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Kanyma®

Perucrpanuonnbiii Homep: JIII-004513

Toprosoe Haumenobanue: Kanyma®

Me:xkayHapoaHOoe HeIATEeHTOBAHHOE HAMMEHOBaHUe: cedenumnasa anbda
JlekapcTBeHHasi (popMa: KOHIIEHTPAT JJIsl IPUTOTOBJICHUS pacTBOPA it HHPY3UH
Cocras:

1 mn konyenmpama cooeporrcum

Oelicmsyrowee geujecmao: cedenumasa anbha 2 mr,

8CNOMO2amebHble KOMNOHEHMbL:

TpPUHATPUS UMTpaT auruapar 13,7 mr, TMMOHHas KUcioTa MoHoruzapar 1,57 mr, yenoBedyecKHii
CBIBOPOTOUHBIHN anpbOyMuH 10 Mr, Boaa Juist UHbEKUIUN 10 1 Mi1.

Onucanue

[Ipo3paunast 10 cnerka omnajecuMpyrolied, OT OEeCIBETHOW 1O CBETJIO-XKEJITOr0 IBETa C
3€JI€HOBAThIM OTTEHKOM XHJIKOCTb 0€3 BUJUMBIX TIOCTOPOHHUX YacTULl. MOr'yT IpUCYTCTBOBATh
HOJTyIpO3pavHble OETKOBOIOAOOHBIE YaCTUIIBI.

dapmakoTepaneBTHYCCKAsI rpynmna: mpemnapatbl  Ans JiedeHuid  3a0osieBaHUMN
MUIIEBApUTENIBHOIO TPAaKTa U HapyIIeHU 0OMeHa BeIlecTB, (PEPMEHTHI.

Koa ATX: A16AB14
DapMaKoJIOrHyecKue CBOMCTBA

Cebenunasza anbda sBiseTCs PEeKOMOMHAHTHOM YeNOBEYECKOW JIM30COMHON KHCIOW JIMIa3oi
(rhLAL), ouunmeHHON OT su4yHOro O€lKa TPAaHCTeHHBIX Kyp, C TOW XK€ aMHUHOKHCIOTHOMN
M0CJIEI0BATENbHOCTBIO, UTO M Y HATUBHOTO yesioBeueckoro ¢pepmenTa. OuuineHHas cebenumnasa
anbQa ABJISETCS TNIMKONPOTENHOM ¢ 6 N-CBSI3aHHBIMM yYacTKaMU INIMKO3WJIMPOBAaHUS. | TMKaHbI
cebenunasbl anb(da CcOCTOSAT mNpeuMmylnecTBeHHO wu3 N-anerunrmiokozamuHa (GIcNAc) u
N-CBsI3aHHBIX CTPYKTYp, 3aKaHUMBAIOIIMXCS MAaHHO3HBIMH, a TaKXe MaHHO3a-6-¢pochaTHBIMU
¢parmentamu. OnucaHHble N-TJIMKaHOBBIE CTPYKTYpPbI 00JErdaroT MOTJIOIIeHue Makpodaramu
OernKka B KJIETKaX C TIOMOIIBI0 MAaHHO3HBIX MJIM MaHHO3a-6-(hocaTHBIX perenToposB.

Dapmaxkoounamuxa

Cebenmunasza anb(a — peKOMOMHAHTHAs JM30COMHAs Kucjias Jumnasza, (epMeHT, KOTOPBIH
OpUMEHSeTCd B KauecTBE 3aMECTHTEIbHOM ()epMEHTHOM Tepamnuu, C IeNbl0 YIydIIeHUs
MeTabonu3Ma JIMIMKUI0B U YMEHbBIIECHHUS] HAKOIIeHUs 3()UPOB XOJIECTEPUHA U TPUTIUIEPUIIOB Y
MAIMEHTOB BCEX BO3PACTOB MpH AePUIMTE TH30COMHOM Krcnoit munassl (JIJIKIT).

Hedbummt nuzocomuoit kucnont numnasel (AJIKJI) — st0o penkoe 3aboneBanue, coO 3HAYMMBIMH
(GYHKIIMOHATBHBIMA HApPYIICHUSMU M BBICOKOW CMEPTHOCTHIO, KOTOPOE IMOpakaeT IoJeH OT
MJIaJIeHYecKoro 710 B3pocioro Bo3zpacta. JIJIKJI y MiaaeHIieB npeacTaBiseT co00i HEOTIOXKHOE
COCTOSTHUE C OBICTPBIM MPOTPECCHPOBAHHMEM 3a0O0JICBAaHUS B TEUYCHHUE HECKOJBKUX HEIENb,
OOBIYHO TIPUBOASAIIECE K JICTAIBHOMY HCXOAy B mepBbie 6 MecsneB ku3nu. JJIKJI sBnsercs
aAyTOCOMHO-PEIIECCUBHOM  JTM30COMHOM  OOJE3HBIO  HAKOIUICHHS,  XapaKTepu3yrolencs
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TEHETHUYECKUM N1e(DeKTOM, MPUBOAAIIMM K 3aMETHOMY CHIDKEHHUIO WM TOTepe aKTUBHOCTHU
dbepmenTa TM30cOMHOM Kucioi aunasbl (JIKJT).

Hedunut JIKJI npuBOAUT K HAKOIUICHHUIO CIIOKHBIX 3(HPOB XOJECTEPHHA U TPUTIIULIEPUIOB B
JM30C0Max pa3HbIX MOIMYJSUN KJIETOK, OPraHOB U CHUCTEMAX OpPraHOB, BKJIIOYAsl IeNaTOLUTH U
Makpodaru. B rmedeHm 5TO HaKOIJICHHE TNPHUBOJUT K TEMAaTOMETalIMH, IOBBIILICHHOMY
COJIEPKAHUIO JKUPOB, MOBBILIEHUIO YPOBHSI TPAaHCAMUHA3, CUTHAIU3UPYIOLIEMY O XPOHUYECKOM
NOBPEXJICHUM TEYEHHU, U K MPOTrpeccHpoBaHuio (uOpo3a, pa3BUTHIO IMPPO3a U OCIOKHEHHUH
TepMUHAJIBHON cTaauu 3aboseBanust rnedeHu. JIJIKJI B cene3eHKe TPUBOAWT K Pa3BUTHIO
CIUICHOMETAJIMM, aHEMUM U TpomOomnuToneHuu. HakoruieHue JUNUAOB B CTEHKE KHUILEYHHMKA
NPUBOJUT K HApPYIICHHUIO BCAChIBAHMS NHUTATEIbHBIX BELIECTB W 3aJepkke pocra. OOBIYHO
pa3BUBaETCA AUCIUIUAEMHUS C YBEIMYEHUEM YPOBHEW XOJIECTEpHHA JIMIIONPOTEUHOB HU3KOU
wiotHoctu (JIITHIT) u TpurnuuepuioB ¥ CHUKEHHEM YPOBHS XOJIECTEPHUHA JIUIIOMPOTEHIOB
Bbicokoi muotHocTu (JIIIBII), B coderaHunn ¢ yBeIMYEHHEM COJAEp)KAHMS )KMpA B IEUEHU U
MOBBIICHUEM YpPOBHS TpaHcamuHa3. Kpome mnopaxenus nedeHu, y mnamuentoB c JIJIKJI
HaOJIOMAaeTCsl BBICOKMH PUCK CEpACYHO-COCYIUCTHIX 3a00JeBaHUNH M OBICTPOE pa3BUTHE
aTepoCKIIepo3a.

Mexanusm oelicmeus

Cebenunasza anbda CBSA3bIBACTCS C pPELENTOpPaMU KJIETOYHOW MeMOpaHbl 4Yepe3 IUIMKaHBI,
AKCIIpeccHupylolyecs Ha Oelike, U B IOCIEAyIOLEeM moriomaercs auzocomamu. Cebenunaza
anb(a KaTtaau3upyeT JIU30COMHBINA T'MIApoIN3 3(UPOB XoJecTepHUHAa M TPUIIMLEPHUIIOB 10
CBOOOTHOTO XOJIECTEPHHA, TTIUIEpUHA U CBOOOIHBIX )KUPHBIX KUCIOT. 3aMenieHre (epMEHTHOM
axtuBHOCTH JIKJI Bener k CHW)KEHUIO yJENbHON JOJM JKHpa B TKAHU IEYEHU UM HOPMAJIU3ALUU
YPOBHSI TpaHCAMHHA3 B KPOBU, & TaKKE BOCCTAHABIMBACT METa00JIM3M 3(pUpPOB XOJIECTEPUHA U
TPUTIMLEPUIOB B JIM30COMAax, 4YTO MPUBOAUT K CHIJKEHUIO YPOBHEH XOJIECTEpHHA
munonporenHoB HuU3KoM miotHoctu (JIITHII) m nunonmpoTrenHOB HEBBICOKOW IMJIOTHOCTH
(JIITaBII), TpurinuepuaoB, U poCTy YPOBHs XOJIECTEpUHA JIMIONPOTEMHOB BBICOKOW MIIOTHOCTH
(JIIIBII). Ynyumenue pocta U pa3BUTUS OpraHU3Ma IPOUCXOAMT B PE3yJIbTaTe€ YMEHbILIECHUS
HAKOIUICHUs JIMIIMJOB B CTEHKE KHILIECYHMKA M, KaK CJIEACTBHUE, YJIYUYLICHHs] BCACBIBAEMOCTH
MUTATENbHBIX BEIIECTB.

Knunuuecras sgpgpexmusnocmo u 6e3onacnocmo

Hccneoosanus v oemell ¢ gnepevle 8bisi8IeHHbIM 0euuumom Au30COMHOU KUCAOU AUNA3bl
Uccneoosanue LAL-CLO3

B MHOTOIEHTPOBOM OTKpPHITOM HecpaBHHTENbHOM wuccienoBannn LAL-CLO3 wu3ywanach
3ppexTUBHOCTh U Oe3omacHocTh cebenunasbl anbgpa y 9 mamuentoB ¢ JJIKJI ¢ HapymeHnem
Pa3BUTHS WM JPYTUMH MPU3HAKAMH OBICTPOTIPOTPECCHPYIONIETO 3a00JIeBaHMs, B TOM YHCIIE, C
OBICTpOIIpOrpecCUpyIOLIEi MeYEeHOYHOU HE/I0CTaTOYHOCTHIO U TSKETON
renarociuieHoMeraiaueil, B Bo3pacte or 1 g0 6 wmecsueB. IlanueHTsl mMosydanu Tepamnuio
npenapatom Kanyma® B mo3e 0,35 mr/kr 1 pas B Henemo (p/Hen) B TeueHue 2 HesleNb, 3aTeM
1 mr/kr 1 pa3 B Hemenro. B 3aBUCHMOCTH OT KIMHUYECKOTO OTBETa HA MPOBOJUMYIO TEPAITHIO,
yepe3 1 mecsii 103MpoBKa Mpenapara Oblia yBenudeHa 10 3 MI/kr 1 pa3 B Hezienro, pa3penanoch
yBeJIMUYeHUE A03bl cedenunasbl anbda 10 5 mr/kr 1 pa3 B Hepento. PesynbTar aQdexTuBHOCTH
TEpanmuy MpernapaToM IO0Ka3aj, 4YTO BBDKMBAEMOCTh NAIlMEHTOB, IIOJIyYaBIIMX JIEYCHHE
npenapatom Kanyma®, ymyummnace mo cpasHenuio c¢ mamuenTamu ¢ JJIKJI co cXoqHBIMH
KJIMHUYECKMMH CUMIITOMAaMH, HE TIOJTYYaBIIUX TEPATHH.

B uccnenoanun LAL CLO3 6 u3 9 munaaeHues, nojdy4aBlIuX Mpenapar KaHyMa®, JOKHUIN 0
12 mecsiieB u Gomnee (67 % 12 mecsaunas BeDKHBaeMocTh, 95 % [IU: ot 30 % mo 93 %). Ilpu
MPOAOJKEHHH JIeUeHus nociie 12-mMecsyHoro Bo3pacta | manueHT ymep B Bo3pacte 15 Mecsues.
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B ucropuueckoit koropre 0 u3 21 nanueHToB nepexuiu §-mecsiuHbiii Bo3pact (0 % 12 mecsaunas
BBDKHBAEMOCTh, 95 % JIU: ot 0 % mo 16 %).

[Ipumenenue cebenumnasbl anb(a NPUBENO K YBEIWYCHHIO HAaOOpa MaccChl Tena; YIy4IICHHS
OBLIIM OTMEYEHBI B MIEPBbIE HECKOJIBKO HEJIeb JICUCHHS U COXPaHSIINCH 10 KOHI[A UCCIEI0BaHNUS.
Ha 240-ii Henene mo CpaBHEHUIO C MCXOJHBIM YPOBHEM HAOIIOATIOCh YBEIWYCHHUE CPEIHErO
INPOLIEHTWIIA Macchl Tena K Bo3pacty ¢ 12,74 no 43,17 %, a cpenHsiss KOHLIEHTpaUUs
CBIBOPOTOYHOTO anbOyMuHa yBenudmiaack ¢ 26,9 no 31,98 r/n. YBenwmuenue m03bI 10 3 MI/KT
1 pa3 B HezeN0 NPUBETIO K JAOMOJIHUTEIFHOMY YIYUIIEHHIO Habopa Macchl Tena, K YIy4YlIeHUSIM
B TCUYCHUU TUM(aJCHONIATHH, U YBEITUICHHUIO YPOBHS CHIBOPOTOYHOTO AJIbOYMHHA.

Uccreoosanue LAL-CLO8

B wmHorouentpoBoM, otkpeitoM ucciefoBanun LAL-CLO8 wusydanace 3¢ ¢eKTHBHOCTH H
Oe3zomacHOCTh ceOenmuma3bl anbda y 10 mereid B Bo3pacte 8 MeECSIeB M MIAINIE C
MOATBEPKIEHHBIM JUArHO30M ObICTpO mporpeccupytomiero JJIKJI, Tpebyromero cpo4Horo
BMEIIATEIbCTBA, BKIIFOYAs (HO HE OTPAaHUYMBASCH). BBIPAKEHHOE YBEIMUCHUE 00beMa KHBOTA H
TeraToOMEerajfio, 3aJepKKy (HU3MUECKOro pa3BUTHS, HAPYLICHHE CBEPTHIBAEMOCTH KpPOBH,
AHEeMUIO TSDKEJIOM CTeNeHM, W/WIM HaJIW4dhe pOJHOro OpaTa WJIM CeCcTpbl € OBICTPO
nporpeccupyromum Tedennem JJIKJI. Bee mamuenTs! monydany Tepanuio npenaparom Kanyma®
B no3e 1 mr/kr 1 p/Hen. B 3aBucHMMOCTH OT KJIMHHMYECKOrO OTBETa J03a Mpernapara ObLia
yBenuueHa 1o 3 mr/kr 1 p/Hen yepes 4 Henenu; 3arem o 5 mr/kr 1 p/aen u no 7,5 mr/xr 1 p/Hen
y OJIHOTO MaIMEeHTa.

D¢ dexTHBHOCTH TOKa3asa, 4To oleHka Karutana-Meiiepa npoueHTHoro cootHomenus (95 %
noBepuTeNbHBIM uHTEpBaN [JIM]) mamuenToB, moxuBIIMX 10 Bo3pacTta 12, 18, 24 u 36 Mecsiies,
cocraBmiio 90 % (55,5-99,7 %), 80 % (44,4-97,5 %), 80 % ( 44,4-97,5%) u 75 % (34,9
96,8 %), coorBerctBenHO. CHikenue ypoBHeir ACT, ramma-riyramuntpancdepassl (ITT) u
obmiero OmMpyOnHa, a TAKXKE TOBBIIICHUE YPOBHS CHIBOPOTOYHOTO alIbOYMHHA HAOIIOIAUCH B
o011ell MomyNAlKY UCCIIeIOBAHMs, C MEIUAaHOW U3MEHEHHUS OT UCXOJIHOTO YPOBHS /10 TOCTIeAHEN
OIICHKH, paBHOM -34,5 en./11, -66,67 ME/n, -63,64 mxmois/1 v 33,33 1/11, COOTBETCTBEHHO.

HaGnromanoce mocTeneHHOe YBEIMUYEHHE pocTa M Macchl Tena. MenuaHa HW3MEHEHUH o
CPaBHEHUIO C UCXOJHBIM YPOBHEM IO Z-3HAYCHUSIM COOTHOIICHUsT Macchl Tena u pocta (MMT)
CHIDKanach A0 4-if Henenu BKMouuTenbHO. HaumHas c¢ 24-if Henenu, HaOMIOAAIUCh CTOMKHE
ynyuwmieHusi. Ha 144-ii Henene menuaHa u3MeHeHMM (Aauanas3oH) mo Z-3HaueHuto ans UMT
coctaBuna 3,07 (-1,0, 5,3) oT UCXOTHOTO YPOBHSI.

Jlemu u 83pocavie ¢ 0epuyuumom aJu30CoOMHOU KUCIOU UNA3bL
HUccneoosanue LAL-CLO2

B MHOTOUIEHTPOBOM JBOWHOM CJENOM IrIanedo-KoHTpoiaupyeMoM uccienoBannu LAL-CLO2,
u3ydanack 3QPeKTUBHOCTb U Oe30MacHOCTh cebenunaspl anbda y 66 nereit u B3pocnsix ¢ JJIKII
B Bo3pacte oT 4 1o 58 net, co 3HaueHussMU AJIT >1,5 oTHOCUTENBHO BEpXHEH IpaHUIbl HOPMBI
(BI'H). TlauueHTs Modydajid Tepanuio JM00 JIeKapcTBEHHbIM IpenapatoM Kanyma® B moze

1 mr/kr 1 pa3 B 2 Heaenu, 6o ianedo B Tedenue 20 Heleab B TBOMHOM CJIETIOM ITEPHOIC.

CraTHCTUYECKH 3HAYMMOE YIIyYIlIeHHE 10 MHOKECTBEHHBIM KOHEYHBIM TOYKaM HaOJI0Jal0Cch B
rpyImne NalueHTOB, NPOXOAUBIIMX JedyeHue mpenapaToM Kanyma® Mo cpaBHEHMIO ¢ TpYIIION
NalMEeHTOB, MOJIyYaBIIUX IuIanedo, Ha MOMEHT 3aBepiieHus 20-HeJeNbHOro ABOWHOTO CJIENOTro
nepuoa uccieaoBanus. AOcomoTHOe cHIKeHHe cpennero ypoBHs AJIT cocraBuno 57,9 En/n
(- 53 %) B rpymne NpoXoAuBIIKX JedeHue npenapatom Kanyma® u 6,7 En/xn (- 6 %) B rpymme
MOJTy4aBIINX I1a1e0o.

W3 26 manueHToB ¢ mapHbIMU Ouorncusmu nederu, y 63 % (10/16) mamueHTOB, MOTy4YaBIINX
neyenne npenapatom Kanyma®, ObL10 3aMKCHPOBAHO CHHIKEHHE BBIPAKEHHOCTH CTEaTo3a
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nevyeHu (Kak MUHIMYM 5% CHIDKEHHUE), YTO U3MEPSIIOCh METOI0M MOP(HOMETPUH IO CPABHEHHUIO
¢ 40 % (4/10) mauuenToB Ha manedo. ITo pa3nuyue He ObLJIO CTATUCTUYECKU 3HAYNMBIM.

OmKpvimbiii nepuoo

[llectpaecar naATh U3 66 MAMEHTOB BOIIUIA B OTKPBITHIN mepuon (mo 130 Henensb) ¢ BBEACHUEM
npenapata Kanyma® B no3e 1 mr/kr 1 pas B 2 Henenu. Y HallMEHTOB, HOJTYYaBIIUX IIpeHapaT
Kanyma® B Xoje JBOHHOIrO CIENOTO MepHOJa, COXPAaHSIOCh CHIKeHHe ypoBHeir AJIT,
JIOCTUTHYTOE BO BpeMsi nepBbix 20 Helenb JeUeHHs, U HAOII0AaI0Ch JaldbHEHIIee yIydlIeHne
JUIMHAAHBIX MTOKa3aTelien, BKkitovas ypoBHH xojectepuna JITIHIT u xonectepuna JITIBII.

VY nmauMeHToB, MOJIy4aBIIMX IUI1ale00 BO BpeMs JIBOMHOIO CIIENOro MEepuoja, Hayajlo JICUYEHUs
npenapatom Kanyma® Bo BpeMs OTKpBHITOTO IepHoja Aajio ObICTpoe yiydlneHne yposHeir AJIT
W JIMNUAJHBIX II0Ka3arened, BKIodas ypoBHU xosiecrepuHa JIIIHII m xonecrepuna JIIBII,
AQHAJOTMYHO MAalMEHTaM, PaHJAOMHU3UPOBAHHBIM HCXOIHO i nosiydeHus: KaHymbl BO Bpems
JIBOMHOTO CJIENOTO MEPHUO/IA.

HUccneoosanue LAL-CLO1/LAL-CL04

B otmensHoM otkpeiToM mccnenoBannn (LAL CLO1/LAL CL04) y B3pOCHBbIX MalMEHTOB C
JUIKJI, ynydineHue nokasaTesield ypoBHS CBIBOPOTOUHBIX TPAaHCAMHHA3 U JIMIIUOB COXPAHSIOCH
B TeueHue 260-HenenbHOro mepuoja jedeHus. Bocempb W3 JEBSATH TMAlUEHTOB IMEPEHUIH U3
uccienoBanuss LAL-CLO1 wepe3 4 venenu neuenus (0,35 mr/kr 1 p/aen, 1 mr/kr 1 p/Hen wm
3 mr/kr 1 p/uen) B uccinenoanne LAL-CLO4 (1 mr/kr wim 3 mr/kr 1 pa3 B 2 Heenu), IpH 3TOM
5 ManuMeHTOB MOJy4yanu JO3UpoBKY 1 Mr/kr 1 pa3 B 2 Hemenw M 3 manueHTa — JO3UPOBKY
3 mr/kr 1 p/nen. [loBbllieHne ypoBHEH CHIBOPOTOYHBIX TpaHcamuHas u xojiecrepuna JIITHIT u
cHmkeHue yposHs xonecrepuna JITIBII nabmonanock B mepro, KOraa MainydeHThl He TOTyYau
nedenue cebenumnas3oi aabda.

Uccneoosanue LAL-CLO6

B wmnorouentpoBomM, otkpeiToM wucciepoBanun LAL-CLO6 wu3ywanace 3¢ ¢exkTuBHOCTH |
6e3omacHoCcTh cebenumnasbl anbda y 31 pebenka u B3pocioro ¢ JJIKJI, Bkitoyass manueHTos,
KOTOpBIE HE MOIXOAMIIHN ISl MPEANISCTBYIOMNX KIMHUYECKUX HccieqoBannii. Kak MuHHMYyM,
4 manueHTa B MccieI0BaHUU JI0JKHBI ObUTH OBITh B BO3pacTe OT 2 110 4 JerT.

T[ManuenTsl Monydanu Tepanuio npernapatomM Kamyma® B HauamsHOl mo3e 1 mr/kr 1 pas B
2 nvenenu. OnuHHAAUATh U3 13 MAIMEHTOB, Y KOTOPHIX MPOHU3O0LUIO YBEIMUYEHHE TO3MPOBKH,
HOJTYYMJIA yBEJIMUYCHUE MCXOMHOM 103upoBku ¢ 1 mr/kr 1 pa3 B 2 Hemenu mo 3 mr/kr 1 pa3 B
2 Henenu, ¥ 4 W3 ITUX MAIMEHTOB MOJYYWIH NajbHEHIIee YBeIMYCHHE TO3UPOBKU 10 3 MI/KT
1 pa3 B 2 Henenu.

AKTHBHOCTB ChIBOPOTOUHBIX TpaHcamuHa3 (AJIT/ACT) Oblia moBeIllIeHAa HA UCXOJIHOM YPOBHE
npUMeEpHO y 75 % ManueHToB, U IPUMEPHO Yy MOJOBHHBI NMAIIMEHTOB KOHIEHTpauus Obuta > 1,5
otHocutensHo BI'H. CHmxkenue ypoBueit AJIT u ACT Obuto oueBHIHBIM Ha 4-i1 Hexene u
COXPaHSJIOCh BO BpPEeMsl JIJTUTEIHHOTO JICUeHHs ce0enuna3zon anbda, co CpeTHUMHU U3MEHEHUSIMU
OT HUCXOJHOTO YpoBHs Ha 144-ii Henene, coctaBuBmumu -40,3 en./n (-32,0 %) u -42,2 en./n
(34,2 %) cOOTBETCTBEHHO.

KpaTkoBpeMeHHOE TOBBIIIEHHE YPOBHEW o0O0Iero xomjecrepuHa, xosectepuna ne-JIIIBIT u
xonectepuna JIITHII nabGmronanocs Bckope mocie Hauana JiedeHus (4-1 Hezens), a 3aTeM, K
ciemyrouiei oueHke Ha 8- Hexmene, HaONIOJAIOCh UX CHIDKEHHE HIDKE HCXOAHOTO YPOBHSL.
[Iponomkenue JIUTEIBHOW Tepanuu cedenumnazoil anbda MpPUBENO K YIy4IIEHUIO MpOQuis
JUTHUIHOTO TIPOGUIsS CBIBOPOTKH KPOBH, MPU ITOM CPEIHUE U3MEHEHUS! YPOBHEH XOJIeCTEpUHA
JIITHIT, TpurnmunepunoB u xonecrepuna He-JIIIBIT va 144-i Henene nmo cpaBHEHUIO ¢ UCXOIHBIM
ypoBHeM coctaBuin -54,2, -47,5 u -63,7 wmr/mn, coorBercTBeHHO. CpeaHue 3HauYEHUS
MPOIeHTHOro m3MeHeHus coctaBwin -31,2, -19,1 u -30,3 %, coorBeTcTBeHHO. Habmomanock
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nossimieHue xosecrepuHa JIIIBII co cpeaHuM MOBBIIEHMEM OT HCXOJHOTO YpoBHS K 144-i
Henene Ha 10,2 MT/m1 1 cpeTHMM 3HaYE€HUEM MTPOILICHTHOTO yBeandeHus Ha 39,7 %.

JlaHHble OMOICHHU TIEYEHH YV AETEH M B3POCIIBIX

Bbuonrarel meuenu 59 manueHTOB, BKIOYEHHBIX B ucciaenoBanusa LAL-CL02 m LAL-CLO6,
OBLTM OLIEHEHBI HE3aBUCHMBIM MATOJIOTOM B IEHTPATBLHOM YYPEXKICHUU, KOTOPBIA HE 3HAT O
CPOKax MCCIICAOBAHUS U HA3HAYCHHOM JICUCHHH.

buornicuio medyenn omeHmBanu o mkaie ¢ubOpoza Mcexak y 59 manmueHTOB HCXOJHO U Y
38 manmuenToB uepes 12 mecsaneB (T.e. depe3 12 wmecsieB JiedeHus cebOenumnazoi anbda).
VY 36 manueHToB UMEJIMChH ITOKa3aTean no mkajie Mcxak kak HCXO0IHO, Tak B Ha 12-M MecsIle.

Hcxomuo y 3 u3 59 mammentoB (5%) mokasarens mo mikane Mcxak cocraBuia (0 GaiioB
(otcyTcTBHE UOpO3a), y 15 manuentoB (25%) nokaszarens no mkaie Mcxak cocraBui 6 6amios,
YTO YKa3blBa€T Ha MOATBEPXKACHHBIM WIM mporpeccupyromuii uuppo3. Ha 12-if mecsn
HaAOJI0IAIOCh YIyUlIeHne Toka3atens mo mkaie Mcexak, koraa y 9 u3 38 manuentos (24%) on
cocraBun 0 GamwioB, a y 7 maruentoB (18%) — 6. B memom, Ha 12-if mecsan y 31 wu3
36 naruenToB (86,1%) 3aperucTpupoBaHO YIYUIICHUE WM OTCYTCTBUE YXYAIICHUS ITOKA3aTes
no mkaine HWexak. Ha 12-it mecan y 10 mamuentoB (28%) nHaOnromanoch yMEHbBIICHHE
nokasarens mo mkane Mcxaka Ha > 2 0Oamia o CPaBHCHHIO ¢ MCXOIHBIM YPOBHEM, BKITFOUast
nepexo ot craauu 2 k craguu 0, oT craaum 3 k ctaausam 1 u 0, oT craaum 5 mo craguu 0
(cHmkeHue Ha >3 Oaia) U oT ctaauu 6 Kk ctaauaM 4 u 3. Y atux 10 nauueHToB co CHUXKEHUEM
nokazarens o mkane VMcxak Ha > 2 0ania Takke UMEJINCh CYIIECTBEHHBIC YIy4IlIeHUs IPYTUX,
CBSA3aHHBIX C HCCIIEJOBaHUEM, IOKa3zaresneil, Hanpumep, ypoBHed AJIT, xonecrepuna JIITHII,
xonecrepuna JIIIBII u xonecrepuna ne-JIIIBII 3a ToT ke nepuox BpeMeHH.

C y4eToM KpHUTEpPHEB COOTBETCTBUSI OXHJAAIOCh, YTO OOJbIIEe YHCIO NAIHEHTOB B
uccinenoBannu LAL-CLO6 nomxHbl ObUIM MMETh LUPPO3 M OoJee TAKEIO0 KOHTPOIHPYyeMoe
3a0osieBaHue, Hexenu nanueHtsl B uccienoBanun LAL-CL02, u3-3a Oonee npoaBUHYTOM
cTtaauu 3a00JeBaHUS T[EYEHH Ha HCXOJHOM YpoBHe. PesynbraTel OHOIICHU TE€YEHH B
uccnenoBanusx LAL-CL0O2 u LAL-CLO6 cootBercTBOBaN™ npyr Apyry. Ha mcxomHoM ypoBHe B
000MX HCCIIEeIOBAHUAX Y OOJIBIIMHCTBA MAMEHTOB ObLT MUKPOBE3UKYIIAPHBI cTeatos (57 u3 59,
97 %), B Tom umcine y 45 u3z 59 nanuentos (76 %) co 3naueHueM 4 (mkana ot 0 1o 4, Tsokenas
CTETIEHb  ONpeAessieTcs Kak 3HayeHue, paBHoe 4, M OSKBUBaJeHTHa > 66 %
MOpaKEHHBIX/3aMEIIICHHBIX COCTUHUTEIPHONH TKAaHBIO TEeMAaTOIMTOB), KaK W OXKUAAIOCH IPH
HaJIMYMKU OCHOBHOTO 3a0oineBaHusa. Ha 12-m mecsue m0ys NalMeHTOB C MUKPOBE3HMKYJISIPHBIM
CTEaTo030M TSDKEJIOW CTEeNeHH yMmeHbinmiaachk: 17 w3 38 mamumentoB (45 %) umenu > 66 %
MOpaKCHHBIX/3aMEIICHHBIX TeMaTouToB (4 0anna).

Ileouampuueckasn nonynsayus

Ha MOMEHT BBeIeHHUs MEpBOWM 03Bl BOceMbiecsIT BoceMb u3 125 mamuentoB (70 %),
MOJIyYyaBIIUX cebenumnaszy anbpa BO BpeMs KIMHMYECKHUX HCCIEJOBAHUM, OBLIM JETCKOrO U
HOJPOCTKOBOTO Bo3pacTa (0T 1 mecsua o 18 ser).

@apmaxoxunemuka

dapmakoKHHETHKa cebenunasbl ajabda y AeTell U B3pochbIX ObUla OmpesesieHa C MOMOILBIO
MOMYJIAIIMOHHOTO (apmMakokuHeTH4Yeckoro adammsa 102 manuentoB c¢ JJIKJI, momydaBmmmx
BHYTpHBEHHble MH(QY3uM cebenumnasbl anbpa B 4 kimHUYeckux wuccienoanusx LAL-CLOZ,
LAL-CLO03, LAL-CL04 u LAL-CLO6 (tabmawuma 1).

[TporHo3upyembie GapMaKOKUHETHUECKHE MapaMeTphbl U MapaMeTpbl dKCIO3UIUN CeOeIHIas3hl
anb(da 1Mo pe3ynbTaTaM KIMHHYSCKUX HCCIIEIOBAHUN MPEICTaBICHBI (IT0 BO3PACTHBIM TPYIITIaM)
B Tabmmie 1.



Tab6muna 1.

Cpenunue

(SD)

IIPOTHO3UPYEMBIE

(apMaKOKHHETHYECKHE

napamMeTpsl

u

napamMeTpbl 3KCIO3MLMHU I10C/Ie TOBTOPHOIO BBeAeHUs cebenunasbl anb(a B go3ze 1 MI/kr
nanuentaMm ¢ [JJIKJI, mo Bo3pacTHEIM rpynnam

Bo3pact <4 jger | Bo3pacror4 10 | Bo3pacror 12 |>18 ser

Moka3zarenrr | (N=5) 12 ner (N =32) | mo 18 aer (N=31)
(N=34)

CL (i1/9) 17,2 (7,07) 22,8 (11,2) 32,7 (10,8) 37,6 (13,8)
Q (i/9) 1,96 (0,963) 1,41 (0,633) 1,61 (0,551) 1,54 (0,594)
Ve (1) 2,06 (1,22) 2,72 (1,43) 4,06 (2,01) 6,01 (5,43)
Vss (11) 6,13 (1,22) 6,79 (1,43) 8,13 (2,01) 10,1 (5,43)
typ (1) 1,88 (0,69) 2,71 (1,63) 2,18 (1,28) 2,24 (1,05)
AUCss

521 (174) 1410 (774) 1610 (658) 2060 (793)
(HT X 9/™MIT)
Cmax,ss (Hr/Mi1) | 247 (80,6) 679 (370) 786 (315) 997 (367)

[Mpumeuanue. OneHku mojydeHbl 1o aaHHbIM ucciegoBanuii LAL-CLO2, LAL-CL03, LAL-CL04 u
LAL-CLOG6.

AUCss = mmomans moa KpUBOW 3aBUCHMOCTM KOHLEHTPAlMM B CHIBOPOTKE KPOBHM OT BPEMEHH B
paBHOBeCHOM cocTosiHMM; CL = kimpeHC; Cmaxss = MakcHUMallbHasi HaOllrojlaeMasi KOHIEHTpalus B
CBIBOPOTKE KpOBM B paBHOBecHOM coctosiHum; DK = mnoxkazarenn ¢dapmakokuHeTHk, Q =
nepudepudeckuii KIUPEHC; typ = KOHEYHBIA NEepUOJ TONYBBIBEACHUS;, V: = IEHTPAIbHBIN 00BEeM
pacrpenencHus; 00beM pacrpeiesieHHs] B PABHOBECHOM COCTOSHUU

Jlunetinocmu/HenuneuHocmo

W3-3a OrpaHWYEHHOCTH JAHHBIX TPH 00JIee BBICOKOM IKCITO3UIMU ceOenunIasbl aab(a caeiaTh
BBIBOJL O IJIMHEHHOCTH (DapMaKOKMHETUKH HEBO3MOXHO. HakormieHus JeKapcTBEHHOTO
npenapara nocie BBeneHus B qo3e 1 wim 3 mr/kr 1 p/Hen u 1 pa3 B 2 Henenu He HaOI0oMaeTcs,
XO0Ts HaOMIOACHUS 32 HAaKOIUIEHHEM Tpernapara MpHu BBeJeHUH B 103¢ 3 MI/Kr 1 p/Hes OCHOBaHBI
Ha Ol"paHI/I'-IeHHOM KOJINYCCTBC IMAITUCHTOB. HaKOHHeHI/IH II0CJIC BBCIACHUSA 1 p/Hez[ HE 0XKHNOACTCs
M3-32 OTHOCUTENIBHO OBICTPOTO BBIBEJICHUS IIperapara.

CDapmaKOKuHemuKa 6 0coObIX ecpynnax nayuermoes

B Xoxme KoOBapHallMOHHOTO aHanmu3a TMOMYJALUOHHOW (hapMaKOKMHETHYECKOH MOJenu
cebenmumazbl anbha ObUIO OOHAPYXKEHO, YTO BO3pACT, IMOJ W co3peBaHHe ¢epMeHTa He
OKa3bIBAIOT 3HauuTenbHOro BiusHUA Ha CL (KIupeHC JIeKapcTBEHHOTO CpeicTBa) U Ve
(ueHTpanbHBI 00BEM pacmpejaeneHus) cebenmumnasbl anbda. Macca Tema u  TIIOMIATH
MOBEPXHOCTHU TeJia ONpeeNieHbl Kak BakHble KoBapHuaThl nmokaszarens CL. Cebenunasa anbda He
HCCIIEIOBATIACh Y MAIMEHTOB B BO3pacTe 65 JeT u crapuie.

HNudopmanus o papmakoknHeTHKe ceOennmnasbl anb(a B HEEBPONEOUIHBIX ITHUYECKHUX TPyIax
OrpaHHYeHa.

Cebenumnasza anba sBiaseTcss O€IKOM; OXHUAAETCsA, YTO B XOAe Merabonu3Ma OH Oynaer
pacIIeIUIsIThCS TEeNTHIHBIM TUAponu3oM. ClenoBaTebHO, HE OXHJIACTCS, YTO HapyIICHHE
byHKIMY IeyeHn OyJeT BIMATh Ha (papMaKOKMHETHKY ceOenumasbl aabda.

[Toueuynast snumuHanuMs ceOenunasbl anbda CUYUTAETCS BTOPUYHBIM IYTEM BBIBEJICHUS
npenapata. JlaHHbIe y NAIIMEHTOB ¢ HApyIIEHHOHN (PyHKIMel moYeK orpaHYEeHbl.
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HMM)/HO.ZeHHOCWIb

Kak u B ciyuyae npuMeHeHus J00bIX OEKOBBIX MPENapaToB, CYIIECTBYET MOTEHIIMAIbHBIA PUCK
Pa3BUTHSI UMMYHOT€HHOCTH.

IHoka3anus K NpuMeHEeHUI0

[penapar Kanmyma® mnokasaH 11s HpoBeleHHs JUINTENBHOM 3aMECTHTENBHON (hepMEHTHOM
tepanuu (3dPT) y manueHToB BCeX BO3PACTOB € ASHUIIMTOM JTU30COMHOU KUCIION JTUTIA3HI.

HpOTHBOl’IOKﬁBﬁHI/IH

OmnacHass 11l JKM3HU THIIEPYYBCTBHUTEIFHOCTH (aHAa(UIAKTHYECKash peaknus) K cedenmmase
anb(a win siaM u/mim K JI'o00My M3 BCIIOMOTaTENIbHBIX BEILIECTB B COCTABE Mpemnapara.

IIpumeHeHnne npu 6epeMEHHOCTH U B MIEPUO/I I'PYAHOI0 BCKAPMJIUBAHUSA
bepemennocms

KiiMHUYECKHX HCCleToBaHui M0 3(hGEKTUBHOCTH M 0€30MacHOCTH MPUMEHEHHUS ceOenmasbl
anbda y OepeMEHHBIX HE MPOBOIMIOCH.

HccnenoBanus Ha >KMBOTHBIX HE YKa3bplBalOT HAa HAIW4YME NPSIMOTO WIM KOCBEHHOTO
HETaTUBHOTO JICHCTBHSI C TOYKH 3PCHUS PENpPONYKTHBHOH TOKCHYHOCTH. B 1memsix
TIPEI0CTOPOKHOCTH CIIEIYeT, 0 BO3MOKHOCTH, M30erarth npuMeHenus npenapara Kanyma® Bo
BpeMsi OEpEMEHHOCTH.

Ilepuoo epyonoco éckapmausanus

JlaHHBIX O NMPOHMKHOBEHMM cedenumasbl anb(da B IPyJHOE MOJIOKO yenoBeka HeT. Crenyer
OPUHATH pelIeHHe JIMOO0 MO MNPEKpAIlEHUI0 TIPyIHOrO0 BCKAapMIIMBaHMA, JUOO MPEKpaTHTh
Tepanuio mpenaparoM Kanyma® ¢ yueToM MOJb3bI IPYAHOTO BCKAPMIMBAHHS Ul peOeHKa H
HEO0XOIMMOCTH Teparuu ISl )KEHILUHBI.

Cnocod npuMeHeHHs U 103bl

Jleuenne npenaparom Kanyma® 10mKHO MpOBOAMTBCSA MOJ PYKOBOJACTBOM OINBITHOIO Bpaua,
XOPOIIIO 3HAKOMOTO C MpuHIUNaMH BeaeHus namueHToB ¢ JIJIKJI, npounmu meTabonmdecKumMu
HapyIIEHUSMH HJIM XPOHHYECKMMHU GolesHsaMM nedenu. IIpenapar Kanyma® nomkeH BBOAUTBCS
MOATOTOBJICHHBIM ~MEIUIIMHCKUM PAaOOTHUKOM, YMEIOIUM OOpOThCS C MEIUIMHCKUMU
HEOTJI0KHBIMU COCTOSTHUSIMU.

BaxxHo HauaTh Jie4eHHE NpenapaToM Kak MOXKHO paHbIIe Iociie yctaHoBieHus auarnosa JJJIKJIL

Iayuenmsi ¢ 6bicmpo npoepeccupyrowum JJJIKJI 6 nepgvle 6 mecayes sxncusnu

PexomeHnnyemass HavanpHass [Jo03a JUIi  MIIQJEHLEB (Miaame 6 MecsneB) C  ObICTpo
nporpeccupytommMm JJIKJI coctaBnser 1 Mr/kr wnu 3 Mr/Kr B Buje BHYTPUBEHHOW MH(Y3UU
OIMH Da3 B HENENI0, B 3aBUCUMOCTH OT KIMHHUYECKOTO COCTOSHMA nanueHta. Cremyer
paccMOTpeTh 0oJiee BHICOKYIO HAauallbHYIO 103y 3 MI/KT, HCXOJS U3 TSHDKECTH COCTOSTHUS peOEHKa
1 OBICTPOTHI IPOrPECCUPOBAHUS 3a00IEBaHUSI.

YBenuueHune 10361 CIEyeT paccMaTpUBaTh HA OCHOBAHUM HEIOCTATOYHOI'O OTBETA HA TEPAIHIO
M0 KJIMHUYECKUM M OWOXMMHUYECKUM KpPUTEPHSIM, BKJIIOYAs, HANpUMEp, 3aMeIJICHHBIH POCT
(oco0OeHHO 10 OlIeHKe OKpYKHOCTH cpennet yactu mieda, (OCII)), yxyammenne OHOXUMHUYEeCKIX
MapKepoB (Hampumep, MEYEHOYHBIX TpaHCcaMuHa3, (epputuHa, C-peakTHUBHOro Oenka u
MOKa3aTelned Koaryjasiluh), CTOMKYI WM YXYyJIUIAIOIIyIOCSd OpraHOMETaJhi0, 4YacTble
UHTEPKYPPEHTHbIE MH(PEKIMU U CTOHKOE yXYyALIEHUE IPYruX CHMIITOMOB (Hampumep, co
CTOPOHBI KETYJ0YHO-KUILIEYHOTO TPAKTA):



- B CJIyyae HEIOCTaTOYHOI'O KJIMHUYECKOIO OTBETA CJIEIYET PACCMOTPETh BO3MOXKHOCTh
YBEITUYCHUS J03BI 10 3 MI/KT;

- JanbHElIIee YyBEIMYEHHE J03bl 1O 5 MI/KI CclelyeT paccMaTpuBaTh B Cllydae
COXPAHSIOIIErocsl HEJOCTaTOYHOI'O KIIMHUYECKOTO OTBETA.

JanbHelmme KOpPpEeKIUU J03bl, TaKME KaK YMEHbBIICHHE J103bl WM YBEIMYCHHE HHTEpBaIa
MEXIy J03aMH, MOXHO TIPOBOJUTh HHAMBUIAYAJIBHO B 3aBUCUMOCTH OT JOCTHDKCHHS U
MOJJIEpKAHUsL TEPANEBTUUECKUX Ieeil. B KIMHUYECKUX HUCCIeIOBaHUIX OLEHUBAIU JO3bI OT
0,35 no 5 mr/kr 1 pa3 B Hemenro, MPU ATOM OJIMH MAIMEHT MOJIy4asl Oojiee BBICOKYIO 03y,
cocraBuBIyo 7,5 mr/kr 1 pa3 B Hepemnto. /{0361 BbIle 7,5 MI/KT HE U3Y4aJIUCh.

Jlemu u e3pocnvie ¢ JIJIKJT

Pekomennyemass 1o3a it geTeil M B3pOCHBIX, y KOTOPHIX HE BBISBIEH OBICTPO
nporpeccupytomuii JIJIKJI B Bozpacte 10 6 mecsies, coctapiseT 1 MI/KT B BUJIe BHYTPUBEHHON
unpy3un 1 pa3 B 2 Hexenu. YBenuueHue A03bl A0 3 MI/KT 1 pa3 B 2 HeIenu cieayer
paccMaTpuBaTh Ha OCHOBaHMHM HEAOCTATOYHOTO OTBETa Ha TEPAIUIO, COTJACHO KIMHHUKO-
OMOXMMHYECKMM KpUTEpUsM, B T.4. HalpuMep, 3aMEJIEHHbI pocT, CTOHMKHE WU
yXyALAKoIuUecs: OMOXUMHUYECKUE MapKephl (HampuMmep, napamerpsl nopaxkenus nedenu (AJIT,
ACT), nmapamerpsl nunujgHoro odomena (OXC, XC-JIITHII, XC-JIIBII, TI'), croiikas wiun
YXYALIAIOMASACS OpraHOMeralus M CTOHKOEe YXYyIIIeHHe APYTUX CHMIITOMOB (Hampumep,
HKEITyJ0YHO-KUIIEYHbIE CUMIITOMBI).

Ilpumenenue npenapama 6 0coobIX KIUHUYUECKUX 2PDYRNAX
Y noorcunvix nayuenmos (> 65 nem)

BesonmacHocTs M 3¢¢ekTuBHOCT, Tpemapata Kamyma® y mnanueHtoB crapme 65 et

HC OLICHUBAJIACh, ITIOOTOMY Kakue-11u00 PEKOMCHAAIH 110 aHLTepHaTHBHOﬁ AO3UPOBKE Yy TAKUX
MNanueHTOB OTCYTCTBYIOT.

YnauueHmoe C NOYEYHOU HeOOCMAMOYHOCHIbIO

Ha ocHOBaHMM HMMEIOLIMXCS JAaHHBIX MO (papMaKOKWHETHKE W (hapMaKoJMHAMHUKE CEOEIHITa3bl
anb(a, KOppeKiuu 1036l npenapata Kanyma® y HalMeHTOB ¢ MOYEYHOM HEeI0CTATOYHOCTHIO
He TpeOyercsl.

YnauueHmoe C NeYeHOYHOU HedOCMAMOYHOCHIbIO

Ha ocHOBaHMM MMEIOIIMXCS AaHHBIX 1O (hapMaKOKHMHETHKE M (papMaKoAWHAMUKE cederenasbl
anb(a, KOppeKIuy A036I npenapata Kanyma® y maiueHToB ¢ TeUeHOYHOH HEJ0CTATOYHOCTHIO
He TpeOyercsl.

Y oemeii u noopocmkos

Hasznauenne ceOenumasnl anbti)a ACTAM I'pyAHOTO BO3pacTa € HO,Z[TBGp)I(ILCHHOfI HOHHOpFaHHOﬁ
HEAOCTAaTOYHOCTBIO IMTPOBOAAT HA YCMOTPCHHE JICHALICTO Bpaya.

Y nayuenmos c uzbvimouroii maccoii mena

Onenka Oe3zomacHocT H 3¢ (GEeKTUBHOCTH cebenunasbl  ainbha y TaKUX MalMEHTOB
HE MPOBOJWJIACH, B CBA3HM C Y€M, B HACTOSIIEE BpeMs PEKOMEHIAlUN IO albTePHATUBHOMY
PEXUMY JT03UPOBAHUS JUIsI TALIMEHTOB ¢ M30BITOYHON MaccoM Tela HeT.

Cnocood npumenenusn
[penapar Kanyma® npeanazHaueH TOIbKO /i BHYTPHBEHHOTO BBEICHHUS.

Bece o0veM wuHOY3uM ciexyeT BBOJAUTH NPUOIM3UTENHLHO B TeyeHHe 2 wyacoB. Ilocre
ornpezieNieHus] MePeHOCUMOCTH Tpernapara ManueHTaMH, MOIyYarolluMU 103y 1 MI/KT, MOMKeT
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OBITH PacCMOTpEH MEepexo]l Ha mpoBeacHue nH(py3unu B TeueHue | daca. B ciydae moBbIeHUS
JI03bI JUIUTEIBHOCTh MH(PY3UU MOXKET ObITh YBEIMYECHA.

Ipenapar Kanyma® cienyer BBoauTh uepes Guibtp 0,2 MKM.

Kaxnplil iaxon npenapara Kanyma® npennasHaueH TOJBKO ISl OJHOKPATHOTO HPUMEHEHHS.
[penapar Kanyma® nomxken 6u1Th passeneH 0,9 % pacTBOpoM HaTpus Xiaopuaa (9 mr/mim) s
UHQY3H ¢ COOTIOACHUEM MTPABIIT ACCTITHKH.

Pa3BesieHHBIN pacTBOpP BBOJUTCS MAalMEHTaM C IMOMOIIBIO CHCTEMBI Ui WHQPY3UH ¢ HU3KUM
CBSI3BIBAHMEM C O€JKaMH, MO BO3MOXKHOCTH OCHAIEHHOW MPOTOYHBIM CJIA00 CBS3BIBAIOIIMM
Genku GpumbTpoM ¢ pasmepoM mop 0,2 MKM ¢ IUIOMAABIO IOBEPXHOCTH Oonee 4,5 cM?, BO
n30eKaHue OKKITFO3UH (PrIIbTpA.

Iloozomoexa eééedenus npenapama Kanyma®

[loarotoBky M BBejeHHe Ipenapata Kamyma® cieyerT NpOM3BOAUTE B COOTBETCTBUM CO
cienyoumMy maramu. Heo6xoqumo cobimoaaTh mpaBuiia acelTUKH.

d. OHpeI[eJ'II/ITB KOJINYCCTBO (I)J'IaKOHOB, KOTOPBIC HOTpe6yeTC$I Pa3BCCTHU JIA I/IH(by'BI/II/I, Ha
OCHOBaHMH MAacCChI TejIa IMaeHTa ¥ Ha3HAUCHHOM JO3BI.

0. Jlath ¢nakonam c npenapatom Kanyma® noctuus komMHaTHOH Temmneparypsi (15-25 °C)
niepe] paseneHueM (nmpuMepHo 30 MHHYT) C [ETbI0 MUHHUMH3AIMH BO3MOKHOCTH 00pa30BaHUS
OenkoBbIX yacTull cebenumnasbl anb(a B pacTBope. He criemyer ocTtaBisaTh (IakoHBI MHpU
KOMHAaTHOW TeMIiepaType Ha CpOK, MpeBblllatoluil 24 yaca, nepes pa3BeieHueM Juisi HHQy3uu.
@DI1akOHBI HE 3aMOPAKUBATh, HE HArPEBaTh, HE MOJIBEPraTh U3ITYYCHHI0 MUKPOBOJIHOBOM MEYH U
3aluIaTh OT CBETA.

B. He tpsictu. [lo pa3BelneHHs BHU3yaJllbHO H3Yy4uTh pacTBOp BO (hiakoHe(ax); mpemapar
JIOJKEH COOTBETCTBOBATh OMMCaHUIO (cM. paszznen «Omnucanuey). He cienyer mcnosnb3oBatrh
npenapar B Cilydae M3MEHEHHs LBeTa, IOMYTHEHUS WIM HAJU4Ms MHOPOJIHBIX MEXaHHYECKHX
BKITIOYeHUH. [10CKONBKY MaHHBIN MpenapaT MpeacTaBisieT co0oil pacTBop Oenka, BO (hakoHax
MOTYT IPUCYTCTBOBATh MOIYIPO3paYHbIE OEIKOBOMOAOOHbIE YACTHUIIBI.

T. Mennenno Habpats 10 10 M1 pacTBOpa U3 Kaxa0ro ¢akoHa U pa3BECTH PACTBOPOM ISt
uHpy3uid Hatpus xmuopuaa 9 mr/ma (0,9 %) B coorBercTBUM ¢ TalOnuued 2, B KOTOpOH
NIPUBEJICHBl PEKOMEHIOBAHHBIE CyMMapHbIe 00beMbl WH(Y3UH, B 3aBUCHMOCTH OT BEIHMYMHBI
Macchl Tena. AKKypaTHO niepemeniats. He tpsictu.

Tabnuya 2. Pexomenoosanmvie o6vemvl 66edenus *

Ho3a 1 mr/kr Ho3a 3 mr/kr** Ho3a 5 Mr/kr***
JImana3zoH Macchbl - - -
(k) OO0uuii 00bem OO0uuii 00bem OO0muii 00bem
HHPy3un (Mi1) nHpy3un (M) HHpy3un (M)
1-2.9 4 8 12
3-5.9 6 12 20
6-10.9 10 25 50
11-24.9 25 50 150
25-49.9 50 100 250
50-99.9 100 250 500
100-120.9 250 500 600

* O0beM WH(Y3UH JIOIDKEH OBITh OCHOBaH HAa HA3HAYCHHOW JI03€ M JIOJDKEH OBITh MPHUTOTOBIEH C
KOHEYHOH KOHIIEHTpaluel cedenunassl anbda, pasroi 0,1-1,5 mr/mi.
** JInsl MalMeHTOB, Y KOTOPBIX HE IOCTUTAETCS ONTUMAJIbHBIN KIMHUYECKUH OTBET IpH J103€ | MI/KT.



*4%  Jlns manmentoB ¢ JJIKJI B TeueHwe mepBBIX 6 MECSICB JKU3HU, KOTOPBIC HE JOCTUTAIOT
ONTUMABHOTO KIIMHUYECKOT'O OTBETA IIPH J03€ 3 MI/KT.

Heuncnonp30BaHHBIM IIpenapaT U pacXoJHblE MaTepuaibl JOJKHBI OBITH YTHUIM3UPOBAaHbBI B
COOTBETCTBUM C IPUHATHIMHU B JAHHOM PErHOHE TPEOOBAHUSAMH.

Jns  nonmydenus WHPOPMALUMU O TPEBEHTHBHBIX MeEpax M MOHUTOPHHTY  PEaKIHi
TUIIEPUYBCTBUTENBHOCTH CM. pazgen «OcoOble ykazaHusi». Ilpu pasBuTHUM  peakuuu
TUIIEPYYBCTBUTEIBHOCTHA JOJDKHBI MPOBOAMUTHCS COOTBETCTBYIOIINE MPO(PHIAKTHUYECKUE MEPHI
MEAMLIMHCKON ITOMOLIH, B COOTBETCTBUU C TEPANIEBTUYECKUMH CTaHAAPTaAMHU.

Io6ounoe neiicTBHE
Peswome npogpuns bezonacnocmu

[IpuBeneHHBIE HIDKE JAaHHBIE OTPAXKAIOT IKCIO3UIHUIO cebenunaspl anbpa y 125 manueHtoB B
no3ax ot 0,35 mr/kr 1 pa3 B 2 negenu 10 7,5 mr/kr 1 p/Hea. B KIMHUYECKUX HCCIIEIOBAHUAX (CM.
paszen 5.1), ¢ NpOAOIHKUTENIBHOCTBIO JieueHus oT 1 qust 10 60,5 mecsues (5 yer).

13 106 meteii u B3pOCIIbIX, BKIOYEHHBIX B KIIMHHYecKHe uccnenoBanus, 102 (96,2 %) nmomyyanu
cebenumnasy anbda co cpemHed MPOJOJKUTEIBHOCTRIO JieueHus: 33 mecsma (6, 59 mecsies).
MenuaHa TpPOJOIDKUTEIBHOCTH JIedeHUss 19 Jerell TpyAaHOTO BO3pacTa, BKIIOYCHHBIX B
KJIIMHUYECKHE UCCIIeIoOBaHuA, cocTaBuia 35,5 mecstes (ot 1 aus no 60 mecsiies).

Haubonee cepbe3HbIMH HEXKENATCIbHBIMH PEAKIUSIMH, 3aperUCTpUpOBaHHbBIMA Yy 4 %
NannuEeHTOB B KIIMHHUYCCKHUX MHCCICAOBAaHHUAX, ObLIN CHUMIITOMBI, CBA3aHHBIC C aHa(i)I/IJIaKCI/Ief/'I.
CHUMITOMBI BKITHOYAIH JUCKOM(GOPT B TPYIHOW KIIETKE, TUIIEPEMHIO KOHBIOHKTHBBI, OJIBIIIKY,
TUIICPEMHUIO, OTCK BCK, PUHOPCIO, TKCIYIO ABIXATCIIBHYHO HCAOCTATOYHOCTH, TaXHKApAWIO,
TaXUITHOD, pa3JpakKCHUE, MOKPACHEHHE, 3y, KPAIUBHUILY, CTPUIOP, TUIOKCHUIO, OJCIHOCTh U
JIHApPEIO0.

Hepequb HedHcenamelbHblx peakuud

B tabnune 3 npejcTaBieHbl JaHHBIE 110 HEXENATEIFHBIM PEAKIUsAM y JIeTel TPy THOTO BO3pacTa,
NOJy4aBIIUX cebenunasy ajgb(a B KIMHUYECKUX HCCleoBaHUSAX. B Tabmuie 4 mpeacraBieHbl
JTAHHBIE TI0 HEXeNATeIbHBIM PEaKIMsIM y JIeTeH U B3POCIBIX, MOIYYaBIINX cebenunasy anbha B
KJIMHUYECKHX HCCIe0BaHUsAX. Bo3MokHble Ha (¢oHe npuMeHeHus cebenunasbl anbda
He)KeNnaTelnbHbIe PEaKIMH pacHpefeiIeHbl MO CHCTEMHO-OPTaHHBIM KJlaccaM C yKa3aHHEM
YacTOThl UX BO3HUKHOBEHUsI coriiacHO pekoMeHmanusiv BO3: ouyens vacto (1/10) u ywacto (oT
1/100 no < 1/10). HexenarenbHble peakiMi CrPYMITUPOBAHBI MO0 YACTOTE M B KaXKIOW TpyIIe
IPEJCTaBJICHbI B TOPSAKE CHUKEHUS CePhe3HOCTH.

Tabmuma 3: 3aperucTpupoBaHHbIE HEKENATEIbHbIE PEAKIUH y JeTel TPYyAHOro BO3pacTa,
noiyy4aBmux cedenumnasy anbga (N = 19 manueHTon)

Knacc cucrem opranos no MedDRA Yacrora® TepmuH npeAnouTHTEBHOrO
ynotpebnenuss MedDRA

Hapymenust co cTopoHbl UMMYHHOM OueHnb yacto ['unepuyBCTBUTENTHHOCTR?

CHCTEMBI AHadunakTHYECKas peaKius’

Hapymenust co cTopoHbl oprana OueHnb yacto Ortek Beka

3peHus

HapymieHnuns co cTopoHsl cepana Ouens yacto Taxukapaus

Hapymenust co ctTopoHbl OueHnb yacto Hapymenue nprxanus

JbIXaTEIbHON CUCTEMBI, OPraHOB

TPYIHOU KJIETKH U CPETOCTCHUS
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Hapy1enust co cTOpOHBI K€y 109HO-
KMILIEYHOI'O TPAKTa

OueHp 4acTo

PBota, nnapes

Hapyuienust co CTOpOHBI KOXKHU U
HOJKOXHBIX TKaHEN

OueHp 4acTo

CBIHB, IIATHUCTO-TIAITYJIC3HAsA ChIIb

OO0mue paccTpoiicTBa M HAPYIIECHHUS B
MECTE BBEJICHHSI

OueHp 4acTo

Jluxopaaka, runeprepMust

JlabopaTopHble 1 HHCTPYMEHTAJIbHbBIE
JTAHHBIE

OueHp 4acTo

Hannune ciennpuyeckux aHTUTEN
K cebenumnase ainbda

[ToBbIlIEHNE TEMIIEPATYPHI TENA,
CHW)KCHHE CaTypalliy KUCIIOpOoa,
MOBBIIIICHUE aPTEPHATIHLHOTO
JIABJICHUS, YaCTOTHI CEPICUHBIX
COKpAIIICHUH U JABIXaTEIbHBIX
IBIDKEHUN

2 MoKeT BKJIIOUYATh: pa3pakuTelIbHOCTh, BO30YKICHUE, PBOTY, KPAMBHUILY, 3K3eMY, 3y, OJIETHOCTh U
TUIEPYyBCTBUTENBHOCTD K JIEKAPCTBEHHOMY Npemnapary.
® HaGmopgamoch y 3 TNaUMEHTOB TIPYAHOTO BO3DPACTa, MNOJIYYaBIIMX JIEYEHHE B KIMHHYECKHX
ucclenoBaHnsAX. Ha OCHOBaHWHM TepMHHA MPEANOYTHTEIHFHOTO YIOTPeONeHnsT «aHaduIaKTHIecKas
peakius» W TpuUMeHeHHs KputepueB (CaMcOHA [UIsl BBISBICHHS CHMITOMOB, COOTBETCTBYIOIIUX

aHa(UITaKCHH.

d

Ta6n1z1ua 4 3apeFI/ICTpI/IpOBaHHBIC HCXKCJIATCIBbHBIC PCAKIIUU Y I[eTeﬁ " B3POCJIbIX™, IMOJIYyYaBIINUX

cebenmunaszy anbda (N = 106 narueHToB)

Kiacc cucrem opranos mo MedDRA

Yacrora?

TepMuH MPeIOITUTETBHOTO
ynotpebnenuss MedDRA

Hapymenus co cTopoHbl UMMYHHOU
CHUCTEMBI

OueHb yacTo

[ UnepyyBCTBUTENBHOCTE®

Yacto

AnadumakTrdeckas peakiusi’

Hapyienust co cTopoHbl HEpBHOM
CHUCTEMBI

QueHp 4acTo

FOHOBOKPYDKGHI/IG

Hapy1ieHus co CTOpOHBI COCYI0B Yacto AptepuanbHasi THIIOTEH3HS,
TUIEPEMUS KOXKHU

Hapyienus co cTopoHsl cepana Yacto Taxukapaus

Hapy1ieHus co CTOpOHBI IbIXaTe€IbHON Yacto Opplmika

CHUCTEMBI, OPTaHOB I'PYTHOM KIIETKH U
CPEOCTEHHUS

Hapymenus co cTOpOHBI JKeTyJ04HO-
KHIIEYHOT'O TPaKTa

QueHp 4acTo

Bonr B :xuBoOTE
Huapes

Yacto B3nytue xxnBora
Hapymienust co cTopoHBI KOXH U Yacto Chirib, maryJie3Has ChbIib
MOJIKOYKHBIX TKaHeH
OO0m1me paccTpoiicTBa U HAPYIIECHUS B Ouenb yacTo YTomMisieMocTh
MecTe BBEICHUS Jluxopanka

Yacto JluckoM@opT B TPyIHOM KIIETKE,
YIJIOTHEHHE B MeCTe HH(Y3Un®
JlaGopaTopHbIe 1 HHCTPYMEHTAIbHbIE YacTto [ToBbIIEHME TEMTIEPATYPHI TEIA

JaHHBIC

a Ha6monanocn y 2 MalMEeHTOB, IMOJy4YaBIIUX JICUHCHUC B KIIMHUYCCKHUX HMCCICAOBAHUAX. Ha ocHoBanmnu
TEPMHUHA NPCAIIOYTUTEIILHOTO ynOTpe6JIeHI/I$[ «aHaq)I/IJIaKTI/IT-IeCKaSI peakuus» U NMPUMCHCHHA KPUTCPUCB
Camcona JJIs BBIABJIICHUA CUMIITOMOB, COOTBETCTBYIOIIUX aHa(I)I/IJ'IaKCI/II/I.
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® MokeT BKIIOYATh: 03HOO, IK3eMY, OTeK TOPTaHM, TOIIHOTY, KOKHBIH 3y/I, KPAITHUBHHUILY.
¢ BrirtouaeT: sKcTpaBas3alliio, 00Jb U KPATUBHUILY B MECTE HH(Y3HUHU.

Onucanue omoenbHbIX HeXCelamenbHbIX PeaKyull
T'unepuyscmeumenvrocms

VY nsatu u3 125 (4 %) nanueHToB, MoMy4aBHIMX cebenumnasy ainbda, Briarodas 3 u3 19 (16 %)
neTeit rpynHoro Bospacta U 2 u3 106 (2 %) nereit u B3pOCIHBIX, B KIIMHHUYECKUX HUCCIETOBAHUIX
OTMEUAJI CEPhE3HBIC CHMIITOMBI, COOTBETCTBYIOIIME aHaduIakcuu Ha cebenumazy anbda.
AHadunakcus pa3BUBaiach BO BpeMs NpoBeAeHHUs MH(Dy3uH, HE MO3Ke YeM depe3 Toj| Mocie
Hayaya JCYCHHS.

B ximunmueckux wuccienoBaHusix y 59 uz 125 (47 %) manueHToB, MOJTyYaBIIUX ceOenumnasy
anbda, Brmovas 13 w3 19 (68 %) nereit rpynHoro Bo3pacta u 46 u3z 106 (43 %) nmereit u
B3pPOCJIbIX, 3apPETUCTPUPOBAHA, KaK MHUHHUMYM, | peakuus THIepdyBCTBUTEIHHOCTH (OTOOp C
MCII0JIb30BaHUEM IIPOBEPEHHOTI0, 3apaHEE ONPEAEIEHHOr0 Habopa TEPMUHOB, CTPYIIITUPOBAHHBIX
BMECTE JJI BBISBICHUS BO3MOXHBIX PEAKIMI THIEPUyBCTBUTEIHHOCTH). CUMITOMBI, KOTOPHIE
COOTBETCTBYIOT WMJIM MOTYT OBITh CBSI3aHBI C pEaKIMed TUNEepPUyBCTBUTEIBHOCTA M BO3HUKIIH Y
JIBYX WM Oojiee MalMeHTOB, BKIIOYAIH, MOMUMO IMpOYero, 00Jb B KHUBOTE, BO30YXKICHHE,
Oponxocna3M, 03HOO, AMApEI0, OTEK BEKa, 3K3EMY, OTEK JIMLA, apTePHAIbHYIO THIEPTEH3HUIO,
pa3apaXUTENbHOCTh, OTEK TOpPTaHH, OTeK TIy0, TOLIHOTY, OTEKH, ONIeTHOCTh, 3V,
JTUXOPAIKY/TIOBBIIICHUE TEMIIEPaTypbl TeNa, ChIb, TAXUKAPJAHIO, KPAIUBHHIYY W PBOTY.
BonbuIMHCTBO peakiuii pa3BUIMCh BO BpeMms MH(Yy3uHM WM B TeueHUE 4 4acOB C MOMEHTA
3aBepIueHus HHQY3un.

Tpanzumopuas eunepaunuoemus

CornacHo HU3BCCTHOMY MCXAaHU3ZMY JIEHUCTBUSA npernapara, ImocJjic Havdajla JICUHCHHUA MpCliapaToM
KaHYMa® Ha6J'IIOI[aJ'IC$I 0eCCUMIITOMHBIN IIOABEM ypOBHeﬁ HUPKYJIUPYIOIIHUX B KPOBOTOKE
XOJeCTCpHa W TPUTIIULOCPUIOB. Ot IHOABEMBI OOBIYHO BO3HHMKAJIM B TEUECHHE IEPBLIX

2-4 HCACIb U 0CJIA0JISIINCh B TCUCHUE JaIbHEHIIINX 8 HEACIIb JICUCHUA TPCIIapaToOM KaHyMa®.

HMM)/HOZ@HHOCWIZ)

Kak wu Bce mnpemaparbl OenkoBOM HpUpOJBI, HpenapaT o0dagaeT MOTEHLUUAIbHOM
MMMYHOT€HHOCTBIO. Y TAIlMeHTOB OOHApy)XMBaJIW aHTUTENA K JIEKapCTBEHHOMY IIpernapary
(AJII) k cebenumnaze anbda. [Io cpaBHEHUIO ¢ MOMyJIALUEH AeTeill M B3pOCHIbIX, B MOMYJISAIUN
nereit rpynHoro Bo3pacrta (10/19 manueHToB) yaiie ObLUTH TOJIOKUTEIbHBIC PE3yJIbTaThl aHATM3a
Ha AJIIL

Cpenu 125 nanumenrtos ¢ JJJIKJI, BKIIIOYEHHBIX B KIIMHHYECKHE HccenoBanus, y 19/125 (15,0 %)
NalMeHTOB OOHAapyKMBAIM aHTUTENA K JieKkapcTBeHHoMy mpemnapaty (AJIII) B kakoii-nu6o
MOMEHT BpEMEHM IIOC/ieé Hauaja JjedeHus ceOenunasoil anbdpa (9 gereil um B3poOCHBIX U
10 manenToB rpyaHoro Bo3pacta). B momynsuum nereit m B3pocnsix ¢ JIJIKJI oGpa3oBanue
AJIIT 6bu10 BpeMeHHBIM, ¢ 00bIYHO HU3KUMHU TUTpaMu AJIII. ITocTOSHHBINA MOIOKUTENbHBIH
pesyabTar ananuza Ha AJIII nHaGmromancs y Bcex 10 nereid rpyaHOro Bo3pacTa, a BBICOKHM TUTP
AJIIT — y Tpex u3 10 nereit rpyaHoro Bo3zpacta. Cpenu stux 19 nanuenroB y 11 (58 %) taxke
OTMEYEHO HaJIMYMe aKTMBHOCTH MHTHOMpyrommx antuten (NAbs) B 11000i MOMEHT BpeMEHH
1I0CJI€ UCXOIHOTO YPOBHSI.

Ilepeno3upoBka

B kIMHUYECKHX MCCIIeIOBaHUSIX U3ydalu 103kl cebenunasbl anbda 10 7,5 Mr/kr 1 pa3 B HeIeIo.
Crneuuduueckux NPU3HAKOB U CHMIITOMOB MEpPEIO3UPOBKM Ha (oHe mnpuMeHeHUs Ooee
BBICOKHUX 03 BBISIBJICHO HE 6])1.]'[0.
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B3anmopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CpeICTBAMH

HccenenoBanust o B3aMMOJICHCTBUIO He TPOBOAMINCH. [TockonbKy cebennnasa anb(a npecTaBiser
co00if  pPEeKOMOMHAHTHBIN  YENOBEYECKHH  OENOK, MaJOBEPOSITHOCTHBI — LUTOXpoM  P450-
OI10CPE/I0BaHHbIE UJIH IPYTUE B3aUMOJCHUCTBUSI.

@apMaKOJZOZM’teCKCL‘Z coemecmumocms

[TockonbKy ucciaeoBaHus IO COBMECTUMOCTH C IaHHBIM IIpenapaToM He IIPOBOAMINCH, €TO HE
ClIelyeT CMELIMBATh C JPYTMMH IIpenapaTaMu.

Oco0ble ykazaHus
Hoknunuueckue oannvle no 6ezonacHocmu

JIOKIIMHUYECKUE JlaHHBbIE HE IIOKa3bIBAIOT OCOOOH OMAacHOCTH AJIs 4eJIOBEKa, OCHOBAaHHON Ha
TPAaJUIMOHHBIX HCCIEAOBAHUAX (hapMaKkoiIoruu 0e30MacHOCTH, TOKCHYHOCTH MHOTOKPATHBIX
703 Yy Kpbic M 00€3bsiH WIM BIUSHUS Ha (QEepTHIBHOCTh, 3MOpHOdeTansbHOe, MepU- U
IIOCTHATaJIbHOE Pa3BUTHE y KpPbIC U KpOJIMKOB. MccienoBaHusi XpOHUYECKOW TOKCUYHOCTH Ha
MOJIONBIX SIBAHCKMX MaKakax IIOKa3ajlu OTCYTCTBHE TOKCHYHOCTM IIpH Jo03aX, B 3 pasa
IPEBBILIAIOIINX PEKOMEHJIOBAaHHYIO /103y AJI IpyAHbIX Aereid u B 10 pa3 IpeBbIIAIONIYIO
pPEKOMEHIyeMyI0 103y Ul B3pocibix/aeredl. B uccnenoBanusax smMOpuodeTalbHOro pa3BUTHS
KpBIC ¥ KPOJIMKOB TPHU /103aX, KaK MUHUMYM, B 10 pa3 mpeBblLIalonuX PEKOMEHIOBAaHHYIO 103y
JUIS B3POCIBIX/AETel, a Takke B HMCCIENOBaHUAX (EPTUIBHOCTH U INEPU- U MOCTHATAIBHOTO
pa3BUTHUSL KpbIC MpU Jo3ax, A0 10 pa3 mNpeBbIIAOMUX PEKOMEHAOBAHHYIO J03y JUIS
B3pOCIIBIX/IeTeH, HEXKEJIATEIIbHBIX PE3yJIbTATOB HE BBISBIECHO.

HccnenoBanus 1Mo OICHKE MYTAarcHHOIo U KaHICPOr€HHOI'0 MOTCHIAaIa cebenuIaspl aﬂb(1)a Ha
,I[aHHHﬁ MOMCHT HC BBIIIOJHAIHNCE.

DepmunbHocmo

Knuauyeckue naHHble 0 Bo3leiicTBuM cebenunasbl anb(a Ha (QEepTHIBHOCTh OTCYTCTBYIOT.
HccnenoBanus Ha KUBOTHBIX HE BBISIBUIM IIPU3HAKOB HapyIIEHUs (PEPTUIIBHOCTH.

Peam;uu cunepdysecmeumelbHocmu, 6KJa04asl aHaqbuﬂaKcu;o

V nanueHTos, nodyyaBimux npenapar Kamyma®, coo6Iuanoch o peakiysax MMepuyBCTBUTENLHOCTH,
BKIItOUasi ciiydyan aHaduiuakcuu. B cBs3M ¢ yeM JODKHA OBITH JOCTYIMHAa COOTBETCTBYIOIAS
HEOTJIOXKHAST MEIMIIMHCKas ToMoIb. B ciydae pa3BUTHS MOJOOHBIX peakiuii HEOOXOAUMO
He3aMeJINTENbHO TIPEKPaTUTh BBeleHHe mnpemapata Kamyma® M HauaTh COOTBETCTBYIOIIEE
TepaneBTUUYECKoe JiedeHue. [Ipu 3ToM HEoOXOAMMO CIeAoBaTh TEKYIIUM MEIUITUHCKUM
CTaHJapTaM HEOTJIOKHOU MTOMOIIIH.

CnenyeT OLCHUTh COOTHOIICHUC O)KPII[&CMOﬁ IMOJIb3bI W BO3MOXHOI'0O pPHCKa IIOBTOPHOIO
BBCACHHUA IIpCIlapaTa KaHYMa® IMOCJIC Ppa3BUTHUA TSDKENIoH annneprnqecxoﬁ peaknuu I1epen
CJICAyronuM IMPUMEHCHUEM IIpIiapara. HpI/IMCHI/ITeJ'II)HO K nmanueHTaM, HCIBITaBIIMM B XOJAC
I/IHq)ySI/II/I AJUICPIrUYICCKHUE PpCaKLuu, IpHU CICAYIOIEM BBCACHUHN IIpCliapara HCOGXOZ[I/IMO
MMPOABJIATE OCTOPOKHOCTD.

Mepsl 1o 0Ooprbe C peakuusMH TUIEPUYYBCTBUTEIBHOCTH MOTYT BKJIIOYaThb BPEMEHHOE
npekpamieHue WHQY3UHM, CHIKEHHWE €€ CKOpPOCTH H (WJIM) BBEJACHHUE AaHTUTHCTAaMUHHBIX
IIPENapaToB, aHTUIMPETUKOB U (MJIM) INIIOKOKOPTUKOCTEpOoUa0B. [Ipm BpeMeHHON OCTaHOBKE
MH(QY3UU OHA MOXKET ObITh 3aTeM BO300HOBJIEHA C MEHBIIEH CKOPOCThIO, C MOCIEAYIOLIUM €€
YBEJIMUEHUEM, B COOTBETCTBUU C IIEPEHOCUMOCTHIO. [IpeBEHTUBHOE JIeUeHNE aHTUITUPETUKAMHU U
(uTM) aHTUTMCTAMUHHBIMHU TIpernapaTaMH MOXET MNpeIyNpeIuTh MOCIEAYIOUMEe pPEaKIUH B
cilydasix, Korja norpeboBaioch CUMIITOMATHYECKOE JICUEHHE.
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B cnyyasx Belpa)keHHOW peakuuu Ha HMH(QY3UI0, a TakKe KOTAa TEpareBTHYECKUuH >PQexT
HEJIOCTaTOYCH, MAlUEeHTHI JTOJDKHBI OBITh IPOTECTUPOBAHBI HA HAINYNE AHTHTEIL.

JlekapCTBEHHBIN mMpenapar MOKET COJepXKaTh Clie[pl Oelka KypuHOro sina. llamueHTsr ¢
BBISIBJICHHBIMU ~ QJUICPIHUECKUMH  PEaKIUsIMU Ha KypUHOE SN0 ObUIM HUCKIIOYEHBl U3
KIIMHUYECKUX UCCIIEA0BAaHUM.

[Tocne mepBoit nHpy3un cebenumazon anbda, BKIOYas MEPBYIO MHOY3HIO MOCIE YBEIMYCHUS
JIO3bI, MallMEHThl JOJDKHBI HaXOAWUTHCS IOJ HaOmroJgeHMeM He MeHee 1 daca ¢ Henbio
MOHHMTOPHHTA 3a COCTOSSHUEM W BBISBJIICHHEM CHMIITOMOB M IPU3HAKOB aHA(DMIIAKCHH WA
BBIPAKEHHOU PEAKLIMK TMIIEPYyBCTBUTEIILHOCTH.

MMMYHOT€HHOCTB

Kak u B cimyyae npuMeHeHus JI00BIX OEJIKOBBIX MPENapaToB, CyIIECTBYET NOTEHIIMAIbHBIN PUCK
MMMYHOT€HHOCTH. B KiumHMYeckux mporpammax ceOenumaspl anbda Uis oOmpeaesieHus
NOTEHLMAJIbHOW MMMYHOI€HHOCTH Y HAlMEHTOB OOBIYHO ONPENENsUIM HAJIM4Yue aHTUTEN K
nekapctBeHHoMy mipenapaty (AJII) k cebenunaze anbda. Y AJIII-MOT0KUTENBHBIX MAUEHTOB
ONpeNeNsIi  TakKe  AaKTHBHOCTh  WHTUOMPYIOIIMX  aHTHTEN. Hanmuume  akTHBHOCTH
MHTHOUPYIOIIUX aHTUTEN B KJIMHUYECKUX UCCIIEOBAHUSIX OMPEIEIISIN B HEKOTOPbIe BpEMEHHbBIE
TOYKH TIOCIIe Havaja jedeHus. B menom cBsa3p Mexny HanmmuueM AJlll/neritpanusyromux AT u
CBSA3aHHBIMU PEAKIUSMU TUNEPUYBCTBUTEIBHOCTH WM CYOONTHMAlIbHBIM KIMHHUYECKUM
OTBETOM HE YCTAHOBJICHA.

B knmmHMYecKMX UCCIeN0BaHMSX, Y 3 HAllMEHTOB, FTOMO3UIOTHBIX IO JAEJElNH, 3aTparuBaoei
o0a amyensi TeHOB JM30COMHOM Kucnoil nmmaszel A [LIPA] u xomectepun-25-ruapoxcumnassl,
oOHapykeHa aKTUBHOCTb HWHTUOMPYIOLIMX AaHTUTEN, CBs3aHHAasg C CyOONTHMAalbHBIM
KJIMHUYECKUM OTBETOM. ODTH IMAaLMEHThl MOJIy4YaJd UMMYHOMOIYJHUPYIOLLYIO TEPaIlui0 B BHUJE
MOHOTEpalnuyl WIM B KOMOMHALlMM C TPaHCIUIAHTAIMed KPOBETBOPHBIX CTBOJIOBBIX KIIETOK
(TKCK) mnu koctaoro mosra (TKM), 4ro B pe3ysbTaTe MPUBEIO K yIYUIICHUIO KIMHHYECKOTO
OTBETa Ha Tepanuio cedbenunasoi anbpa.

Bcnomozamenvnuuie seuecmea

JlaHHbBIN NeKapCcTBEHHBIA Mpemnapar coiaepkuT 33 mr HaTpus Ha (ruakon u BBoguTcs B 0,9 %
pactBope Hatpus xiopuaa (9 mr/mu) mis uHQy3uid. ITH GakTOpsl HEOOXOIMMO YUHUTHIBATH
narueHTaM, HaXOSIIMMCS Ha IUeTe C OTPaHUYCHHBIM MOTpPeOIeHIEM HaTPHSL.

Ocobvie mepvl nPedoCmMopOIHCHOCU NPU YMUTUSAYUU U NPOYEeM 00paueHuU

Hewncnone3oBaHHbI npenapaT U OTpaObOTaHHBIM MaTepuall JOJKHBI OBITh YTUIM3HPOBAHBI, B
COOTBETCTBUU C NMPUHATHIMU B JAHHOM PETHOHE TPEOOBAaHUSIMHU.

Bansinne Ha CIOCOOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMH, MEXaHM3MAMHU

[penapar Kanyma® oka3blBaeT MUHMMANbHOE BJIMSHHE HA CHOCOOHOCTh  YIIPaBIATH
TPaHCHOPTHBIMM CpeAcTBaMH, MexaHu3Mamu. Ha ¢QoHe mnpumeneHus cebenunassl anbda
co00IIa7IoCch O Pa3BUTHM HEXKENATEIbHBIX PEAaKIMi B BHJE TOJOBOKPYKEHHS, YTO MOMKET
HOBIUATH HA CIIOCOOHOCTD YNPABIATh TPAHCIIOPTHBIMU CPEICTBAMH, MEXaHU3MaMHU.

dopma BbIIIYCKA

KoHueHTpat 17151 IpUroTOBIEHUS pacTBOpa st HHQY3Uid, 2 MI/MIL.

[To 10 Ma xoHIIEHTpaTa BO (JIAKOH U3 MPO3PAYHOTO OECIBETHOTO CTEKJIA THAPOIUTHYECKOTO
Kiacca 1, YKymOpeHHBIM pPE3WHOBOM NPOOKOH, YIUIOTHEHHON QJIIOMUHHUEBOM KPBIIIKOH C
[JIJACTMACCOBBIM OTPBIBAIOIIMMCS KOJIIAYKOM.

Ha ¢akoH HakJIenBaIOT 3TUKETKY.
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I[To 1 ¢pnakoHy ¢ MHCTPYKLKEH 110 MPUMEHEHHIO B MaYKy KapTOHHYIO.

YciaoBust XxpaHeHUs

B 3anumierrom ot cBeta Mecte mpu temimeparype (2-8) °C. He 3amopakuBath!
XpaHUTh B OPUTHHAJIBHON YIIAKOBKE JUJIS 3aIUTHI OT CBETA.

XpaHUTb B HEIOCTYITHOM JIJIS JIETEH MecCTe.

Cpoxk rognocTu

2 ropa. He npuMeHATH 110 UCTEUEHUH CPOKA TOJHOCTH.
YcaoBus ornycka

OTmycKaroT 1o peLenty.

HaumenoBaHnmue Hu aapec HPUINIECCKOIo Juua, Ha HMHA KOTOpOro BbIJIaHO
PETUCTPAIIMOHHOEC YIOCTOBEPECHUE

Aunexcuon FOpon CAC,
103-105 rue Anatole France, 92300 Levallois-Perret, France/103-105 yn. Anatons ®parca,
92300 JleBamnya-Ileppe, @panuus

IIpousBoauTeb, pacoBUK (MePBUYHAS YIIAKOBKA)

1. [Tareon Uranusa C.n.A., Utanus

2° TpaB. OcHkc Bua Moponense, 5, 03013 — @epentuno (OP), Uranus

Patheon Italia S.p.A., Italy

2° Trav. SX Via Morolense, 5, 03013 — Ferentino (FR), Italy

2. bakctep Onkonorus ['M6X, I'epmanus

KanTmrpacce 2, 33790 Xanne / Becrdanus, I'epmanus

Baxter Oncology GmbH, Germany

Kantstrasse 2, 33790, Halle / Westfalen, Germany

3. Anexcnon ®@apma MaTtepuemnn Onepeiitmace Jlumuren, Mpmanaust

Monxkcnenn Ungactpuan Jcreit, ATinoH, Pockommon, Upnanaus

Alexion Pharma International Operations Limited, Ireland

Monksland Industrial Estate, Athlone, Co. Roscommon, Ireland

YnakoBmmk (BTOpMYHasA (NMOTpPeOdMTENbCKAasl) YNAKOBKA), BBINYCKAKIINH KOHTPOJb
KayecTBa

1. Anmak @apma Cepsucus Jlumuren, Coenunennoe KoposieBcTBo

Curo Unnactpuan Ocreiit, [lopranayn, Kpelirason, BT63 SUA, Coenunennoe KoponescTo

Almac Pharma Services Limited, United Kingdom

15



Seagoe Industrial Estate, Portadown, Craigavon, BT63 5UA, United Kingdom

2. Anexcuon ®@apma Mutepuemnn Onepeitne Jiumuren, Upnanaus

Komnemxk busnec s Texknonomxku [lapk, branuapacrayn Poya Hopr, yomnun, 15, Upnanaus
Alexion Pharma International Operations Limited, Ireland

College Business and Technology Park, Blanchardstown Road North, Dublin 15, Ireland

HanmeHoBaHue, ajpec OpraHu3ainuu, YIOJHOMOYEHHOH ep:kaTejieM WM BjajaejblieM
PErUCTPAIMOHHOTO Y/IOCTOBEPEeHHs JIEKAPCTBEHHOI0 Mpenapara Ui MeIHIHHCKOIo
NpUMeHeHHs] HA MPUHATHE MPETeH3UIl 0T MOTPeduTeIs:

00O Actpa3eneka @apMacblOTUKAI3

123112, r. Mockaa, 1-ii KpacHorBapaeickuii mpoes, 1. 21, ctp. 1, atax 30, komHartsl 13 u 14
ten. +7495 7995699

dakc +7495 7995698
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