aHHBIMH pEaKLUsSIMH T'UIEPYYBCTBUTEIFHOCTH WM CyOONTUMANBHBIM  KJIMHUYECKHUM
OTBETOM HE YCTaHOBJICHA.

B KIMHMYECKHX HCCIIEOBAaHUSX, Y 3 MAlMEeHTOB, TOMO3UIOTHBIX 10 JENIELHH, 3aTparuBarolien
oba amiens reHoB JM3ocoMHOW kuciod nunasel A [LIPA] u xonecrepuH-25-ruapokcunassl,
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obHapyeHa aKTUBHOCTb MHIMOMPYIOIIMX aHTUTEN, CBA3aHHas C  CyOONTMMaIbHBIM
KJIMHUYECKMM OTBETOM. DTH MALMEHTH! MOJy4Yadd MMMYHOMOJYJHMPYIOUIYIO TEpaluio B BUAE
MOHOTEpANMH WJIM B KOMOMHALMA C TPAHCIUIAHTALMEH KPOBETBOPHBIX CTBOJIOBBIX KIJIETOK
(TKCK) umu koctHoro mo3ra (TKM), uto B pe3ynabTaTe NpUBeIo K yay4lIEHHIO KIMHHUYECKOro
OTBeTa Ha Tepamnuio cebenumnasoit anbda.

Bcnomozamenvhuie eeujecmesa

JlaHHBIHA JeKapcTBEHHBINM npenapar coaepxut 33 Mr Hatpus Ha ¢uakoH u Boaures B 0,9 %
pacTBOpoM Hatpust xjopuaa (9 mr/mi) aus uHGy3uid. ITH GakTopsl HEOOXOAMMO YYUTHIBATH
NalnyeHTaM, HaXOAAIMMCS Ha IUeTe C OTPAHHYEHHBIM NOTPEOIEHHEM HATPHS.

Ocobbvie mepol PedoCmMOpPOICHOCU NPU YMUNUIAYUU U NPOYeM 0bpawyenuu

Heucnons3oBaHHEIN npenapar u OTpa6OTaHHI>II71 MaTe€puajl JOJDKHBI OBITh YTHUJIIU3UPOBAHBI, B
COOTBETCTBHUH C NPUHATHIMH B JAHHOM PETHOHE Tpe6OBaHI/I$IMld.

Biansinue Ha cnnocoOHOCTh yHnpaBJisiTb TPAHCHOPTHBIMH CPEACTBAMH, MEXaHH3MAaMH

[Ipenapar Kanyma® oka3piBaeT MHUHHMAJbHOE BIMAHHE Ha CHOCOOHOCThH YIpPABJIATH
TPaHCIIOPTHBIMM CpPEICTBaMH, MexaHusmamu. Ha ¢one npumeHenus cebenunasel ainbha
Co00IIaNIoCh O Pa3BUTHH HEXENATEIbHBIX PEAaKLUi B BUJE TOJIOBOKPYKEHMS, YTO MOXKET
MOBJIUATH HA CIIOCOOHOCTB YNPABISATh TPAHCIIOPTHBIMH CPEJICTBAMH, MEXaHU3MaMH.

®opma BbINyCKa
KoHueHTpar Juisi IPUroTOBJICHUS pacTBOpa s MH(Y3Ui, 2 Mr/miL.

ITo 10 M xoHIEHTpaTa BO ()JIaKOH W3 MPO3pPayHOro OECLBETHOIO CTEKJIAa I'MAPOJUTHYECKOTO
Kiacca 1, YKyNOpEeHHbBI pPEe3MHOBOM TNpPOOKOH, YIUIOTHEHHOH aMfOMMHMEBOM KpBILIKOH C
TUIaCTMACCOBBIM OTPBIBAIOLIMMCS KOJIIIAYKOM.

Ha ¢nakoH HaK/IeMBaIOT STHKETKY.

[To 1 ¢pnakoHy ¢ MHCTPYKLMEN MO IPUMEHEHHIO B MIaYKy KapTOHHYIO.
YeaoBusi XpaHeHHs

B sammiieHHOM OT cBeTa Mecte npu temmneparype (2-8) °C. He 3amopaxupats!
XpaHUTh B OPUTHHAJIBHOW YTIAaKOBKE JUIs 3aLMTHI OT CBETA.

XpaHUTh B HEIOCTYIIHOM JUIs JIETEH MECTE.

Cpok rognocTu

2 roza. He mpUMeHATH 110 UCT€YEHUH CPOKA FOJJHOCTH.

YcaoBus ornycka

OTryckaroT no peuenty.

HanmenoBanue H ajpec KpHAHYECKOro JHOa, Ha HMS KOTOpOro BbIAAHO
PerucTpanioHHoOe y10CTOBEepeHHue

Anexcuon Opon CAC,

103-105 rue Anatole France, 92300 Levallois-Perret, France/103-105 yn. Anarons ®panca,
92300 Jlesannya-Ileppe, ®pannus

IIpon3BoauTen
IIpoussooumens u ghacoswjux (nepeuynas ynakosxka):

1. ITareon Utanus C.n.A.
2 Tpas. SX Bua Moponense, 5-03013
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®epenrtuno (FR), Utanus

2. Bakcrep Onkonorus ['M6X, ['epmanus

Kantmrpacce 2, 33790 Xanne/Becrdanus, I'epmanus

Vnakoswux (emopuynas ynakoeka) u 8ub1nycKaroujuii KOKmMpO.ib Ka4ecmeaq:

1.Anmak ®@apma Cepsucus JIta., Coenunennoe Koponesctso

Cwuro Uupactpuan creiit, [opranayn, Kpeitrason BT63 SUA, Coeaunennoe Koponescto
2.Anexcron @apma Uurepuemnn Onepeiimac Aunumuren Komnanu, Mpnanaus

Konnemxk busnec s Texnonomku [Mapk, bnanyapacrayn Poyn Hopr, y6nun, 15, Mpnanaus

Opranu3anusi, (PpHHAMAIOINAS PEeTEH3HH OT NOTpeduTeIeH:

000 «Cpuxkc buopapmar

125047, r. Mocksa, 1-1 Teepckas-SIMckas yi., a. 23, ctp. 1, 1. 5, nom V kom. 4
Ten.: 8 (495) 229-06-61 medinfo.russia@swixxbiopharma.com

JlupekTop 1o paboTe ¢ peryasiTOpHbIMU // :
opraHamu U apMaKkoHaA30poM (’7// Antu H.B.

000 «Csukc buopapma»



