COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 19.05.2023 N2 9362
(NOCNEOOBATENEHOCTE 0014)

OBILIASA XAPAKTEPUCTHUKA JI

V lanHbIi  JEKapCTBEHHBI  Mpemapar  MOAJEKHUT  JOMOJHUTEIbHOMY  MOHUTOPHUHTY.
DTO TO3BOJUT OBICTPO BBISIBUTH HOBYIO MH(popManuio mo Oe3omacHocTH. MBI oOparmaemcsi K
pabOTHUKAaM CHCTEMBI 3[[PABOOXPAaHEHHsSI C TPOChOOH COOOIIATh O JFOOBIX IOI03PEBAEMBIX
HCKCJIATCIIbHBIX PCAKIUAX. HOpSIIIOK COO6H_I€HI/I$I O HCXKCJIATCJIIbHBIX PCaKIUAX MPCACTABJICH B

paznene 4.8.

1. HAHMUMEHOBAHHUE JIEKAPCTBEHHOTI' O ITPEITAPATA
Jxaneny, 90 mr, TabIETKH, MOKPBITHIE INICHOYHOW 000I0YKOMA
Jxaneny, 180 mr, TaGIeTKH, MOKPHITHIC TNICHOYHON 000JIOUKON

Jlxaneny, 360 M, TaOJIETKH, OKPHITHIC TNIECHOYHOU 000JIOUKOM

2. KAYECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
JelicTBytolee BemecTBo: aehepa3supokxc.

Jxaneny, 90 mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JI0YKOH

Kaxxnas rabnerka cogepxut 90 mr nedepasupokca.

Jxaneny, 180 mr, TabJIeTKH, ITOKPBITHIE INIEHOYHOU 000JI0YKOU

Kaxxnas rabnerka cogepxut 180 mr nedepasupokca.

Jxaneny, 360 Mr, TabJIETKH, MOKPBITHIE INIEHOYHOH 000JI0YKOH

Kaxxnas tabnetka comepxut 360 mr nedepazupokca.

ITonnbrit MEPCUCHb BCIIOMOTATCIIbHBIX BCHICCTB IIPUBCACH B pa3JicjIiC 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE TNICHOYHOW 000JI0YKOA.

Jxageny, 90 mr, Ta6HeTKI/I, MNOKPLIThIC MICHOYHOU 00010YKOH

OBaJibHBIEC JIBOSIKOBBIMYKJIBIE TAOJIETKH, MOKPBITHIE IJICHOYHON 000JI0YKOM, CBETIO-T0y00ro
IBC€TAa, CO CKOMICHHBIMH KpasiMH. Ha 0I[HOI>1 CTOPOHC MCKAY ABYMA HU30IHYTBIMH JIMHUAMHU, C
HeOOJIBIIIMM HAaKJIOHOM BBEpX HaHeceHa rpaBUpoBKa «90», Ha apyroi — «NVRy.

Jxageny, 180 mr, Ta6HeTKI/I, MNOKPLIThIC MICHOYHOU 000JI0UKOH

OBaJibHBIE ABOSIKOBBITYKJIbIE TAOJETKH, MOKPHITHIE TUIEHOYHON 000JI0YKOMH, Tos1y0oro 1BeTa, co
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CKOmeHHBIMI/I KpaHMI/I- Ha OI[HOI\/’I CTOpOHe Me)K J HDJ Vi Y1OU1 11] LT DLIVIYT Jlllllll/ll\‘lll, C1IIVOUUJIDIY1IvE
HAKJIOHOM BBEpX HaHeceHa rpaBupoBKa «180», Ha apyroi — «NVR».

Jxaneny, 360 Mr, TabJIETKH, MOKPBITHIE INIEHOYHON 000JI0YKOH

OBasibHBIE ABOSIKOBBIMTYKJIbIE TaOJETKH, MOKPBITHIE IUIEHOYHON OO0O0JIOYKOH, TEMHO-TOIyOOro
[[BETa, CO CKOIIEHHBIMU KpasiMu. Ha ogHOI CTOpOHE MeXIy NBYMS HM30THYTHIMHU JMHUSMH, C

HeOOJIBIIMM HAaKJIOHOM BBEpX HaHECeHa rpaBupoBKa «360», Ha apyroi — «NVR».

4. K/IMHUYECKHUE JAHHBIE

4.1 Iloka3aHus K NPUMEHEHHIO

IIpenapar /[[»xaneHy nokasaH Juist JICUEHUS:

. XpOHUYECKOH MOCTTpaHC(Y3UOHHONW MEperpy3Ku >KeIe30M y B3pOCHbIX U JAeTed B
BO3pacTe 2 JIET U CTaplle.

o XpOoHNUECKO HeTpaHC(PY3MOHHOM Meperpy3KH *Kele30M y MalUueHTOB C TajacceMHuel B

Bo3pacte 10 jer u crapuie.

4.2 Pexxum 103MpOBaHUA U CIIOCOO MPUMEHEHUS
Tepanuto mpemapatoM JKafaeHy [ODKEH TMPOBOAUTH Bpad, HMEIOMIMA OMbBIT JICYCHUS
XPOHUYECKON MOCTTPaHC(Y3HMOHHOM MEeperpy3KH Kelle30M, TOJIbKO MOCE OLEHKA BO3MOKHOTO

pHCKa U MOJIb3bI XEJIATOPHON TEpaIuu.

Pexxum 103upoBaHUs

Xponuueckas nocmmpanc)y3uoHHas nepeepy3Ka Heeie3om

Tepanuro npemaparom JxaneHy peKOMEHIyeTCss HAUWHATh MOCIe TpaHC(PY3UH TPUOTU3UTEIEHO
20 equnut (oxoso 100 MII/KT) 3pUTPOIIMTHOM MacChl M OoJiee, WU MPU HATUYHH KIHHUYECKUX
JIAHHBIX, CBUJICTEIbCTBYIONIUX O Pa3BUTHH XPOHUYECKOHN MEPErpy3KH Keae30M (HanpuMmep, Mpu
KOHIIGHTpaluuu ¢epputuHa B ChiBOpoTKe KpoBH Oonee 1000 mkr/m). Jlo3y (B MI/KT) ciemyeT
PacCUUTHIBATh U OKPYTJIATH JI0 TO3UPOBKH IIETION TaOIETKH.

Llenpto Tepanuu XeJdaTopaMH Kelie3a SIBIIICTCS BBIBEICHHE JKelie3a, MOCTYNHUBIIETO C
TpaHC(hy3USIMH SPUTPOIIMTHON MACChI, U, TIPU HEOOXOJUMOCTH, CHIDKCHHE COJICPKAHUS JKeJie3a B

OpraHusMe.
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Pemenne o BBIBEACHHM HAKOIUIGHHOTO IKefesa——efeayeT—HpHiivats—HHANBHAYatsHo;
OCHOBBIBASICh Ha OLICHKE 0’KMJ1a€MOM IMOJIb3bl U PUCKOB XEJIaTOPHOU Tepanuu (cM. pazaen 4.4).
[Ipenapar [IxaneHy, TaOJIETKU, MOKPHITHIE TUICHOYHON OOOJOUYKOM, SIBISETCS JIEKAPCTBEHHOM
dbopmoii nedepasuporca ¢ Oojee BBICOKOH OMOAOCTYIMHOCTBIO MO CPAaBHEHHUIO C IpenapaToM
Okcukaa, nucneprupyembie Tadnetku (cMm. pasnmen 5.2). IIpu 3ameHe Tepanuu mpenapaTom
DKcHDKA Ha Tepanuio npenaparom JlxaneHy, 103y HeoOxonuMo cHU3UTH Ha 30% U OKpYTIIUTH
710 TO3UPOBKH 11101 TaOJIETKH, MOKPHITON TIJICHOUHON 000JI0UKOH.

PexomenoBanHbIe 1036l Aepepazupokca B 3aBUCUMOCTH OT JIEKAPCTBEHHOM ()OPMBI y TAITUEHTOB
C MOCTTpaHCc(y3UOHHON NEPETPY3KOI KeJle30M MpeICTaBIeHbI B Ta0uIe 1.

Tabamna 1. PexomenoBaHHbIe 1031 Aeepa3sMpoKca B 3aBUCHMOCTH OT JICKAPCTBEHHOM
(popMbI y NanMEeHTOB ¢ NOCTTPaHC(Y3HOHHOM Neperpy3Kou Keae3oM

IkcumKani, Hxaneny, Oobem Konuenrpanus
AMCIIepPru- TalJIeTKH, TpaHchy3uu ¢eppuruna B
pyembie MOKPbITHIE CHIBOPOTKeE
TaldJIeTKN IJICHOYHOM KPOBH
000J104K0i1
CraproBasn 20 mr/kr B cytku | 14 mr/kr B cytku | ITocne tpancoysuu | >1000 mxr/n
a03a 20 enuHULL SPUTPO-

[IUTHOM MaccCHhI
(oxosro 100 mi/kr)

AabTepHaTuB- | 30 Mr/kr B cyTKu | 21 Mr/KT B cyTkH | > 14 Mur/kr

Hasl CTapTOBast SPUTPOLUTHOM
no03a MaccChl B MECSII]
(okoJ10 >4 enuHUIL
B MECSIII JJIst
B3POCJIBIX)

10 Mr/kr B CyTKH | 7 MI/KT B CyTKH | <7 MJI/KT
IPUTPOLUTHOMN
MaccChl B MeCSI
(oxoJ10 <2 enuHUIL
3PUTPOLIUTHOMN
Macchl B MecsL AJIs

B3pOCJIBIX)
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Jlo3a nns
MalHUEHTOB, Y
KOTOPBIX yJa-
JIOCh 1OCTUYb
aJICKBaTHOTI'O
KOHTPOJISl TIPH
nomortu aede-
pOKCaMHUHA

IlonoBuHa ot
BEJIMYHUHBI JO35I
nedepokcaMruHa

Opna TpetsoT
BEJIMYMHBI 103l
nedepokcaMruHa

KPOBH

YacToTa BBINOJHEHUS KOHTPOJIbHBIX aHAJIU30B

CIKECMCCAYHO

ia3Me KpoBH

lesieBoi 1Mana3oH KOHUEHTpaUuKu (peppuTHHA B

500-1000 Mxr/n

Koppeknus 10361

Hlar nas YBenudyeHue n03bl
KOppeKuun 5-10 mr/kr B 3,5 -7 mr/kr B >2500 MKr/1
(xaxmpie 3-6 cyTku a0 40 CYTKH 10 28
MECSLEB) MT/KT B CyTKH MT/KT B CyTKH
YMeHbIeHue 10351
5-10 mr/kr B 3,5 -7 MI/Kr B
CYTKH 10 CYTKH
JIOCTHKCHHS
[EJTH Tepariu
V nmaumeHTos, V nmaumeHTos, <2500 MKr/1
TTOJTY9AFOIIINX TTOJTYYAFOIINX
1036l >30 MI/Kr | 10361 >21 MI/Kr
B CYTKH B CYTKH
[Ipu NOCTHKEHUU LEJIEBOU 500-1000 Mxr/n
KOHIIEHTpaLlUU bepputHa B
CBIBOPOTKE KPOBH
Maxkcumaiib- 40 Mr/KT B CyTKH | 28 MI/KT B CyTKH
Hasi 1032
IIpepbiBanne <500 MKr/m
Tepanuu

Hauanvnas ooza

PexomMenyemas HaganbpHas CyTOYHAs 103a npenapara Jxageny cocraBiser 14 Mr/kr Maccsl Tena.

Jnsa manmeHToB,

MOJyYalOIUX TPaHCPY3UH SPUTPOLIUTHOM MacChl

B 00BeMe 0Ooee

14 mu/kr/mecsn (mpubauzutenbHo Oosiee 4-X €IUHUI] KPOBH B MECAIl JJISl B3POCIHBIX) C LETBIO

[ AKCHEFTHOMY QTHETY
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YMEHBIICHHS COJEPKAHUSA JKEJIE€3a B OpraHU3Me—BOSMOMHO—HpHMCHeHe—aNbTepHaTHBHOH—

HayvaJIbHOM CYyTOYHOM 10361 21 MI/KT.

JInisi aIeHToB, MOIYYaloIMX MEHEe 7 MII/KI/MECSI] SPUTPOLUTHON Macchl (MIPUOIU3UTEIBHO
MeHee 2-X EOMHHUI] KPOBH B MECSI JUIS B3POCIBIX), C LENBI0 MOAJMCPXKAHUS HOPMAIBHOTO
COZIEpKaHMs JKelle3a B OpPraHM3ME MOXKET OBITh PacCMOTPEHO NPHMEHEHHE AlbTepHATUBHOMN
HayvaJIbHON CyTOYHOU 1036l 7 MI/KT. ClieyeT KOHTPOJIMPOBATh OTBET HA JICUCHUE y MALMEHTA U
paccMaTpuBaTh BONpPOC 00 YBEIMUYEHHH MJO3bI, €CIM HE OyAeT IOCTUTHYTa JOCTaTOYHAs
a¢ddextuBHOCTD (CM. pazaen 5.1).

JIns TManMeHTOB C XOpPOUIMM KJIMHUYECKUM 3(pQeKToM nedepokcaMHHa HayalbHas 1032
npemnapara J[aneHy JOJDKHA COCTaBIATh TPETh OT paHee MPUMEHAEMOW 1036l AedepokcaMuHa
(HammpuMep, y manuenTa, noiaydasiero 40 Mr/kr/cyTt nedepokcaMiHa B TeUeHUE 5 THEH B HEJEIIO
WJIN SKBHBAJEHTHOE KOJIMYECTBO, TEPAIHIO IpenapaToM JkaaeHy MOXXKHO HaYMHATh ¢ 14 MI/KT B
cytku). Eciu mocie BBIIEONMCAHHOTO pacyeTa CyTOYHas J03a COCTaBIseT MEHbIIe 14 Mr/kr
Macchl Tesla, HE0OXOAMMO BECTH MOHHMTOPUHI OTBETA MAllMEHTAa HA JICYCHHUE U PACCMOTPEThH
BO3MOYKHOCTh TOBBIIICHUSI JTO3BI, €CIM HE YJIAeTCsA JOCTUYb JOCTATOYHOU A(PPEKTHBHOCTH

(cm. pazmen 5.1).

11o060p 003061

PekoMeHnyeTcst exxeMecsyHO KOHTPOIHPOBATh KOHIIEHTPAHIO (PeppUTHHA B CBIBOPOTKE KPOBU H
IPH HEOOXOJMMOCTH TIPOBOJIUTH KOPPEKIIMIO JTO3bI mpemnapara JkaneHy Kaxblie 3-6 MecsIeB,
UCXO/Is 3 U3MEHECHHUSI KOHIICHTpaIuu (peppuTHHA B CBIBOPOTKE KPOBU. KOPPEKIIHIO 10361 ClieayeT
MPOBOJUTH TOATAIHO, C MIAroM 3,5-7 MI/KT Macchl Tella, B COOTBETCTBUU C WHAWBUIYATbHBIM
OTBCTOM Ha TCpalvuio U B 3aBUCHMOCTU OT LCIN HpOBOIII/IMOI\/'I TCpannuun (HOI[,Z[GP)KaHI/IC 1501058
YMEHBIIICHUE COICPIKAHUS Kee3a).

[Ipu HEahHEeKTUBHOCTH JIeueHUs TpenapaTtoM B o3¢ 21 MI/Kr maccel Tena (KOHIICHTpPAIIHS
(deppUTHHA CBIBOPOTKH COXpaHsieTcs Ha ypoBHe > 2500 MKr/i), cieayer pacCMOTPETh
BO3MOXHOCTb YBCIMYCHUA OO3bBI OO 28 MI‘/KF Maccel Tena. B HACTOAIICC BpECM NOJITOCPOYHBIC
JNaHHBIE 1O Oe3omacHOCTH ¥ AI(PQPEKTUBHOCTH TpHUMEHEHHUs nedepasupokca B (dopme
JTUCTIEPTUPYEMBIX TaOJIETOK B 03ax CBbIIe 30 MI/Kr orpaHnyeHbl (HabmoneHne 264 manueHToB
B CpEOHEM B TEYCHHE TOJa TOCJIe YBEIWYCHHs 103bI). [IpM HETOCTaTOUHOM KOHTPOJIE

reMOCHJIepo3a MpHU MPUMEHEHUH npernapara JkajeHy B 103ax, IPeBbIAomux 21 MI/Kr Macchl
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Tesa JalbHEHIIIee YBeTnYeHHE 103bI (MaKCUMAaJhHO-AO28-MPAP-Maces-Teta)r-MoneTHe-ApHBeeTH

K aJIeKBAaTHOMY KOHTPOJIO; CIEIYyeT PACCMOTPETh BO3MOXKHOCTh NMPUMEHEHHSI allbTEPHATUBHBIX
METOJIOB JieueHHsI. [Ipr OTCYTCTBUM YIOBIECTBOPUTEIBHOTO KOHTPOJIS NPH NMPUMEHEHUHU JI03
cBeimie 21 MI/Kr Macchl Tela, HE CIENyeT MOAJIEpKHUBAaTh TEPANUi0 B YKa3aHHBIX [103aX,
HE0OXOUMO PACCMOTPETh BO3MOXKHOCTh TMEpexo/ia Ha ajbTepHATHUBHBIE METOIbI Tepamuu. He
pEKOMEHIyeTCsl IPUMEHEHHE J03bI 0oJiee 28 MI/KT, TOCKOJBKY OMBIT MPUMEHEHUS Mpenapara B
OoJiee BBICOKHX J/103aX OTpaHuYeH (cM. pasnen 5.1).

VY manueHTOB, MOMyYarolluX J03bl CBbIMIE 21 MI/KI Macchl Teda, MO JOCTHKEHUH KOHTPOJIS
(Hampumep, KOHIEHTpalus (GeppUTHHA CHIBOPOTKU KPOBU YCTOMYMBO COXpaHSETCS HAa YPOBHE
MmeHee 2500 MKI/1 ¢ TeHAEHIMEH K CHIDKEHHUIO Ha MPOTSDKEHUH BPEMEHH) CIIelyeT pacCMOTPETh
BO3MOXXHOCTh YMEHBIIICHHUS JTO3bI Ipemnapara ¢ marom 3,5-7 MI/Kr Macchl Tea.

[Ipu nocTmxkeHnH 1eIeBOM KOHIIEHTPAMH (EePPUTHHA CBIBOPOTKU KpOBH (00BIYHO OT 500 MKI/I
1o 1000 Mxr/m) HeoOXoauMO MPEeILyCMOTPETh MocTeneHHoe (¢ marom 3,5—7 MI/KT) CHUXKEHHE
7I03BI Tpenapara ¢ IeNbI0 MOIEPKaHUsI KOHIIEHTPpAUd GEpPUTHHA B CHIBOPOTKE KPOBU B ATOM
IEJICBOM JMAIa30HEe U JJI1 MUHUMU3AIUU PUCKA U30BITOYHOTO XEeJIATHPOBAHUS.

[Ipn ymeHbIIeHHH KOHIIEHTpauu (eppuTHHA B CBIBOPOTKE KPOBH cTaOWIbHO HIbke 500 MKr/m,

ClIeZlyeT pacCMOTPETh BOIPOC O MpephIBAHUY JieueHus npenapaTtom Jxaneny (cM. pazaen 4.4).

XpoHHYecKas HeTDaHCd)V3I/IOHHa$I Meperpy3ka Keiae30M Y NallMeHTOB ¢ TalacceMuen

XenaTtopHas Tepamnus npenaparom JlkaJaeHy y MalueHTOB JAHHON KaTeropuu BO3MOXKHA TOJIBKO
MIPH I0Ka3aHHOM Teperpy3ke xkene3oM (comaepkanue xenesa B nmeuenu (CXKII) >5 mr Fe/r cyxoro
BEIIECTBA IE€YEHW WU MpPHU KOHLEHTpauuu (eppuUTHHA B CHIBOPOTKE KpoBH >800 MKI/i).
Onpenenenne CXKII sBnsieTcs MPEANOYTUTEIBHBIM CHOCOOOM OIEHKH TSDKECTH IEperpy3KH
xKeye3oM. Y manueHToB ¢ HensBecTHOM BenumunHoM COXKII xematopHyro Tepanuio HEOOXOIUMO
IPOBOJUTh C OCTOPOXHOCTBIO JJIi MHUHMMM3ALMU PHUCKA M30BITOYHOIO XEIaTUPOBAHMS
(cm. pazgen 4.4).

[Ipenapar [xaneHy, TaOJeTKH, MOKPBITHIE TUICHOYHOW OOOJIOYKOM, SIBISETCS JIEKAPCTBEHHOM
dopmoii nedepaszupokca ¢ Ooee BBHICOKOH OMOMOCTYMHOCTBIO 10 CPABHEHHUIO C IMPENapaToM
Okeumkaa, Jaucneprupyemsle  TabneTku. Jlng  manmeHToB, NOMyYaroIUX — TEPaIuio
nedepazupokcoM B JIEKapcTBEHHOU (hopMme nucneprupyemble TaONEeTKU MPU NEePEeBOie Ha MPUEM

nedepasupokca B BUAE TaOJIETOK, MOKPBITHIX TUIECHOYHON 000JI0YKOH, 103y HEOOXOIUMO CHU3HTH
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v

Ha 30% I/I OprrHI/ITL I[O HOSI/IPOBKI/I Heﬂoﬁ Ta6n\./ 1\11, ll\ll\l_ll.)ll\}ll 1TLJIVIIVUTIIIVUYL UUUJIVUTIINUYIL.
CoOTBETCTBYIOIINE 103bI ISl PA3TUYHBIX JIEKAPCTBEHHBIX (DOPM IpeCcTaBICHbI B TAOIUIIE 2.

Tabauna 2. PexkomenoBaHHbIe 103bl1 Jedepa3supokca B 3aBUCHMOCTH OT JIEKAPCTBEHHOM
¢opMbl TpH JieyeHHMH HeTpPaHCPY3MOHHOI mNeperpy3KH :Kejae3oM Yy MAaNHEHTOB C

TajacceMuei
IKcHmIKaI, M:xaneny, CXKII* Konuenrpanus
AUCHEeprupyeMble Ta0J1eTKH, (¢eppuTnna
Ta0JIeTKH NMOKPbITHIE CHIBOPOTKH
MJIeHOYHOI KPOBH
000J109K0i1
CraproBas 10 Mr/kr B cyTKH | 7 MI/KT B >5wmr Fe/r | wmm | >800 MKr/n
7032 CYTKH CyXOro
BEIIleCTBA
TICYCHH

MonnTtopunr | OauH pa3 B MecsLl

Koppexkuust 10361

Hlar nas VBennuyeHue qo3bl
KOppeKIuu 5-10 mr/kr B cyTKH | 3,5-7 MI/KT B >7 mr Fe/r | wim | >2000 MKr/n
(xaxable 3-6 CYTKH CyXoro
MECSIICB) BEILIECTBA
HeYeHH
YMEHBILIEHHUE 103bI
5-10 mr/kr B cyTkH | 3,5-7 MI/KT B <7wmr Fe/r | umu | <2000 MKr/n
CYTKH CyXOro
BEIIeCTBA
HIeUeHH
Makcumaib- | 20 MI/KT B CyTKH 14 mr/kr B
Has 1032 CYTKH
10 Mr/kr B cyTKH | 7 MI/KT B
CYTKH
Ji1 B3pOCIbIX HE U <2000 MKr/n
I[_]];[ neTen OIIpCaACIICHO
IIpepviBanne <3wmr Fe/r | wmu | <300 mkr/n
Tepanuu CyXOro
BEIIeCTBA
NIeYeHH

Bo3zoonoBie- | He pekomennoBaHo
HUE Tepanuu
* Uameperne CXKII — 3To MIpeAMOYTHTENHHBIN METO] OTIPEACIICHUS MTePETPY3KH KEITC30M.

Hauanvnas ooza

Pexomenayemast HauasibHasi CyTO4Has J103a npemnapara JxaneHy coctaBiser 7 MI/KT MacChl Tela.

7
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11o060p 003061

PexoMeHnayercst exxeMecsTdyHO KOHTPOIUPOBATH KOHIICHTPAINIO ()epPUTHHA B CHIBOPOTKE KPOBH C
LETBI0 OIICHKM PEaKIMU TMalMeHTa Ha TMPOBOJAUMYIO TEPANHUI0 W JJII MUHUMU3AIUU PHUCKA
n30bITOYHOM Xenmarnuu (cM. pazaen 4.4). Kaxnapie 3-6 Mecs1ieB BO3MOYKHO TOIIArOBOE YBEIUICHHE
1036l ipenapara Ha 3,5-7 mr/kr. Koppekius 10361 Bo3moxkHa nipu coxpanenun CXKIT na ypoBhe
>7 mr Fe/r cyxoro BemiecTBa MEYCHH WM COXpaHsomeics (0e3 TeHISHIMH K CHUKECHHIO)
KOHIIEHTpauu (heppUTHHA CHIBOPOTKH KpoBH >2000 MKI/T W TIpH XOPOIICH MEePEHOCUMOCTH
tepanuu. [I[puMenenne npemapara /[xaneHy y manueHToB ¢ TajgacceMuei B go3e oosnee 14 mr/kr
Macchl Tella He PEKOMEHIOBAHO (M3-3a HEAOCTaTKa JaHHBIX MO 3PPEKTUBHOCTH U OE€30MACHOCTH
IIPUMEHEHHUS B YKAa3aHHOH 7103€).

VY manmueHTOB ¢ KOHIICHTpAIuen GeppuTHHA CBIBOPOTKH KpoBU <2000 MKr/i1 6e3 ompeaeincHus
CXII noza nmpenapata J[>xageHy He TODKHA MPEBBIIATH 7 MI/KT MacChl Tea.

VY manueHToB, MOJIyYaloUIMX TEpanuio B 03¢ Oonee 7 MI/KI Macchl Tela, PEKOMEHIIOBaHO
CHIDKATh 103y mpemapata xxaneny no gocrmxenus CXKIT <7 mr Fe/r cyxoro BemiecTBa neueHu
Wi KoHneHTparun pepputiaa <2000 MKT/1.

IIpexpawenue nevenus

Tepanusa npemapatom [[kaneny gomkHa ObITh oxonueHa mpu goctwxennu CXKII <3 mr Fe/r
CYXOro BeEIeCTBa Me4YeHW WM KoHueHTparuu ¢(epputnHa <300 mkr/n. Her naHHBIX O
BO300OHOBJICHUH TEPAIMH y MAIMEHTOB C TTOBTOPHBIM HAKOILJICHUEM JKeJe3a MOCie JOCTHKCHHUS
YAOBJIETBOPUTEIILHOTO YPOBHSI COJEP)KaHUS >Kejle3a B OpraHu3Me, B CBA3M C YEM IOBTOPHOE

BO300HOBJICHUE TEPAIMH HE MOYKET OBITh PEKOMEHIOBAHO.

Oco0ble rpyIbl MAlUEHTOB

Jluya noosicunoeo sospacma (> 65 1em)

JlJig MalMeHTOB TaHHOM KaTeropuu He TpeOyeTcst KOppeKIuH pexuma go3upoanus. [lockonbky
B KJIMHUYECKUX HCCJIEAOBAHUSAX y MAIMEHTOB B BO3pacTe >65 JeT OTMEYaroch IMOBBIIICHUE
yacToTbl HP (HexenaTenbHbIX peakiuii) Mo CpaBHEHUIO C MAallMEHTaMH B BO3pacTe MeHee 65 Jer,
y IaNMEHTOB JAHHOW KaTE€rOpWH CIEIyeT IPOBOAWUTH TINATENbHBIM KOHTposs HP u mpu

HEe0OXOIUMOCTH CHIXKATh J03Y Ipernapara.
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Tayuenmvi ¢ napywenusMu GyHKyuu novex
D¢ ekt npenapata [xageHy He UCCIEI0BAUCH Y MAIMEHTOB C HAPYIIECHUAMHU (PYHKITHH ITOYEK,
IIO3TOMY IIPUMEHEHHE Ipenapara MPOTUBONOKA3aHO y NAUMEHTOB C PACYETHBIM KIHMPEHCOM

KpeatuHuHa HIwke 60 Mi/mMuH (cM. pasnenst 4.3 u 4.4).

Iayuenmoi ¢ napyuieHUAMU QYHKYUU neveHu

[Tpumenenne nedepazupokca y NMAMEHTOB ¢ HApyHIeHHEM (YHKIMU MEYeHH OBUIO M3YyYeHO B
KJIMHUYECKUX UCCIIEIOBAHMX. Y IMAMEHTOB C HAPYIICHUAMH (QYHKIMH TIEYEHU CPETHEH CTETICHN
(kmacc B mo kmaccudpukanmm Yainn-I1pl0) HawanapHas g03a MODKHA OBITH YMEHBIIEHA
npubimsurensHo Ha 50%. Ilpemapar He cienyeT NPUMEHATh y MAIMEHTOB C HApyIICHUSIMH
¢byHKIMM niedyeHn Tsoxeno crernenu (kiaace C nmo knaccudukanuu Yaiina—I1sio).

KoHTpons GyHKINM ITeYeHH cIeayeT MPOBOJUTE Nepe/l HadyaJloM JICUCHNUS, KayKAble 2 HEeJCTIH BO

BpEMs IICPBOT'0 MECiAIa JICUCHUS U JAJICC CIKEMCCAIHO (CM. pasacit 44)

eTu
Jns nerel U MOAPOCTKOB B BoO3pacTe OT 2 A0 17 JIeT KOppeKIuu pekuma JT03UpOBaHUSA HE
Tpebyetcst (cMm. pazmen 4.2). PekomeHayeTcss €KeMECSYHO KOHTPOJIUPOBATH KOHIIEHTPALIUIO
(deppuTHHA B CBIBOPOTKE KPOBH C LIEJIbIO OLIEHKH PEAKIUH MAlMEeHTa Ha IPOBOJAUMYIO TEPAIUIO U
JUIS MUHUMU3AIMA PUCKa U30BITOUHON Xemamuu (cM. pazgen 4.4). Ilpu pacdere no3wl uis
MAlUEHTOB 3TOM KaTErOpUU CJIEAYyeT YUUTHIBATh U3MEHEHHE MACCHI TeJla C TCYCHUEM BPEMEHHU.

VY nereii B Bo3pacTe oT 2 10 S JIET ¢ MEeperpy3Koil )KeIe30M MpH MepeIMBaHUUA KPOBU AKCIIOZULIMS
ObLTa HUXE, YeM Yy B3pocibiX (cM. pa3aen 5.2). [loaTtomy B JaHHOW BO3pacTHOM TPYINEe MOKET
noTpeboBaThCs MPUMEHEHHE Mpenapara B 0ojiee BHICOKHMX J03aX, YEM Y B3POCIBIX MallMEeHTOB.
Opnako HavanbHash 1032 JOJDKHA OBITh TakKOW e, KaK y B3POCHBIX, C MOCJIECAYIOINUM
VWHJVBU1yaJIbHbIM TUHTPOBAHUEM.

XpoHuueckasn Hempaucy3UoHHAs: nepezpy3Ka Hcele30M Y NayueHmos ¢ maiaccemuell

VY mereii ¢ cuHAPOMaMH TPaHC(PY3MOHHO HE3aBUCUMOM TaJacCCEeMHH /103 HE TOJDKHA TPEBHIIIATh
7 mr/kr. JlaHHOW KaTerOpWH MAUEHTOB HeoOxomuMm Oojiee TmarenbHbId MoHUTOPUHT KOKIT 1
ypoBHS (peppUTHHA B CHIBOPOTKE BO M30€KaHWE YPE3MEPHOTO XeIaTUupoBaHus (cM. pasaen 4.4).

B nonosnHeHue k exeMecsYHbIM OLIEHKaM YpoBHs (epputuHa B cbiBopotke, KKII crnemyer
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY

KOHTPOJMPOBATh KaXJbIC TPH MeECsIA, CCIIH YPoBeHb—(eppHTHia—B—chBopoTe—COCTaBeT
< 800 MKr/1.

Jlemu om pootcoenus 0o 23 mecayes

bezomacHocTh 1 3(hHEeKTHBHOCTH TPUMEHEHHS Npenapara JkajeHy y MalueHTOB B BO3pacTe B

BO3pPacTC MJIaauie 23 MCCALCB HEC YCTAaHOBJICHA. I[aHHLIe OTCYTCTBYIOT.

Croco0 nmpuMeHeH s

J{ns mpueMa BHYTPb.

Tabnetku mpenapara [[kaneHy, MOKpBITBbIE IJICHOYHOW OOOJOYKOHM, CieIyeT MpOriaThiBaTh
[ETNKOM, 3amnuBas HEOOJBIIUM KOJUYECTBOM BOABL. [l MalMeHTOB, KOTOPHIE HE MOTYT
MPOTJIOTUTh TAOJETKy IICIMKOM, PEKOMEHIOBAHO pPa3IpoOUTh TAOJIETKY W IOJYYHBIIAMCS
MOPOIIKOM TIOCHITIaTh MSTKYIO TMHINY, HampuMep, WOTYpPT WM sO0J0YHBIA coyc (mrope).
[TonyuyuBLIMiica MOPOLIOK ClEAYET NPUHATH MOJHOCTBIO U Cpa3y, HE MOABEPras XpaHEHUIO It
MOCJIEIYIOLIEr0 MPUMEHEHHUS.

[Ipenapar [IxaneHy cienyeT npuHUMAaTh BHYTPh | pa3 B CyTKM HATOIAK WU C JIETKOW THIIEH,

MPEATIOYTUTEIBHO B OJTHO M TO e Bpems (cM. pazmen 4.5 u 5.2).

4.3 IIporuBonoka3zanus

['unepuyBCTBUTENBHOCTh K JICHCTBYIONIEMY BEIISCTBY WJIH K JIFOOOMY M3 BCIIOMOTATEIBHBIX
BEIIIECTB, IEPEUUCIICHHBIX B pa3erne 6.1.

Kmupenc kpearnanna (KK) <60 mMi/MUH Wil KOHIIEHTpAIUs KpEaTUHUHA B CBIBOPOTKE KPOBH B 2
u 6oJiee pa3a BbIIIE BEPXHEH TpaHUIIbl BO3PACTHON HOPMBI.

[MarueHTHl €  MHETOMUCIUIATUYECKUM  CHHAPOMOM  BBICOKOTO pUCKA WU  JPYTHMH
reMo0JacTo3aMH U HETEMATOJIOTUIECKAMU 3I0Ka4€CTBEHHBIMI HOBOOOPAa30BaHUSIMH, Y KOTOPBIX
XemaropHasi Tepamus OyaerT Manod(pdeKTHBHA BCIEACTBHE OBICTPOTO MPOTPECCUPOBAHMS
3a00NIeBaHusI.

Hapymenus pynkiun neyenu tsokenoit crenenu (kiace C no knaccudukanuu Yaitna—IIsio).
BepemMeHHOCTB ¥ TTEpHO/ TPYTHOTO BCKAPMITUBAHHUS.

OpHOBpeMEHHOE  TMPUMEHEHHE C  APYTMMH  KOMIUIEKCOOOpa3ylolUMU  CpeACTBaMH,
MPUMEHSIEMBIMU IS JICUEHUS TIEPETPY3KH Kele30M (0e30MacHOCTh KOMOMHUPOBAHHON Teparnuu

HE YCTaHOBJIEHA, CM. pa3zei 4.5).
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4.4 Oco0ble ykazaHusi 1 Mepbl IPeI0CTOPOKHOCTH NPH NPUMEHEHUHT

C 0CTOPOKHOCTBIO

Bospact > 65 ner; KOHUEHTpalus KpeaTUHUHA CHIBOPOTKHA KPOBU BBIIIE BO3PACTHON HOPMBI
OCOOCHHO TIpU HAJIMYUU JOTMOJHUTENbHBIX (PAKTOPOB pHUCKA, TaKUX KaK OJHOBPEMEHHOE
NIPUMEHEHHE MTPETapaToB, CIIOCOOHBIX BBI3bIBATH HAPYIICHUS (DYHKIMU MTOYEK, JETUAPATALINS UITH
TsOKeNble WH(QEKIWW; HapymeHus (QYHKIMM TedeHW (MpuMeHeHue mnpenaparta JxaneHy y
MAIMEHTOB JIaHHOM KaTEropuM HE U3y4Y€HO), OTHOBPEMEHHOE MTPUMEHEHNE C AaHTUKOATYJISTHTAMU
U JpYTMMH JIEKaPCTBEHHBIMU CPEJICTBAMH, OOJaJalONUMU  YIBIEPOreHHBIM JACHCTBHEM
(HQCTepOI/IIIHLIMI/I NPOTUBOBOCHAINTCIIbHBIMU npenaparamu, TJIFOKOKOPTUKOCTCpONAaMH,

ouchochoHaTaMu i MPHEMa BHYTPh); CHIKEHHE KOJIMYecTBa TpoMOouTos <50%10°%/1.

Hapynienue (bVHKHI/II/I IIOYCK

Jleuenue nedepazupokcoM MPOBOAUIOCH TOJIBKO Y MAIIMEHTOB ¢ KOHIICHTpAIlMEH KpeaTHHUHA B
CBIBOPOTKE KPOBH B Ipejienax rpaHuI] BO3PACTHOM HOPMBI.

B xoxe xnmuHMYECKHX MccaeAoBaHUN npuMepHO y 36 % marueHToB HAOJF01aIOCh TTOBBIIICHHUE
YPOBHS KpeaTUHHHA B CHIBOPOTKE KpOBU Ooiiee ueM Ha 33 % B AByX U Oosiee U3MEPEHUSIX MOAPSA,
WHOTJa TOKaszaTeinu OBLIM BBIIIE BEPXHEro Tmpejena HopMmbl. HabmromaBmieecs MOBBIIICHHE
HOCWJIO JI0303aBUCHUMBIN XapakTep. [IpubIu3uTensHo y ABYX TpeTel MAlUeHTOB, Y KOTOPBIX
BBISIBIISIIOCH TTOBBIIIICHUE YPOBHS KPEAaTUHUHA B CHIBOPOTKE, TAHHBIH MTOKa3aTeNIb BO3BPAILIAJICS HA
ypoBeHb HIKe 33 % 0e3 KOPPEKTUPOBKU JA03bl. Y OCTaBILEHCS TPETH KOHLIEHTPALHsI KpeaTHHIUHA
OCTaBajach IMOBBIIICHHOW, HECMOTPS Ha YyMEHbBIICHHWE [103bl WJIM TpeKpalleHne IpueMa
npemapata. B HEKOTOPBIX Ciydasx MOCe CHHYKCHHS J03bI HA0JII01aach TOIBKO CTA0MIIN3AIHS
MoKazaTesie KpeaTHHUHA B ChIBOPOTKE. [Ipu mocieayomnem nocTperucTpalmioOHHOM MPUMEHEHUHN
nedepazrpokca coodIIanoch 0 CIydasiX OCTPOU MOYECYHOW HETOCTATOUYHOCTH (cM. paszzaen 4.8). B
HEKOTOPBIX CIIy4asX TMOCTPETUCTPALMOHHOTO TMPUMEHEHHUsS HapylieHHe (YHKIMH MOYeK
MPUBOJWIO K TIOYEHYHON HEIOCTATOYHOCTH, KOTOpasi TpeboBajia BPEMEHHOT'O UM TOCTOSHHOTO
auanusa.

[IpyurHBl TOBBIIIEHUS] YPOBHS KpEeaTWHHWHA B CBHIBOPOTKE HE BbISICHEHBL. [loaTOMy ocoboe
BHUMaHHUE CIIEAyeT yAeNsATh MOHUTOPUHTY YPOBHS KpPEaTHHHWHA B CBHIBOPOTKE Yy MAIMEHTOB,

OJTHOBPEMEHHO TOJIYYaIOLINX JEKapCTBEHHbIEC MpenapaThl, KOTOPbIe YTHETAIOT (PYHKIIHIO MOYEK,
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/.

U y TIAIUEHTOB, KOTOPHIE MOyYalOT BBICOKUE I0SBACdhepasHporea A r-pefine-feperBatit
(< 7 mur/Kr/MecsIl SpUTPOLIUTAPHON MACCHI MU < 2 eIMHUL/MECSI Tt B3pocibix). HecMoTps Ha
TO, YTO B KIMHUYECKUX HCCICIOBAHUSAX TIOJIE YBEIWYCHUS O3Bl JICKApPCTBEHHOTO Mperapara
Okcumkan B GopMe IuUCIeprupyeMbix TadieTok 6osee 30 Mr/Kr He HAOII01aI0Ch YBEIIMUCHUS
YacTOThl PAa3BUTHUSl HEXKEJATeNbHBIX SBJICHHM CO CTOPOHBI TOYEK, HENb3s HCKIIOYHUTD
MOBBIIICHHBINA PUCK PA3BUTHS TAKHX SIBJICHUN TPU MPUMEHEHUH TAOJIETOK, MOKPHITHIX MICHOYHOM
000J104KOIi, B 103€ Oosee 21 MI/KT.

PekomeHnayercss OLIEHHMBATh YpOBEHb KpEaTMHWHA B CBHIBOPOTKE IE€pe]l HavyalloM JICUCHUS
IBYKpPAaTHO. YPOBEHb KpeaTHHHMHA B CHIBOPOTKE, KIUPEHC KpeaTWHWHA (OLIEHWBAaE€MBIM IO
dopmyne Kokpodra-I'onra wimu o popmyne MDRD (Mmomudukanus AueTsl mpu 3a00I€BaHUSIX
MOYEK) y B3pocibIX U 1o hopmyite [1IBapima y nereit) u/vnm ypoBens 1ucratuia C B miia3mMe KPOBH
JOJKHBI OTCIICKUBATHCS MEpe]] Ha4aioM JIeUeHHsl, pa3 B HEEIIO B MEPBbIl MecsI] ocje Havana
Tepanuy WiIu KOpPpeKUUU 036l npenaparta JlxaneHy u nanee pasz B mecsil. [lanueHTs ¢ paHee
CYIIECTBYIOIIUMHU MATOJOTUSIMU MMOYCK M MAIMEHTHI, MOTYYaroINe JEKapCTBEHHBIC MPENapaThl,
KOTOpBIC TOJABISIOT (PYHKIMIO MMOYEK, MOTYT UMETh OOJBIINK PHCK ocioxHeHwmid. Ciemyer
cOOII0AATh OCTOPOKHOCTD U MOJACPKUBATh aJIeKBATHYIO THAPATALIMIO Y MALUEHTOB, Y KOTOPBIX
BO3HHUKAET AHapes WK PBOTA.

[Tpu mpumenenuun nedepazupokca B MOCTPETUCTPALMOHHOM MEPHOJE ObUIM OMHCAHBI CIIy4au
pa3BUTHs METabONIMUYECKOTO amnua03a. B OONBIIMHCTBE CIydyaeB COCTOSIHHE Pa3BUBAIOCH Y
MAIUEHTOB ¢ HapylmieHHeM (YHKIHH IOYeK, JUCHYHKIHMEH TPOKCHMAIBHBIX TOYEHYHBIX
kaHanbleB (cuHapoMm DaHKOHU) WK JUapeei, a TaKkKe COCTOSIHUSIMH, OCIOXKHEHHEM KOTOPBIX
SBIIICTCS HApYIIEHHWE KHUCIOTHO-IIETOYHOro OanaHca. Y TaKHX MAlMEHTOB MO KIMHUYECKUM
MOKA3aHUsM CIIEAyeT KOHTPOJIMPOBATh KHCIOTHO-IIeIo4YHOW Oamanc. Ilpu pasButum
MEeTa0OIMYECKOTO aIi103a CIeIyeT PAaCCMOTPETh BOBMOKHOCTh OTMEHBI TEPATTHH MTPETIAPATOM.
VY manueHToB, NMpHHUMAIOMUX Tpenapar JlkaneHy, B OCOOEHHOCTH y JETeH OTMEYaIHNCh
MMOCTMAPKETUHTOBLIE CIIy4aW TsDKEIBbIX (OpM MOYEeYHOUW TyOysomaTuu (Takue Kak CHHAPOM
DaHKOHM) U TOYEYHAs HEJOCTATOYHOCTh, CBS3aHHBIC C M3MEHEHUSMHU CO3HAHMS B KOHTEKCTE
THUIIepaMMOHEMHUYECKON dHIleamonatnu. PekoMeHayeTcsi yIUThIBATh TUIIEPAMMOHEMHYECKYIO
sHIeANONaTHI0O U YPOBHUM aMMHaKa, M3MEpseMble y MAllMeHTOB, y KOTOPBIX Pa3BUBAIOTCA

HEOOBSICHUMBIE H3MEHEHUS IICUXUYECKOTO craryca, rpu JICUCHUHN NIpCrapaTomM Z[)KaI[CHy.
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Tabéumna 3. KoppekTupoBKa 10361 U NPHOCTalOBRA-ACTeHIAAPH-MOHHTOpHITre- Py HcH—"

MOYCK

YpoBeHb KpeaTHHHHA B Kimpenc kpearnHuHa
ChIBOPOTKeE
o Hayajia Tepanuun JIBykpatHo (2X) " OpnokpatHo (1x)

IIpumenenue < 60 ma/muH

MPOTUBOMOKA3aHO

MonuTopUHT
- IlepBbIii MecsL TTOCTIE Pa3 B Henemo u Pa3 B Henemo
Havaja JCYCHHUS WIIH
Moaudukanu 1036l (B u
TOM YHCJIIC IIOCTIC
nepexo/ia MarreHTa Ha
JIPYTYIO JICKAPCTBEHHYIO
dbopmy npenapara)

- B nocnenyromem Pa3 B mecsn Pa3 B mecsn

YMeHbIIeHUEe CYTOYHOIi 103bI Ha 7 MI/Kr/neHsb (B popme TabIeTOK, MOKPHITHIX TUIEHOYHON
000J109KOM), eciu credyroujue nokazamenu GyHKYuu nouex Habaoo0arwmces Ha npoms’ceHuu

08YX BU3UMOB NOOPAO U He MO2Ym ObIMb 00BACHEHbL OPY2UMU RPUYUHAMU

B3pociibie nanueHTsl > 33 % mnpeBplIIacTCs 51 Camxaercst < HI'H*
CpeIHMIA TOKa3aTeb 10 (< 90 mi/mMuR)
JIeYEeHUS

TTarreHTHI TETCKOTO > BI'H*** ma n/vimn | Camxkaerca < HI'H*

BO3pacTa COOTBETCTBYIOLLETO (< 90 mu/MuH)
BO3pacTa

ITocye cHuKeHn s A03bl, IPUOCTAHOBKHU JI€IYCHHUA, €CJIN:

B3pocibie manueHTs! 1 Coxpansercst > 33 % Boime | u/unu | CHmxaercs < HI'H*
JeTH CPEIHETr0 MoKa3aTess 10 (< 90 mu/™MuH)
JeUeHUs

*HI'H: HiKHSIS TpaHUIIA HOPMBI

**BI'H: BepXHss rpaHUIIA HOPMBI
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Jleuenne MokeT OBITh HAUYaTO BHOBb B 3aBUEHNMOCTH—OT—HHAHBHAYAT ST eIrs
00CTOSITETTCTB.

CrnemyeT paccMOTpeTh BO3MOKHOCTh YMEHBIIIEHUS J03bI MIperapaTa WA MPEPhIBAaHUS Tepariu
P BBISIBJICHUH OTKJIOHEHHWH OT HOPMBI MOKa3aTesleld KaHaJbLeBOM (DYHKUMU MOYEK W/WIH IO
KIIMHUYECKUM TTOKa3aHUIM:

- IpOTenHYpHs (TTOKA3aTeNb CIEIyeT ONPEACATh Iepel HauajaoM Tepanuu 1 ajiee eXKeMECIIHO);
- TIIIOKO3YpHs y TIALMEHTOB 0€3 caxapHOoro AradeTa, CHIDKEHHE CONEPKaHMsI Kallusi B CBIBOPOTKE
KpoBH, (pocdaToB, MarHus WU COJIEH MOYEBOM KHUCIOTHI, (pochaTypuss uiam aMHHOALMITYPHS
(mokazaTenu cieayeT KOHTPOJIUPOBATH 10 HEOOXOAUMOCTH).

O peHanbHO# TyOyIONaTHH B OCHOBHOM COOOIIANIOCH Y A€TEH U TIOJPOCTKOB ¢ OeTa-TaracceMuei,
IoJTy4yaBIIuX npemnapar Jlxaaeny.

[TanueHTOB cleayeT HampaBUTh K He(poJOry, U pacCMOTPETb HEOOXOAUMOCTh MPOBEACHUS
JIOTIOJIHUTENBHBIX TUATHOCTHUECKUX HCCIEAOBaHUN (Hampumep, OWOMNCHUS TOYeK), ecIH,
HECMOTPS Ha CHIDKEHUE JT03bI U MIPEKPAICHUE JICUCHHSI, BOSHUKAIOT CIEAYIONIUE SIBIICHUS:

* YPOBEHb KPEATHHHHA B CHIBOPOTKE OCTACTCS 3HAUUTEITHHO MOBBIIIICHHBIM U

* HaOmIOaeTCs CTOMKOE OTKJIOHEHHE KaKOTO-THOO Apyroro ImokaszaTens (QyHKIAA IOYEK

(HampuMep, IpOTeUHypusi, CUHAPOM DAHKOHM).

Hapymenne @yHKIMY IEYEHU

VY manueHToB, MPUHUMABIINX JedepasupoKc, HAOIIOIATOCh IOBBIIICHHE YPOBHS MapKepoB
GYHKIMM TeYeHH. B MOCTperucTpaliioHHOM TMEpHOAE TPUMEHEHHS OTMEUYAINCh CIy4ad
MEYCHOYHON HEeJOCTaTOUYHOCTH, HEKOTOPbIE U3 HUX OBLIU C JIETAIIbHBIM UCXOAOM. Y TMAallleHTOB,
NOJy4aBIIUX rpenapar JkajeHy, B OCOOCHHOCTH Yy JeTeil MOT'YT BO3SHHMKATh TsDKEJIbIE (OPMBI,
CBsI3aHHBIC C HU3MCHCHHUSIAMU CO3HAHUSA B KOHTCKCTEC FHHepaMMOHeMH‘IeCKOﬁ BHHG(baJ'IOHaTI/II/I.
PexomeHyeTcsi y4HTHIBaTh THUIIEPAMMOHEMHUYECKYIO SHIE(PANONATHI0O U H3MEPSATh YPOBECHb
aMMHaKa y TAI[MCHTOB, y KOTOPBIX Pa3BHBAOTCS HEOOBSICHUMBIC H3MCHCHHUS TCUXHYECKOTO
cTaryca npu JedeHuu npemapatoM JIxameny. CremyerT mUposBIsSTE 0co0O€ BHUMaHUE B
OTHOIICHHU HNOAACPKHUBAHUA COOTBCTCTBYIOIICTO YPOBHS IHApAaTAllUK Yy IAIUCHTOB, KOTOPLIC
HCIIBITBIBAIOT TTPOOJIEMBI ¢ 00€3BOKMBAHUEM (TaKHE KaK Juapest Uik pBOTa), 0COOCHHO Y JIETEH B
octpoit daze OGone3HH. BONBIIMHCTBO COOOIIEHHI O MEYCHOUHOW HEJIOCTATOYHOCTH KacaHCh

IIannucCHTOB CO 3HAa4YUTCIIbHBIMHA CONMyTCTBYIOUIMMUA naToJIOrusaMu, BKJIO4Yas paHcee
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e\

CYIIECTBOBABIINE XPOHUYECKHE 3a00JICBAHHS ITECHCHA—(B=FOM—Hefe—HHPPos—H—reHarHr—C)—r
MOJIMOPTaHHYI0 HEI0CTaTOYHOCTh. OIHAKO poib Aedepasupokca KaK COMYTCTBYIOMIETO WIIH
ycyryOstoniero gakropa He MOXKeET OBITh UCKITIOUCHA (CM. pasen 4.8).

Pexomenayercs mpoBepsATh ypOBEHb TpaHCaMWHa3, OunupyOmHa u ¢ocdara3sl B CHIBOPOTKE
nepesl HayajloM JICUCHHs, KaXIble 2 HEICNM B TICPBBI MeECSI] JICYCHUS M pa3 B MECSIII
BIIOCJICICTBUU. EcaMm wWMeeT MecTo CTOMKOe M MPOrpecCHpYIONiee YBEIWYCHHE YPOBHSA
TpaHCAMHHA3 B CBIBOPOTKE, KOTOPOE HE MOXKET OBITh OOBSICHEHO APYTUMHU MPUYUHAMH, CICITYET
MIPUOCTAHOBHTH NMPUMEHeHHe TpenapaTa J[xaneny. Korna npruunHa OTKJIOHEHHUH B MMOKa3aTeIsIX
(YHKIUU TIEYCHU BBISICHEHA, MJIM TI0CJIC BO3BPAIlICHHS YKa3aHHBIX TIOKa3aTeiel K HOpMaabHOMY
YPOBHIO MOKHO PacCMaTpUBaTh OCTOPOKHOE BO3OOHOBIICHHUE JICUSCHUS TIPU O0JIee HU3KOU 103 U
MOCIIAYIOMIEE TIOCTEIICHHOE YBEIIMICHHE JTO3BI.

He pexomeHmyercsi mpuMeHsATh mpenapaT /[)kajieHy y TalMEHTOB C TKEIBIM HapylIeHUEM
¢bynkiun nevenu (kace C no knaccupukanuu Yaiina-I1et0) (cm. pasaen 5.2).

Tabanna 4. Kpatkue pekoMeHIaMU 110 MOHUTOPHHTY 0€30I1aCHOCTH

HccaenoBanue YactoTa

VYpoBeHb KpeaTHHHHA B CBIBOPOTKE JIBaX<1pl 10 HaYasIa TEPAMMH.

Pa3 B Hexento B mepBbIil MECSI] TEPANUU U B
MEPBBII MECSL MTOCIIE U3MEHEHHUS J103bI
(BKJIIOUAs IEPEX0/1 C OJTHOM JIEKapCTBEHHOM
(bopMBI Ha JPYTYIO).

Pa3 B mecs11 BITOCIEICTBHM.

Kimpenc kpeaTHHUHA W/ WU YPOBCHb [Tepen HavaioM Tepanum.

muctatuga C B Iu1asMe Pa3 B Heeno B epBBI MecCAL] TEpAUU U B
MEPBBIA MECHIL MOCJIE U3MEHEHUS J103bl
(BKITIOYAs MepEeXOo]] ¢ OJHOM JIeKapCTBEHHOM
(bOopMBI Ha PYTYIO).

Pa3 B Mecs11] BIOCIE€ACTBUH.

[Iporennypus Ilepen Havamom Tepanuu.
Pa3 B mecs11 BITOCIEICTBHM.

Jlpyrue Mapkeps! GYHKIIHMHA TOYETHBIX I[To Mepe HEOOXOIMMOCTH.
KaHaJIbIIEB (TaKue KaK TIIMKO3YpHs y JIHII, HE
CTpaJaroIux A1adbeTom, 1 HU3KUH YPOBEHb
kamusi, pocara, MarHus Wi ypaTtoB B
CBIBOPOTKeE, (hocaTypusi, aMUHOALTUTYPHS)

YpoBeHb TpaHCaMHHA3, OMIINPYOUHA, [Tepen HawamoM Teparmy.

IeTI09HOH (ocdaTassl Pa3 B 2 Heenu B IEPBEIi MeCSI] TepaIiu.
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?ﬂmh/unu, BITOCIICACTBIIMT.
HccnenoBanue cityxa U OpraHOB 3pEHUS [Iepen Hauasiom Tepanuu.

Pa3 B roj BrocineacTBuU.

Macca tena, poCT ¥ IOJIOBOE pa3BUTHE Ilepen Havamom Tepanuu.
Pa3 B roz BrocnencTBUY y eIUaTpUUECKUX
MaIMEeHTOB.

Y pamMeHToB € MaJod IMPOTHO3UPYEMOH MPOJOJDKHTEIBHOCTBIO JKM3HU (Hampumep,
MUEIIOIUCIUIACTHYECKUE CHHAPOMBI C BBICOKMM PHCKOM), OCOOEHHO KOTJa COMYTCTBYIOIIHE
3a00JIeBaHMs MOTYT TOBBIIIATh PHCK HEXKENATENbHBIX SBICHUH, TOnb3a JlKaleHy MOXeET OBITh
OrpaHUYEHa, U PUCK MOXKET MpeBbIIaTh monub3y. CrienoBarenbHO, MpuMeHeHue J[kaneHy He
PEKOMEHI0OBAHO Y TAKUX MAaIlMEHTOB.

[Ipenmapar ciemyer Ha3HA4aTbh C OCTOPOKHOCTBHIO IMOKMIJIBIM TAIlMEHTaM B CBS3H C BBICOKOM
YaCTOTON HEXENATeIbHBIX PEaKIiil (B YaCTHOCTH, THAPEH).

JlanHble y pnetedl ¢ TpaHC(y3HOHHO HE3aBHCHUMOM TajacceMueil BecbMa OrpaHMYCHHBIC
(cm. pasmen 5.1). CnenoBaTenbHO, IIpU Tepanmuu InpenapatoM JlKajeHy cieqyeT IpPOBOAWUTH
TIIATEIbHBI MOHHUTOPUHT JIJIsl BBISABICHHS HEKEIATENbHBIX PEAKIUH W U OTCICKUBAHUS
KOHILICHTPALMK JKejie3a B OpraHu3Me y menuarpudeckoil momyisuuu. Kpome Ttoro, mepen
JeyeHueM mpenapatoM JDKaneHy JAeTeil ¢ BBICOKOW CTENEHBIO TEPerpy3KH JKENe30M U
TpaHC(Y3UOHHO HE3aBHCHMOM TajacceMueil Bpad [OJDKEH TIOMHHUTH, YTO IOCIEICTBUS

Z[J'IHTGJ'II:HOfI TCpaIlU TaKUX MAUCHTOB B HACTOAIICEC BPEM HC U3BCCTHEI.

HapynieHus co CTOPOHBI YKETYIOYHO-KMILIEYHOT'O TPAKTa

VY nmanMeHToB, BKIIOYas JETe M IOAPOCTKOB, IMOJNyYaBUIMX Aedepasupokc, cooOIIaIoch o
IIOSIBJICHUHN SI3B U KpOBOTe‘IeHI/If/'I B BerHI/IX oTaciiax )KeJ'Iy,I[O‘-IHO-KPIHIe‘IHOFO TpaKTa. y
HEKOTOPBIX MAIMEHTOB HAOIIOAAINCh MHOKECTBEHHBIC SI3BHI (CM. pazaen 4.8). beutn coobmmenust
0 s3BaX, OCIOKHUBIIUXCS TMepopamnueii KeayJouyHO-KUIIEYHOTO Tpakra. Tawke ObUIH
COOGH.[GHI/IH O JICTAJIbHBIX )KGJ'IYI[O‘IHO-KI/IIHGLIHBIX KpOBOTe‘-IeHI/ISIX, OCOGGHHO y ITOXKUJIBIX
MAIUEHTOB, ¥ KOTOPBIX OBLIM T'€MAaTOJIOTHYSCKHAE OHKOJIOTHYECKUE 3a00JICBAaHUS H/WIU HU3KOE

coJiepaHue TPOMOOITUTOB.
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Bpaun u manumeHThl OJKHBI CIEAYET COXPAHATE—0eoyio—HACTOPONMCHHOCTS—B—OTHOMHCHIH

IIPU3HAKOB U CUMIITOMOB $13B U KPOBOTEUEHHH B eIy JOYHO-KUIIIEUHOM TPAKTE BO BpEMs T€paruu
npenapatoM /[xaneny. B ciydae pa3BuUTHS A3Bbl MM KPOBOTEUEHMSI KEITYJOUYHO-KHILIEYHOTO
TpakTa IpPHMEHEHUEe npenaparta J[kaneHy cieqyeT NPEKpaTUTh W HE3aMEIUIMTEIbHO HadaTh
JIONIOJIHUTENbHOE oOcienoBanue u jedeHue. CieayeT ¢ OCTOPOXKHOCTbIO Ha3HayaTh MpernapaT
JUKkazeHy  TanMeHTaM, KOTOpble NPUHUMAIOT — BEIECTBa, O0JaJalollfe  HM3BECTHBIM
yJbLIEpOreHHBIM MoTeHIManoM, Takue kak HIIBII (HectepouiHble MPOTHBOBOCHAIUTEIbHbBIE
mpenaparbl), KOPTUKOCTEPOHWABl WM TepopaibHble OuchochoHaThl, aHTUKOATYISIHTBI, |

MaIUeHTaM ¢ coJiep>kKaHueM TpoMOouuToB Menee 50 000/mm> (50x 109/J1) (cm. pazgen 4.5).

Hapyliuesus co cTOpOHBI KOYKHU

Bo Bpems neuenus npemnaparom J[>kaJeHy MOKET BO3HUKATh KOXHasl Cbillb. B OOJbIIMHCTBE
CIIy4aeB ChIIIb MPOXOAUT CIOHTaHHO. [locne BpeMEHHOro mpephIBaHMs JIEYCHHE MOXKET OBITh
BO300HOBJICHO IIOCIIE HMCUYE3HOBEHMS CHIMM B 0Oojiee HU3KOH 03¢ C TOCIEIYIOUIMM ee
MIOCTETIEHHBIM YBEJIMYEHUEM. B TsXKenbIX cilydasgx BO300OHOBJIEHHE JIEUEHUS MOXKET OBbITh
MIPOBEJICHO C KOPOTKUM TEPUOJ0M NMPUMEHEHHS NepopaiibHOi (hopmbl cTeponaoB. Coob1anoch
O CEpbE3HBbIX KOXXHBIX HEXKENaTeNbHBIX pPeakuusx, BKIwo4as cuHiapoMm CrtuBeHca-/[>kKOHCOHa,
TOKCHYECKUH 3MUJEPMAIbHBIA HEKPOJIM3 U JIEKAPCTBEHHYIO PEAKLUUIO0 € J03MHOGMINEH |
cucreMHbiMu cumnTomamu (DRESS), kotopsie MOTYT OBITh OMACHBIMU TSI KH3HH WM JIaXKe
cmepTenbHbIMUA. [IpyM MOAO3pEHHM Ha pPa3BUTHE KaKOW-THMOO W3 YKa3aHHBIX COCTOSHUM
IIpUMEHEHHUe npenapata J[>kaaeHy cienyeT HEMEUIEHHO NPEKPATUTh U HE IPUMEHSTh IOBTOPHO.
[Ipy HazHaueHWM MpemapaTa MalUEHTHl JOKHBI OBITH MPOMH(POPMHUPOBAHBI O MPHU3HAKAX H

CHUMIITOMAaX TAXKCEIIBIX KOXHBIX peaKL[I/Iﬁ W JOJIZKHBI HAXOJUTHCA 110 TINATCIIbHBIM HaGHIOI[eHI/IGM.

Peaknum runepuyBCTBUTEIILHOCTH

[TommydeHbl coOOOIIEHUS O pPa3BUTUU PEAKIUN THIEPUYBCTBUTEIHHOCTH K JAedepasupokcy
(BKTIOUAs aHAPUIAKTUYECKUE PEAKIIMU U aHTHOHEBPOTUYECKHA 0TeK). B GonbmIMHCTBE citydyaes
pC€akuuu rurncpuyBCTBUTCIIBHOCTU Ha6n}0aan1/1c1) B IICPBLIC MCCALLI JICHCHHUA MPLCIapaToM (CM.
paznen 4.8). Ilpu pa3BUTHM pEaKIUH THIEPUYYBCTBUTEIBHOCTH TSKEIOW CTEMEHU JICYCHHUE

npenaparomM CJICAYCT OTMCHUTH U MPOBECTHU COOTBCTCTBYIOIIUC jeueOHbIe MCPOIIPUATHUSL. He
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v

peKOMeHI[yeTCfI B0306HOBHﬂTB TCpaHI/IIO HpeHap TUM y HdAvirTUb Ad iU RaTCTU P b UhASYT U

PHUCKOM pa3BUTHUS aHA(UIAKTHUYECKOTO II0Ka (CM. pa3zen 4.3).

3pHUTEIBHEIC M CIYXOBEIC HAPYIIICHUS

Coobmanoch 0 HapyIIEHUSX CO CTOPOHBI OPTaHOB CiIyXa (CHMXKEHHE CIIyXa) U OPraHOB 3pEHUS
(moMyTHEHHE XpycTanuka; cM. paszaen 4.8). PekoMeHayercs MpoBEpATh y MAalUEHTOB CIyX U
3peHue (BKJIOYasi UCCIIEN0BAaHUE TJIA3HOTO /IHA) /10 Hayaja JISYeHHs! U B JlajbHEHIIeM IpOBOAUTD
peryisipHele oOcienoBaHus Kaxable 12 MecsaueB. Ecim Bo Bpems jiedeHus y HalMeHTa
MOSIBIISIFOTCS] HAPYIICHUS CITyXa WU 3PEHUs], MOKHO PACCMOTPETh BO3MOYKHOCTh CHUIKEHHUS 03Bl

rpenapara Wid BpEMEHHOI'O IIPEKPaLEHUs JICUCHMUS.

I'emaTosornyeckue pacCTpomncTaa

B nepuon mnocTperucTpanMoHHBIX HAOMIOJEHUH OBbUTM TOJIyd4eHbl COOOIIEHHS O Cllydasx
JeUKONeHNH, TPOMOOIMTONIEHUN WM TMAHIUTONCHUH (MM YCYTyOJIEHMM  YKa3aHHBIX
3a00JeBaHN) M OCJIOXHEHHOW AaHEMUHW Yy TalMeHTOB, NPUHUMABIIUX naedepasupokc. B
OOJIBLIIMHCTBE CIy4aeB Yy MAalMEHTOB HMEJIUCh I'€MaTOJOTMYECKHE HapylIeHHs B aHaMHese,
KOTOpBIE  YacTO  CONPOBOXKIAJINCH  HEAOCTATOYHOCTBIO  KOCTHOro  mosra.  OpHako
CMOCOOCTBYIOUIYIO WJIM YCYTYOJSIOUIYIO POJIb JAaHHOTO (hakTopa Heb3s HUcKmoyaTh. [lpu
BO3HMKHOBEHUH Y MAIMCHTAa HEOOBSICHUMOW LIUTONEHUH CIEAYyEeT pacCMOTPETh BO3MOXHOCTD

BPECMCHHOT'O IIPCKPAICHUA JICUHCHU.

Jpyrue daxTopsl

PexomeHayercsi mpoBeJeHHE €KEMECSIYHOTO MOHUTOPHHTA YPOBHS (PEeppUTHHA B CBHIBOPOTKE
KpOBH C ICJIbIO ONCHKM OTBETA IMAMCHTA Ha TCPAINMIO W MPCAOTBPAIICHHA N30BITOYHOTO
xenaTupoBaHus (cM. pasnen 4.2). B mepuonbl iedeHus] BBICOKUMH JT03aMH U B T€X CHUTYAIHsX,
KOTJla YPOBHH (PEPPHUTHHA B CHIBOPOTKE KPOBU OJIM3KH K IICJICBOMY JHANa30Hy, PEKOMEHIYETCS
CHIDKEHHE J103bI MJTH O0JIee TIATENbHBII MOHUTOPUHT ()YHKIIMH ITOYEK U IIEYCHH, a TAKXKE YPOBHS
ChIBOpOTOUHOTO (epputnHa. Ecim ypoBeHb (peppuTHHA B CHIBOPOTKE KPOBH HE ITOAHUMACTCS
Bhitie 500 MKr/7 (y MaMeHToB ¢ TpaHC(PY3MOHHON Meperpy3Koi xene3oM) uiu Boime 300 MKr/n
(Y ManueHToB ¢ CHHAPOMaMHU TPaHC(Y3UOHHO HE3aBHCUMOM TajlacCeMuil), MOXKHO PacCMOTPETh

BO3MOXHOCTb BPEMCHHOI'O IIPCKPAIICHUA TCPAIIUU.
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Pe3ynbTaTthl HccnenoBaHUN YPOBHS KpeaTHHHHa;—(epprTHHa—H—Tpateamiias—B—ebBoporTie
HEO0XOIUMO PETUCTPUPOBATDH U MPOBOAUTH PETYJISIPHYIO OLICHKY IS BHISIBICHUS TCHCHIINH.

B nByX KIMHMYECKHX HCCIEAOBAaHUAX NedepasupoKc HE OKa3ayl BIUSHHUS HA POCT M IMOJIOBOEC
pPa3BUTHE JICTEH, MOTyUYaBIIUX JICYCHUE B TEUCHHE 110 S5 sieT (cM. pazzaen 4.8). OnHako, B KaUeCTBE
o011e# Mepbl MPeOCTOPOKHOCTH B JICUCHUH JETel ¢ TpaHC(HY3UOHHON NEperpy3KH Kene30oM 10
Hayasa Teparuu 1 3aTeM eKEroHO He00X0AUMO U3MEPSTh Yy JIETei Maccy Teja, pOCT U OLICHUBATh
MOJIOBOE pa3BUTHE (KaKble 12 MecsieB).

JuchyHknms cepana — M3BECTHOE OCJIOKHEHUE TSDKEJIOW CTETECHH TMEepPerpy3Kd IKeae3oM. Y
MAIUEHTOB C TSKENOM CTEMEeHbI0 MEPerpy3Kd JKENe30M BO BpeMsl IJIUTEIBHOTO JICUCHHUS

npemapatoM JlkaneHy ciaenyeT KOHTPOIUPOBATh CEPACUHYIO (YHKITHUIO.

4.5 B3auMopgeiicTBHe ¢ APYrMMH JIeKAPCTBEHHBIMM IpenapartamMy W JApyrue BHIbI
B3aMMOJAEeHCTBUSA

bezomacHocTh nedepasupokca B COYSTAHHH C JIPYTUMH XEIaTOpaMU Kelie3a HE YCTaHOBIICHA.
CrnenoBaTebHO, €r0 TPUMEHEHNE HENB3s COUETATh C APYTHUMHU MperapaTaMu I XeIaTUPOBAHUS

xenesa (cM. pazzaen 4.3).

B3aumoaenicTBue ¢ IUIIENR

3naueHuss Cmax Aedepazupokca B Gpopme TaOIETOK, MOKPHITHIX MICHOYHONW 000JIOUKON, OBUIH
MOBBINEHHBIMU (Ha 29%) TpU €ro BBEIACHUH BO BPEMs IIPHEMA THIIN C BBICOKUM COJACPKAHHEM
xwupoB. [Ipenapar JlaxkeneHy MOXHO MPUHUMATH HATOIIAK WJIM BO BpeMsl IpHeMa HEOOIBIIOTO

KOJIMYECTBa MUIIH, )KETATEIbHO B OJJHO U TO e BpeMs CyTOK (cM. pazaensl 4.2 u 5.2).

JIekapCcTBEHHBIC CPEICTBRA, CIIOCOOHBIC CHIKATH CHUCTCMHYIO 3KCITO3UITMIO I[e(bepampoxca

Merabomm3m nedepazupokca 3aBUCUT OT (hepMeHTOB Y JID-TimrokypoHunaTpancdepassl (YpuauH-
5-nudocdar-rmokypoHunTpancdepasa). B Xxonme wuccnenoBaHus € ydacTHEM  3JI0POBBIX
TOOpOBOJIBIIEB OJHOBPEMEHHOE NMpUMeHeHue aedepasupokca (ogHokpaTHas no3a 30 MI/KT B
dbopme IucreprupyeMbIX TaOJIETOK) M MOITHOTO HHAYKTOpa Y Jd-rmokypoHHITpaHC(epasbl
pudamnuimHa (MHOTOKpaTHbIE 10361 600 Mr/IEeHb) MPUBEIO K CHUXEHUIO CHCTEMHOMN
ouonocrynHoctu aedepasupokca Ha 44 % (90% JAU: 37 % — 51 %). B cBa3u c stum

COITyTCTBYIOIIAs T€PAIUsi MOIIHBIMU HHAYKTOpaMu Y JID-rmtokypoHuiaTpancdepassl (Harpumep,
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pubaMnuuHOM, KapOamMa3enuHOM, (EHUTOUH!

NPUBECTH K CHIDKEHHIO 3>(dexTuBHOCTH mpenapara JlkaaeHy. Bo Bpems u mocie mpuema
yKa3aHHBIX KOMOWHAIMK TpernapaToB y MAIMEHTOB HEOOXOJUMO BECTH MOHHUTOPHHI YPOBHS
(beppuTHHA B CBIBOPOTKE KPOBH M, IPH HEOOXOAMMOCTH, KOPPEKTHPOBaTh /103y Ipernapara
JIxaneny.

XonecTUpaMHH 3HAYUTEIIHLHO CHIDKAM SKCIIO3UIHIO J1e(hepa3supoKca B HCCIeIOBAHUN MEXaHU3Ma

JEUCTBUS 110 OTIPEICTICHUIO SHTEPOTENaTUIECKON PEIUPKYIIAMNH (CM. pa3aen 5.2).

BzaumojelicTBue C MHUAa30JIaMOM n APYT'UMH JCKApCTBCHHBIMH CpeaCTBaAMM

meraboamzupyrommmMucs ¢ vuactuem nzodhepmenta CYP3A4

B xonme wuccrnemoBaHus ¢ y4acTHEM 3I0POBBIX JAOOPOBOJBIEB OJHOBPEMEHHOE MPHUMEHECHHE
nedepaszupokca B popMme nucreprupyeMbix TabIeTok U Muaaszonama (cyocrpatom nzodepmerTa
CYP3A4) npuBoaniio K CHIPKEHUIO CUCTEMHOM OMoocTynmHOoCcTH Muiazonama Ha 17% (90 % JIU:
8 % — 26 %). B ximHNUECKOM MpakTHKE ATOT 3PPEeKT MOKET ObITh O0JIee BHIPAXKECHHBIM. Takum
o0pa3oM, B CBS3M C BO3MOXKHOCTBIO CHIDKEHHUS 3(PQPEKTUBHOCTH CJICAYET C OCTOPOKHOCTHIO
NpUMEHSTh MpenapaT [[kaneHy BMecTe ¢ mpenaparaMmy, METa0OJM3UPYIOMUMHUCA C YYacTHEM
uzopepmenta CYP3A4 (manpumep, NIHUKIOCIOPUHOM, CHMBACTaTUHOM, TOPMOHAIBHBIMU

KOHTpAIeNITUBAMH, OCTIPUINIOM, SPrOTAMUHOM).

B3aI/IMOI[eI\/'ICTBI/Ie C pernarinHnujaioMm n APYIruMun JCKAPCTBCHHBIMU CpeaCcTBaAMHU,

MeradomsupyrommuMucs ¢ yuactueMm nzodhepmenra CYP2CS8

B xome uccrnenoBaHMs C ydacTHEM 3JI0POBBIX TOOPOBOJIBIIEB OJHOBPEMEHHOE MPUMEHEHHE
nedepasupokca B kauecTBe ymepeHHoro unruouropa CYP2C8 (B moze 30 Mr/Kr exeqHEBHO, B
dbopMe AHCIeprupyeMbIX TaOJIETOK) U permaruanaa, cyocrpata CYP2CS, B oTHOKpaTHOH /03¢
0,5 mr otmeuanocsh yBenuueHrne AUC u Cmax penarnuauaa npumepHo B 2,3 pasza (90% AU [2,03—
2,63]) u 1,6 paza (90 % N [1,42-1,84]) cooTtBetcTBeHHO. IloCKONBKY B3aMMOEHCTBHE
nedepasupokca ¢ penarauHUIOM B 1o3e Bbime 0,5 Mr He u3ydeHo, cieayeTr u30eraTh
OJTHOBPEMEHHOTO TIPUMEHEHHUs Jedepasupokca ¢ pemarmuHuaoM. [Ilpu  HeoOXoaumocTh
OJTHOBPEMEHHOTO TMpUMEHEeHHs] Jedepasupokca C pPEmariuHUIOM CJeIyeT TIIATeIbHO

KOHTPOJHMPOBATh KOHLIEHTPAILIMIO TJIIOKO3bI B KpoBH (cM. paznen 4.4). Henb3s uckioyatsb
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BO3MOXHOCTH J'IeKapCTBCHHOFO BSaI/IMOﬂeI\/’ICTB A /_l,\./\‘i—lul_lu\)xxtjul\\/u CAP YT AN T yOUUuT paTavir

nzodpepmenta CYP2CS, Hanpumep, MakIUTaKCEIOM.

BzamMmoelicTBue Cc TCO(bI/IJ'IJ'II/IHOM n APYIUuMH JICKAapCTBCHHBIMHU cpeacTBaMu,

Meraboamsupyrommumucs ¢ yuactuem nzodhepmernra CYP1A2

B xome wuccnemoBaHuWs ¢ ydYacTHeM 3J0POBBIX JOOPOBOJIBLIEB OJTHOBPEMEHHBIM TpHEM
nedepasupokca B kadectse nHruouropa CYP1A2 (MHOTOKpaTHBIE 10361 30 MI/KI/IeHb B OopMe
nucneprupyemMbix tadnerok) u cyoctpara CYP1A2 teodwinmuna (omHokpatHas mo3a 120 mr)
npuBou K noBbIeHuto 3HaueHnH AUC u Cmax Teoduummaa Ha 84 % (90 % JAU: ot 73 10 95 %).
OnHOBpEeMEHHBIN MPUEM yKa3aHHBIX MPEMapaToB HE MOBIUSI HA 3HaYeHUE Cmax OJHOKPATHOMN
TI03bI, OJTHAKO OKMAAETCSs, YTO 3HaueHHE Cmax TEOPHMIUIMHA TMOBBICUTCS NMPU MHOTOKPATHOM
BBeJeHNN TeodmumHa. ClemoBaTeNbHO, OJHOBPEMEHHOE IpHMEHEHHe aedepasupokca Hu
TeopuiuiMHA HEe pekoMeHayeTcs. [Ipu oTHOBpEMEHHOM mpHeMe Jedepasupokca U TeOPHIUTHHA
HE00X0IUMO MPOBOUTH MOHUTOPUHT KOHIICHTPAIIMH TeOPUILTUHA U PACCMOTPETH BO3MOKHOCTh
CHWKEHUS 11036 TeopmwummHa. Henp3s  HMCKIIOYATh  BO3MOXHOCTH  JIEKAPCTBEHHOTO
B3aUMOJCHCTBUS MEXIy aedepasupokcoM u apyrumu cyocrparamu CYP1A2. B oTHomeHuun
BEIIECTB, KOTOPbIE MpeumyliecTBeHHO MeTabonu3upytorcs CYPIA2 u koTopble UMEIOT y3KHii
TEpaneBTHUECKUN JUama3oH (HampuMep, KIO3alWH, THU3AaHUAWH), TPUMEHSIOTCI TE Ke

pPEKOMCHAANH, YTO U B OTHOLICHUHA TGO(l)I/IJIJII/IHa.

Jlpyrue B3auMOJIEUCTBUS

OnHOBpeMEHHOE TIpUMEHEeHHE Jedepasupokca W aHTAIUIOB, COACPIKAIIMX AJTIOMUHUM,
He uccaenoBaiock. HecMmoTpss Ha To, 4Tto aedepasupokc uMeeT Oojiee HHU3KOE CPOJCTBO K
ATIOMUHUIO, YeM K JKeJe3y, He pEKOMEHAyeTcs MpHUHMMAaTh TabneTku nedepa3upokca

OAHOBPEMCHHO C aHTAIIUJAHBIMHU IIpE€TiapaTaMu, COACpKAIIUMU AITFOMUHUH.

OnHoBpeMEeHHOE MpUMEHEHHE Jedepa3supoKca C BEIIeCTBAaMH, KOTOPhIe 00JIaAal0T M3BECTHBIM
yiblieporeHHbIM aelictBueM, Takumu kak HIIBII (Bkirowas aneTwicaauluIOBYIO KHCIOTY B
BBICOKHX J1033X), KOPTUKOCTEPOHIbI Wi OrCcPoCchOHATHI I IpHeMa BHYTPh MOTYT YBEIUYUTh
PHCK pa3BUTHs HexenaTenabHbIX siBIeHUN co cTopoHsl KKT (cm. pasnen 4.4). OnHoBpeMeHHOE

npUMeHeHHne jaedepasupoKca M AHTHUKOATYJISIHTOB TAKXKE MOXKET IOBBICUTH PHCK Pa3BUTHS
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KEITyAOYHO-KUIIIEUHOTO KpoBoTeueHus. [Ipu Heswavennn—redepasnporea—B—iomMOrHanin—e
JTAHHBIMU BELECTBAMHU TPEOYETCsl BECTH TLIATEIbHBIII MOHUTOPHHT yKa3aHHBIX HEXelaTeIbHBIX
SIBJICHUM.

CoBmecTtHOe nedepasupokc 3upokca u OycyibdaHa TPUBOAWT K YBEIUYCHUIO CHCTEMHOM
ouogoctynHoctu Oycynbsdhana (AUC), Ho MeXaHU3M UX B3aUMOJICHCTBUS ocTaeTcsl HesicCHBIM. [1o
BO3MOKHOCTH CJIEIyeT NMPOBECTH OIEHKY (apMakokuHeTuku (AUC, kiaupeHc) mpoOHON 103k

Oycynbdana, 9T00BI MOYKHO OBLIO CKOPPEKTHPOBATH JI03Y.

4.6 DepTHIBHOCTD, 0€PEMEHHOCTD U JIAKTALMS

bepeMeHHOCTD

Knuanuecknx maHHBIX MO TMpPUMEHEHHIO Aedepa3upokca BO BpeMsi OepeMeHHOCTH HeT. B
JNOKJIIMHUYECKUX HCCIEOBAaHUSAX Ha SKMBOTHBIX IIOKa3aHa HEKOTOpas penpoAyKTHBHAS
TOKCHYHOCTH TIperapaTa B J03aX, TOKCHYHBIX JAJIi MaTEPUHCKOTO OpraHuiMa (cM. pazaen 5.3).
[ToTeHIManbHbBINA PUCK JI YEJIOBEKA HEU3BECTEH.

B kadectBe Mepbl MpPEeNOCTOPOKHOCTH HE PEKOMEHAYyeTCs MpUMEHsATh JIKaleHy BO Bpemst
OCpEeMEHHOCTH, 32 UCKITFOYCHUEM CITy4aeB KpailHe HEOOXOUMOCTH.

Jl>xaneHy MOXKeT CHUXaTh 3((EeKTUBHOCTh TOPMOHAIBHBIX KOHTPAIENTHBOB (cM. paszzaen 4.5).
JKeHmMHaM AETOPOJHOIO TOTEHIMAla PEKOMEHAYETCS NPUMEHSTh JOMOJHUTEIbHBIE WU

AJIbTCPHATUBHBIC HCTOPMOHAJIBHBIC MCTOAbI KOHTPALICIIINN BO BpEMs IIPpUCMa IIpcIiapara.

JlakTamus

B noknuHUYeCcKMX HCCIeAOBaHUAX HAa >KUBOTHBIX Aeepa3sHpoKC ObICTPO M B 3HAYUTEIHLHOM
KOJIMYECTBE MPOHUKAI B MOJIOKO JIAKTUPYIOIIUX >KUBOTHBIX. BiusiHUs mpenapara Ha MOTOMCTBO
HE OoTMedanoch. Hem3BecTHO, MpoHHMKAeT N Jedepasupokc B TPYAHOE MOJIOKO Y YelIOBEKa.
XKenmmuaMm, mnonyyarouM JiedeHue npenapatoM JlKadeHy, MpoAOIDKaTh —TPYyIHOE

BCKapMJIMBAHHWEC HE PCKOMCHIOBAHO.

DepTIbHOCTD

,HJ'I}I .]'IIOI[GI\/'I HUKAKUX AaHHBIX O (bepTI/IJ'II)HOCTI/I HET. Y KMBOTHBIX HUKAaKHX HEXKEIIaTeJIbHBIX

3¢ (ekToB Ha GEePTUIHLHOCTH CaMIIOB UM CAMOK MOKa3aHo He ObLIO0 (CM. pasnen 5.3).
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4.7 Bausinme Ha CIMOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMH CPeACTBAMH M PadoTaTh C
MeXaHU3MaMH

Bmusaue npenapara /[kajneHy Ha CHOCOOHOCTh YNpPAaBIATh TPAHCHOPTHBIMU CPENCTBAMHM U
MeXaHU3MaMH He H3y4dajoch. IIpu MOSABIEHMH TaKOro HEYAacTOro MOOOYHOrO SBICHMS, KaK

T'OJIOBOKPYKCHHUC, MAIUCHTaM CJICAYCT COGHIOIIaTB OCTOPOKHOCTD.

4.8 HeskenaTebHble peakuuu

Pesrome mpoduinsg 6e3onacHOCTH

VY MmanueHToB ¢ XPOHUYECKOH MOCTTpaHC(Y3MOHHOH MEeperpy3Koi kelie30M Hamboliee 4acThie
HexenartenbHple  peakuuu  (HP), o xoTopeix cooOmanoch mpu JUIMTEBHONW —Tepamuu
nedepasupoKcoM B BUJIE TUCIIEPTHPYEMBIX TaOJETOK Yy B3pOCIBIX M JCTEH, BKIIOYAIOT B ceOs:
Hapyuerust co croponsl JKKT (rmaBHbIM 00pazom, TOIIHOTA, PBOTA, [uapes, O0Ib B )KUBOTE) U
JEepMaTOJIOTUYECKUE HapyIlIeHUs (KOXKHasl Chilb). J(Mapes oTMeuanach yaiie y AeTeil B Bo3pacTe
0T 2 710 5 JIET ¥ Y MOXKUJIBIX JIFOJIeH. DTU PEaKINH SABJISIFOTCS 10303aBUCUMBIMHU, B OCHOBHOM CJ1a00
WIH YMEPEHHO BBIPAXXCHHBIMU, MUMEIOT TPAH3UTOPHBINA XapakTep U B OOJBIIMHCTBE CIydacB

pa3speiaruTcd CaMOCTOATCIIBHO JAKE ITPU ITPOJOJIPKCHUU JICUCHUS.

Bo Bpems KIMHHYECKHUX HCCIEA0BAHUN J0303aBUCHMOE YBEIIMYCHIE KOHIIEHTPAIIMY KpEaTHHIHA
B CBIBOPOTKE KPOBH BO3HHKAJIO MPUOIU3HTEIBHO Y 36 % MamMeHTOB, XOTSA y OOJBITMHCTBA
TaHHBIA TI0Ka3aTeNb OCTaBaJICs B mpezesaX HOpMbl. CHIDKEHHE CPeJHEro 3HAYeHUS KIUpeHca
KpeaTHHUHA HaOI0ANoCh KaK y JIETeH, TaK M Y B3POCIBIX MAIlMEHTOB C OeTa-TajiacceMHUel H
MEPETPY3KOi )KeTIE30M B MIEPBLIH IO JICUEHUs, HO €CTh JAHHBIE, YTO OH HE CHUKAJICS e1Ile OOJIbIIe
B Tocienytonme roapl sedeHns. CooOmanock O MOBBIIICHWH YPOBHS TpPaHCAMHHA3 TEUCHHU.
Pexomenayercst cobmonath rpaduK MOHUTOPHHTAa O€30MAaCHOCTH B OTHOIICHWH IOKa3aTesei
(YHKIIMHY MTOYEK U MeYCeHU. PeIko BO3HUKAIOT HAPYIICHHS CITyXa (CHU)KEHHUE CITyXa) U OTKIIOHCHHS
CO CTOPOHBI OpraHa 3peHusl (MOMYTHEHHE XPYCTAINKA), 1 PEKOMEHIYETCS IPOBOIUTH €KETOTHOE
WCCTeI0BaHUE TAHHBIX CUCTEM (CM. pasnen 4.4).

B cBs3u ¢ mcnonp3oBaHueM mpenapara JxaneHy cooOmIaioch TakKe O Pa3sBHTHUU CEPhE3HBIX

KOXKHBIX HECKCIIATCIIbHBIX peaKHHﬁ, BKJIFO4YasA CUHAPOM CTI/IBGHCa—I[)KOHCOHa, TOKCHYECKUM
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SHHHCpMaHBHLIﬁ HCKPOJIM3 U JICKApCTBCHHAA PCa

cucteMHbiMu niposBienusiMu (DRESS) (cum. paznen 4.4).

Pe3roMe HexemaTenbHbIX peaKIui

Jlng oneHKkH 4acToThl BcTpedaemocTd HP wncmonb3oBaHbl clienyronime KpUTEpHH (COTJIacHO
knaccudukanuu BO3 (BcemupHOW opraHuzaiuy 3ApaBOOXpaHEHHs)): odeHb yacto (>1/10);
gacto (>1/100, <1/10); mewacro (>1/1000, <1/100); peaxo (>1/10000, <1/1000); oueHb peako
(<1/10000); gacToTa Hem3BecTHa (HE MOXXET OBITH ONMpEAESICHa MO MMEIONIUMCS JTaHHBIM). B
npenenax Kaxmaoi dacrotHoi kateropuu HJIP pacnpeneneHsl B MopsIke YMEHBIIEHUS YaCTOTHI
BCTPEYAEMOCTH.

Tab6umua S. HexkesnateabHble peakiuu

Hapyumienust co CTOpOHBI KPOBH U JIMM(PATHUECKOH CHCTEMbI

[Manmmronenus', TpombonuTonenus', ycyryonenue
anemuu', Heiirponenus'

Hapyumienusi o cTOpOHbLI MMMYHHO# CHCTEMBbI

Peakiuy runepyyBCTBUTEIBHOCTH (BKIIFOUAS
aHa(UIaKTHYECKHE PEAKIIUH U AHTMOHEBPOTUYECKHiH 0TeK)!
Hapymenus MeTa60a13Ma H IHTAHUS

YacroTa HEU3BECTHA:

Yacro:

YacToTa HEU3BECTHA: MeTtabomuuecKuii arumo3’
Ilcuxuyeckne HApyLLIEHUS

Heuacro: TpeBora, HapylIeHUs CHA
HapyumeHnus co CTOpoHbI HEPBHOM CHCTEMbI

Yacro: ['onoBuast 6o

Heuacro: TI'onoBokpyxeHne
Hapyumienust co CTOpOHBI OpraHa 3peHust

Heuacro: Karapakra, makynonarus
Penko: Hespur 3purensHoro Hepsa
Hapyuienust co CTOPpOHBI OPraHa cjyxa v JaOupHUHTA
Heuacro: I'myxora

HapyuieHust co CTOPOHBI ABIXATEJIbHON CHCTEMbl, OPraHOB IPYIHOMN KJIETKH U
CpeAOCTeHUs

Heuacro: bonsb B ropranu

KeaynouHo-kuieyHbie HAPYILIEHUS

Yacro: Juapes, 3amop, pBOTa, TOIITHOTA, OOJIb B )KUBOTE, B3yTHE
KHUBOTA, JTUCIICTICUS

Heuacro:
KenynouHo-KHIIeYHbIE KPOBOTCUCHUS, S3BA KEITYAKA
(BKJIFOYAsi MHOYKECTBEHHBIC SI3BBI), SI3Ba

Penko: JIBEHAAIATUTIEPCTHON KUIIIKHU, TACTPUT
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YacTtoTa HEU3BECTHA! 330¢arut
[ephopanus sxemyJ09HO-KUIIEYHOTO TPaKTa', ocTphIit
HaHKpeaTuT

Hapyuienust co CTOpOHBI EYEHH U KeJTYeBbIBOISAIIMUX ITyTel

Yacro: IloBbIIEHNE YPOBHS TpaHCAMUHA3

Heuacro: T'emmatuT, XojeanTHa3

YacroTa HEU3BECTHA: [TeueHOYHAs HEIOCTATOYHOCTD'

Hapyumiennst co CTOPOHBI KOKHM M NMOAKOKHBIX TKAHel

Yacro: Ceinb, 3y

Heuacro: Hapymienne nurmMmentanuu

Penko: JlexapcTBEHHAs CHITb C Y03MHOPUINEH U CHCTEMHBIMU
nposiBinenusmMu (DRESS-cunapom)

YacroTa HEM3BECTHA: Cunapom CtupeHca-J[)o0HcoHa', NefKoIUTOKIaCTHYECKUH

BacKyJIUT!, KpanuBHULA', My IbTU(GOPMHAs SpuTeMa’,
ajonenys ', TOKCHYeCcKuil S1uIepManbHbli Hekpomus!
Hapyuienusi o cTOPOHBI M0YeK H MOYEBbIBOASAIINX IyTeii

Ouenb yacTo: [ToBbllIeHNE KpeaTUHNHA B KPOBH

Yacro: [Iporennypus

Heuacro: Hapy1eHust co cTopoHbI MOUEYHBIX KaHAJIBLEB
(npuoOpeTeHHbIN cuHIpOM PaHKOHM), TITIUKO3YpHUS

YacroTa HEU3BECTHA: OcTpas 1oYedHas HeIOCTaTOYHOCTE ',

TyOyJIOMHTEPCTUITHATBHBIHI He(prTl, [MOYEYHOKAMEHHAas
0OJIE3HB!, HEKPO3 MOYEYHBIX KAHAJIBIIEB'

OO0mme HapylIeHUS U PeaKIIMU B MeCTe BBeleHU s

[ToBbIIEHNE TEMIIEPATYPHI TEA, OTEK, OLIYILIEHUE

YCTAJIOCTH.

! HesxenaTenbHble peakiiu, OMUCHIBAEMbIE BO BPEMs IOCTPErUCTPAIIHOHHOT0 NpuMeHeHus. Mudopmarus

Heuacro:

0 HUX TOJTyYeHa W3 CIIOHTAaHHBIX COOOIIEHUH, M KOTOPBIX HE BCET/ia BO3MOXKHO HANIEKHO OIPENETUTh
YaCTOTY WJIA MIPUIUHHO-CIICICTBEHHYIO CBA3b C BIMSHUEM JIGKAPCTBEHHOTO MIpemnapara.

OtMmedanuch TsDKenble  (OPMBI, CBS3aHHBIE C  W3MCHCHUSMHU CO3HAHUS B  KOHTEKCTE
THIIEpPAaMMOHEMHUYECKOH SHIe(aTOTIaTHH.

Onucanue OTIEILHEIX HeXKEIaTeIbHBIX DEAKIINI

006 06pazoBaHUU )KETYHBIX KAMHEH U CBA3aHHBIX OMIMAPHBIX PACCTPONCTBAX cooldIanoch y 2 %
nareHToB. O TOBBINIEHWM YPOBHS TpaHCAMMHA3 II€YEHHM COOOIIaToch B KauecTBe
HeXeNaTeNbHON peakuuu y 2 % narueHToB. [loBbllieHne ypoBHs TpaHcamuHa3 Oosiee ueM B 10
pa3 BBbILIE BEPXHEW TpaHUIIbl HOPMbI, KOTOPOE CBUIETEIHCTBOBAIO O FeNaTUTe, ObLIO HEYACTHIM
(0,3 %). B Teyenue neproia MOCTPErUCTPAIMOHHOTO MIPUMEHEHHS Aedepazupokca cood1Ianoch
0 MEYEHOYHON HEAOCTAaTOYHOCTH, MHOTJ]A CO CMEPTENIbHBIM UCX0JI0M (CcM. pa3zaen 4.4). B teuenue
Neprosia TIOCTPETHCTPAMOHHOTO HAOMIOACHNS OBUIM TIOJMYYEHBI COOOIIEHUS O Cllydasx

MeTa0OJIMUEeCKOro anuao3a. Y OOJIBIIMHCTBA TaKAX M[aMEHTOB HaOrogaiach IodeyHas
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HE/I0CTaTOYHOCTh, MOYEUHAsI TyOyJIONaTusl (CHHAPOM—PatoH);—Aapet—rieoe PO —HpH—""

KOTOPBIX KHCIOTHO-IIEIOYHON TUCOaNaHC SBISETCS N3BECTHBIM OCIOXHEHHEM (CM. pazzaen 4.4).

Cnyyau cepbe3HOro OCTPOro MaHKpeaTuTa HAOMIOAANUCH y MAlMEHTOB O€3 MOATBEPIKIECHHBIX
3a0oneBaHUi KemyHoro my3blps. Kak M B ciyyae HpuUMEHEHHUs APYTUX XeJIaTopoB Kelesa,
CHIDKEHHUE CITyXa M IIOMYyTHEHHE XpyCTaluKa (paHHsIsl CTausl KaTapaKThl) HAOII0IaIHCh PEIKO Y

MAIMEHTOB, IPUHUMABIIUX Nedepasupokc (cM. paszaen 4.4).

Kiupenc kxpeaTrHrHa Ipy MOCTTpaHCchY3UOHHON IIEPErPY3KeE KEIE30M

B perpocnekTiBHOM MeTa-aHanmu3e 2102 B3pochblx u AeTed ¢ OeTa-TalacceMmen C
MOCTTPAaHC(Y3MOHHON Teperpy3Kor Kene3oMm, IMOJNydyaBIIUX JAedepasupokc B  ¢opme
TMCTIEPTUPYEMBIX TaOJIETOK, B IBYX PaHAOMHU3NPOBAHHBIX U YETHIPEX OTKPBITHIX MCCIICTOBAHUSIX
MIPOIOJDKUTEIHLHOCTBIO JI0 TISITH JIET HAOII0IAI0Ch CpeiHEee CHIDKEHUE KIIMPeHca KpeaTHHUHA Ha
13,2 % y B3pocmusix (95 % JAU: ot -14,4 % no -12,1 %; n=935) u 9,9 % (95 % AU: ot -11,1 %
10 -8,6 %; n = 1142) y nereii B TeueHue nepBoro roja jgeuenus. Y 250 nauueHToB, 38 KOTOPbIMHU
BEJIOCh HAOINIOJICHHE B TEUEHHUE M0 MATH JIET, AATbHEHUIIer0 CHU)KEHHUS CPEIHEro IOKa3aTels

KIIMpEeHca KpeaTHHUHA He HabJII0JalIoCh.

Knnanueckne HUCCICAOBAHUA YV MalMCHTOB C CHHAPOMAaMH TDaHC(bV3I/IOHHO HE3aBUCHUMOM

TaJlacCeMUU
B wccnenoBaHuM MPOIOIKUTEILHOCTRIO | TOM Y TAIMEHTOB ¢ CHHIPOMAaMHU TPAHC(Y3HOHHO
HE3aBHCHMOHM TallaCCEMUU U TEperpy3Koi kene3oM (pacTBOpUMBbIE TaOJIETKU B J103€
10 Mr/Kr/cyTKHM) caMbIMH PacHpOCTPAaHEHHBIMH HEXENIAaTeIbHBIMU SBICHUSMH, CBSI3aHHBIMH C
MPUEMOM HCCIIelyeMoro npemnapara, Obum quapes (9,1 %), coib (9,1 %) u TomHoTa (7,3 %).
AHOMasnbHbIE 3HAYCHHUS YPOBHS KpEaTHHHMHA B CHIBOPOTKE KPOBU M KIMPEHCA KpEeaTHHHHA
Habmonanmcs y 5,5% u 1,8% mnamueHtoB cooTBeTcTBeHHO. [loBbIIIEHHE YPOBHS TpaHCaMUHA3
Oosee, 4eM B 2 pasa MO CPAaBHEHHUIO C UCXOJHBIM YPOBHEM, U B 5 pa3 BhIIIE BEpXHEH TpaHUIIbI

HOPMBI, OBIJIO 3aperucTpupoBano y 1,8 % nanueHTos.

[pumenenue y demeul

B ABYX KIIMHUYCCKUX HCCICAOBAHUAX ﬂeq)epa31/1p01<c HC OKa3saJl BJIMAHHA Ha POCT U IIOJIOBOC

pa3BUTHE AETEH, IOIYUYaBUIMX JIEUEHUE B TEUEHUE 110 5 JeT (cM. pazaen 4.4).
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COOTEETCTBYET DKCMNEFTHOMY QT4E

Iy

V nereii B Bo3pacte OT 2 110 5 JIeT 1uapest HaOJro faftaeb-<raties e M-y~ o rseHatne HToB:

O TyOynonaTuu moYeKk B OCHOBHOM COOOMIANIOCHh y JAETeH M MOAPOCTKOB ¢ OeTa-TamacceMuei,
MOJTyYaBIIUX Jedepasupokc. BoabmMHCTBO cOOOMIEHUH O ciTydasX METa0OIMYECKOro aruma03a,
MOJTYYEHHBIX B IEPUO]] TOCTPETUCTPALMOHHOTO HAOIIOACHUS, OTHOCHIIACH K MAIIMEHTaM JAETCKOTO
BO3pacTa, y KOTOPBIX pa3BUIICS cUHAPOM DaHKOHH.

bbutn mosmyuyeHsl COOOLIEHHUST O CIy4asiX OCTPOro IMaHKpeaTuTa, 0OCOOEHHO Cpelu MaIeHTOB

ACTCKOT'O M IMMOAPOCTKOBOI'O BO3pacTa.

COO6IJ_ICHI/IC O IMOA03PEBACMBIX HCKCIIATCIBHBIX PCAKITMAX

BaxHo coo0mare O MOA03pEBAEMBIX HEXKENATENBbHBIX PEAKIHUAX IOCIe PETUCTPaIIH
JIEKApCTBEHHOTO Tperapara C Leibio 00ecrieueHrsI HEMPEPHIBHOIO MOHUTOPHUHTA COOTHOIICHUS
«T0Nb3a — PHUCK» JIEKAPCTBEHHOIO Mpemnapara. MeaunuHCKUM pabOTHHUKAM pPEKOMEHIYeTcs
coo0MmaTe O JIOOBIX MOJ03PEBACMBIX HEXKEJaTeNbHBIX PEAaKIUAX JEKApCTBEHHOTO IMpemnapara
yepe3 HAIlMOHAJIBHBIE CUCTEMBI COOOIICHUS O HEXEIAaTeIbHBIX PEAKLUAX TOCyIapCTB — YJICHOB

EBpa3uiickoro 5KOHOMUYECKOTO COHO3A.

Poccuiickas ®@edepayus

denepanbHas ciry:x0a 1o Haa30py B cdepe 3ApaBOOXPaHECHUS

Anpec: 109012, r. Mocksa, CraBsiHCKasl miioniaip, 1. 4, ctp. 1
Tenmedon: +7 (800) 550-99-03

DnekTpoHHas moura: pharm@roszdravnadzor.gov.ru

CaiiT B mH(GOPMAIIMOHHO-TETIEKOMMYHUKAIIMOHHOM ceTu « UHTepHeT»:

https://www.roszdravnadzor.gov.ru

Pecnyonuxa Kazaxcman

PI'TI na IIXB «HauuoHanbHBI LEHTP JKCIEPTU3BI JIEKAPCTBEHHBIX CPEACTB U MEAULMHCKUX
m3nenuity Komurera MemuuuHCKOTO U (apMameBTHYECKOTO KOHTpoyis MUHHCTEpCTBA
3npaBooxpanenus PecnyOnuku Kazaxcran

Anpec: 010000, r. Actana, yiu. A. ImaHoBa, 13, 4 stax

Tenedon: +7 7172 235 135

27




COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 19.05.2023 N2 9362
(NOCNEOOBATENEHOCTE 0014)

yomWA | b |

OnextpoHHas noura: farm@dari.kz, pdlc@dari kz=vteHanecetwdariiz
s > =) N\~

Caiit: www.ndda.kz

Pecnyonuxa Apmernus

«HAYYHBIM IIEHTP SKCITEPTU3BI JJEKAPCTB Y MEJUIIMHCKNX TEXHOJIOT'UH
M. AKAAEMUKA 3. TABPUEJISIHA»

Anpec: 0051, EpeBan, ip. Komuraca 49/5

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

DnexkTpoHHas noura: naira@pharm.am; vigilance@pharm.am

CaiiT: www.pharm.am

4.9 Ilepeno3upoBka

CuMOTOMBI

OTMeueHb! cilyyal Mepelo3upoBKU AedepasupokcoM (IpueM B TeUCHHE HECKOJIBKUX HEJENb B
103¢e, B 2-3 pa3a npeBbIIA0IIEH peKOMEHAYeMY0). B oHOM U3 cityyaeB nepeo3upoBKa MpuBeIa
K pPa3BUTHIO CyOKJIMHUYeCKOro remnaruta. [lpu npekparienuu Tepanuu mpernapaToM MposiBICHUS
rernaTuTa KylmupoBaauch 0€3 pa3BUTHS OCIOKHEHUN B OTAaIeHHOM nepuoje. [Ipu ogHokpaTHOM
npueme aedepasuporca B BUAE TUCIEPTUPYEMBIX TabyeTok B g03e 80 MI/Kr Macchl Tena (4To
COOTBETCTBYET J03¢ Jnedepasupokca 56 MI/KT B BHAE TaOJETOK, MOKPBITHIX IUICHOYHON
000JI0YKOI) y TAIMEeHTOB C [J-TajacceMHueil ¢ Teperpys3Koi Kele30M OTMEUeHa XOpolias
MEPEHOCUMOCTD C Pa3BUTHEM CIa00BBIPAKEHHON TOUIHOTHI U AHApPEU. 3A0POBHIE T0OPOBOJIBIIBI
XOPOIIIO MEePEeHOCUIN OJHOKPATHBIN MpreM Jedepa3upokca B BUJIE AUCTIEPTUPYEMbIX Ta0IETOK B
no3e 10 40 Mr/kr (4TO COOTBETCTBYET N103¢€ Aedepazupokca 28 MI/KT B BUJIE Ta0IETOK, TOKPHITHIX
TIJICHOYHON 000JI0YKOH).

[Ipu mepeno3upoBKe BO3ZMOKHO PAa3BUTHE CIEAYIOIIMX OCTPHIX CHUMIITOMOB: TOIIHOTA, PBOTA,
rojoBHast 00sb, quapes. OTMEUeHbI CTydan HapymieHus: (QYHKIHUU MOYeK U MeYEHHU, B TOM YUCIIe
Cllydyad TMOBBIIICHUN YPOBHS IEUEHOYHBIX (EPMEHTOB M KPEaTMHHHA C UX TOCIEIYIOUIHM
BOCCTAHOBJICHHEM ITOCJie OTMEHBI Tepanud. OmuOOYHO Ha3HAUYEHHBIH OJHOKPATHBIM INpHEM
npenapata B jgo3e 90 Mr/kr mpuBen K pasBuUTHIO cuHApoMa DaHKOHM € MOCIEAYIOIINM
paspelieHrneM mocae OTMEHBI TEPATHH.

Crnenuduueckoro aHTUI0TA IS [edepa3upokca He CYIIeCTBYeT.
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Jleuenue

HHHyquOBaHHG PBOTHI UJIX ITPOMBIBAHHC KCIIyAKA; CUMIITOMATUYCCKAA TCpaIlU.

5. ®APMAKOJIOTUYECKHUE CBOMCTBA

5.1 dapmakoAUHAMHYECKHE CBOHCTBA
dapMakoTepaneBTUYECKas TPYIIa: KOMIDIEKCOOOpa3yrolee CpeCcTBo.
Ko ATX: VO3ACO3.

MexaHusM IeUCTBUS

Hledepa3upokc SBISETCS KOMILIEKCOOOPA3yIOIUM TPOWHBIM JUTAHIOM [UIsl TpUeMa BHYTPD,
obnanaromuM BBICOKUM cponcTBoM K xkenesdy (III) u cBs3piBaromuM ero B cooTHomieHu# 2:1.
Jledepasupokc yCHIMBAET OJKCKPEUHUIO JKele3a, MPEHMYIISCTBEHHO 4Yepe3 KHIICYHHK.
Hedepazupokc 061agaeT HU3KUM CPOJICTBOM K IIMHKY U MEJIU U HE BBI3BIBAET CTOMKOTO CHUYKEHUS
COJIEp>KaHusl ITUX METAIJIOB B CHIBOPOTKE KPOBHU.

dapmakoauHamuyeckue 3P HEKThI

B wuccnemoBanmm oOMeHa Kkenme3a |y  B3pOCHBIX TMAIMEHTOB C  [-TasacceMmen C
HOCTTPAaHC(Y3MOHHON TEPerpy3Koi Kejae30M Hpu MPUMEHEHUH aedepasupoKca B CYTOUYHBIX
no3ax 10 mr/kr, 20 mr/kr u 40 Mr/kr (B BUAE JUCTIEPTHUPYEMBIX TaOIEeTOK) cpeaHsis d3pdeKTUBHAS
AKCKperus jkere3a coctarisiia B cpenneM 0,119 mr Fe/kr, 0,329 mr Fe/kr u 0,445 mr Fe/kr maccer
TeJa B CyTKU COOTBETCTBEHHO.

Kiunaunueckas 3bdhekTUBHOCTE U 0€30IIACHOCTD

UccnenoBanusi KIMHUYECKOH O€30MacHOCTH TPOBOIWIUCH i Aedepasupokca B ¢dopme
JTUCTIEPTUPYEMBIX TaOIETOK.

DddexTrr gedepazupokca uccnenaoBann y 411 B3pocnbix manueHToB (B Bo3pacte > 16 et u
cTpame) u 292 npereit (B Bo3pacte OT 2 10 16 5eT) ¢ XpOHUYECKOW MEpPerpy3Ko Kele30M
BCJICJICTBUEC TIEpEIMBAHUNA KpPOBH. 52 peOeHka Ol B Bo3pacte OoT 2 A0 5 jeT. OCHOBHBIMH
3a00NeBaHUsAMHU, TPEOOBABIIMMH IEPEIUBAHUS KPOBU, ObUIH OeTa-TajacceMmsi, CEpHOBHIHO-
KJIETOYHYIO aHEMHsI M IPYTHE BPOXKICHHBIC U MPUOOPETCHHBIC aHEMUU (MUEIIOANCILIACTHYSCKHE
cUHApOMBI, cuHipoMm [laiiMonaa-bikdena, amiacTUUYECKyr0 aHEMUIO U JAPYTHE OYCHb PEIKUE
AHEMUH).

ExxenneBHoe npumeHeHue nedepasupokca B o3ax 20 mr/kr u 30 MI/KT B BUJIE AUCTIEPTUPYEMBIX

TabJETOK B TEYEHHE OJHOTO ToJa Yy B3pOCHBIX M JeTe ¢ P-tamaccemMueil Ha (QoHe
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MMPpOAOJIKAOIMINXCA FCMOTpaHC(l)YSI/Iﬁ HpHBOHHHmm&GOHGﬂ?PO-H(uMUJu B

opranusme; coaep:xanue xene3a B neueHu (CXKII) cHmkanoch B cpefHEM COOTBETCTBEHHO MOYTH
Ha 0,4 mr Fe/r u 8,9 mr Fe/r cyxoro BemiecTBa niedeHr, KOHIICHTpaIUs (peppuTHHA B CBIBOPOTKE
KpOBHU yMEHBIIIAIACh B CPEIHEM MOYTH Ha 36 MKI/T 11 926 MKI/JI COOTBETCTBEHHO.

[Tpu npuMeHeHuu Mpenapara B TeX ke J03aX COOTHOIICHHUE SKCKPEIUHU KeJie3a K MOCTYTIUICHUIO
xKeles3a B opranu3Mm coctasisuio 1,02 (4To siBIsieTCs moKa3aTelieM HOPMaIbHOTO OamaHca xKeesa)
u 1,67 (4TO0 COOTBETCTBYET MOBBIIIEHHOMY BBIBEJIEHHUIO Kejle3a U3 opraHuszma). IlogoOHbiit
TEepaneBTUUECKU OTBET HaOmonajics NpU NpPUMEHEHUU Jedepasupokca y MaIUEHTOB C
MePerpy3Koi Kele30M U MpH Apyrux Tunax aneMui. [Ipumenenue nedepasupokca B CyTOUHOM
noze 10 Mr/kr B BHJE IUCHEPrUPYEMBIX TaOJETOK B TEUYEHHWE OJHOTO Toja MO3BOJISIIO
nouepxuBath B Hopme CXKII, koHneHTpanuto peppuTHHA B CBIBOPOTKE KPOBH M CITOCOOCTBOBAIIO
JOCTHKEHHIO OallaHca jkeje3a (paBHOBECHS MEXy MOCTYIUIEHHEM U BBIBEIEHHEM Kelle3a) y
MAIUEHTOB, PEIKO TMOJYyYarolIUX TeMOTpaHCPY3UH WM OOMEHHBIC IepEeIMBAHUS KPOBH.
[TockonbKy KOHIEHTpalusi (eppuTHHa B CHIBOPOTKE KpPOBH, ONpeAenseMas eXeMECSIHO,
orpaxana uzmeHenuss CXII, muHaMuKa KOHIIEHTpAaWMU (eppUTHHA B CHIBOPOTKE KPOBU MOXKET
SABIIATBCA KpuTepueM [uisi oueHkd 3¢dexkTuBHOCTH Tepanuu. OrpaHUYEHHBIE KIMHUYECKUE
naHHble (29 manMeHTOB ¢ HOpPMalbHOM (yHKIMEW cepaia B HCXOAHOM COCTOSIHUH) C
npumeHeaneM MPT mokasbiBaioT, 4To jiedyeHue naedepazupokcom B go3e 10-30 mr/kr/neHs (B
¢dopme nucneprupyeMbIx Ta0IETOK) B Te€UeHHE | rojja MOXKET TakKe CHUXKATh YPOBEHb XKelle3a B

cepaue (B cpeaqaem MPT T2* ysenuuuBaetcs ¢ 18,3 no 23,0 mcek).

OcCHOBHOI aHalu3 B ONOPHOM CPABHUTEJIILHOM HCCIIEOBAaHMM C ydyacTHeM 586 MNalMeHTOB,
CTpajaloux Oera-TanacceMueil U TpaHC(Y3MOHHOW Neperpys3Koi jxene3a, HE IMOATBEPIUIT
MIPEIOI0KEHNE O TOM, 4TO Jedepa3supokc B (popMe AUCIEPTHPYEMBIX TabJIeTOK oOjanaeT He
MeHbIed A()PEeKTUBHOCTBIO, YeM aedepokcaMuH. Pe3ynpTaThl peTpOCTIEKTHBHOTO aHAIIN3a,
IIPOBEICHHOIO B XOJi€ JIaHHOTO HCCIIEI0BaHMs, CBHIETEIBCTBYIOT O TOM, YTO B MOATPYIIE
NAIMEeHTOB C MOKa3aTeJIMU KOHLIEHTpAIMU jkeJe3a B medeHd > 7 mr Fe/r cyxoro BermecTsa,
NIPUHUMABIIUX Jedepasupokce B hopme aucrepriupyeMbix Tadietox (B mo3ax 20 u 30 Mr/kr) uim
nedepokcamu (B go3ax oT 35 mo > 50 Mr/kr), ObUTM JOCTHUTHYTHI KPUTEPUU HE MEHBIICH
spdpextuBHOCTH. OAHAKO B MOATPYNIE MAIMEHTOB C MOKa3aTeIsIMH KOHIEHTpallUu jKeje3a B

nedenu < 7 mr Fe/r cyxoro BemecTBa, NPUHUMABIINX Jedepa3supokc B popMe TUCTIEPTUPYEMBIX
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[aYaY o I'~4 /

Tabnerok (B m03ax 5 u 10 Mr/kr) wnu nedepoxcamiH-(B-Ao3ax-0T-20-R0-5MrAr)-He-MeHbiHast
3¢ (PEeKTUBHOCTh HE ObUIa yCTAHOBJICHA BBHIY JucOanaHca MEXAy J03aMH JIByX XE€JIaTOpPOB
Kene3a. BelmeonucanHblii 1ucOamaHC BO3HMK B CBS3M C TEM, YTO NAIMEHTHl B TPYIIE
npUMeHeHHs eepoKcaMiUHa MOTJIM TPUHUMATh TIpernapaT B TeX )K€ J103aX, B KOTOPhIX OHH €T0
NPUHUMAIIM 70 BKIIOYCHHS B HCCIICIOBaHUE, JaXe €CIM HMX J03a IPEBbIIajJa TaKOBYIO,
YKa3aHHYIO B MPOTOKOJIE UCCIIE0BAaHUS. B 3TOM OMOPHOM HCCIIEJOBAHUM MPHUHSIN ydacTue 56
MalUeHTOB B Bo3pacte 10 6 Jer, 28 u3 KOTOPBIX modydanu jaedepasupokc B Gdopme

JTUCTIEPTUPYEMbIX TaOJIETOK.

Pe3ynbraThl JOKIMHUYECKUX M KIMHUYECKUX HCCIEAOBAHHM CBHIETEIBCTBOBAIH O TOM, YTO
nedepasupokc B Gopme IUCTIEPTUPYEMBIX TaOJIETOK MOXKET OBITh TaKUM K€ aKTUBHBIM, KaK
nedepoKkcaMuH, TP UCTIOIB30BaHUH 7103 B cooTHomeHnHu 2:1 (T. e. 103a nedepasupokca B hopme
JMCTIEPTUPYEMBIX TaOJIETOK COCTABIISET MOJIOBUHY J03bI IehepokcaMuHa). MOKHO pacCMOTPETh
BO3MOYKHOCTh NpUMEHEHHs1 Jedepazupokca B (GopMme TabNETOK, MOKPBITHIX IJICHOYHOM
000JIOYKOW, B /032X, B YHCICHHOM OTHOUICHWHM B 3 pa3a MPEBHINAIONINX TaKOBYIO
nedepokcaMuHa, Tak Kak J1o03a jaedepasupokca B (Gopme TabIETOK, MOKPBITHIX IUICHOYHOM
000JI0UKOM, COCTaBJISIET OJHY TPETh OT M03bl AedepokcamuHa. OHAKO 3Ty PEKOMEHAAIUIO B

OTHOIICHUHU JO3UPOBKHU HC OLICHHUBAJIN MTPOCIICKTUBHO B PaAMKaX KIIMHUYCCKHUX HCCHGHOBaHHﬁ.

Kpowme Toro, y manmeHToB ¢ KOHIICHTpamKeH jxenes3a B edeHu > 7 Mr Fe/kr (CyXxoro BemiecTna) ¢
pPasHBIMM DPEIKMMHM BHJIAMU AaHEMHH WIN CEPIOBUAHO-KICTOYHONM AHEMHEH IPUMEHEHUE
nedepazupokca B hopMe qucreprupyemMbix TadneTok B go3e 10 20—30 MI/KT BbI3bIBAIU CHIKEHHUE
KOHIIGHTPALMU JKeje3a B IEYEHH W YPOBHSA (eppuUTHHA B CBHIBOPOTKE, COIOCTABUMBIE CO

CHIDKEHHEM JaHHBIX [T0Ka3aTesell y malueHToB ¢ OeTa-TajacceMHeil.

Cpenu 225 maneHToB ¢ MUEIOAUCIIIIACTUYECKUM CUHIPOMOM (HU3KUI/CpEeTHUN YPOBEHb PUCKa)
U TIOCTTpaHC(Y3MOHHOM Meperpy3koil kene3oM ObLIO MPOBEACHO IJIane00-KOHTPOIUPYEMOE
paHJIOMU3UPOBAHHOE  HCCieloBaHUE.  Pe3ynbTaTbl  3TOr0  MCCIIEOBaHMSI  MO3BOJIIOT
IPENONI0XKHUTh, 4TO Jedepa3supoKC OKa3bIBAET IMOJOXKHUTEIbHOE BIHMAHUE HA OECCOOBITMHHYIO
BbDKuBaeMocTh (EFS, koMOMHUpOBaHHAs KOHEYHas TOYKa, BKIIIOYas 3a00JIeBaHUS cepAlla WM

nedyeHu 6e3 CMepTeNIbHOIO UCX0a) U YPOBEHb (eppUTHHA CHIBOPOTKH. [Ipoduins 6e3omacHocTH

31



COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 19.05.2023 N2 9362
(NOCNEOOBATENEHOCTE 0014)

COOTBETCTBOBA MpeAbLIY M WICCIIC IO B AH SV ¥ B3POCHABIX HaHeHTOB €
MUENOJUCIIACTUYECKUM CHUHIPOMOM.

B 00cepBalimoHHOM HCCIICIOBAHUY JUTHTEIBLHOCTRIO 5 JIET, B KOTOpOM 267 nereil B BO3pacTe OT
2 1o < 6 jer (Ha MOMEHT BKJIIOYEHHUS B HCCJIEAOBAHHUE) ¢ TPaHC(HY3MOHHBIM T€MOCHIIEPO30M
nonydanu aedepasupokc, HE OTMEYaaoch KIMHUYECKH 3HAYUMBIX pa3ludyuil B mpoduiie
0€30MacHOCTH M MEePEeHOCUMOCTH mpenapata J[xaneHy y nereil B Bo3pacte oT 2 10 < 6 JeT B
CpPaBHCHHH C OOINEH TOMyJsAIuell B3pPOCIBIX IMAIMEHTOB M JCTEH, BKIIOYAs ITOBBIMICHUS
KpeaTMHHHA CBIBOPOTKM > 33 % u Bbllle BepXHEW TrpaHHIbl HOpPMBI Npu 2 u Oonee
nocneaoBaTenbHbIx onpeaencHusx (3,1 %) u yBenuueHue ypoBHS alaHMHAMUHOTpaHC(hepassl
(AJIT) ¢ mpeBbllIeHHEM BEpXHEH IpaHMIIbI HOPMBI Oosiee yeM B 5 pa3 (4,3 %). Exunuuneie
spnenns noeimeHns AJIT u acmapratammuuorpancdepasst ormevanuch y 20,0 % u 8,3 % u

MaIMEHTOB COOTBETCTBEHHO U3 145 ManueHToB, 3aBEPUIMBIINX UCCIIEI0BAHUE.

B xoze uccnenoBanus, MpoOBEIESHHOTO JUIsl OLIGHKU 0e30MacHOCTH Aedepasupokca B TaOleTKax,
MOKPBITHIX TJIEHOYHON 000JI0UKOM, U B IUCIIEPTUPYEMBIX TabsieTKax, 173 B3pOoCibIX NalMeHTa U
peOeHka ¢ TpaHC(Py3MOHHO 3aBHCHUMOM TanacceMHed WM MHUENIOJUCIUIACTUYECKUM CHUHAPOMOM
[ojlyyanu JiedeHue B TeueHue 24 Henenb. Ilpodunm OezomacHOCTH TaOJETOK, MOKPHITHIX

TUIEHOYHOU 000JI0YKON, ¥ JUCTIEPTUPYEMBIX Ta0JIETOK OB CONOCTABUMBIMH.

VY manmueHTtoB ¢ TpaHC(Y3MOHHO HE3aBHUCHUMBIMH CHHIPOMAMH TajJacCeMHUH U TEperpy3Koi
KeJIe30M JieueHue aedepasupokcoM B (GopMe MHUCIIEPTHPYEMBIX TaOJETOK OIEHUBAIOCH B
OJTHOJIETHEM PAaHJOMH3UPOBAHHOM JIBOWHOM CIICIIOM IIANEe00-KOHTPOIUPYEMOM UCCIIEIOBAHUH.
B xone manHoro uccnenoBaHus CpaBHUBAIU 3((HEKTUBHOCTh JBYX PAa3HBIX PEKHUMOB JICUCHHS
nedepasupoKkcoM B popMe TUCIIEPTUPYEMBIX TaOIETOK (Ha4ambHbIe 1036l 5 U 10 MI/Kr/CyTKH, TIO
55 manueHTOB B KaXKIIOM T'PYIINE JICUCHUS) M COOTBETCTBYIOIIEro ruiamnedo (56 mamueHTon). B
uccienoBanue ObUIo BKItoUeHO 145 B3pocinbix manuenTa u 21 pedenka. OCHOBHBIM MapamMeTpoM
3G HEKTUBHOCTH ObLTO M3MEHEHUE KOHILIEHTPAIMH jKejIe3a B IEUEHHU 10 CPABHEHUIO C UCXOIHBIM
ypoBHeM mociie 12 mecsiteB nedenns. OMHUM U3 JOTOTHUTENBHBIX TTapaMeTpoB 3((HEeKTUBHOCTH
ObUIO M3MEHEHUEe YpOBHS (eppUTHHA B CHIBOPOTKE KPOBHU C MCXOJIHOTO YPOBHSI 10 YETBEPTOIO
kBaprana. [I[pumenenue nedepazupokca B hopme IUCEPrupyeMbIX TaOIETOK B HAYAIBHOM J03€

10 Mr/Kr/CyTKHM IPUBOUIIO K CHIDKEHHUIO OOIIETr0o CONIepiKaHus Kele3a B opranusme. B cpegnem,
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KOHIIEHTpAIUs KeJie3a B MEUYCHU CHIDKAIAch Ha=3;80-vi—Fe/r-eyxoro-perteerBa—y—HatieHToB;

NPUHUMABIIUX Jedepasupokc B (GOpMe IUCHEPTUPYEMBIX TaOJIETOK (B HayallbHOW [03€

10 mr/kr/cyTku) u nossicuiack Ha 0,38 mr Fe/r cyxoro BemiecTBa y MalueHTOB, TPUHUMABIINX
miane6o (p < 0,001). B cpeanem, ypoBeHb (GeppUTHHA B CBHIBOPOTKE KPOBH CHHU3MJICS Ha
222,0 MI/n y mauueHToB, MPUHUMABIIUX Jedepa3supokc B (GopMe AUCHEprupyeMbIX TabJIeTOK
(B HauanbHOM 03¢ 10 MI/Kr/cyTKH) M MOBBICWICA Ha 115 MKI/n y ManueHTOB, NPUHUMABIIUX

miame6o (p < 0,001).

5.2 dapMakOKNHETHYECKHE CBOWCTBA

TaGneTku, NOKPHITHIE MJIEHOYHOW 000s0uKOl (mpenapat J[kaneHy), sIBISIOTCS JIEKapCTBEHHOM
dbopmoit nedepazupokca ¢ OosblIel OMOJOCTYITHOCTBIO MO CPABHEHUIO ¢ JedepasupoKcoM B
JeKapcTBeHHOM (opme aucneprupyembie TaOmeTku (mpemapat Okcumkan). Jledepasupokc B
no3upoBke 360 mr B popme TabIETOK, MOKPHITHIX TUIEHOYHON 000104K0i (Tpenapar Jxaneny),
SKBUBAJICHTEH J03UpOBKe nedepazupokca S00 Mr B popme nucneprupyeMsbix TadIeTok (mpenapaT
Oxcumkan) B otHomeHnu AUC, onpenensiemoit Hatomak. Cmax yBenumunBanack Ha 30 % (90 %

JA: 20,3 %—40,0%), oqHaKo KIMHUYECKU 3HAYUMBIX 3(pPEKTOB BBISIBIECHO HE OBLIO.

AOGcopOrmst

Jledepasupokc B BUAE TUCTIEPTUPYEMBIX TaOJIETOK XOPOIIO BCACKIBACTCS TOCIIE IIPHEMa BHYTPb,
cpeaHee BpeMsl TOCTHKEHUS MaKCUMaJIbHOW KOHIIEHTPALUU B IUIa3Me KPOBH (tmax) COCTABISET
okoio 1,5-4 4. A6comotHas ouonoctynHocts no AUC nedepasupoxca B Bujie JUCTIEPTUPYEMBIX
TabNETOK MpH TpHEME BHYTPh COCTaBIsAET OKoyio 70% MO CpaBHEHHIO C BHYTPHUBEHHBIM
BBeJeHHEM. AOconroTHass OMOAOCTYNHOCTh JAedepasupokca B BHJE TaOJETOK, MOKPBITHIX
IJICHOYHOH 000JIOUKOHM, HE H3ydanach. buomoctymHocTh nedepasupokca B BUIE TaOJETOK,
MOKPBITHIX MJICHOYHOH 000JI04KOii, BhIlle HA 36% MO CpaBHEHHIO ¢ JAedepasupOKCOM B BUE
THUCTIEPTUPYEMBIX TaOJIETOK.

[Tpu mpumenenun nedepasupokca, TaOIETKH, MOKPHITHIE TICHOYHOW O0O0JOYKOW, Y 3I0POBBIX
JI0OPOBOJIBIIEB HATOIIAK BMECTE C MUILEH ¢ HU3KUM COJEPKAHUEM JKUPOB (COEpKaHUE KHUPOB <
10 % xanopuit), AUC u Cmax He3HaAUHTENHHO cHIKanuch (Ha 11% u 16% cooTBEeTCTBEHHO); C

MUIICH ¢ BRICOKUM COJIEp:KaHUuEM XHUPOB (coaepxkanue kupoB > 50 % xanopuii), AUC u Cmax
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Bo3pactayu (Ha 18 % u 29 % cOOTBETCTBEHHO) “Dpherr-HoBsHieHIA-CmrBefeAeTBre-eMeH bt
JIEKapCTBEHHON (JOPMBI ¥ IPUMEHEHUS C TUIIEH, CoAepKaIlell BBICOKUH MPOILICHT JKUPa, MOXKET
CyMMUPOBAThCs, O3TOMY Ipenapar JlKaJaeHy cielyeT NPUMEHSATh HATOLAK WIH C JIETKOW

MHIIEH.

Pacrpenenenue

Jledbepa3supokc B BBICOKOW CTETEHH CBS3bIBaeTCS ¢ Oenkamu IiasmMbl KpoBu (99%), mouth
HCKIIFOYMTENIBHO C aJlbOYMHHOM; HMMEET HEOOIBINONW KaKYyUIUHCSI OO0BEM paclpeieieHus —

MpUOIU3UTENBHO 14 11y B3pOCIHbIX.

buorpaucdopmars

I'maBHBIM myTeM MeTabonu3Ma Jedepazupokca sBIsieTcs TIIIOKYPOHUPOBAHUE C MOCIENyIONIeH
sKCKpenuen ¢ xemubto. Jledepasupokc moaBepraeTcs SHTEPOreMmaTUYECKON PEIUPKYIISIIH.
[TpoucxoauT AeKOHBIOTAIUS TIIOKYPOHATOB B KUIIIEYHHUKE U MOCIEIYIOas X peadcopouus. Y
3I0OPOBBIX  JTOOPOBOJIBIEB, TOJNYYaBIIMX KOJECTUPAMUH TIOCIE€ OJHOKPATHOTO TpuemMa
nedepazupokca, AUC nedepazupokca cHmxkanach Ha 45%.

JHledepazupokc moaBepraeTcsl TNIIOKYPOHHPOBAHHUIO TIaBHBIM oOpasom ¢ momomisio UGTI1ALl
(VI'T cemeiictBa 1, nonunentun Al) u B menbiueit crenenn - UGTIA3 (YI'T cemeiictsa 1,
nonmunentua A3). In vitro He HaOMIOAANOCh MHTHOMpOBaHHMS MeTaboim3Ma aedepazupokca

TUIPOKCUKAapOaMUIOM.

OIUMHUHALUSA

Jledepazupokc u ero MeTaboIUTHI BRIBOISATCS TPEUMYIIIECTBEHHO Yepe3 KUIedHHK (84% 10351).
[Toueuynas skckpenus aedepasupokrca U ero MeTadoauTOB MUHUMAaNbHA (8% m0361). CpeaHmii
nepuop nonysbsiBeneHus (T12) Bapbupyet oT 8 10 16 4. B skckpennu nedepasupokca ¢ xKerdbio

y4acTBYIOT TpaHcnopTHele 6eaku MRP2 u MXR (BCRP).

JIn"eHOCTh (HEIMHEHHOCTS)

Cmax 1 AUCo-24 v aedepazupokca yBeIMUUBAIOTCA MPUOIU3UTENBHO JTUHEWHO C MOBBIIICHUEM
JI03bI B PABHOBECHOM COCTOSIHUH. [Ipy MHOTOKpPaTHOM BBEICHHH DKCIIO3UIIUSI YBEITHUUBACTCS C

KodpdunrenTom Kymymanuu 1,3-2,3.
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Oco0ble rpyIbl MalUEHTOB

Jlemu

O6mras 6uomocTymHOCTh Aedepasupokrca y nmoapoctkoB (ot 12 mo <17 ner) u gereit (ot 2 10

<12 neT) mocne OJHOKPAaTHOTO W MHOTOKPATHOTO TNPHUEMOB Oblla HIDKE, YeM Yy B3POCIHBIX
MAIUEHToB. Y JeTeil Muaaiie 6 ieT OuoA0CTYIMHOCTh HHkKe Ha 50%, 4eM y B3pOCIIbIX, OJJTHAKO 3TO
HE UMEET KIMHUYECKOTO 3HAYEHUS, TIOCKOJIBKY PEXKUM JO3UPOBAHUS MpeErapaTa yCTaHABIUBAIOT
VHIVBH1yaIbHO.

THon

VY JKEHIUH KaXyIIHiics KIupeHe nedepasupokca ymepeHHo Hmke (Ha 17,5%), ueM y MyK4uH.
[Tockonbky A03UpOBAHHE KOPPEKTUPYETCS WHAMBUAYAIbHO B 3aBUCUMOCTH OT OTBETAa,

OXKHAACTCA, YTO 3TO HE JOJIXKHO UMCTh KIIMHHYCCKHX HOCHGHCTBHﬁ.

Jluya nosicunoeo sozpacma (= 65 nem)

dapmakokHHETHKA Aedepasnpokca y MalueHTOB B Bo3pacTe > 65 JIeT He n3ydeHa.

Hapywenue ¢pynxyuu novex unu nevenu

VY MmanueHToB ¢ HapyILIeHUSMH (QYHKIMU MOYeK (papMaKOKWHETHKA Aedepasrupokca He U3yueHa.
[ToBbllIeHNEe YPOBHS TpaHCAMHUHA3 TEUEHH /O S-KPaTHOTO TNPEBBIIICHUS BEPXHEH TIpaHMIIBI
HOPMBI HE BIHSUIO HA (JapMaKOKHHETUKY e epasupoKca.

B xozne KIMHMYECKMX HMCCIEOBAHMN C MCIOJIb30BAaHUEM OJHOKPATHBIX 103 Jedepazupokca B
dopme mucneprupyembix TabneTok 20 MI/KI CpefHsisi BeIMYMHA SKCHO3MLMHU Ipernapara
noBbIcHIIach Ha 16% y MalMeHTOB ¢ HE3HAYUTEIbHBIM HapylIeHneM (QyHKIMM meyeHH (Kiaacc A
no knaccudukanuu Yaitna-I1e0) n Ha 76% y MannMeHTOB ¢ YMEPEHHBIM HapyIICHHEM (DyHKITHH
neueHu (kimacc B mo xmaccudukanum Yanna-I1p10) OTHOCHTENHEHO TOKAa3aTelield MalMeHTOB C
HOpMaJIbHOU (pyHKIMEH nieueHH. Y MalieHTOB ¢ HE3HAYUTEIbHBIM WIH YMEPEHHBIM HapyIIeHUEM
¢byHKkuMn mneyeHn cpeaHee 3HaueHHE Cmax Aedepasuporca moBbicHIOch Ha 22%. Y onxHOrO
MaIMeHTa ¢ TSHKEIbIM HapymeHnneM ¢yHkuuu nedeHu (kiaace C no knaccudukanuu Yaitna-I1s10)

BEJIMYMHA HKCITO3MIINH MperapaTa MOBbICHIACH B 2,8 pasa (cM. pasnensi 4.2 u 4.4).

6. ®APMAIEBTUYECKHUE CBOMCTBA
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6.1 IlepeyeHb BCOMOraTe/ibHbIX BelleCTB

Jxaneny, 90 mr, TaOJIETKU, ITOKPBITHIE INIEHOYHON 000JIOYKON

Aopo mabnemku

[enmono3a MUKPOKpUCTAITTHYECKAs
KpocnoBunon

[MoBuoH-K30

Maruus creapat

KpemHuust nMokcu1 KOO AHBIN
[Tonokcamep 188

IInenounas obonouxa Onadpaii 2onyoou 00F105007:
I'mnpomennosa

Turana auoxcun (E 171)
Makporon-4000

Tanpk

Wuauroxapmus (E 132)

Jxaneny, 180 mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JI0YKOH

AHopo mabaemxu

[ennrono3a MUKPOKPUCTAIUTHYECKAs
Kpocnosugon

IToBumon-K30

Maruus creapat

Kpemuus nuokcua KoJmouaHbIN
[Tonokcamep 188

Inenounas obonouxka Onadpaii 2onyooii 00F105009:
[Munpomeniosa

Turana auokcun (E 171)
Maxporon-4000

Tanbk

Nunurokapmun (E 132)

Jxaneny, 360 mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JI0YKOH

[ennton03a MUKPOKpUCTAIIIINYECKAS
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KpocnoBunon

[MoBumoH-K30

Maruus creapat

KpemHuust nMokcu1 KOO AHBIN
[Tonokcamep 188

IInenounas obonouxa Onadpaii 2onyoou 00F105003:
I'mnpomennosa

Turana aunoxcun (E 171)

Makporon-4000

Tanpk

Wuaurokapmus (E 132)

6.2 HecoBmecTumocTh

JIaHHBIX HET.

6.3 Cpoxk rognocTu

3 rona.

6.4  OcoOble Mepbl IPeIOCTOPOKHOCTH IIPH XPAHEHUH
XpanuTth ipu Temrneparype He Boie 30 °C.

XpaHUTh B OPUTHHAIBHON ynakoBke (OJUCTep) AJIs 3aIIUThI OT BIIArHd.

6.5 Xapakrep u colep;KaHue MePBUYHON YIIAKOBKHU
ITo 10 Tabmerox B 6mmctep u3 [IBX/IIB/AX u amomunueBoit ¢ponsru. [lo 3 wim 9 Gauctepos
BMECTE C JINCTKOM-BKJIQ/IbIIIEM B KAPTOHHYIO MAUKYy.

JlommyckaeTcst Halnu4Kue KOHTPOJIA IEPBUYHOIO BCKPBITUS Ha KAPTOHHOM ITauKe.

6.6. OcoOble Mepbl NPEeIOCTOPOKHOCTH TMPH YHUYTOXKEHHHM HCHOJb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara WM OTXO0J0B, MOJY4YEHHbIX TOcJe TPUMeHeHHs
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUIMYJIALIHUHU ¢ PenapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.
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7. AEP’KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMS
Homaptuc ®@apma AT, Jluxtmrpacce 35, 4056 bazens, IllBeitmapus / Novartis Pharma AG,
Lichtstrasse 35, 4056 Basel, Switzerland

7.1. IlpencraBuTe/ib AepKaTesss peruCTPAIHOHHOIO YA0CTOBEPEHUs
[IpeTen3un noTpedbuTenel HarpaBiIsATh MO aJIPECy:

Poccuiickasg @enepanus

00O «HoBaptuc @apmar»

Anpec: 125315, r. Mocksa, Jlenunrpaackuit npocrekT, 1. 70
Ten.: +7 (495) 967 12 70

daxc: +7 (495) 967 12 68

OnexrpoHHas noura: drug.safety russia@novartis.com

PecniyOnuka Kazaxcran

Ounmnan Kommanum «Hosaptuc @apma Cepsucaz Al» B PecriyOnnke Kazakcran
Anpec: 050022, r. Anmartsl, yi. Kypmanrassl, 95
Ten.: +7 727 258-24-47

OnextponHas modra: drugsafety.cis@novartis.com

PecniyOnnka ApMeHust

000 «ACTEPUAY,

Anpec: 0051, r. EpeBan, yn. Haupu 3apsia, 72/3
Tem: +374 115 190 70
OnektpoHHas moura: drugsafety.cis@novartis.com

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

JITI-Ne(000251)-(PT-RU)
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9. JIATA IEPBUYHOM PETUCTPAIL
HNEPEPETUCTPALINN)
Jata nepBoii peructpamun: 27.05.2021

10. JATA IIEPECMOTPA TEKCTA

OO01as xapakTepHUCTUKa JIEKapCTBEHHOTO npenapara J[»aaeHy I10ocTynHa Ha WH(GOPMalnOHHOM
noprane EBpasuiickoro 3KOHOMHUYECKOTO COr03a B MH(GOPMAIMOHHO-KOMMYHUKAIIHOHHOW CETH

«uTepuer» http://eec.eacunion.org.
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