COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 29.12.2025 Ne 32540

OBIIASI XAPAKTEPHCTHKA JIEKAPCTBEAHOT OTIPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IPEITAPATA

AwmeBepod, 2,5 Mr, TaOJICTKH.
AMeBepod, 5 Mr, TaOJIETKH.

Awmesepod, 10 mr, Tabnerku.
2. KAMECTBEHHBINA 1 KOJIMYECTBEHHBII COCTAB

JlelicTBy1OIIIEE€ BEUIECTBO: 3BEPOJIUMYC.

AwmeBepo1, 2.5 Mr, TaOJIETKH

Kaxxnas tabnerka conepx’ut 2,5 Mr 3BeposIumyca.

BemecTBa, HamM4Me KOTOPBIX HAJIO YYUTHIBATH B COCTABE JIEKAPCTBEHHOIO Iperapara: JaKkTo3a
(cm. paznen 4.4).

Awmesepou, 5 mr, Ta0JIETKHU

Kaxxnast Tabnerka conepKUT 5 MI 3BEpOIMMYCa.

BemiectBa, HanM4re KOTOPBIX HAJIO YYUTHIBATh B COCTaBE JICKAPCTBEHHOTO Mperapara: JIakTo3a
(cm. paznen 4.4).

Awmesepout, 10 mr, TabeTku

Kaxxnas tabnerka comepxut 10 Mr sBeponumyca.

BemiecTBa, HanM4yre KOTOPBIX HAJIO YYUTHIBATh B COCTaBE JICKAPCTBEHHOTO Mperapara: JIakTo3a
(cm. paznen 4.4).

ITomupIit MEPCUCHb BCIIOMOT'aTCJIbHBIX BCIICCTB IIPUBEACH B pa3ICiic 6.1.

3. JEKAPCTBEHHAS ®OPMA

Ta0OmeTku.

Awmesepou, 2.5 mr, 5 mr, 10 Mr, TadieTKn

Kpyrible 1BOSKOBBINYKIIbIE TaOJETKU OT O€Ioro 0 OEnoro ¢ KeJITOBAaThIM OTTEHKOM IIBETA.
JlomyckaeTrcss MpaMOPHOCTB.

4. KIMHUYECKHUE JJAHHBIE
4.1. IToxka3aHusi K NPUMEHEHUIO
. PacnipocTpaHeHHbIl  W/miaM  MeTacTaTUYEeCKUl  MOYEYHO-KJIETOYHBIM  pak  IpH

HCB(I)(I)CKTI/IBHOCTI/I AHTHAHTHOT €HHOM TCparunu.

L4 PaCHpOCTpaHCHHHC W/WJIH METAaCTaTUYECKHE HeﬁpDBHﬂOKpHHHLIC OIMYyXOJIN KCITYAOUYHO-
KHIICYHOI'O TpaKTa, JICTKOTO U HO,H)KCJIy,[IO‘-IHOﬁ KEJIC3bI.

o I'opMOHO3aBUCHMBI  paclipOCTpaHEHHBIH paK MOJIOYHOM JKeNe3bl y NAlUEHTOK B
MOCTMEHONAay3e B KOMOMHAlMM C MHTUOMTOPOM apoMarasbl Iocie MpeAllecTBYOIEen
SH/IOKPUHHON TEPAINU.
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Tybepo3ubiM ckiepo3om (TC) y manueHTOB B Bo3pacte cTapiie 3-X JIeT IpU HEBO3MOXKHOCTHU
BBITMIOJTHEHUS] XUPYPTUUECKOM PE3EKIIUU OITYXOJIH.

o AHTHOMHOJIUIIOMA TTOYKH, aCCOIIMUPOBAHHAs ¢ TyOE€pO3HBIM CKJIEpO30M, He Tpelyromas
HEMEIJIEHHOT0 XUPYPru4eCKOro BMEIIaTeIbCTBA.

4.2. Pe:kuM 103MPOBAaHNS M CIOCO0 NPUMeEHEHUs!

Jleuenue mnpenapatroM AMeBeposa cleAyeT NPOBOAUTH TOJBKO I0J HAOIIOJACHUEM Bpaua,
HMEIOLIETO OMBIT pabOThI C MPOTHUBOOIYXOJIEBBIMHU NpeNapaTaMu WK jeueHus naiueHTon ¢ TC.

PexxuM o3upoBaHus

Jleuenue mpenapaTroM MPOBOIAT JI0 TEX MOP, ITOKa COXpaHsIeTcss KIMHYecKast 3(pPpeKTUBHOCTD U
HET [IPU3HAKOB HENIEPEHOCUMOI TOKCUYHOCTH.

Cmena nexapcmeentoti popmol npenapama Amesepon

Henp3ss koMOWMHUpOBaTH pa3HbIC JIEKapCTBCHHBbIE (OPMBI  mpenapara (TableTKH U
TUcreprupyemMble  TabNeTKu) Jid  JOCTKEHHs HeoOxomaumon no3bl. Cremyer Bceraa
UCIIONIb30BaTh OJHY H Ty JK€ JIGKAPCTBEHHYIO (OPMY B COOTBETCTBUM C TIOKa3aHUEM K
MIPUMEHEHUIO.

[Tpu cMeHe ekapcTBeHHOM QopMbI (TOIbKO s manueHToB ¢ COI'A, accounnpoBanubiMu ¢ TC)
cienyeTr moadupath 03y Mpernapara, MaKCUMalIbHO OJIM3KYIO K IpuMeHsieMoil panee. Ciemyer
MPOKOHTPOJIMPOBATh  CPEAHIO  MHUHHMalbHYIO  KOHIEHTpamuio (Cmin)  3Bepoiumyca
pUOIM3UTEIBHO Yepe3 | win 2 Helleu 1Mociie CMEHBI JISKAPCTBEHHON ()OPMBI.

IIponyck 0o3vl

B ciyuae mpomycka npuema o4epeHOi J03bl Ipernapara €€ MOKHO MPUHATH B TeueHue 6 4acoB
1ocJie 3alVIaHMPOBAHHOTO BPEMEHH, 110 UCTEYEHUH 6 4acoB IOCJE 3allNIAHUPOBAHHOTO BPEMEHU
JI03y clenyer npomycTuts. Ha crnexyrommi JOeHb 103y npenapara CIeayeT IPUHATh B
3aIJIaHUPOBAHHOE BpeMs. HenonycTuM npremM IBOMHOM J03bI Tpenapara ¢ 1eIbi0 BOCIIOTHEHUS
MIPONYILIEHHOM.

Pacnpocmpanennwiii wumu  memacmamudeckull NOYeUYHO-KIIeMOYHblll  paK npu
HeahhekmusHOCMU AHMUAHSUOLEHHOU Mepanul, pacnpocmpaHertble u/uiyu memacmamudeckKue
HeUPOIHOOKPUHHBIE ONYXONU JHCENYOOYHO-KUUEUHO20 MPAKmMd, 1e2K020 U NOOHCeNy00UHOU
Jrcenesvl, 20PMOHO3ABUCUMDBLL PACNPOCIPAHEHHBIU PAK MOJIOYHOU Jicele3bl, aHSUOMUOTUNOMA
NOYKU, He mpedyiowas HeMeONleHHO20 XUPYP2U4ecKko20 6Meuamenbcmed, y NAyueHmos ¢
myOepo3HbIM CKI1EPO30M

Pexomennyemas noza npenapata Amesepoul coctaBiisgieT 10 M oHMH pa3 B CyTKH.

Cy63l’leH0uMa]lebl€ cUcaHmMoOKIemo4Hble ACMpPOYUmMoOMysl, aACCOYuUupoB6aHHsvle C I’}’ly6€p03HblM
CK1€pO30M, NPU HEBOZMOINCHOCMU 6bINOJIHEHUS xupypeuwecxoﬁ pe3eKkyuu onyxoau

Ho3y mpenapara AmeBepon ansa JiedeHus namueHToB ¢ COI'A, accomuupoBanHbiMu ¢ TC,
OTIPEeAeNAI0T UCXOAs M3 Iulomaau noepxHoctd tena (BSA, m?), paccuuntanHoi mo Qopmyse

Ho0ya.

Hauanvnasa 0oza npenapama Amesepon u yenesas Cmin 26€poaUMycd 68 KpoSU V NAUUEHMO8 C
CIOI'A, accouuuposannvimu ¢ TC

Pexomennyemass HauanbHas Jo3a mpemapata AmeBepoi s JiedeHus mnanueHToB ¢ COT'A,
cocraBisieT 4,5 MIr/mM?, oKpyTJeHHas 10 Oirbkaiiiei 1o3upoBKH rpenapata Amesepos. TabneTku
npenapata AMEBEpOJl pa3IMYHBIX JO3MPOBOK OAHOM JeKapCTBEHHOH (opMbl (TabJeTKH WIn
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OJTHAKO KOMOMHHPOBATh pa3HbIe JICKapCTBEHHBbIE (HOpMBI MpenapaTa AMEBEpOJI C 3TOH IENbI0
HEJIb34.

Konmponsb koHyenmpayuu 36epoiumyca 8 Kposu

Y namueHToB, MOJYyYalOIIUMX Tepamuio HsBepoiuMmycoMm 1o mnoBoxy COI'A, crnemyer
KOHTpOJIUPOBaTh Cmin 3BeposiuMyca B KpoBu. Omnpenensatb Cmin 9BEpOIMMyCca B KPOBHU CIECAYET
yepe3 1-2 Henenu mocie Havalla Teparnuy W/Wia 000U KOPPEKIUU 036l J{03y KOPPEKTUPYIOT
JUTs oiiepskanus 11esieBoid Cmin 9BEpOIMMYca B KPOBH B IMana3oHe 5-15 Hr/mi.

110060p 003061

JIJIst oNTUMAaNTbHOTO KIMHUYECKOTO OTBETA J03Y Mperapara cieyeT noaouparh HHIUBUIYaTbHO,
yYBEJIMUMBAs Ha 2,5 MI 11 JOCTUXKEHHUS 11e51eBOM Cmin 3BepouMyca B KpoBH. [Ipu ninanupoBaHuu
nox0oopa 103kl CIeAyeT MIPUHUMATh BO BHUMaHUE () (PEKTUBHOCTH U 0€30MaCHOCTh POBOJIUMOTO
JICYEHUs, OJHOBPEMEHHO TMPOBOJMMYI0 MEIWKAMEHTO3HYIO0 Tepanuio U TeKymyr Cmin
3BepoJiuMyca B KpoBU. WHIMBHAYyaNbHBIM MOAOOP J03bI MOXKET OBITH MPOBEACH HMCXOAS M3
cnenyoomen GopMyIbL:

HOB8AsL 003a I6epoauUMyca = npumensemas 003a * (yeresas Cmin / Tekymas Cmin 9BEpOIIMYyCa)

Hampumep, npumensemas 103a npenapara, pacCudTaHHAas MCXOAS M3 IUIOLIAJU MOBEPXHOCTU
Tesa, B HacTosulee Bpems cocraBiseT 2,5 Mr, Cmin 3BepoiMMyca B KPOBH B PaBHOBECHOM
cocTosiHMM cocTaBisier 4 Hr/mi. Jns ngoctwxeHus neneBol Cmin 3BeposimMyca B KpOBH,
COCTaBJIAIOLIEH >5HI/MJI, HAIPUMEp, 8 HI/MJI, HOBasi CKOPPEKTHPOBaHHasl 103a IpenapaTa 10/ KHa
COCTaBIATh 5 Mr (IpuUMeHseMas cyTouHas Jo3a 2,5 wmr, yBenuueHHas Ha 2,5 wmr). Ilocne
KOPPEKLHHU J03bI ceyeT onpenenutb Cmin B KpoBU uepe3 1-2 Henenu.

Jlon120cpoyHblil KOHMPOJIb 003bl

VY nmanuentoB ¢ COI'A, accouunpoBannubiMu ¢ TC, 00beM OmyXosu cleayeT u3MepuTh yepes 3
MecsIia ToCiIe Havaia TepaluH IpernapatoM AMEBEpoJ ¢ MOCICIYIONmEH KOppeKIue 03bl C
Y4€TOM H3MEHEHUs oObema omyxoidu Ha ¢oHe seudeHus, Cmin IBEpOIMMYyCa B KpPOBU HU
WH/IMBU/yaJIbHOM EPEHOCHMOCTH Ipenapara.

[Tocne noctkenus ctabmibHOU 10361 pemnapata npu COI'A, accorunpoBanubsimu ¢ TC, caemyer
KOHTPOHPOBaTh Cmin 9BEpOJIMMYca B KPOBHU Ha MPOTSHKEHUU BCETO CPOKA JICUCHUS Kaxabie 3-6
MCCAILICB Yy MMAITUCHTOB C MGHHIOHIGI\/JICSI IIom@aabo MOBEPXHOCTHU TCJIA U KAXKIBIC 6-12 MCCALCB Y
MalUEeHTOB ¢ HEM3MEHHOM IJIONIA/IbI0 TOBEPXHOCTH TEJNA.

Pexomenoayuu no xoppexyuu 003vl npenapama Amegepon npu pazeumuu HexCeiameibHbIX
peaxyuii

Koppekiust TsoKenabIX W/HIKM TPYAHONEPEHOCUMBIX HEKENATeNbHbIX JIEKAPCTBEHHBIX pPEaKLni
(HJIP) moxet noTpeboBaTh BPEMEHHOTO NpEpbIBaHUS Tepanuu ¢/0e3 yMeHbleHus 103bl. Eciau
TpeOyeTcsl CHIKEHHE J03bl IpenapaTa, peKOMEHJOBAaHO NPUMEHATh J03y NPUOIM3UTENIBHO Ha
50 % wmenbiie npenpiaymeld. B Tabmmme 1 oTpakeHBI PEeKOMEHAAIMU 10 KOPPEKIMH 03I
npenapata npu pa3sutuu HJIP. ¥V nanueHnTos, momyyaronumx npemnapar AMeBepos B HaMMEHbLIeH
JIOCTYITHOW JIO3MPOBKE, MalbHEHINIEe CHIDKCHHE J03bI MPH HEOOXOJUMOCTH BO3MOXHO MPH
IpueMe Ipernapata 4epe3 JAeHb. [aKTWKa BEIEHUs NalUEeHTa [OJDKHA OCHOBBIBATbCS Ha
MHAUBUIYaJIbHOMN OLIEHKE MOJIb3bl M PUCKA C YIETOM OCOOCHHOCTEH KaXk/I0To MalieHTa.

Tabnuya 1. Pexomenoayuu no koppexyuu 003bl npenapama Amesepon npu paszeumuu
HedCeNamenbHblX peakyuti

HexenareabHas CreneHb TsKecTH! PexoMeHaanuu mno u3MeHeHHIO 2]031)12 u
peaxkuus KOPPEKIHUH HEKEJIATECJIbHbIX SIBJICHUI1
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HenndekunonHbii Crenens 1 Koppexmiroseitie tpebyetes: | = ©-H!
ITHEBMOHHT CybxumHnveckuii, otaensHble | KOHTpoIs cocTOSHMS.

MPU3HAKK WJIH  CUMITOMBI,

BMEIIATEJILCTBO HE MOKA3aHO

Crermens 2 PaccMoTpeTh  BO3MOKHOCTH — IIPEpBIBAHUS

IIposBisttomuiics Tepanmuy, HCKIIOYCHHE  WHOEKITMOHHOTO

KIIMHUYECKH; MOKa3aHo | mpolecca, Mpu HEOOXOAMMOCTH PAacCMOTPETh

BMEIIATEILCTBO; OTPAHUYCHHUE | BO3MOXKHOCTh MPUMEHCHUS

OBITOBOM €XETHEBHOW | TIIOKOKOPTUKOCTEPOHUIOB 10  CHIDKEHUS

AKTUBHOCTH CTETIeHH TSHKECTH CHMIITOMOB 0 | cTeneHu.

Bo30o0HOBIICHHE Tepanuu B CHUKEHHOH J103€.
IIpekpamenne Tepamud, €CIA CHIDKEHUS
CTENEHH TSHKECTH CUMIITOMOB 110 1 cTerneHu He
HaCTYIWIO B TEUCHUE 4 HENIETb.

Crenens 3 [IpepriBanue Tepanuu A0 CHIKEHHSI CTEIICHU
Tsoxenble CHUMIITOMBI; | TSDKECTM ~ CUMIOTOMOB 10 |  cremeHu,
OTpaHHYEHHE CIOCOOHOCTH K | HCKIIFOYEHHE MHGEKIMOHHOrO Ipouecca, npu
CaMo00CTyKHBaHUIO; HEOOXOTUMOCTH MpUMEHEHUE
MOKa3aHa KUCIOPOAOTepanusl | INIIOKOKOPTUKOCTEPOHIOB Paccmotpers

BO3MOXXHOCTh BO30OHOBJICHHS TEpalud B
CHUKCHHOH J03€.
[Ipy mOBTOpPHOM pa3BUTUU CHUMIOTOMOB 3

CTEIIEHM — PpaccMOTPETh  BO3MOXKHOCThb
MpeKpalieHns Tepanuu
Crenens 4 IIpexpamenue Tepanuu, HCKJIFOYECHUE
XKuszneyrpoxaromias HH(EKIHOHHOTO nporecca, npu
JbIXaTeNbHas HEOO0XOIUMOCTH NPUMEHEHHUE

HEJIOCTaTOYHOCTh;  [IOKA3aHO | INIIOKOKOPTUKOCTEPOUJIOB.
OKCTPEHHOE  BMEIIATEIbCTBO
(HampuMep, TPaxeoTOMUS WU
WHTYOAIHS)

CromMatut Crenensn 1 Koppekuus 10361 He TpeOyeTcs.
CyOxknuHnueckne cuMnTomsl, | Ilomockanue pra 6ecCIMPTOBBIM MM BOJHO-
WU CHUMIITOMBI nerkoii | coneBbiM (0,9 %) pacTBOPOM HECKOJIBKO pa3 B
CTETeHH; BMEIIATEeIbCTBO HE | JEHb.

MIOKa3aHO

Crenens 2 [IpepsiBanue Tepanuu A0 CHUKEHHSI CTEIICHU

YMmepeHHble OoneBbIe | TSKECTH CUMIITOMOB A0 1 cTeneHy.

OIIYIICHUS, He | Bo3oOHOBIEHHE ~— Tepamuu — IpenapaToM

MPEISTCTBYIOLINE npueMy | AMeBEepoJl B IPEXKHEN 103€.

MUILY; MO0Ka3aHa cneuuanbHast | [Ipy  HOBTOPHOM — pa3BUTHM  CHMIITOMOB

nera CTOMAaTuTa 2 CTENeHH — IIPEePhIBAaHHUE TepaIHN
JIO CHIDKCHHS CTETEHH TSHKECTH CHMIITOMOB
no 1 crenmenu. Bo3oOHOBiIeHHE Tepanuu B
CHIDKEHHOM 103€.
Jleuenne aHaNbreTHKaMu JUIS  MECTHOTO
MIpUMEHeHus (HampumMep, OeH30KanH, OyTwHII-
aMHHOOEH30aT, TeTpakauHa TUAPOXJIOPHL,
MEHTOJI WK (dhenon) c/oe3
[JIIOKOKOPTHKOCTEPOUAOB  JUIS ~ MECTHOTO
IPUMEHEHUS".

Crenens 3 IIpepsiBanye Tepanuu 4O CHUXKEHUS CTEIICHU

Tsoxernblie OoieBbIE ONTYIICHUS], | TSDKECTH CUMIITOMOB JI0 | CTENEHH.

MPEISTCTBYIOLINE npuemy | BozoOHoBneHHe Tepanuu B CHIDKEHHOH J03€.

MUILA Jleuenne aHanbreTMKaMu JUII  MECTHOTO

npuMeHeHus1 (Harnpumep, OeH30KauH, OyThI-
aMMHOOEH30aT, TeTpakanHa TUAPOXJIOPHL,
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TJIIIOKOKOPTUKOCTEpOUAaMU  1JIA  MECTHOI'O

IPUMEHEHUS".

Crenens 4
Kusneyrpoxaromue
MIOCTIEICTBHS, MIOKa3aHO
9KCTPEHHOE BMEIIATENbCTBO

HperameHHe TCparum, JCUCHUEC CTOMATHUTa
COOTBETCTBYOIIIUMU METOAAMMU.

Hpyras HE
reMaToJIOTHYECKas

TOKCHYHOCTD
(uckmrouas
MeTabonmyecKue
HapyIICHUS)

Crenens 1

Koppekums mo3er  He TpeOyeTcs mpu
[IEPEHOCUMOCTH ~ CHUMNTOMOB.  JleueHue
COOTBETCTBYIOIIMMH METOJAMHU U KOHTPOJb
COCTOSIHUSL.

Cremnenn 2

Koppekums mo3er  He TpeOyeTcs mpu
[IEPEHOCUMOCTH ~ CHUMNTOMOB.  JleueHue
COOTBETCTBYIOLUIMMHM METOJaMU U KOHTPOJIb
COCTOSIHUSL.

IIpuy  HemepeHOCHMOCTHM  CHUMITOMOB  —
IIPEPHIBAaHUE TEpaluu A0 CHW)KEHUS CTEIeHU
TSAXKECTH CUMIITOMOB 10 1 crenenu.
Bo3o0OHOBIICHHE Tepanuu B IpeKHEH 03¢€.
IIpy n0OBTOPHOM pa3BUTHH CUMIITOMOB 2
CTCIICHU — IIPEPBIBAHUC TCPAITUN 10 CHUKCHUA
CTCIICHU TSKECTH CHMIITOMOB 10 1 crenenu.
Bo3o6HOBIICHHE Tepanui B CHIKEHHOH JT03€.

Crernensn 3

[IpepriBanme Tepanuu A0 CHUKECHHUS CTETICHU
TSKECTH CUMITTOMOB 10 1 crenenu. Jleuenne
COOTBETCTBYIOIIMMUA METOAAMH U KOHTPOJIb
COCTOSIHUS.

PaccMoTpeTh BO3MOXKHOCTH BO300OHOBJICHUS
Tepanuu penapaTom AmeBepoi B
CHIDKEHHOM J03¢€.

IIpy NOBTOPHOM pa3BUTHH CHUMIITOMOB 3
CTENIEHH — PacCMOTPETh  BO3MOXKHOCTh
MIPEKPAIEeHIs] TePAITHH.

Crenens 4

[Ipexpamenue Tepanuy,
COOTBETCTBYIOLIIMH METOJIaMH.

JICYCHHUC

MeTabonuyecKue
HapyIICHHS
(mampumep,
TUIIEPIIIUKEMUS,
JTACITUTTHICMHST )

Crenens 1

Koppekuus mo3er He Tpedyercs. Jleuenue
COOTBETCTBYIOIIMMH METOJaMH W KOHTPOIb
COCTOSIHMSI.

Cremnens 2

Koppekuus 10361 He TpeOyercs. Jleuenue
COOTBETCTBYIOIIMMH METOIaMH U KOHTPOIb
COCTOSIHHMSL.

Crernensn 3

[IpepriBanre  Tepamuu.  Bo3oOHOBIEHHE
Tepaniy B CHKCHHOU /103€.
JleyeHre COOTBETCTBYIOIIMMH METOJaMH U

KOHTPOJIb COCTOAHUS.

Crenens 4

[Ipexpamienue Teparnuu, JieueHne

COOTBCTCTBYIOIIIMMHU MCTOAAMMU.

TpomOoruTonenwmst
(ymeHbIIEHHE
KOJIMYECTBa
TPOMOOIINTOB)

Crenens 1

(SHI'H (amxHSS  rpaHMna
HopMBI) — 75000/mMm*; <HI'H —
75,0 x 10°/m)

Koppekuus 10361 HE TpeOyeTcs.

Crermens 2
(<75000-50000/mm3; 75,0-50,0
x 10%m)

IIpepriBanme Tepanuu 10 CHIKCHUS CTCIICHH
TSDKECTA CUMIITOMOB JO 1 CTEIeHH.
Bo3o0HOBJICHHE Tepanuu B IPEXKHEN J103¢€.

¥ OTYETY
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Cremnensn 3

TIpephrbanietepalii Ao CHIDKeH A CloreH

(<50000-25000/mm%  50,0—
25,0 x 10°/m)
Nnin

Crenens 4
(<25000/mm3; <25,0 x 10°/m)

TSHKECTH CUMIITOMOB 10 | CTEneHH.
Bo3o0HOBICHHE Tepanuu B CHUKEHHOH J103€.

Heirpodunos) <1000/mMm® mpu
OJTHOKPAaTHOM HOBBIIICHAN

Heitrponenus Crenensn 1 Koppekuus 10361 He TpeOyeTcs.
(ymeHbllIeHUE (<HI'H-1500/mm3; <HI'H-1,5 x
KOJTMIECTBA 10°/m)
HEUTpOPHIIOB) TN
Cremnens 2
(<1500-1000/mm3;,  1,5-1,0 %
10°/1)
Crenens 3 [IpepwiBanue Tepanuu A0 CHUKCHUS CTCIICHU
(<1000-500/mm3;  1,0-0,5 X | TSOHKECTH CHMITOMOB JIO 2 CTETICHH.
10°/m) Bo3o0OHoBICHHE TepanTiy B IPEKHEH J03¢€.
Cremnenn 4 IIpepriBanme Tepanuu 10 CHIKCHHS CTCIICHH
(<500/mm3; <0,5 x 10°/m) TSKECTH CUMIITOMOB JI0 2 CTEIICHH.
Bo300HOBIICHHE Tepaliuyl B CHIYKEHHOM J103€.
®ebpunbHas Crenens 3 IIpepriBanue Tepanuu OO CHUKEHUS CTEIICHU
HEUTPONECHUS (AUH (aOcoytoTHOE YHCIIO | TSDKECTH CHMIITOMOB JIO 2 CTCNEHH W

OTCYTCTBUA JIUXOPAJKHU.
BozoOHOBIICHHE TEpanui B CHUKEHHOH J103€.

OTEETCTEYET 3KCNEPTHOMY OTUETY

teMrepaTypel Tena >38,3 °C
WIH IIpA [POHOIDKUATEIBHOM
MOBBIIIEHUYN TEMIIEPATYpPhI
tena >38 °C, coxpaHsmoImeMes
Gonee | yaca

Crenens 4
Kusneyrpoxarouue
IIOCICACTBUA, IIOKAa3aHO
SKCTPEHHOE BMEIIATEILCTBO

! Creneny TspKeCTH: | = MHHUMaJIBHBIE CUMIITOMBI; 2 = YMEpPEHHbBIE CUMITOMBI; 3 = BBIPQKCHHBIE CUMIITOMBI; 4 =
KHU3HEYTpOXKaroIie CUMITOMBL. OIleHOYHAas IIKajla OCHOBaHA Ha PEKOMEHJOBaHHBIX HallnoHaIbHBIM HHCTUTYTOM
onkoyorun CIHIA cTaHgapTHBIX TEPMHHOJIIOTHYECKUX KPUTEPHUAX OlleHKH HexenaTenbHbIX sBieHuil (NCI CTCAE
v4.03).

2 Ecniu TpeOyeTcs CHIDKEHUE JTO3bI Ipenapara, peKOMEeHIyeTCs IPUMEHSITh 103y MPUOIn3uTensHO Ha 50 % MeHbIIIe
TpeablTyIIeH.

* N36eraTh MpUMEHEHHSI NPENapaToB, COAEPIKAIINX CIUPT, IIEPEKUCh BOAOPOJa, HOI M NMPOM3BOAHBIE Yabpena
(TMMBSHA) B JICUCHUH CTOMATUTA (MOTYT MPOBOLMPOBATh YCWIICHHE M3bSI3BICHHSI CIIM3UCTONH POTOBOM HOJIOCTH).

IIpexpanienue Tepanuu.

Oonospemennas mepanusi ymepeHuvimu ureuoumopamu uzopepmenma CYP3A4 wunu P-
enukonpomeuna (P-I'Tl)

Crnenyer coOmoaTb OCTOPOXKHOCTb, B ClIlydyae €ClIM HEBO3MOXKHO H30€XaTh COBMECTHOIO
pUMEHEHHUs npenapata AmeBepoi U yMepeHHbIX MHTHOUTOpoB CYP3A4 wnu P-T'TI (cMm. pa3gen

4.5.).

A)  Pacnpocmpanennviti  w/unu  memacmamudeckuii  NOYEUHO-KIEMOUHbIU  pax  npu
Hea(hGekmusHoCmu AaHMUAHSUOLEHHOU MEPANUL, PACNPOCMPAHEHHbLE U/UNU MemAacmamuyecKue
HeUpOIHOOKPUHHbIE ONYXONU JHCENYOOYHO-KUUEUHO20 MPAKMd, 1e2K020 U MNOOHCeNYOOUHOU
JKcenesvl, 20PMOHO3ABUCUMBLU PACHPOCMPAHEHHBIU PAK MOJIOYHOU JiCeNe3bl, AHSUOMUOTUNOMA
NOYKU, He mpeoyiowas HeMeoNeHHO20 XUPYP2UYecKo20 6BMeuamenbcmed, y NayueHmos ¢
my6epo3HbIM CKIIEPO30M

Ecnu manueHnTaM 1OKa3aHO OJHOBPEMEHHOE IIPUMEHEHUE IIPEnaparoB, KOTOPLIE SBIIAIOTCS
ymepenHbiMu uHruouTopamu CYP3A4 unu P-I'TI, no3a npenapara AmeBepon B OOJIBIIMHCTBE
ClIlyyaeB JIOJDKHA OBITh CHMDKEHA 70 5 Mr uid 2,5 Mr B cyTkH. OJHAKO TOYHbBIE KIMHUYECKHE
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BapbUpOBaTh Yy OTHENbHBIX TIPYNN [ALUEHTOB, II03TOMY pEKOMEHAYETCS IPOBEACHUE
THIATEIFHOTO JIEKAPCTBEHHOTO MOHUTOPHUHTA C 11E€IbI0 CBOEBPEMEHHOT'O BBISIBJICHHSI BO3MOKHBIX
no0ouyHbIX 3¢ ¢eKkToB. B ciyyae mnpekpaiieHuss OJHOBPEMEHHOTO IMPUMEHEHHS YMEPEHHBIX
uHruouTopoB CYP3A4 unm P-TI'TI, ciaexyeT yduThIBaTh MPOJIOJDKUTEIBHOCTh «OTMBIBOYHOTOY
nepuoJia MpenapaToB, KOTOPBIA B CPEAHEM COCTABIIseT OT 2 10 3 aHEH, nepea BO300OHOBICHUEM
NpPUMEHEHHUs Ipernapata AMeBeposa B J03€, MPUMEHSIEeMONW MCXOJHO, IO Hayajla COBMECTHOTO
IIpUMEHEHHUs Ipenapata AMeBepos U yMepeHHbIX UHTuouTopoB CYP3A4 unu P-T'TL

b) Cybsnenoumanvusie cucanHmokiemoytvle acmpoyumomsl, adcCcoyuuposanHvle ¢ myobepo3Hbim
CKEPO30M, NPU HEBO3MONCHOCMU GbINOIHEHUS XUPYP2UYECKOU pe3eKYuL OnyxXoau

Ecin nanueHTaM IOKa3aHO OJHOBPEMEHHOE IPHMEHEHHE IIPENapaTroB, KOTOPBIE SBISIOTCS
ymepernbiMu uHrHOuTOpaMu CYP3A4 umm P-I'TL, no3a npemapara AmeBepoisi B OOJBIIMHCTBE
cilyyaeB JI0JDKHA ObITh cHukeHa Ha 50 %. IIpu BO3HMKHOBEHUHU MOOOUYHBIX FPPEKTOB MOXKET
oTpeOOBaThCs JOMOJHUTENBHOE CHIDKEHHE 103bl. Cienyer onpenenutb Cmin 3BEpoIuMyca B
KPOBM II0 MEHBIIEH Mepe uepe3 | Heaemoo mociie Hadajla OJHOBPEMEHHOIO IPUMEHEHUS
ymeperHoro unruobutopa uszodpepmenta CYP3A4 wmm P-I'TI. Ilpn oTmeHe OJHOBpEMEHHO
npuMeHsieMbix MHruoutopoB uzopepmenta CYP3A4 wmu P-T'TI mo3sy mpemapara AmeBepon
ClelyeT BEpHYTh K UCXOAHON mociue 2-3 AHEeH «OTMBIBOYHOIO» MEPUOJA U, 10 MEHbILEH Mepe,
yepes 1 neneno onpenenutb Cmin 3BEpOIIMYCaA B KPOBU.

Tlpumenenue oonospemenno ¢ mowHviMu unoykmopamu usopepmenma CYP3A4

Hecmotps Ha TO, 4TO OAHOBPEMEHHOIO NPUMEHEHMS Ipenapara ¢ MOILIHBIMU HHIYKTOpaMu
cleyeT u30eraTh, UMEIOTCS TAHHBIC TI0 KOPPEKIIMH PeKUMA JIO3UPOBAHUS Mpernapara B cliydae,
€CJIM HEBO3MOXKHO M30€XaTh OJIHOBPEMEHHOTO IpreMa Iperaparos.

A)  Pacnpocmpanenmviti  w/uiu  MemacmamuyecKuti  NOYeYHO-KAeMmOuHblll  paK — npu
HeahhexmusHOCMU AHMUAH2UOLEHHOL Mepanuu, pacnpoCcmpaHerHHble U/ulyu MemacmamuieckKue
HEUPOIHOOKPUHHBIE ONYXOJU JHCENYOOUHO-KUUEUHO020 MPAKMA, Je2Ko20 U NoOHCenyO00UHOU
JKcenesvl, 20PMOHO3AGUCUMBLIL PACNPOCMPAHEHHBINL PAK MOJIOYHOU Jicele3bl, AHSUOMUOIUNOMA
nouKY, He mpebylowas HeMeOleHHO20 XUPYPSUYECKO20 BMeuamenbcmed, y NAyueHmos ¢
my6Oepo3HbIM CKIePO30M

. [Ipn npumenenuu npenapara AmeBepoi OAHOBPEMEHHO C MOIIHBIMH HHIYKTOPaMH
uzopepmenta CYP3A4 Ha ocHOBaHUM (hapMaKOKMHETHYECKHX JAaHHBIX MOXKET MOTPeOOBaThCS
YBEJIMUYEHUE CYTOYHOM JI03bI B 2 pa3a C IaroM B 5 MI' WJIK MEHBIIIE.

[Ipenmonaraercd, 4ro INpU YKa3aHHOM WM3MEHEHUM [03bl IIpemnapaTa AMEBEpOJ 3HAUYCHHE
miomaad moJ  (GapMaKOKMHETHUECKOW KpUBOM «kOHIEeHTpauus-Bpemsi» (AUC) Oyner
coorBercTtBoBaTh AUC, HabmomaemoMy Oe3 mpuemMa HHIYKTOPOB H30(epMeHTa, OJHAKO
KJIMHUYECKHE JITaHHBIE C MOJO0OHBIM HM3MEHEHHEM J03bl y MAlMEHTOB, MOJYYalOIINX MOIIHbIE
uHAyKkTOpHl H30epmenta CYP3A4, oTcyTCcTBYIOT.

. IIpun mpexpaimeHun mnpuema MolqHoro uHAykTopa uszogpepmenra CYP3A4 crnemyer
obecrieunTh 3—5 JHEH «OTMBIBOUYHOrO» Mepuojia (aJeKBaTHBIA MEpUOJ Ul 3HAYUTEIHHOIO
CHI)KEHUSI MHAYKIUHU U30(epMeHTa), 10 CHUKEHUSI 103bI ITpernapaTa AMEBEpOJI K UCXOIHOM J03e€.

E) Cy637’l€HauMaﬂbel€ cUSaAHMOKIemMoO4YHble ACmpoyumomsl, acCOyuupoeaHnvle ¢ my6€pO3HblM
CK1€pPpO30M, NPU HEBOZMOIICHOCMU 6bINOJIHEHUA xupypzu%cxod pe3ekyuu onyxoau

. IIpn nmpumeneHuu npenapara AMEBEpOJ OAHOBPEMEHHO C MOIIHBIMM HHIYKTOPAMH
uzopepmenta CYP3A4 (Hampumep, NPOTUBOSNMMIECNTHUYECKMMH IpenaparaMu, TaKUMH Kak
kapOamasenuH, peHobapouTa, (PeHUTOMH) MOXKET MOTPeOOBaThCs YBENMUYEHHE HAYaIbHOM J103bI
npenapata AMEBEpOJT Al JOCTHXKEHUS! TEPareBTUYECKON KOHIEHTpaluu 5-15 Hr/mi; ciexyer
YBEJIMUUTH CYTOYHYIO J103y IIpernapata AMEBEpOI B 2 pa3a U OLEHUTh IEPEHOCUMOCTD JICUEHUS.
[Tpubmm3utensHO Yepe3 2 Hemenu cieayeT u3Meputh Cmin dBepoiaumyca B kpoBu. [lpum
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JOCTH>KEHUS TePareBTHUECKON KOHIIEHTpauu 5-15 ur/mi. [pu npekpaliieHnu npreMa MOIIHOTO
unaykropa uzopepmenra CYP3A4 nosy mpemapara AMEBEPOJ CIEAYyeT BEPHYTh K MCXOIHOU
nocie 3-5 aHel «OTMBIBOYHOTO» MEPHO/a, U MPUOIU3UTENBHO depe3 2 Hepean u3MepuTh Cmin
3BEPOJIMMYCa B KPOBH.

. [Tpu no6aBneHUHN K TEPAITUHU IBEPOIIMMYCOM MOIITHOTO HHIYKTOpa n3odhepmenta CYP3A4
MOJKET MOTpeOOoBaThCs yBEJIMYEHUE A03bl Mpenapara AMeBepoil. Jlo3y clieayeT YBEIUYHUTh B 2
pasa ¥ OLIEHUTh MEPEHOCUMOCTh Tepanuu. [IpubnusurensHo yepes 2 HeJenu nocie yABauBaHUs
1103bI caenyet onpenesanTb Cmin 3BeposiumMyca B KpoBH. Jlanee npu HE0OX0IMMOCTH 103y ClIEAyeT
KOPPEKTUPOBATh Ha 2,5 Mr 11 noajepxkanus 1eneBoi Cmin 9BEpoIMMyca B KPOBU.

. JloGaBnienne eme omHOro MomrHOro wuHAyKTopa u3odepmenta CYP3A4 k yxke
MPOBOJIUMON OJHOBPEMEHHOM Tepanuu mpernapaTtoM AMEBEpPOJ U MOIIHBIM HHIYKTOPOM
nzodepmenra CYP3A4 moxeT He MOTpeOOBATh JOMOJHUTEIHLHOM KOPPEKIIMH 03Bl Tperapara
Awmeepon. [lpubnusurenbHo uepe3 2 HeAenw IMOcie J00aBIICHHs eIlle OJHOTO MOIIHOTO
unaykropa uzopepmenta CYP3A4 ciaenpyer ompenenuth Cmin dBEpoJMMYyca B KPOBU M IPHU
HEOOXOIMMOCTH J03Y CJIEIYET U3MEHUTH Ha 2,5 MT [1Jig oaiep kaHus 1esieBoi Cmin 9Bepommyca
B KPOBH.

. OTMeHa Tepanuy OJHUM M3 HECKOJBKHX MOIIHBIX MHIYKTOpOB u3odepmenta CYP3A4,
IOPUMEHSEMbIX OJIHOBPEMEHHO ¢ IpemapaToM AMeBepos, MOXeT He MoTpeOoBaTh
JIOTIOJIHUTENILHOM  KOppeKuuu 103kl  mpenapara Awmesepoi. Crnenyer omnpenenutb Cmin
9BEPOJIMMYCa B KPOBU MPUOIM3ZUTENBHO Yepe3 2 HeJeNU MOCie MPEeKpalleHus] 0JJHOBPEMEHHON
Tepanuu OJIHUM U3 HECKOJIBKHUX MOILIHBIX UHIYKTOPOB n3opepmenta CYP3A4. [Ipu otmeHne Bcex
OJTHOBPEMEHHO IMPHUMEHSAEMbIX MOILIHBIX MHAYKTOpoB n3zopepmenta CYP3A4 no3y mpemnapara
AMeEBepOa cleyeT BEpHYTh K HMCXOJHOM mocie 3—5 1gHeHd «OTMBIBOYHOIO» TMEpHUoaa, U
npUOIU3UTENBHO Yepe3 2 HeAenu onpeaeauTb Cmin 9BepoluMyca B KPOBH.

Tepanesmuueckuii MOHUMOpUHZ KoHyenmpayuu seepoaumyca y nayuenmos c¢ COI'A,
accoyuupoganrvimu ¢ TC

V¥ nanuentoB ¢ COI'A, accouunpoBannbivi ¢ TC, cneayeT KoHTpoaupoBaTh Cmin 3BEpoIMMyca B
KPOBHU C MOMOIIBIO BAIMAMPOBAHHBIX OMOAHAIUTHUECKUX METO/I0B KUAKOCTHON Xpomarorpaduun
/ Macc-CIieKTpoMeTprr. PEKOMEHIOBaHO 1O BO3MOXXHOCTH UCIIOJIB30BaTh OJIMH U TOT K€ METOJ
aHanu3a 1 1a00paTOpHUIO Il TEPAeBTUYECKOI0 KOHTPOIIS KOHIIEHTPALIMH SBEPOJIMMYca B KPOBU
Ha MMPOTSHKEHUHU BCETO MEPUOJIA JICYCHUSI.

TepaneBTHYeCKUil MOHUTOPUHT KOHIIEHTPALMK 3BEPOJIMMYCa CIEAYET IPOBOJUTD B CPOKHU Yepe3
1-2 Henenu nocie Hayana Tepanuu, Nocie J1I000ro U3MEHEHHUs J03bl MM CMEHBI JIEKApCTBEHHOU
dopmbl ipenapaTta Ui 100aBiIeHUs K Tepanui HHruOuTopoB nzopepmenta CYP3A4 nnu P-ITI,
WIM TIpU TMOSBJICHUM NPU3HAKOB HApYyLIEHUS (YHKIMM NedeHu. KoHIeHTpauio 3BepoiuMyca
clleflyeT OLIEHUTh MPUOIM3UTEIBHO Yepe3 2 HeJenu mnocie 100aBiIeHus K Tepanuy MHIYKTOPOB
nzoepmenta CYP3A4 wiu P-T'TIL.

Jlo3y HeoOXoauMo moaduparh a0 gocTkeHus 3HaueHus Cmin (5-15 HO/MI) ¢ ydeTom
MNEPCHOCUMOCTU TEpalnvn MNAOUCHTOM. I[O?:y MOKHO YBCJIMYUBATb I IOOCTHIKCHUA Ooitee
BBICOKOM KOHIIGHTpAIMH IpernapaTa B KpOBHU (B JUANa30HE TEPANEBTUYECKON) U ONTUMAILHOTO
TepaneBTUUYECKOro d(hQekra ¢ yueroM NepeHOCUMOCTH TIpenapara.

Oco0bIe I'pynnbl DaNMCHTOB

Jluya noowcunoeo eospacma (= 65 1em)
Koppekuuu 10361 ipenapara He TpedyeTcs.
Tlayuenmsi ¢ noueunol HedOCMamouHOCMoIO

Koppekuuu 10361 penapara He TpedyeTcs.
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HauueHmbl C NeYyeHoYHOoU HedOCMAamo4HOCMbIO

Ilpu  pacnpocmpaneHHoMm  u/uiu_ Memacmamuyeckom _NOYEeYHO-KICMOYHOM __pPAaKe Ul
MEMACMAMUYECKUX HEUPOIHOOKPUHHBIX ONYXOMAX_HCEYOOUHO-KUUIEYHO20 MPAKMA, 1e2K020 U
NO0XCENYOOYHOU JHCeNe3bl, NPU 20PMOHO3ABUCUMOM PACNPOCIPAHEHHOM PAKe MOJOYHOU JHCENe3bl,
NpU_AHSUOMUOIUNOME NOYKU, accoyuuposarnou ¢ TC

— VY manueHToB C HapymieHWeM (YHKIHU TEYCHH JIETKOM CTeNeHH TshKecTH (Kimace A 1o
knaccudukanuu Yaina-I1e10) pekoMeHyemas 103a COCTaBIsAET 7,5 MT B JICHb.

— Y nanMeHTOB C HapylleHHeM (YHKIMM TeUeHH CpeaHel cTemneHu TshkecTd (kimace B mo
kinaccuukanuu Yaitnna-I1pr0) pekoMmeHmyemMas J103a COCTaBsieT 5 MI B JIeHb, MPHU ILIOXOH
[IEPEHOCUMOCTH IIperapaTa BO3MOXKHO CHH)KEHHE 03Bl J0 2,5 MI' B JIEHb.

— VY nmanueHToB ¢ HapylieHneM GyHKIUH MeYeHH Tsokenol crenenu (knace C no kiaccupukanuu
Yaitnn-I1p10) npenapat He pexkomMeHAOBaH. B ciydasix, Korja okujaeMas I0Jjb3a MPEBHIIIACT
MOTEHUUAIbHBIA PUCK, BO3MOKEH ITPUEM IBEPOJIMMYyCa B MAKCUMAJIBHOM J103€ 2,5 MI' B JICHb.

B ciydae m3MeHEHHUs CTENEHHM TSHKECTH HApyIICHUS (YHKIUU TMe4eHH (1Mo Kiaccuduranuu
Yaiina-I1p10) He0OX0IMMO MPOBECTH KOPPEKIIMIO O3B IpernapaTa AMEBEpOJl.

Lpu cy63neHOUMANbHbIX 2UCAHMOKIENOYHBIX ACHPOUUMOMAX, ACCOUUUPOBAHHBIX C MYOePO3HbIM
CKEPO3OM
A) Hapywenus ¢pynxyuu neuenu neexot cmenenu msixcecmu (knace A mo knaccudukanuu Yaumi-

ITer0): 75 % oT m03bl, pPacCUMTAHHON MO MJIOLIAAU IOBEPXHOCTH Tejla (OKpYIJICHHas M0
Onmkaiiiien JO3UPOBKH).

b) Hapywenus ¢ynxkyuu neuenu cpeoueu cmenenu msdxcecmu (kinacc B mo knaccudukanuu
Yaitna-I1e10): 50 % OT 403bI, pacCCUMTAHHON IO TUIOMIAAN TTOBEPXHOCTH Tesia (OKpYyTrIeHHas 10
OyoKalIel JO3UPOBKH).

B) Hapywenus ¢pynkyuu nevenu msxcenoi cmenenu (xnace C no knaccudukarnmu Yaitna-I1s10):
NpUMEHEHHE TIpenapaTa He PEeKOMEHJ0BaHO. B ciydae, ecinu okugaemas MoJib3a IPEBBIIIACT
NOTEHLIMAIbHBIA PUCK, BOBMOXHO IPUMEHEHUE Ipernapara B 103€, He NpeBblmatomnei 25 % ot
J103bl, paCCYMTAHHON MO TUIOIIAM OBEPXHOCTH TENaA.

Cmin 3BepoiuMyca B IETBHOI KPOBH CIEYeT ONpeNeNuTh NPUOIN3UTEIBHO uepe3 1-2 Henenu
1ocje Hayaja JIeYeHUs WM Hocie M3MEeHeHus (QyHKiuM nedeHu (mo kiaccuduxanun Yaiina-
[Tet0). Cnegyer KOppeKTUpOBaTh A03Y i NOCTHXKEHUS Cmin Ipenapara B Juamna3oHe oT 5 10
15 Hr/mMa1 ¢ yyeToMm nepeHoCcMMOCTH npenapata. IIpyu U3MEHEHUH CTENeHU TSHKECTH HapyLIeHHS
(GYHKIMY TIEYSHH 103y Tperapara ClieAyeT KOPPEKTUPOBATh.

CTH

Pexum nosuposanus y nereit ot 3 1o 18 ner ¢ COI'A He oTanyaeTcst OT pexxuMa J03UpOBaHUSA
JUTS B3pOCIIBIX, KPOME MALMEHTOB C HapylIeHHeM (DYHKIUU NE€UYEHH.

[Tpenapat AmeBepo B TaHHOM JIeKapCTBEHHOH (hopMe He clie1yeT IPUMEHATD Y JieTell B Bo3pacTe
or 1 o 3 nmer ¢ COI'A. Jlns jeyeHHs] MalLMEHTOB JTAaHHOM KaTeropuu cleayeT NPUMEHSTh
npernapaTsl 3BepoumMyca B popMe AUCIEPrUpyeMbIX TaOIeTOK.

bezonacHocTh 1 3 PexTrBHOCTD IBeposmmyca y nereid oT 0 1o 1 roma ¢ COI'A He ycTaHOBJICHBI.
JlaHHBIE OTCYTCTBYIOT.

He pexomennoBano npuMmeHeHue 3Bepoiaumyca y nerei ot 0 1o 18 ner ¢ COI'A ¢ HapymeHHsIMU
GyHKIINY TeYeHH.

o cnenyromuM nokas3aHusIM y JieTer 10 18 et sBeposinMyc He TPUMEHSIETCS:
pacIpOCTpaHEHHbIM W/MIM METAacTaTMYECKH MOYEeYHO-KIETOYHBIH pak; paclpoCTpaHEHHbIE
u/uaM Mertactatuyeckue HeWposHjaokpuHHble omyxonu JKKT, nerkoro um mompkemynouHoM

9



COOTEBETCTEYET 3KI(

oT 29.12.2025 N= 32

A
_|'| I E

IR e

KeJIe3bl; TOPMOHO3aBUCUMBINA PaCIpOCTPaHEHHbIN paKlgIG&Oqﬁﬂ%:ﬁi‘ElIéatqg’ljﬂ

noukH, accounnposanHas ¢ TC, npu orcyrcrBun COI'A.

Croco0 rIpuMeHeHus

[Ipenapat AMeBepodl ciieyeT IPUHUMaTh BHYTPb OJIMH pa3 B JIEHb €KEIHEBHO B OJIHO U TO K€
BpeMs (NPEeANOYTHTEIbHO YTPOM) IIOCTOSHHO HATOLIAK MJIM IIOCTOSIHHO IIOCie IpHeMa
HEeOOJBIIOrO KOJIMYECTBA IHUINM, HE coaepskamieil skupa. TabieTku ciemyeT MporiaThiBaTh
LIEJINKOM, 3alMBasi CTAKAHOM BOJIbl, UX HEJb3s pa3KeBbIBaTh WM JpOOUTh. [l ManUeHToB ¢
COTI'A, accouuupoBanabiMu ¢ TC, KOTOpbIe HE MOTYT MPOTJIOTUTH TaOJIETKY IIETUKOM, TaOJIETKY
npenapata AMEBEpOJI HEHNOCPEICTBEHHO Iepe]l IPUEMOM MOYKHO HOJHOCTbIO PacTBOPUTH B
cTakaHe BoJibl (puMepHO 30 MJ1), OCTOPOMKHO ITOMEIINBAs COAEPKUMOE CTAKAHYMKA J10 IIOJHOTO
pacTtBopeHHs TabaeTKku (mpuMepHO 7 MUHYT). [l oOecnieueHust mprema MoJHON J103bl CIelyeT
eme pa3 HaOpaTh B CTAaKaHYMK TaKoW ke 00beM BoAbl (mpuMepHO 30 MII), CMBITh CO CTEHOK
OCTaBIIIMECS YaCTHILIbI ITperapara u BbIIUTH MOJYyYUBIINNACS pacTBOP.

4.3. IlpoTUBONOKA3aAHHS

rI/IHep‘lyBCTBI/ITeHBHOCTB K 3BEpOJIUMYCY, APYIr'UM MPOU3BOJHBIM pallaMUlIMHa WU J'IIO6OMy u3
BCIIOMOT'aTCJIbHBIX BCHICCTB Mpcriapara, ICPpCUrCICHHBIX B pa3aciic 6.1.

4.4. OcoOble ykazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

Cnenyer u3zberaTtb OJHOBPEMEHHOTO NMPHUMEHEHHUS 3BEPOJIUMYyCa C MOIIHBIMU WHTHOUTOpaAMU
uzopepmenta CYP3A4 u/umu P-T'TI u ¢ momaeiMu unaykropamu uzodpepmenta CYP3A4 unu
unaykropamu P-T'TI (cm. paznen 4.5.).

KonTpanenius

Bo BpCMs TCpallluu IpCrapaToM AMCBCpOJ’I U KaK MUHUMYM B TCYCHUC 8 HEACIIb IIOCIIC €€
OKOHYAaHHA CJICAYCT MCII0JIb30BATh HAICKHBIC MCTOABI KOHTPALCIIITNU.

HenHdeKIIMOHHBIN THEBMOHUT

HenndexkunonHplii NHEBMOHMUT ABISETCS  Kiacc-clieUu(UYHBIM  NOOOYHBIM 3 dexTom
IPOU3BOJIHBIX panamMuuuHa. [Ipm HpUMEHEHHMH »3BEpoIMMYyca TaKXe OTMEYalMCh Cllydau
pa3BUTHUSI HEMH(PEKIMOHHOTO MHEBMOHMTA (BKJIIOYas MHTEPCTULIMAIbHYIO OOJIe3Hb JIeTKux). B
psizie ciydaeB HaOJIOJaIUCh TsKelble (hopMbl 3a0051€BaHus (PEIKO CO CMEPTEIbHBIM HCXOJI0M).

Jlnarno3 HeMH()EKIMOHHOTO MHEBMOHHUTA CJIEyeT MPEANOI0KUTh y MallUEHTOB MPU Pa3BUTUU
TaKuX HecHnelu(pUUecKUX NPOSBIEHUI CO CTOPOHBI OPraHOB JbIXaHMs, KaK TUIIOKCHS,
IUIEBPAIBHBIA  BBINIOT, KalleJb WJIA OJBIIIKA, a TakKKe IPpU HCKIIOYEHHH C ITOMOIIBIO
COOTBETCTBYIOLMX JAMArHOCTMUYECKUX HCCIeTOBaHUNA MH(EKIMOHHOH, OIMyXOJIEeBOW U JPYTrux
OpUYMH  Takux nposiBieHud. [lpu  npoBenenun  auddepeHuHanbHOW — THAarHOCTUKU
HEMH(EKIIMOHHOTO TMHEBMOHMTA CJIEAYeT MCKIoYaTh ONMOPTYHUCTHYECKUE HH(EKIHH,
HalpuMep, MHEBMOIIUCTHYIO ITHEBMOHUIO.

[TaruenTa cieayeT MPOMHCTPYKTHPOBATH O HEOOXOJUMOCTH COOOIIATh JieyalleMy Bpady O
ITIOABJICHHUHUN J'IIO6I)IX HOBBIX HJIN YCI/IJ'ICHI/II/I UMCHOIIINUXCA CUMIITOMOB CO CTOpOHBI HBIX&TGHBHOﬁ
CUCTEMBI. Y MAallMEeHTOB, UMEIOIIUX TOJHKO PEHTTEHOJOTUYECKUE MPU3HAKN HEHH(EKITMOHHOTO
ITHCBMOHUTA (HpI/I OTC}’TCTBI/II/I 1501058 l'IpI/I HAJIMYUM MHHHUMAJIBHBIX KIMHUYCCKHU 3HAYUMBIX
CUMITOMOB), BO3MOKHO MPOIOJDKEHUE JICUCHUS IBEPOIUMYCOM O€3 M3MEHEHHUsI JI03bI Ipernapara.
B cnydae ecniu cuMITOMbI THEBMOHUTA BBIPAKEHBI YMEPEHHO, HEOOXOIMMO pacCMOTPETH BOIIPOC
0 BPEMEHHOH MPUOCTAHOBKE TEPAMHH 10 YAyUYIICHHs] COCTOSIHHS. [[71s1 KymupoBaHUS CHMIITOMOB
BO3MOXHO HpHMeHeHI/Ie FJIIOKOKOpTHKOCT@pOI/IJIOB. HequHe npenapaTOM MOXKET 6I)ITI)
BO300HOBJIEHO B 103€ Ha 50 % HIKE UCXOIHOM.
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TCPAIUIO 3BCPOJIUMYCOM CICAYCT IMMPCKPATUTL 1O CHHUIXCHUS CTCIICHU TAKCCTH CUMIITOMOB 10 1
CTENeHU. B 3aBUCUMOCTH OT KJIMHWYECKHX YCJIOBHW IOCIE HM3JICYCHHS MTHEBMOHUTA TEparus
mpernapaToM MOKeT ObITh BO30OHOBIIEHA B 03¢ Ha 50 % HIbKe ucxoaHoi (cM. paznen 4.2.). [pu
MOBTOPHOM Pa3BUTHUH CHMIITOMOB JI0 3 CTENEHH CIIEAYeT pPacCMOTPETh BO3MOXKHOCTh
MPEKPALICHUST Tepamuu 3BEpoMMYycoM. [Ipu pa3BUTHH HEMHPEKIMOHHOTO IHEBMOHUTA 4
CTEIICHU TEPAITUIO TPENapaToM CJIeIyeT MPEKPaTUTh. Takke MOJYy4eHO COOOIICHHE O Pa3BUTUU
MTHEBMOHWTA [IPH IPUEME IBEPOIMMYCA B CHIXKEHHOMU J103¢€.

v IMIallMCHTOB, IMoJIy4aromux C O CIbIO JICUYCHUA HeI/IH(l)eKI_[I/IOHHOFO ITHEBMOHHTA
TIIIOKOKOPTUKOCTCPOUAHBIC MpCraparbl, CICAYECT PACCMOTPETb BO3MOXKXHOCTH MPOBCACHUSA
HpO(i)I/IJ'IaKTI/IKI/I Pa3BUTHUA HHCBMOHHCTHOI;'I ITHEBMOHMHMU.

Hudekumu

[Ipemnapatr AMeBepod 06J1aJaeT UMMYHOCYIIPECCUBHBIMU CBOMCTBAMH U MOXET CIIOCOOCTBOBATH
Pa3BUTHIO y NAIIMEHTOB OaKTepHATbHBIX, TPHOKOBBIX, BUPYCHBIX MJIM MPOTO30MHBIX HH(EKLINH, B
OCOOCHHOCTH BBI3BIBAEMBIX YCJIOBHO TATOT€HHBIMH MHKPOOpraHHU3MamHu. Y TaIHeHTOB,
NPUHUMABIIUX 5BEPOIMMYC, OBUIM ONMHCAaHBl MECTHBIE W CHCTEMHBbIC HH(EKINH, BKIIOYAs
MTHEBMOHMIO, JIpyrue OakTepualibHble HHPEKIUHU, IPUOKOBbIe MH(EKINH, TAKUE KaK acTiepruiiies
WIM KaHJ1/103, THEBMOLMCTHYIO IMHEBMOHUIO M BHUPYCHblE MH(EKLIMH, BKJIHOYass 000CTpeHHE
BUpycHOro renaruta B. Hekoropble u3 3Tux MHQpEKui ObLIN TSHKENBIMU (C pa3BUTHEM CEIICHCa
[BKJIIOUAs CENTHUYECKUH IIOK]|, ABIXaT€IbHOW WM IEYEHOYHOM HEJOCTaTOYHOCTH) M HMHOIJa
MIPUBOJIMIIN K JIETATBHOMY MCXONy Y JIeTel u B3pocibiX. [lanuenta cienyer npouHpopMupoBaTh
O TIOBBIIIGHHOM pPHCKE pPa3BUTHA WHPEKIUA TpH MPUMEHEHHH JBEpOJIMMyca, OBITh
BHUMATEJIbHBIMU K CUMIITOMAaM U MpU3HAKaM MHQPEKUUNA U IPU MX MOSBICHUU CBOEBPEMEHHO
oOpamatbesi K Bpady. Y MAlMEHTOB ¢ MHPEKIMOHHBIMU 3200JCBAHUSIMHU TEpea MPUMEHEHUEM
3BEpOJIMMYCa CJEAYeT NpPOBECTH Haajexailee JjedyeHue. [Ipu noaTBepKaeHUM AMarHosa
UHQEKIIMOHHOTO MMOPAXECHUS CIIeTyeT He3aMeNIMTEIbHO HAa4aTh COOTBETCTBYIOIIYIO TEPANHIO U
PaccMOTPETh BOIIPOC O BPEMEHHOM IIPUOCTAHOBIICHUH WX MOJIHOM OTMEHE TE€paruu penapaToMm.

B cnywyae pa3BuTHS WHBa3WBHOW CHCTEMHOW TPHOKOBOW HMH(MEKIUU TEpPaAIHI0 IBEPOIMMYCOM
clieflyeT OTMEHUTh M IPOBECTU COOTBETCTBYIOLIYIO TPOTUBOTPUOKOBYIO TEPAIHIO.

Y nanueHToB, IMONYYarOIMX TEpPamui HBEPOJMMYCOM, OIMCAHBI ClIydaud pa3BUTHUSA
ITHEBMOLIMCTHOM ITHEBMOHUHU, HEKOTOPBIE C JIETAIBHBIM MCXO0A0M. Pa3BUTHE ITHEBMOLMCTHOU
ITHEBMOHHUM MOYET OBITh CBSI3aHO C OJJHOBPEMEHHBIM MPHUMEHEHUEM TIIFOKOKOPTHKOCTEPOUIOB
WUIM JPYTHX HWMMYHOCYIIPECCUBHBIX IIpemaparoB. B ciaydae OJHOBPEMEHHOIO JIEYCHUS
TIFOKOKOPTUKOCTEPOUIAMHA WIM JIPYTHMH NpPENapaTaMy, YTHETAIOIIMMU MMMYHHYIO CHCTEMY,
clleflyeT pPacCMOTPETh BO3MOXKHOCTh MPOBEAEHUS NPOQPHIAKTUKU Pa3BUTHUSA IHEBMOLIMCTHON
ITHEBMOHHH.

PeaKHI/II/I TUIIECPYYBCTBUTCIIbHOCTHU

Peakiun TrunepyyBCTBUTENBHOCTH MpU TNPUMEHEHUHM HBEpojMMyca BKIIOYaIM (HO He
OTPaHUYMBAJIHCH) aHA(QUIAKTHYECKUI MIOK, OJBIIIKY, TIOKPACHEHHE KOXHBIX MOKPOBOB, 00IIb B
IPyJIHON KJIETKE U aHTMOHEBPOTHUYECKHI OTEK (HampuMep, OTEeK JIbIXaTeIbHbIX MyTeH WM s3bIKa
c/6e3 HapyuieHus QYHKIUU ABIXaHUS).

AHTMOHEBPOTHYECCKUI OTEK IIPU OJJTHOBPEMEHHOM IPUMEHECHUH C I/IHPI/I6I/ITODaMI/I AIlD

VYV manueHToB, MOJydYalIINX OJHOBPEMEHHOe JieueHue uHruomtopamu AllD, moxer OBITh
MOBBIIIEH PUCK PA3BUTHUSI aHTMOHEBPOTUYECKOIO OTEKa (HAIpUMEpP, OTEKA JIbIXaTEeNbHbIX MyTeu
WIH s3bIKa ¢/0e3 HapylIeHus PyHKINN AbIXaHUS).

CromaTur
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MOJIOCTH PTa, sABjsieTcss HauOosee yactoit HJIP y mamueHToB, mOTy4aromux 3BEpOIUMYC (CM.
paznen 4.8). CtomaTuT, KaK MPaBHIJIO, Pa3BUBAETCS B IEpBbIE § Hemenb Tepanuud. B ciydae
BO3HUKHOBEHHUSI CTOMATUTa PEKOMEHIyeTCsl pUMEHEHnEe MecTHOM Tepanuu. Cienayer nzberathb
MPUMEHEHHUS CPEJICTB, COICPIKAIIUX CIUPT, IEPEKUCh BOJIOPOAa, Ko, yabpel (TUMbSIH), TaK KaK
OHH MOTYT YCYI'yOUTh coctosiHue (cm. pasnen 4.2.). He cnenyer nmpuMeHs T TPOTUBOTPUOKOBBIC
CpEeICTBA, €CIIU HaJM4YKe rpUOKOBOI MH(EKINHN HE MOITBEPKICHO.

B wuccnenoBanuyu y Man@eHTOK B MOCTMEHONAY3€ C PaKOM MOJIOYHOM >Kele3bl MPUMCHEHHE B
Ka4eCcTBE CPEICTBA Ui TOJOCKAHHS IMOJOCTH PTa TIIFOKOKOPTHKOCTEPOHMIHOTO pPacTBOpa, HE
COJepIKAIETr0 CIHUPTA, B TEYCHUE MEPBBIX § HENENb TEPaluu SBEPOJIMMYCOM B KOMOWHAIMH C
9KCEMECTAHOM MO3BOJIMIIO TOCTUTHYTh KIMHHYECKH 3HAYUMOTO CHIDKEHHS YaCTOTHI M TSHKECTH
cromaTuTa (cMm. pasaen 4.8.).

IloyeyHas HEJOCTATOYHOCTh

[Tpu nmpuMeHeHNH 3BepoIMMYyca ObLITH OTMEUEHBI CIIydau Pa3BUTHSA MOYEYHON HEJOCTATOYHOCTU
(BKJIIOYAsl OCTPYIO TIOYEYHYIO HEJOCTaTOYHOCTh), HEKOTOPhIE C JIETaJbHBIM HCXOJOM.
Heo0xonnMo KOHTpOIMpOBaTh (PYHKIMIO IOYEK BO BpPEMsI TEPANMU IPENapaToM, OCOOEHHO Y
MAIMEHTOB C JAOMOJHUTEIBHBIMU (paKkTOpaMu pucka (cM. pasaen 4.8.).

JlabopaTopHbIe UCCIEI0BAHNS U KOHTPOJIb

DyHKYusa novexk

[Ipy npuMeHeHUM »HBepoiMMyca OBUIM OTMEYEHbl CiIy4ad T[OBBIIIEHHUS KOHLIEHTPALUU
KpeaTHHHHA B CBIBOPOTKE KPOBU (OOBIYHO JIETKOM CTENEHM) U poTeunypuu (cM. paznen 4.8.). o
Hayaja JICYEHHs 3BEPOJIMMYCOM U NEPUOAMYECKH BO BPEMsI TE€palUM CIEAYET KOHTPOJIUPOBATH
GYHKIMIO TOYeK, BKJIIOYas H3MEpPEHHE KOHIIGHTPAlMM MOYEBHUHBI B CBHIBOPOTKE KpOBH,
KOHIEHTpaluu OejKa B MOue WJIM KOHUEHTPAllUU KPEaTHHHHA B CHIBOPOTKE KPOBH, POBOJIUTH
KJIMHUYECKUI aHaJIW3 KPOBU M ONPEIEIIATh KOHIEHTPALUIO 3BeposinMyca y nanueHToB ¢ COT'A.

Inoxo3a kposu

[Tpu npuMeHeHuH 3BepoauMyca ObUIM OTMEUEHBI cly4yau TurneprimkeMun (cM. paszaen 4.8.). [o
Hayaja JeUYEHHUs 3BEPOIMMYCOM U MEPUOANYECKH BO BPEMsI TEpAIUU CIEAYeT KOHTPOJIUPOBAThH
KOHIEHTPALUIO TJIIOKO3bI B CBIBOPOTKE KPOBHM HAaTOLIAK. boJiee yacThlil KOHTPOJIb PEKOMEHAYETCS
IPOBOAMTH y MAlMEHTOB, OJIHOBPEMEHHO IMOJYYalolIUX JApPYrue Mpenaparhl, TPOBOLUPYIOILINE
runepriavkemMuto. CreayeT ooecreunTsb aJileKBaTHbII KOHTPOJIb KOHLIEHTPALMH TITFOKO3bI KPOBH J10
Hayaja JICYeHHsI SBEPOTUMYCOM.

Jlunuowl kposu

[Tpu mpuMeHeHUH 3BepoIrMyca ObUIM OTMEUYEHBI Cilydyau aucaunuiaemMun (cMm. pasaen 4.8.). o
Hayasa JICYeHUs BEPOIMMYCOM U MEPUOJUYECKU BO BpEMsl TEpaIlUH CIelyeT KOHTPOJIMPOBAThH
KOHIICHTPAIIMIO XOJECTEpUHA W TPHUIIIMIEPUIOB B IUIa3Me KpoBH. lIpum OTKIIOHEHWHW ITaHHBIX
nokasaresei 0T HOpMbl PEKOMEHyeTCsl IPUMEHATh COOTBETCTBYIOIINE CPEJCTBA TEPAITUH.

T'emamonocuueckue Hapyuerus

[Ipy mnpuMeHeHWH »HBepojMMyca OBLTM OTMEUEHBI CIIydald CHIDKEHHUS KOHIEHTpAaluu
reMoro0nHa, KOJWYEeCTBa JIMMQOIIUTOB, TPOMOOIIUTOB W HelTpodmioB (cm. paszmen 4.8.).
HeobxonuMo mpoBOIUTH pa3BepHYTHIM aHAIM3 KPOBU /10 Hayaia Tepanud W MEPHOJUYECKH B
TEYEHHUE BCEro Kypca JICUeHHsI.

Hapymienus d)VHKHI/II/I OCYCHU

KonrenTparus sBeporMyca ObUTa BITIE Y MAIIMCHTOB C HApyIIeHHeM (QYHKITUHU TICUCHH JICTKON
(xmacc A no knaccuduxarnuu Yaiina-Isto), cpenneit (knacc B o xinaccuduxarmu Yaina-I1sto0)
u Tsoxenoi (kimace C mo knaccudukanuu Yaitna-I1e10) creneneit (cMm. pazaen 5).
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¢bynkuuu neyenu Tsoxenoi crenenu (knacc C no knaccudukanmuu Yaitna-I1s10), 3a uckimoyeHneM
ClIy4aeB, KOT/ia OXKuaeMast 1oJib3a MPEBBIIIAeT BO3MOXKHBIN PHUCK (cM. pazaen 4.2. u 5.2.).

[Ipenapar AMeBepos1 HE peKOMEHI0BaH JIs JJeueHus nanueHToB < 18 et ¢ COI'A u HapylieHueM
¢dbyakuum neuenu kiacca A, B, C no knaccudukanun Yaitna-ITero (oM. paznen 4.2. u 5.2.).

Baknmnaims

Cnenyer wu3beraTb MPUMEHEHMs] IJKUBBIX BaKIMH M TECHOIO KOHTAaKTa C JIMLAMH,
BaKI[MHUPOBAaHHBIMH JKMBBIMHU BakLIMHAMH (CcM. pazaen 4.5.). B ciyyae npuMmeHeHus: mpenapara
AMeBepos y maiueHToB muiajmie 18 yer cieqyer mpoBeCTH BCE PEKOMEHJIO0BAHHBIE MECTHBIM
KaJIeHJIJapeM MPUBUBOK MPOTUBOBUPYCHBIC BaKI[UHAIUU.

3akuBJIeHHE paH

Hapymenue nporecca 3aKUBJIEHUS paH ABJISIETCS Kiacc-3((eKTOM MPOU3BOJHBIX paraMHIIMHA,
BKJItoUasi sBepoiumyc. HeoOxonumMo coGumroaate OCTOPOKHOCTh NMPU NPUMEHEHUH Ipernapara
AMeBepoJ1 B IEpUONEPALMOHHOM IIEPUOJIE.

Ocl0oXHEHHUS JIVUEBOH Tepalnuu

Co001manoch 0 TSHKEITBIX PEaKIHIX Ha JIyYeBYIO TEPAIUIO (BKIIFOYAst Ty4eBOH 330(aruT, Ty4eBoi
ITHEBMOHUT U JIy4eBOE TIOPaKEHUE KOXKHU ), IPU IIPUMEHEHNH 3BEPOJIUMYCa BO BPEMs WJIM BCKOPE
1OCJI€ TIPOBEICHHS JIydeBOW Tepanuu. HeoOXommMo MposBISTH OCTOPOXKHOCTH y JTaHHON
KaTerOpPHUU TTALUeHTOB.

CooOwiaioch 0 MECTHOM BOCHAJIUTENbHON peakluu B paHee 00JIy4eHHON 00JIaCTH y MallMEeHTOB,
NPUHUMABIIUX 3BEPOIIMMYC MTOCTIE MPEALISCTBYIONIEH JIy4eBOM Teparuu.

BcnomorarenbHbIe BENIECTBA

JIaHHBIN JIEKapCTBEHHBIN Iperapar He CIeayeT IPUHUMATD ITAIIMEHTAM C PEIKO BCTPEUYAOIIEeUCs
HACJIEACTBEHHONW HENEPEHOCUMOCTBIO T'aJaKTO3bl, JJAKTO3HOM HEJOCTaTOYHOCTBIO MIIH TIIFOKO30-
raJlakTO3HOHN MajibabcopOLUen.

4.5. B3amMmopeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMHM MpenapartaMu W Jpyrue BH/bI
B3aUMO/1eCTBUA

OBeponumyc sBisercs cyocrpatom uzodepmenta CYP3A4, a Takke cyOCTpaTtoM B yMEPEHHO
akTuBHBIM  uHrHOUTOpoM P-I'TI  (P-I'Tl-Hacoca), oOecnednBarOmero BHIBOJL MHOTHX
JIEKapCTBEHHBIX COCIMHEHUN U3 KJIETOK, B CBSI3M C YEM BEUIECTBA, KOTOPBIE B3aUMOJEHCTBYIOT C
uzopepmerntom CYP3A4 w/unu P-I'TI, MoryT BAHATH HA BCACHIBAHUE U MOCIIEIYIOIIEE BBIBEICHNE
ABEpPOIUMYCA.

In vitro sBeposMyc MpOSBIIsIET CBOWCTBAa KOHKYpEHTHOTO nHrHbOuTopa usopepmenra CYP3A4 u
cMelaHHoro uHruouropa nzopepmenta CYP2D6.

.HeKapCTBeHHBIe cpeacTBa (.HC), KOTOPBIC MOTYT U3MCHATH KOHICHTPAL[UIO 5BEPOJIMMYCA B KPOBHU:

JIC HN3meHeHue AUC u | Pexomenpanuu no
MaKCHMAJIbHO# O/IHOBPEMEHHOMY NMPUMEHEHH IO
koHueHTpaMH (Crmax)
Mowmnvie uneubumopvr CYP3A4/P-I'T1

Kerokonazon AUC nossimanacs B 15,3 pa3 OnHOBpEMEHHOE TPHUMEHEHUE C
Crax moBBITIIaNack B 4,1 pas MpemnapaTom AwmeBepon HE
PEKOMEH I0BAHO.
Hrtpaxonasosn O/HOBpEMEHHOE TPUMEHEHHUE
ITozakonazon HE U3Y4EeHO, OXKHJAeTCS
Bopuxonazon
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Knapurpomurua KOHIIEHTPAIIUH SBEPOIIMYCa.
Hedazonon
Puronasup
ATazaHaBup
CakBHUHABHP
HapyHaBup
WNupunaBup
HendbwunaBup
Uneubumoper CYP3A4/P-I'll c ymepenHou akmusHoCmvio
OPpUTPOMHIIHH AUC nosrimanach B 4,4 pas Crnenyet coOTI01aTh
Crax oBbIIIanacs B 2,0 pasa OCTOPOXXHOCTh, B CIydae eclin
Nmatnan® AUC nospimanachk B 3,7 pas HEBO3MOXHO n30€exKaTh
Crax OBBIIIIANIACH B 2,2 pa3a COBMECTHOT'O NpUMEHEHUA
Bepamammn AUC mnossImanacs B 3,5 pa3 Hnpenapara Awmesepor u
Chmax TIOBBIIIANACH B 2,3 pa3 YMCPCHHBIX MHTHOHTOPOB
Luknocnopun AUC nossimanach B 2,7 pa3 CYP3A4 wm P-TTL (cM. pasnen
Crnax TIOBBIIANACH B 1,8 pas 4.2., Oomnospemennas mepanus
dnykoHaz01 OHOBPEMEHHOE TPHMEHeHHe | 2 ob ¢HHbIMU UHZUOUMOPaMU
He — O3KUIAETCS usogpepmenma CYP3A4 umu P-
Jluntuazem MOBBIIIICHHE KOHIleHTpawuy | < HKONpomeuna (P-rmm).
IBEPOTUMYCA.
Hponenapon OnHOBpEMEHHOE TPUMEHEHHUE
HE M3YYEHO, OKHJACTCS
MTOBBIIIICHHE KOHIICHTpAIHH
IBEPOUMYCA.
AMIpeHaBup OpnHOBpeMEHHOE TpUMEHEHHE
docammpeHaBUp HE M3YYEHO, OKHJAETCS
MOBBIIIICHHE KOHIIGHTpAIUN
IBEPOJIUMYCA.
I'peiindpyr, rTpeiindpyrossiii | OqHOBpeMeHHOe TpuMeHeHHe | OJHOBPEMEHHOTO NPUMEHEHHS C
COK, TUTOZBI KapaMOOJTBI | He M3YYEeHO, OXKHJaeTcs | mpermapaTtoM AMEBepoNl CleayeT
(Tpormueckoi 3BE3/Ibl), | MOBEIIICHHE KOHIICHTpaIuy | n30erars.
TOPBKHMH amrenbCcuH W JpYyTHe | DBEpOJIMMYcCa.
MPOJYKTHI,  BIUSIOIIAE  HA

aKTHBHOCTH ItuTOXpoma P450 u
P-T'TI.

Mownvie unoykmopwr CYP3A4

Pudammumima

AUC ymenpmanacs Ha 63 %
Crax yMeHbIasiach Ha 58 %

ORHOBPEMEHHOTO NPUMEHEHHS C
npenapaToM AMeBEpoll Clelyer

I'mroKOKOPTHKOCTEPOUTBI OnHOBpEMEHHOE TPUMEHEHHE usberatb. Ilpun  HeobxomumocTn
(mampumep, TeKcaMeTa30H, HE H3Yy4eHO, oxpgaercst | OAHOBPEMCHHOTO IPUMCHCHUA
MIPETHU30JIOH) YMEHBIICHUE  KOHICHTpanuu | CICAYCT YBCJIMYUTD A03y
3BEPOINMYCa. mperapara AMEBepOJI. (CM. pasacit
Kapbamazenun OnHoBpemenHoe mnpumenenue | 4.2., IIpumenenue o0OHospemenHO
denobapouTan HE H3YYEeHO, oKUmaeTcs | ¢ MOWHBIMU  UHOYKMOPAMU
DeHUTONH YMEHBILICHUE  KOHLEHTPaLUH usopepmenma CYP3A4)
DBEpPOIUMYCa.
Odasupen3 OpHOBpeMEHHOE TIPUMEHEHHE
HeBupanun HEe HA3yYEHO, 0XXKHUJAaeTCsT
YMEHBUICHUE  KOHUEHTPALUU
DBEpPOIUMYCa.
3Bepo00i HPObIPSBICHHBII OnnoBpemerHoe mnpuMeHeHne | OTHOBpEMEHHOEC TPHUMEHEHHE C
HE H3Y4YECHO, 0XKUJAETCA | IIpenapaTom AwmeBepon HE
3HAYUTEIBHOE YMEHBIIIEHUE | PEKOMEHIOBAHO

KOHIIEHTPAIIUH dBEPOIIIMYCa.
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COINYTCTBYVIOIIEN TEpAITUU

VY 310pOBBIX JOOPOBOJIBLIEB NIPU OJTHOBPEMEHHOM MPUMEHEHUH IBEPOIMMYCa C aTOPBACTATUHOM
(cyocrpat m3odpepmenta CYP3A4) unu npaBactaTuHOM (HE SIBIsIETCS CyOcTpaToM n3odepmeHTa
CYP3A4) xiiuarYecK 3Ha4MMOT0 (hapMaKOKHHETHIECKOTO B3aMMOJICHCTBHS HE OTMEUYAIOCh.

[Tpu monmynsuoHHOM (HhapMaKOKHHETHYECKOM aHAJIM3€ HE OBLIO BBISBICHO TAaKXKE BIUSHUS
cuMBactatuHa (cyocrpar nzodepmernta CYP3A4) Ha KIMpEHC IBEpOIMMYCa.

In vitro sBeposMMyc KOHKYPEHTHO HHIHOHpOBa MeTabonu3M cyocrpara uzopepmenta CYP3 A4
— HMKJIOCTIOPWHA W SIBIISJICS CMEIIaHHBIM MHruOuTOpoM cybctpata mzodepmenta CYP2D6 —
nekcTpoMeTopdana B paBHOBECHOM cocTossHUU. Cpennsist paBHOBecHas! Cmax 3BEPOIMMYCa MPH
npueMe mpernaparta BHyTpb B 03¢ 10 mr B aeHs wiu 70 Mr B Heeno 6onee yem B 12-36 pa3 Hibke
3naueHuit Ki aBeponmyca o HHruOupyromemy aeicTButo in Vitro va uzopepmentst CYP3A4 u
CYP2D6. B cBsi3u ¢ BbIlIECKa3aHHBIM BIMSHUE 3BEPOIMMYca iN ViVO Ha MeTaboJIn3M CyOCTpaToB
uzopepmerToB CYP3A4 u CYP2D6 manoBeposiTHO.

OMHOBpEMEHHOE TPUMEHEHHE SBEPOJIMMYyCa W MHUJa30jamMa MPUBOJUT K yBETHUYECHUIO Cmax
muazonama Ha 25 % u yBenuuenuto AUC(o-inf) Mugazonama Ha 30 %, npu 3ToM MeTabOoIHMIECKOe
otHomeHre AUC (1-ruapokcrumuga3osiaMm/Mu1a30j1aM) U TIEPUO/T TTOTYBBIBEICHHS MHUa301aMa
HE H3MEHSIOTCSA. JTO CBUACTCIILCTBYET O TOM, YTO IIOBBIMICHHASA S3KCIO3HMIHWA MHUAA30JIaMa
SBIISICTCS clieAicTBUEM 3((EeKTOB 3BepoMMyca B KETyJOYHO-KUIIICYHOM TPaKTE, MPU TpUEME
YKa3aHHBIX IIPCIapaToB B OAHO U TO KC BPCMA. Taxum 06pa30M, 9BCPOJIMMYC MOXKET BJIUATH HaA
OMOIOCTYITHOCTh OJJHOBPEMEHHO NMpPUHHMAaeMbIX BHYTpb JIC, KOTOpBIC SIBISIOTCS CyOCTpaTaMu
nzopepmerra CYP3A4. ManoBeposTHO, 94TO 3BEPOIMMYC U3MEHSET dKcrmo3unmio apyrux JIC,
seisitoruxcsi cyocrparamu CYP3A4, BBOAMMBIX HE BHYTPb, a JPYTUMHU IYTSAMH, Halpumep,
BHYTPUBCHHO, ITIOAKOKHO U TPAaHCACPMAJIbHO.

[Ipy onHOBpeMEHHOM NPUMEHEHHH C H3BepolumycoM oTmeueHo 10 %-oe yBenuueHue
KOHIICHTPAllMM B IUIa3M€ KpPOBH TMPOTHBOANUJICTITHYECKAX JIEKAPCTBEHHBIX CpPEACTB —
kapOamaszenuHa, kiobazama M ero merabosnurta, N-Ie3MeTwikiaoOa3ama, Iepe] IpUeMoM
ouepenHoi 036l [laHHOE sIBJICHWE MOXKET OBITh KIMHWYECKH HE3HAUYMMBIM, OJHAKO, CIEIYeT
IPUHATH BO BHUMaHHE BO3MOKHOCTh KOPPEKLMHU 103bl MpoTuBodnuientuyeckux JIC ¢ y3kum
TEpaneBTHYECKUM HHJIEKCOM, HalpuMep, kapbamazenuna. [Ipu oqHOBpeMEHHOM NpPUMEHEHHU
HBEPOJUMYC HE BJIMSJ HAa KOHIEHTPALMIO B IIa3Me KpOBHM MpoTuBodnmientuyeckux JIC,
apnsomuxcst cyocrparamu uzogpepmenta CYP3A4 (xnonazenama, nuaszenama, ¢enbamara u
30HUCAMU/Ia), Iepes MPUEMOM O4YepeIHOM uX 103bl. Takke HE OTMEUEHO BIUSHUS 3BEPOIUMYCa
Ha KOHIIEHTPAIMIO B TUIa3Me KPOBU Jpyrux nportuBodmmientrudeckux JIC, B T.4. BaIbIpoeBOi
KHCJIOTHI, TOMUpamara, okckapOasenuHa, ¢peHobapOuTana, (EeHUTOMHA U NMUPUMUIOHA, Tepes
IIPUEMOM OUYEPETHON UX JI03BI.

OnHOBpeMEHHOE TPUMEHEHHE IBEPOIMMYCA U IKCEMECTAHA MPUBOAUT K YBEIHUEHUIO Cmin U Coq
HOCJIEeIHEr0 cOoOTBETCTBEHHO HAa 45 % u 71 %. Tem He MeHee, COOTBETCTBYIOLIME YPOBHU
ACTpanojia B paBHOBECHOM COCTOSTHUM (4 HEAENH) He OTVIMYAJIKNCh B JIBYX IpyMIax Tepanuu. ¥
NAlUMEHTOK B IMOCTMEHOIay3€ C TOPMOHO3aBUCUMBIM PACIPOCTPAHEHHBIM PaKOM MOJIOUYHOM
JKeJe3bl, MOJIOKUTEIBHBIM 110 TOPMOHAJIBHBIM pEIEeNTopaM, MOTY4aBIIMX COOTBETCTBYIOIIYIO
KOMOMHAIINIO, HEe HaOJI0JaJI0Ch YBETMYEHUS YaCTOThI Pa3BUTHS OOOUHBIX 3P (HEKTOB.

BnusHue naHHOTO yBENWYEHHUS KOHLEHTpAIMM »JKceMecTaHa Ha ero 3(pQEeKTUBHOCTh U
0€30MacHOCTh MaJIOBEPOSITHO.

OnHOBpEMEHHOE NPHUMEHEHHUE D3BEpPOJIMMYCAa U OKTPEOTHIA IPOJOHTMPOBAHHOIO JEHCTBUS
OPUBOANUT K yBEIWYEHUIO Cmin OKTPEOTHAA, OKAa3bIBAIOIEE HE3HAYUTEIBHOE BIMSHUE Ha
KJIMHUYECKHH 2P PeKT aBepoumMyca y NallMeHTOB ¢ METacTa3uPYIOIMMU HEHPOIHIOKPUHHBIMU
OIIyXOJISIMHU.
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(NOCNEOQBATENLHOCT 0004)

BaknuHaims

MMMmyHOAEeTIpeccaHThl MOTYT OKa3bIBaTh BIHMSIHHE Ha OTBET MPH BaKIMHALWU; HA (DOHE JICUCHUS
npernapaToM AMEBEpOJI BaKIMHAIUS MOXKET ObIThb MeHee 3(dextuBHOM. Cremyer uzderath
MPUMEHEHHUS >KUBBIX BAaKUMH W TECHOTO KOHTAKTa C JIMIAMH, BAaKIIMHUPOBAHHBIMH >KHUBBIMU
BaKI[MHAMH.

4.6. DepTUIBLHOCTD, 0€PEMEHHOCTD U JTAKTALHSA

>K€HH_[I/IHLI C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTDaL[eHI_II/ISI Y MYKYUH U )KGHH_[I/IH)

[TarueHTOK ¢ COXpaHEHHBIM PEMPOAYKTUBHBIM MOTEHIIUAJIOM ClIeAyeT MPOUH(YOPMHUPOBATH, YTO
B HUCCIIEIOBAaHMUAX Y >KMBOTHBIX OBUIO BBISBICHO HEOJIArONpPUATHOE BIMSHUE 3BEPOJIMMYyCa Ha
pa3BuBaroluiics miuoa. IlanuenTkam ¢ COXpaHEHHBIM PENPOIYKTUBHBIM OTEHIMATIOM, BEYILIUM
AKTUBHYIO TIOJIOBYIO JKHU3HB, HEOOXOIMMO NMPHUMEHSATh HAJEKHBIE CIIOCOOBI KOHTpauenuu (pu
NPaBUJIBHOM M JUIMTEILHOM MPUMEHEHMHM KOTOPBIX YacTOTa HACTYIJICHUS OepeMEeHHOCTH
cocraBisieT <1 %) Bo Bpems Tepanuu NpenapaToM U MUHMMYM B T€UEHHE 8 HEJENb IOCIE €€
3aBepuieHus. [lanpeHTamM MyKCKOro 1moJjla, NPUHUMAIOLIMM 3BEPOJIMMYC, HE CleayeT
OTKa3bIBaThCS OT MOIBITOK 3a4aTHsl.

bepeMeHHOCTH

Ceoonas xapaxmepucmuka puckos

Her JaHHBIX O IIPUMCHCHHH IIpCIIapara AMCBCpOJ'I y 6epeMeHHHX KCHIIIMH. B HCCJIICAOBAHUAX Y
JKMBOTHBIX BBIABJICHA PCIIPOAYKTHBHAA TOKCUYHOCTDL, BKIIIOYaA 3M6pI/IO- 41 ¢)€TOTOKCI/I‘-IHOCTI).
HOTGHI_II/IaJ'IBHHﬁ PHUCK IJIs YCJIOBCKA HE U3BCCTCH.

[Tpenapatr AmeBepos1 He PEKOMEHJ0BaH K IPUMEHEHHIO BO BpeMsi OEpEMEHHOCTH.
Hccneodosanus y socugommuix

[Tpu nprMeHeHnN BEpOTUMYCa BHYTPb Y CaMOK KpbIC B 103¢e > 0,1 mr/kr (mpubnmsurensao 4 %
or cyrouHoii AUC y mnanmueHTOB, NpUHUMAIOMIMX IMpermapaT B no3e 10 mr/cyr) wactora
NPEUMIUIAHTALIMOHHBIX ~ MOTEPh  YBEIMYMBAJIACH. OBEpoIMMyC  MpPOXOIUT  Yepes
reMaToIjIalleHTapHbli 0apbep M OKa3bIBa€T TOKCHYECKOE [EeHCTBHE Ha OIJIOJOTBOPEHHYIO
AWLEKIIETKY. Y KpbIC 3BEPOJIMMYC MPOSBISUT 3MOpPHUO- M (PETOTOKCUYHOCTh MPU CUCTEMHOMN
DKCIO3UIUN HWIKE TEpaleBTUYECKOH, YTO NPHUBOJWIO K YBEIMYEHHUIO CMEPTHOCTH HWIIHU
YMEHBILIEHUIO Macchl Tena IuioAa. YacTora BO3HMKHOBEHHUS BapUAaHTOB Pa3BUTHUS CKeJeTa U
CKEJIETHBIX Maib(popMaluili (Hampumep, pacliesiiHa TPYAHOM KIETKH) yBEIMYUBAIACh MpPHU
npuMeHeHun jsBeponumyca B no3ax 0,3 u 0,9 mr/kr. YV KpoiukoB 3MOPHOTOKCUYHOCTH
HPOSIBIISIIACHh YBEJIIMYEHUEM YacTOThI MO3/IHEH pe30pOIHH MI0Aa MPU PUMEHEHUH 3BEPOIUMYCa
B 03¢ 0,8 mr/kr (9,6 mr/m?), uto npubIM3UTENHHO B 1,6 pa3 BbImie 10361 10 Mr U1t B3pOCIIbIX IPU
npuMeHeHnn 1o nokaszanuto COI'A u B 1,3 pa3 Bblie cpenHeit 10361, npumensemon npu TC u
pedpakTepHOI SNWIENICHUHU, PACCUUTAHHOM IO IJIOLIAN MOBEPXHOCTHU Tena. He ObLI0 BBISBIEHO
NOOOYHBIX JeMCTBUI Ha SMOPUOH U IO IIPU MPUMEHEHUH 3BEPOIMMYCa y CaMIIOB KpbIC.

Hccneoosanus y uenoeexka

Ornucansbl ciiydau BO3AECMCTBHS HBEPOIMMYCa Ha IUIOJ BO BpeMs OEpEMEHHOCTH B pe3ylibTaTe
npreMa Mpenapara Kak MaTepbio, TaKk U OTIOM (O€peMEHHOCTh y JKCHIIUHBI, SBIISBIIEHCS
MapTHEPOM TAlMEHTa, MTPUHUMAaBIIEro 3Beposumyc). CoollieHnid 0 BOSHUKHOBEHUH TTOPOKOB
pa3BUTHUS TUIOAA HE 3apPETUCTPUPOBAHO. B HEKOTOPHIX Ciydasx OepeMEeHHOCTh MpoTekana Oe3
OCJIO’)KHEHUH M 3aKOHYMJIACh POJIaMU 3/J0POBBIM IUIOAOM 0e3 KaKoi-1100 MaToJOTHH.

JlakTanus

Ceo0Has xapakxmepucmuka puckos
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 29.12.2025 N= 312540
He u3BecTHO NMpPOHMKAET JIU 3BEPOJIMMYC B TPYIHOE MbOKo' Hehiaeika. Eayadds -ll;c_)'?,:zll;éllflléllBI/Iﬂ

3BEpOIUMYca Ha peOeHKa B IEPUO/I TPYJHOIO BCKAPMIIMBAHUS Y YeJIOBEKa HE 3apETrUCTPUPOBAHO.
B uccrnenoBaHusX y >KMBOTHBIX 3BEPOIUMYC U/WIIHA €0 METaOOIUTHI JIETKO U OBICTPO MPOHUKAIU
B MOJIOKO KpBIC B KOHLIEHTpALlMHU, B 3,5 pa3a NpeBOCXOAsIIENH KOHLIEHTPALUIO B IJIa3M€ KPOBU
MaTepHu.

JKeHmpHaM, n0JIy4arouM 3BEPOIMMYC, HE PEKOMEHI0BAHO KOPMUTH I'PYBIO BO BPEMsI Tepaluu
U B TCUEHUE 2-X HEJEJIb 110CIIE IPUEMA NIOCIEAHEN JO3BI.

DdepTUabHOCTD

Hccneoosanus Y IACUBONHBLX

B wuccnenoBaHusiX y OKHBOTHBIX (EPTHIBHOCTH CaMOK HE M3MEHsUIAach, OJHAKO ObUIH
3apeTUCTPUPOBAHBI CIy4Yad NPEUMIUIAHTAIIMOHHBIX TOTEPh. Y CaMIIOB KpPBIC HAOIIOJAINCh
MOp(OJIOTHUECKUE U3MEHEHUS B IMUKaX MPH IPUMEHEHUH BeposiuMyca B 1o3e 0,5 MI/KT U BbILIE,
a TaK)Ke CHI)KCHUE TOJBIKHOCTU U YMEHBIIICHHE KOJMYECTBA CIIEPMATO30UI0OB U aKTUBHOCTH
TECTOCTEPOHA MpPH MPUMEHEHHH JO03bl S5 MI/KI, YTO COOTBETCTBYET TEpPaNeBTHUECKON
KoHIeHTpanuu (52 Hr*uy/min u 414 Hr*4/mMin COOTBETCTBEHHO B CPAaBHEHHH C TE€pPaNeBTUYECKON
KOHIIeHTpanuei 560 Hr*u/mi mpu mpUMEHEHHH Mperapara y dejoBeka B jgo3e 10 mr/cyr) m
NPUBOJIUT K CHUKCHUIO (PEPTHIILHOCTH Yy caMIloB. MIMeroTcsi taHHble 00 00paTUMOCTH TaHHOTO

addekra.

Hccneoosanus y weioeeka

Tepanus npenaparoMm AMeBepo MOKET OTPULIATENBHO CKa3aThCs HA (PEPTHIIBHOCTH y MALIUEHTOB
MY>KCKOT'O U ’KEHCKOTI'O I10JIa.

VYV nanueHTOoK, NPUHUMABIIMX 3BEPOIMMYC, OTMEYAINCh HEPETYJISIPHBIA MEHCTPYAJIbHBIN LUK,
BTOPUYHAS aMEHOpes | HapylieHue OajlaHca JiloTeuHu3upyomero ropmona (JII) wu
dommkynoctumynupyomero ropmona (®CIY). Y manueHTOB MyKCKoro moja Ha (oHe
NPUMEHEHUS HBEpoMMyca oOTMedanoch mnoBbimieHne aktuBHocth DPCIT u JII, cHmkeHue
AKTUBHOCTH TECTOCTEPOHA, a300CTICPMHUSI.

4.7. BausiHue Ha CHOCOOHOCTHb YNPABJATH TPAHCHOPTHBIMHM CPeACTBAMM M PadoTaTth ¢
MeXaHUu3MaMHu

HccnenoBanus BIMsSHUS IpenapaTta AMEBEpO] Ha CIIOCOOHOCTh YNPaBJIATh TPaHCHOPTHBIMU
CpPEICTBAaMU U MEXaHM3MaMH HE IPOBOAMIIMCH. YUUTHIBasi BO3MOXKHOCTb PAa3BUTHSI HEKOTOPBIX
noOOYHBIX peakuuil Ha QoHe mpuema mpenapata AmeBepon (YCTalOCTb, T'OJIOBOKPYKEHHE,
COHJIMBOCTb), AIIMEHTaM cJIelyeT cOOII01aTh OCTOPOKHOCTh IIPU YIIPaBJIEHUU TPAHCTIOPTHBIMU
CpPEICTBAMU U 3aHATUSX JIPYTMMHM TOTEHIMAJIbHO ONAcCHbIMU BHJAMH JI€ATEIbHOCTH,
TpeOYIOLUIMMH MOBBIIIEHHONW KOHIIEHTPAIIMN BHUMAaHUSL.

4.8. HexenaresibHbIEe peakuuu

Pesrome nnpoduiast 0e30macHoOCTH

Pacnpocmpanennvlii u/unu memacmamuyecKuti NOYeYHO-KIeMOYHbll paK, mMemacmamudeckue
HeUpPOIHOOKPUHHbIE ONYXONIU JHCENYOOYHO-KUUEUHO20 MPAKmd, 1e2K020 U MNOO0HCeNYOOUHOU
Jrcenesnl, COpMOHO3ABUCUMDLL PACNPOCMPAHEHHBIU PAK MOJOYHOU Jicee3bl

[Tpu npumenenuu npenapata Haubosee yacteiMu HJIP (wactora > 1/10) siBismucek (o mepe
yOBIBaHMSI YacCTOTHI BCTPEYAEMOCTH): CTOMATHT, KOXHas CbIb, TMOBBIIICHHAS YTOMIISIEMOCTb,
nuapesi, MHQEKIMH, TOITHOTA, CHIDKEHHE alleTHTa, aHeMUs, U3MEHEHHE BOCIPHUSTHS BKYyca,
THEBMOHUT, MNepudepuyeckre OTEKH, THMIEePIIMKeMHs, AaCTeHUs, KOXXHBIA 3yl, yMEHBIIEHUE
Macchl TeJa, THIEPXO0JIeCTepUHEMHS, HOCOBOE KPOBOTEUCHHE, Kalllelh, TOJIOBHAS 0OTIb.
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Hau6Gomnee yacteimu HJIP 3-4 creneHu TsSHKECTH (‘IaCTOf’B,I:E:%%:EE'%TP%)F%%EHE2:'(IJFJF:-(.)II-\I/I%’ITI/IT,

45 3 )

aHEMMUS, TUTIEPTIIUKEMUS, TOBBIIIEHHAS YTOMIIIEMOCTh, MH(QEKIIUU, THEBMOHUT, TUAPEsl, ACTCHUS,
TPOMOOLIUTONICHUS, HEHUTPOIEHUs, OJbIIIKA, JHUM(ONEHUs, MNPOTEUHYpHUs, KPOBOTECUCHHE,
runoocharemMusi, KOXKHAs ChIlb, apTepUANbHAS THIEPTEH3Us, TIOBBIIICHHE AaKTUBHOCTU
acnapratamuHotpaHcepazsl (ACT), mnoBbllIeHHE AaKTUBHOCTU allaHWHAMUHOTpaHc(epasbl
(AJIT), mHEBMOHWMSI M CaXapHBIA quaderT.

Cy631’leH0uMaﬂbel€ CUCAHMOKIIEMOYHbIE ACMPOYUMOMbL, ACCOYUUPOBAHHbLE C I’I’ly6€p03HblM
CKNepo3om, y nayuennioe 6 eospacme cmapuie 3-x nem npu HeB03MOINCHOCMU 6blNOJIHEeHUS
xupypeuqeacoﬁ pesexkyuu onyxoau, aHcUOMuUoaIuUnoma no4YKu, accoyuuposarnHasl ¢ my6€p03HblM
CKN1€epo30M, He mpe5yi0u;aﬂ HeMeOIeHH020 XupypcuuecKkozco emeuiamelbcmeda

[Tpu npumenennn npenapara Haunbosee yacteiMu HJIP (wacrora > 1/10; HJIP nepeunciiens! mo
Mepe YOBIBaHUS YaCTOThI BCTPEYAEMOCTH) SIBIISIIUCH: CTOMATHUT, JIMXOpaJKa, Ha30(apuHTUT,
nuapes, THPEKIUU BepXHUX JbIXaTeIbHBIX MyTEH, pBOTA, Kalllehb, KOXKHAs ChIlb, TOJOBHAS 00JIb,
amMeHopesi, yrpeBas Cblllb, ITHEBMOHHUS, HWH(PEKIUU MOYCBBIBOMSIIUX IYTCH, CHHYCHT,
HEPETyJSIPHBIA MEHCTPYyaJbHbI LUK, (AapUHTUT, YyXYyIUICHHE amleTuTa, MOBBIIICHHA]
YTOMJIIEMOCTb, THIIEPXOJIECTEPUHEMHS U apTepUaIbHAs TUIIEPTCH3US.

Haun6onee ywacteimu HJIP 3—4 crenenu Tsokectu (dacrora > 1/100) sBISIMCH: MTHEBMOHMS,
CTOMATUT, aMeHOpes, HEUTPONEHUs, JHMXOPaaKa, HEPEryJISApHbIH MEHCTPYalbHbIH IUKII,
runodocdaremusi, 1uapesi 1 BOCHAJICHUE OIKOXKHON KUPOBOM KIIETYATKH.

Tabauunoe PE3IOME HEXKENATCIILHBIX PEaKIUM

Pacnpocmpanenusiii u/unu memacmamuueckuti no4e4HO-KIemounslll paxK, MemacmamuyecKue
HEUPOIHOOKPUHHBIE ONYXOJU JHCENYOOUHO-KUUEUHO020 MPAKMA, J1e2K020 U NOOHCeNyO0UHOU
Jrcenesvl, 20pMOHO3ABUCUMDBLUI PACHPOCMPAHEHHBLU PAK MOJIOYHOU Jicele3bl

Huxe npencrasnenst HJIP, Bo3HukaBune npyu npumMeHeHuu npenapara Amesepos (B 1o3e 10 mr
B JIEHb) C YKa3aHUEM YacCTOThl UX BO3ZHUKHOBEHHUS:

oueHb vacto (>1/10);

gacto (>1/100, Ho <1/10);

Heyacto (>1/1 000, no <1/100);

peaxo (>1/10 000, o <1/1 000);

oueHb penko (<1/10 000);

4acTOTa HEU3BEeCTHA (HA OCHOBAHUHU MMEIOLINXCS JAHHBIX OLIEHUTh HEBO3MOXKHO).

HJIP crpynnupoBaHbl B COOTBETCTBHHM € KJIacCHU(pUKaIuel opranoB 1 cucteM opranoB MedDRA,
B IIpEJIENax KaXJA0M TPYIIIbI IEPEYUCICHBI B IOPSIKE YMEHBIIEHUS YaCTOTHI BCTPEYaeMOCTH.

CucreMHO-OpraHHbIi YacToTa HeskenaTenbHble peakuu
KJIace BCTPEYaeMOCTH
WNudexkunn n naBazNm OueHp yacTo Wndexkunn (Bkimouass dYacTto: ITHEBMOHHIO,

WHPEKIMH MOYEBBIBOAALIMX IIyTeH; HEYacTo:
OpOHXHUT, OIOSCHIBAIOIIMIA JIMIIAW, CEICHC,
abcrecc, eIMHUYHBIE cirydan
OMIOPTYHUCTHYECKUX HH(peKuuil (Hampumep,
acmepruwuie3, KaHAuI03, BUPYCHBII renatuT B);
PEIIKO: MHOKAPIUT BUPYCHOM ITHOIIOTHH)

Hapymenus co cropons! | O4eHb 4acTo AHnemus
KpOBH M JMM(paTHYECKON = =
Yacro TpomOouuTonieHus, HEUTPONeH s, JICHKONIeHNS,
CUCTEMBI
M oneHus
Heuacto ITarTIMTOTIEHUS
Penko HcrnHHas sputpouuTapHas arjasusg KOCTHOTO
Mo3ra
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Hapymenns co cropons! | Heuacto
UMMYHHOU CUCTEMBI
Hapymenuss merabonusma | O4eHb 4acTo CHuxenue anmeTuTa, TUIEPIIuKeMus,
Y IUTaHUSA TUIEPXOJIECTEPHHEMUS
Yacrto l'unepTpurnuuepunemus, runodocdaremus,
caxapHbII nuaber, TUIEPIUITHIEMUS,
TUIOKAJIMEMHS], AETUAPATALNS, THTOKAIBLIUEMUS
IIcuxuyeckue Hapymenuss | Hacro becconnnna

Hapymienus co cTOpoOHBI
HEPBHOU CUCTEMBI

OueHb yacTo

H3menenue BOCIIpUATHSA BKYyCa, TOJIOBHAA 00116

Hewacto [ToTeps BKycOBOI1 UyBCTBUTEIBHOCTH
Hapymenus co cropons! | Hacto Orex Bek
opraHa 3peHus
Heuacro KonbroHKTHBUT
Hapymenus co croponsl | Heuacro XpoHHuueckas cepaeyHasi HeIOCTaTOYHOCTb
cepaua
Hapymenus co croponsl | Hacto AprepualibHass  TUNEPTEH3US, KPOBOTCUCHMS
COCYJIOB Pa3TUYHON JTOKATU3aIluH, TAM(PATHIECKUH OTEK
Hewacto «IIpunuBbIY, TPOMOO3 TITYOOKHX BEH
Hapymenus co croponsl | O4ueHb yacTo [lmeBMOHHMT (BKIIOYWash 9YacTO: ITHEBMOHWUT,
IBIXaTEIbHOW ~ CHCTEMBI, HHTEPCTULHATIBHYIO 0one3Hb JIETKUX,
OpraHOB I'PYIHOM KIIETKH U UHQUIBTPALMIO JIETKUX; PEAKO: aJbBEOJISIPHOE
CPeAOCTEHUS JIETOYHOE KpPOBOTEUCHUE, JIETOYHYIO
TOKCHUYHOCTb, aJbBEOJINT), HOCOBOE
KpOBOTEYEHHUE, Kalllelb
Yacro Oppimika
Hewacto KpoBoxapkanbe, 1erounast 3MOOIHs
Penko OcTpblif peciMpaTOpHBIN TUCTPECC-CUHAPOM

Hapymenuss co cTOpoHBI
JKEITYJOUHO-KUIIEUHOT'O
TpakTa

OueHb yacTo

CroMatuT (BKJIIOYAss OYEHb YacTO: CTOMATHT;

4yacTto: adTO3HBIH CTOMATUT, W3bBA3BICHUC
CIIM3UCTON O0OJIOUKM $3bIKA W TIOJOCTH PTa;
HEYaCTO: TJIOCCUT, TJIOCCAITHI0),  Jauapes,
TOIIHOTA

Yacto

PBoTa, cyXocTh CIAM3HCTOW OOOJOYKH TOIOCTH
pta, 00Jb B POTOBOH MMOJIOCTH, 0OJIb B )KHBOTE,
jqucnerncus, aucdarus

Hapymienus co cTopoHBI
KOXH u MOJKOKHBIX
TKaHEN

OueHb yacTo

Ko>xHas chinb, KOXKHBIN 3y

Yacto

CYXOCTL KOXH, NOPaKCHUC HOI'TCBLIX IUIACTHH,
yrpeBas Cblllb, JSpUTEMA, MCIYHICHHUC KOXH,
IIOBBIICHHAsA JIOMKOCTb HOITCBBIX IIIACTHUH,
CUHAPOM J'Ia,[[OHHO-HO)_'[OIHBeHHOf/i
OPUTPOANU3CCTCINHU, AJIONICTIUS

Penxo

AHTHOHEBPOTHYECKHH OTEK
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oA EEEROEATERBHOCTS 0004

Hapymenus co cropons! | Hacto

COOTBETCTBYET ZKCNEPTHOMY OTUETY

MBIIIICYHOM, KOCTHOM ™|
COCIMHUTEIIBHON TKaHU

Hapymenuss co croponsr | Hacto [Iporeunypusi, mouedHasi HeIOCTATOYHOCTh
IMOYEK W MOYCBBIBOSIIHX

yTen Heuacrto VyalieHHOe MOYCHCITYCKAaHHE B JHEBHOE BpEMs
CYTOK, OCTpas MOoYe4Hasi HeIOCTATOYHOCTh
Hapymenus co croponsl | Hacto Heperynspublit MeHCTpyanbHBIN IUKT*
PENPOAYKTUBHOM CHCTEMBI
1 MOJIOYHBIX JKE€JE3 Hegacto AwmeHopest
Obmme  wHapymeHus u | OdeHb yacTo [ToBeIIEeHHAS YTOMJISIEMOCTB, acTeHHU4,
peakIuy B MECTE BBEACHHUSA nepugepruIecKue 0TeKH
Yacrto [loBpIIEHWE TeMIlepaTyphsl Teja, BOCMAJEHHE
CJIM3UCTBIX 000I0UEK
Hewacto Hekapaworennast Oonb B TpyaW, MeIJIEHHOE
3aKUBIICHHUE PaH
JlaboparopHsie u | OyeHs yacTo CHIKEHHE MacChl Tena
MHCTPYMEHTAIbHbBIE
JaHHbIeH

*y manueHTok B Bozpacte oT 10 10 55 net, Hory4JaBIux Teparuio MpernapaToM BO BpeMst KIIMHUIECKUX UCCIIEI0BaHNI
#OTKImOHEHUS Ta0OPaTOPHBIX W MHCTPYMEHTAJIBHBIX IMOKa3aTeNell, oTMedaBmInecs ¢ dactoToi > 1/10 (rpamamus
«odeHb yacToy, HJIP nepeuncriensl o Mepe CHUKEHHUS YaCTOThI BCTPEYaEMOCTH):

eemamono2uyeckue — CHIDKEHHE KOHIEHTPAllMU IeMOIJIoOuHa, JUMQONEHHs, JeHKONEeHHs, TPOMOOLUTONEHHUS,
HEUTpomneHus (WM UX COUeTaHHe — AHIIUTONICHNS);

buoxumuyecKkue — MOBBIIIEHUE KOHIIGHTPALINH TIIFOKO3bI KPOBU HATOLIAK, XOJIECTEPUHA, TPUTIHLIEPUIOB, ITOBBILIICHUE
aktuBHOCcTH ACT, runodocdaremust, nossiieHre aktuBHOCTH AJIT, MOBBIIEHHE KOHIEHTpPAMK KpEaTUHUHA,
THITOKAJMEMHUS, CHIDKCHHE KOHIIEHTPalnH anb0yMuHa.

BonpmmHCTBO OTKIOHEHUH Ta00PaTOPHBIX TOKa3aTeNeil OBLIH JISTKOW U CpeHeH cTereHn TshkecTH. Tspkensie (3—4
CTEICHN) OTKIOHESHUSI BKIFOUAJIH:

2emamono2uyeckue — 09eHb 4acTo — TMM(OIICHNIO, CHIDKCHNE KOHIICHTPAIIMH TeMOTI001Ha; 4acTO — HEUTPOTIEHHIO,
TPOMOOIUTOIICHHIO, JIEHKOTIEHHIO;

buoxumuieckue — 04€Hb 4YacTO — MOBBIIIEHHE KOHIIEHTPAINH TIIIOKO3bl KPOBH HATOIIAK; YacTO — rHnogdochareMuio,
runokanveMuto, nossienune aktuBHoctd ACT, AJIT, a Taxke NOBBIIIEHHE KOHLUEHTPAMKA KPEaTHHUHA, OOLIETo
XOJIECTEepHHA, TPUTTTUIIEPUIOB B CBIBOPOTKE KPOBH, CHIDKCHHE KOHIIEHTPAINH aTbOyMHUHA.

Cy63neH0uMwleble cUcaHmMoOKIemo4Hble ACMpoOYumomsl, acCoyuupoearHHsvle C my6€p03HblM
CKepo3om, y nayuennioe 6 eospacme cmapuie 3-x nem npu He603MOINCHOCMU 6blNOJIHEHUS
xupypzuquKoﬁ pesekyuu onyxoau, dHeuOMuojaunoma noYKu, acCoyuuposarHasl ¢ my6€p03HblM
CK1€epo30M, He mpe6y10u;aﬂ HeMeONeHH020 XxupypcuiuecKkozco emeuiameilbeneda

Hwxe npencrasnenst HJIP, Bo3HHKaBIIME IPU MPUMEHEHHUH TpernapaTa AMEBEpoJ ¢ yKa3aHHEM
YaCTOTHI UX BO3HUKHOBCHHUS:

oueHb vacto (>1/10);

gacto (>1/100, Ho <1/10);

Hevacto (>1/1 000, vHo <1/100);

penko (>1/10 000, Ho <1/1 000);

oueHb penko (<1/10 000);

4acTOTa HEM3BECTHA (HA OCHOBAHUHW MMEIOIIMXCS JIAHHBIX OIICHUTH HEBO3MOXKHO).

HJIP crpynmnupoBaHbl B COOTBETCTBHH C KiIacCU(pHKaIMeld opraHoB u cuctem opranoB MedDRA,
B IIpEeeIax KaKI0M IPyIIbI IEPEUHCICHBI B OPSIKE YMEHBIIECHHS YaCTOTHl BCTPEYaEMOCTH.

CucTreMHO-OpraHHbIN KJIace Yacrora He:xesnaTeabHble peakuun
BCTpe4aeMOCTH
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Wndexnum u nHBa3zun

OueHb 4acTo

Hasbaprntars - = Wrdexiin~ | = Bepxaux

JBIXaTeJIbHBIX IIyTeH, THEBMOHMS, WHQEKIUH
MOYEBBIBOSIIINX MYTEH, CHHYCUT, (PapUHTUT

HMMYHHOfI CHUCTCMBI

Yacro CpenHuii  OTHUT, BOCHAJIEHUE TMOAKOXKHOU
KJIETYaTKH, CTPENTOKOKKOBBIH  (hapUHTHT,
TacTPO’HTEPUT BUPYCHOM 9THOJIOTUH,
THHTHBUT
Heuacto OnosichIBAIOMIMK  JTHIIAH, CENchc, OpPOHXUT
BUPYCHOW 3THOJIOTUU
Hapymenus co cropons!l kpoBu | Yacto AHewMmus, HEUTpPONEHHUS, neiikonexus,
U TUMPaTHIECKOH CUCTEMBI TPOMOOLUTOIICHHS, JIMM(PONICHHUS
Hapymenns co cTopoHsl | Yacrto Peakuny runepuyBCTBUTEIBLHOCTH

Hapymenns werabonm3sma u
MUTaHHS

Ouens 9acTo

nyz[meHHe aIneTuTa, TurcpPxXoICCTCPUHEMUA

Yacto

'uneprpurnunepunemMus, THHEPIUNAACMHIS,
runodocdaremMusi, THIEPrINKeMHUs

JbIXaTeIbHOU CUCTEMBI, OPraHOB
IPYAHOU KJIETKU U CPENOCTEHUS

[Icuxuueckue HapyuIeHUs Yacro becconnuia, arpecCUBHOCTD,
pa3apaxUTEIbHOCTh

Hapymienus co cTopoHsbl | O4YeHb 4acTo I'onoBHas 60116

HEPBHOH CUCTEMBI Yacto W3MeHeHue BOCIpUsTHS BKyca

Hapymenus co cTopoHbl | O4yeHb 4yacTo ApTepuanbHas THIIEpTEeH3HS

COCYJIOB Yacro Jlnmdbenema

Hapymienus co cTopoHsbl | O4YeHb 4acTo Kamenp

Yacto

HocoBoe KPOBOTCYEHHNE, IHEBMOHUT

Hapymienus co CTOPOHBI
KeNyJOYHO-KHIIEYHOTO TPAKTa

OueHb 9acTo

CroMaTtuT (BKJIIOYAs OYEHb YACTO: CTOMATHT,
W3BSA3BJICHUE CIH3UCTOM OOOJOYKU TOJIOCTH
pTa, adro3Has sA3Ba; YACTO: H3IBIA3BICHHE
CIU3UCTON 000JI0UKH T'y0 M sI3bIKa; HEYaCTO:
0OJb B IeCHaX, TJIOCCUT), IUApesi, pBOTa

Yacto

3anop, TOIHOTA, 0OJb B KMBOTE, METCOPH3M,
00JIb B POTOBOM MOJIOCTH, TACTPUT

Hapymenus co cTOpoHbI KOXKH U
MTOIKOXHBIX TKaHEH

OueHb 4acTo

KoxxHast chimb (BKITIOYAasi OYE€Hb YACTO: CHIMb;
4acTo: JpUTEMAaTO3HAas  ChIllb, DPHUTEMA;
HEYACTO: TEeHEpaM30BaHHAS CHIb, MaKyJo-
TaIyJIJIe3Hast ChITb, MaKyJIe3Hasl CHIIb), aKHE

Y MOYEBBIBOJIAIINX MMyTEN

Yacro CyX0CTh KOXH, aKHEe(OPMHBIN IepMaTHT
Hewacto AHTMOHEBPOTHYECKHH OTEK
Hapyuienus co croponsl nouek | Yacto [Iporeunypus

Hapymenus co CTOPOHBI
PENPOIYKTUBHOM CHCTEMBI U
MOJIOYHBIX KEJIE3

OueHb 4acTo

AMeHopess™, HeperyJispHbIl MEHCTpPYyalbHBIH
UKIT*

Yacro MeHopparusi, KHCTa SHYHHKA, BIIAraJUIIHOE
KPOBOTEUYECHHE
Heuacto OrncomeHopes™

OOuue HapyIIeHUs U PEaKL1H B
MECTE BBEICHUS

OueHb 4acTo

J'lelxopam(a, IMOBBINICHHASA YTOMJIACMOCTDb

JlabopaTopHbie u
WHCTPYMEHTAJIbHbBIE TaHHBICH

Yacto IToBbI1ICHME AKTUBHOCTH
nakratnerunporenassl  (JIAI), moBeIeHne
aktuBHOCTH JII" B KpoBH

Hewacto ITossimenne aktuBHocTH OCI" B KpoBH

*y manueHTok B Bozpacte oT 10 10 55 net, HosryyaBmux Teparuio MpernapaToM BO BpeMst KIIMHUYECKUX UCCIIEeI0BaHNI
#OTkioHeHHs 1abOpaTOPHBIX M MHCTPYMEHTAJBHBIX ITOKa3aTeliell, oTMeuaBIIrecss ¢ 4actotoi > 1/10 (mo mepe

y6BIBaHI/I$I HaCTOTHI BCTpC‘-IaGMOCTI/I)

I'emamonoeuueckue: yBeTUIEHHE YaCTHYHOTO TPOMOOIUIACTHHOBOT'O BPEMEHH, CHI)KEHHE a0COIIOTHOT'O KOJIMYECTBA
HEUTPO(DUIIOB, CHIDKEHNE KOHIICHTPAIIMN TeMOTII00MHA, JISHKOTIeHUsI, TPOMOOITUTONICHNUS, TUM(OTICHUSI.

¥ OTYETY
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]
Buoxumuyeckue: runepxosiecTepuHeMUsl, THIEPTPUIINL epI/IZleMI/Ifi:,nl'll'g];)'I—ll_ngig Eil‘f'TLﬁBcl:_‘rL_Il "f;\'éiz'ﬁ?);gliin:%ﬂue

aktuBHOocTH AJIT, rumodocdaremus, NOBBIIIEHHE aKTHBHOCTH wLIeIO4YHOU (ocdaraszel (LLID), mnoseimenue
KOHILIEHTPAIUH [IIOKO3BI B IJ1a3Me KPOBU HATOIIAK.

BosbIIMHCTBO U3 BHINIEYKa3aHHBIX OTKJIOHEHUH ObLTH J1erkoi (1-it) uimu cpenneii (2-#) cTerneHu TsHKeCTH.

Tsokensle (3-4 cTeneHyn) OTKIOHEHHS BKITIOYAIIH:

- TEMaTOJIOTHYECKHE: YacTO — CHI)KEHHE aOCONIOTHOTO KOJNMYECTBA HEHTPOQMIOB, YBEIMYCHHE YACTHIHOTO
TPOMOOIUIACTHHOBOTO ~ BPEMEHM, CHIDKCHHE KOHIEHTpalMM TeMOrJoOWHa; Hedacto - JuMdormeHwus,
TPOMOOITUTOIICHHS, ICHKOTICHHS;

- Gnoxmmmdeckue: yacto — runodocdareMusi, THIIEPTPUTITHIEPUIEMHUS, TOBbIMICHNE akTHBHOCTH 11[P, moBbImenue
axktuBHOCTH AJIT 1 ACT, runepxosieCTepHHEMHS; HEYaCTO — MOBBIIICHAE KOHIICHTPAIINHN TIFOKO3BI KPOBU HATOIIAK.

IlocTperncTpallnOHHBINA ONBIT OPUMEHEHUS

Wudopmaniug o ciaenyroumx HEXeNaTeIbHBbIX PEaKIHUsAX Ha 3BEpONIMMYC ObLia MOJy4YeHa B
pe3yJIbTaTe MOCTPErUCTPALIMIOHHOTO OIIbITA IPUMEHEHMSI 3BEPOJIUMYCA C IOMOIIBIO COOOIIEHUH O
CIIOHTAHHBIX CIy4yasX W JUTepaTypHbIX JaHHBIX. [lockonbky HaHHBIE 00 ATHX peaKUUix
coOuparoTcsi 10OpPOBOJILHO OT MOIYJISIUU HEONPEACICHHOTO pa3Mepa, HEBO3MOXKHO HAJIEKHO
OILICHUTh YaCTOTY BO3ZHUKHOBEHUS, TIO9TOMY OHA KJIaCCU(PUIMPYETCS KaK «HEU3BECTHO.

TpaGMbl, UHMOKCUKayuu u OCJH10HCHEeHUA MCZHMI’lyJZ}Zl/;ul/Vl

MecTHas BocnanuTeNnbHas peakuusi B paHee OONydeHHOW o0iacTH (KOXKa, JISTKHE W JIpYyrHe
paHee 00JyuE€HHBIE OpraHbl).

Omnwmcanue oraenbpHbpiXx HJIP 1o gaHHBIM KIMHHMYECKHUX I/ICCJ'ICI[OBaHI/Iﬁ H 1Ipu IpUMCHCHHUHU
9BEpPOJIHMMYCa B KIMHAYECCKOMN MNPAKTHUKEC B INOCTPETUCTPAIIMOHHOM TIEPUOIC

Otmedanuch cimydyan OOOCTpEHHS BUPYCHOIO remaruta B, BkIouas ciiydyan C JI€TaJIbHBIM
ucxogoMm. OOoctpeHre HWHPEKIUI  SBISETCS  OXKHUIAACMBIM  SIBICHHEM B TMEPHOIBI
MMMYHOCYIIPECCHUMU.

OTMeyanuch Ciiydyad MOYEYHON HEJOCTATOYHOCTH (B TOM YHUCJE C JICTAIBHBIM HCXOJOM) U
npoTeuHypun. PekoMeHIyeTcsi KOHTPOJIUPOBATh (PYHKIIUIO MOYEK.

OTMeyanuch ciiydan aMeHOpeH (BKIII0Yasi BTOPUYHYIO aMEHOPEIO).

OTMedanuch ciiydan pa3BUTHs ITHEBMOIMCTHOM ITHEBMOHUH (BbI3BaHHOM Pneumocystis jirovecii),
HEKOTOPBIE C JIETAITLHBIM HCXOJIOM.

Ormedanuce ciayyau pa3BUTHS aHTHOHEBPOTHMYECKOIO OTEKa KaK IpH OJHOBPEMEHHOM
IPUMEHEHUN C MHTHOMTOpaMM aHTHOTeH3MH-TpeBpamatoniero gepmenta (AIlD), tak u npu
M30JIMPOBAaHHOM IIPUMEHEHUH IBEPOJIUMYCA.

B nmocTtpeructpaninoHHOM HCCIEAOBAaHUH Y TAIUEHTOK B MOCTMEHOIIAY3€ C MOJOKUTEIbHBIM 110
ropMoHaibHbIM perientopaM 1 HER2-oTpunarenbHbIM pacnpoCTpaHEHHBIM PAKOM MOJIOYHOMU
JKeJe3bl C MOMEHTA HavaJla Teparnuu npemnaparoMm AmeBepot B 1o3¢ 10 MIr/CyTku B KOMOMHAITUH C
HKCEMECTAHOM (25 MI/CYTKH) C 1I€JIbI0 YMEHBIIICHHS YaCTOTHl BOSHUKHOBEHUS U CTETICHU TSXKECTH
CTOMAaTUTa MECTHO MPHUMEHsUI OeccrupToBOil pacTBop nekcamerazoHa 0,5 mr/5 mum (10 M
pacTBopa, MOJIOCKAHUE MOJIOCTH PTa B T€UEHHUE 2 MUHYT 4 paza B CYTKU Ha MIPOTSKEHUH 8 HE/IETb)
C TOCIEAYIOUIMM IPUEMOM MUIIM HE paHee 4yeMm uepe3 | 4vac mocne mnojockanusd. Yacrora
BO3HUKHOBEHHUSI CTOMATHUTA > 2 CTEINEHH TsDKECTH cocraBuna 2,4 %, 4TO HHMKE OTHOCHUTEILHO
paHee 3aperucTpupoOBaHHON 4YacTOTHl (27,4 %) B KIMHUYECKUX HCCIECIOBAHUSX Y TAICHTOB
JaHHOM KaTteropuu. YacToTa BOSHUKHOBEHHUS cToMaTuTa |1 crenenu cocrtasmia 18,8 %, mpu sTom
HE 3apEeTUCTPUPOBAHO CiTydaeB cromatuta 3 wiu 4 creneHu. CBOAHBIN Mpoduiib 6€30MacHOCTH B
JTAHHOM HCCJIEIOBAHUH OBLJI CPABHUM C ONIPEICIICHHBIM paHee y MaMeHTOB ¢ OHKOJOTUYECKUMH
3aboneBanusmu U TC, 32 UCKITIOYSHHUEM SBIICHUI KaHAU03HOTO MOPAXKEHHSI CITU3UCTON TIOJIOCTH
pTa, KOTOpPhIE OTMEUYATHCH Yy 2,2 % MalMeHTOB B JAaHHOM UCCJIeIOBaHHUH 10 cpaBHeHUIO ¢ 0,2 % B
paHee IPOBEICHHOM MCCIEA0BaHUH Y NMAIUEHTOB JJAHHOM MOIMYJISIUU.

[Tpoune ocoOBIe MOMYIISAIINNA
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(NOCNEOQCBATENEHOCTE 0004)

Ilayuenmul noscunoeo eospacma (= 65 1em)

HJIP, pa3BuBaBIMecs npy NPUMEHEHUH IBEPOIMMYCa y AIIUEHTOB B BO3pacTe 65 JIeT u crapiie,
yaiie TpeboBanu npekpauieHus repanuu. Hanbosnee yacTo Takue siBI€HHs BKIOYAIN: THEBMOHUT
(B T.4. FHTEPCTUIHATBHYIO 0OJIE3HB JIETKUX ), CTOMATHT, OBBIIIEHHYIO YTOMIISIEMOCTb U OZBIIIKY.

C€THu

VYV nanueHToB JAHHOM KAaTeropu OCHOBHBIE Xapakrep, Tl U yactora HJIP, BBIABICHHBIX B
KJIMHUYECKMX HCCIICOBAHUAX, OBUIM CXOXHMH, 3a MCKIIOYEHHEM HHQEKIUi, KOTophle
PETUCTPUPOBAUCH C 0OoJiee BBICOKOW YaCTOTOM M TSIKECTHIO y TMAlMEHTOB Miajie 6 Jer.
Pe3ynbrarhl KIMHUYECKUX HUCCIEIOBAaHUM HE BBIABMIM HETATUBHOI'O BIMSHMS DBEPOIMMYyCa Ha
POCT U pa3BUTHE B IIyOEPTaTHOM MEPUO/IE.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HCXKCIJIATCIbHBIX PCAKIINAX

BaxHo coo0mare O MOAO3PEBAEMBIX HEKENIATEIbHBIX PEAKIMAX IIOCIE PETUCTPaALUU
JIEKapCTBEHHOTO Ipernapara ¢ Lelibl0 00ecleyeHns: HePepbIBHOIO MOHUTOPUHIA COOTHOLLICHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOIO Mpemapara. MeIuIMHCKUM pPa0OTHUKAM PEKOMEH]IyeTCs
cool1are O JIIOOBIX MOJO3PEBACMbIX HEKENIATENbHBIX PEaKIMIX JICKapCTBEHHOI'O Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMBbl COOOIIEHMSI O HEKEIATEeNIbHBIX PEAKIHUAX IOCY1apCTB — YICHOB
EBpazuiickoro 3KOHOMHYECKOro COr3a.

Poccniickas ®@enepanus.

OenepanibHas ci1yx0a 1Mo Haa30py B cdhepe 31paBOOXPAHEHUS.

Anpec: 109012, r. Mocksa, CraBsiHCKas IUI0IIa b, 1. 4, cTp. 1.

Tenedon: +7 800 550-99-03

DnekTponHas moyra: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru

Cailt B UHGOPMAITMOHHO-TEIEKOMMYyHHUKAITIOHHOM CceTH «HTepHET»:
http://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

O ciyyasx nepeo3upoBKH MpernapaToM He cood1anock. B ciaydae nepeno3npoBky npenapaTrom
AMeBepos1 Heo0X0AUMO 00ecTIeYnTh HaOII0ICHNE MAIIMEHTA, a TAKXKe Ha4aTh COOTBETCTBYIOILYIO
CHUMIITOMaTHYeCKyto Tepamnuto. [Ipy ogHOKpaTHOM mpHeMe npenapara BHYTpb B j103ax 10 70 Mr
€ro MepeHOCHUMOCTh ObLIa YIOBIETBOPUTEIBLHON.

5. DPAPMAKOJIOTMYECKUE CBOHCTBA
5.1. ®apmakoaMHAMHYeCKHe CBOIicTBA

®apMakoTepaneBTUYECKas IpyIa: IPOTUBOOIMYXOJIEBbIE CPEACTBA; MHTUOUTOPHI IPOTEUHKUHA3;
uHru6uTopsl knHazel MTOR (MuIIEHb panaMuIIMHA Y MIEKOMUTAIOLINX ).

Koxg ATX: LOIEGO2.

MexaHN3M e CTBUS

OBepouMyC SIBISIETC U30UpaTeNIbHBIM HHTUOUTOPOM CEpUH-TPEOHHHOBOM KuHa3pl mTOR
(MUIIEHb panaMULUHA MIIEKOMMTAIOUINX), CIEHU(PHUECKH BO3JCHCTBYIOIIUM Ha KOMILIEKC
mTORCI1, curnan-npeodpasyromieii mMTOR-kuHA361 W PEryiasTOPHOTO  raptor-mpoTerHa
(regulatory associated protein of mTOR). DBepoaumyc NposBISET CBOIO aKTHMBHOCTH 3a CUET
BbICOKO a((UMHHOTO B3aUMOJEHUCTBUS C BHYTPHUKJIETOUHBIM peuentopHbiM Oenkom FKBP12.
Kommnexc FKBP12-3Beponumyc cBsizbiBaercss ¢ mTORCI, uHruOupyst ero crnocoOHOCTh K
nepenaue curHaigoB. mTOR sBnseTcss ki04eBON CEPUH-TPEOHHMHOBON KHHA30M, HMrparolien
LHEHTPAJIbHYI0 POJb B PEryJslUU KJIETOYHOTO pOCTa, Mponudepanud U BbDKUBAEMOCTH.
Perynmsammst curnampHoro mytd mTORCI1 sBhsieTcss CIOXHBIM TPOIIECCOM, 3aBUCSIIUM OT
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MHUTOTE€HOB, (aKTOPOB pPOCTA, SHEPIETHUCCKOMN COCTaIEJrﬂFoE:e%"n" 'nmalfensﬂ'blx BEIIECTB.

Kommnexc mTORC]1 siBasiercss BaXKHEHIIMM PETyIsSTOPOM CHHTE3a Oesika B TUCTAIbHON YacTH
PISBK/AKT-3aBucuMoro Kkackaga, peryjisiius KOTOPOTO HapymieHa B  OOJBIIMHCTBE
3JI0KaUECTBEHHBIX OITYXO0JICH YeTIOBEKa, a TAK)KE NPY FTeHETUIECKUX 3a00JIeBaHusAX, Takux Kak TC.
CurnanbHas (ynkmuss mTORC1 peanmmsyercs depe3 MopyaupoBaHue ¢GochopuiInpoBaHUs
JTUCTANBbHBIX 3(PQEKTOPOB, M3 KOTOPHIX HamOoJee MOJHO OXapaKTEPU30BaHBI PETYIATOPHI
TpaHCIIAIUU: KUHa3a prubocomaiibHOro Oenka S6 (S6K1) u daktop MHUIMAIMN DYKapUOTHBIX
KJeTokK, 4E-csa3piBaronuii 6enok (4E-BP1). Hapymenue ¢pynkuun S6K1 u 4E-BP1 Bcneacreue
uaruoupoBannss mTORCI1 napymaer tpancisaiuioo komupyembix MPHK ocHOBHBIX 0einkoB,
YYaCTBYIOUIMX B PEryJsiliMM KJIETOYHOIO IMKJa, IIMKOJIW3a U afalTallid KIETOK K HU3KOMY
YPOBHIO KHCIIOpOJa (TUIIOKCHUHU). DTO MOJAABISET POCT OMYXOJU U SKCIPECCUI0 MHIYLHUPYEMBIX
THITIOKCHUEH (hakTopoB (HarpumMep, TpaHckpurmonHoro gaktopa HIF-1). [Tocneanee npuBoauT K
YMEHBILIEHUIO JKCIPECCUH (PAKTOPOB, 0OECIIEUUBAIOLINX YCHIIEHUE MPOIECCOB aHTHOreHe3a B
omyxonu  (Hampumep, COCYIOHCTOro SHAoTennanbHoro (akropa pocra, VEGF) Bo
MHOKECTBEHHBIX OIyXOJISIX, TaKUX KaK IOYEYHO-KJIETOYHbII pak W aHTHOMHOJIUIIOMA.
CurnanbHas nepemaua uepe3 mTORCI perynupyercss reHamMH-CyNpeccopamH OIyXOJIEBOTO
pocra: reHamu Tyoepo3noro ckieposa 1 u 2 (TSC1, TSC2). OrcyrctBue unu nnaktusaims TSCI
wi TSC2 nmpuBoaut k noBbimeHnio ypoBHs RHEB-GTP (ryanosuntpudochaT-cBI3pIBaAIONIHNA
oenok, ['TO-cBsaspiBaronmii Oenok), oTHocsmemycs K Ras cemeiictBy ['Tda3, kotopbiit
B3aumojeiictyer ¢ komiuiekcoM mTORCI, Bei3biBast ero aktuBanuio. AktuBanus mTORCI
NPUBOJUT K HUCXOJAIIC-HAIPABICHHOMY KHHAa3HOMY CHUTHAIBHOMY Kackaay, B TOM YHCIE
aktuBarmu S6K1. Cyderpar mTORCI1, S6K1, dpochopunupyer penentop 3cTporeHa, KOTOPbIi
OTBEUaeT 3a JIMTaH/I-He3aBUCUMYIO aKTUBAIUIO PELETITOPA.

DBEPOIUMYC SIBISETCS MOIIHBIM MHTHOUTOPOM POCTA U MPOJIU(EpANH OMYyXOJIEBhIX KIETOK,
SHAOTEIHAIBHBIX KJIETOK, (PMOPOOIACTOB U TNIAJKOMBIIIEUHBIX KJIETOK KPOBEHOCHBIX COCYIOB.
COOTBETCTBEHHO IEHTPAIbHOMY peryistopHomy neictBuio komiuiekca mTORCI, sBeponumyc
yMEHbINaeT Nponudepanuio KIeTOK, INIMKOJIN3 M aHTHOTeHe3 B COJMIHBIX OMyXOJsfX in Vivo,
TakKUM 00pa3oM, peanu3ys JiBa HE3aBUCUMBIX MYTH IOJABJIEHUS pPOCTa OMYyXOJIM: MpsiMas
MIPOTUBOOITYX0JIEBast aKTUBHOCTh M HHTUOMPOBAHUE CTPOMAJILHOM COCTABIISIONIEH OMYXOJIH.

AxtuBansi mTOR curHanbHOro mnyTM — KIIOYEBOW aJalTHBHBIA MEXaHU3M pa3BUTHUS
PE3UCTEHTHOCTHU K SHIAOKPUHHOM TE€paluy y MAlUEHTOK ¢ PaKOM MOJIOYHOM Xkele3sl. Paznnynbie
IIyTH NIEpEeadYy CUTHAJIA aKTUBUPYIOTCA IIPU Pa3BUTHHM YCTOWUYMBOCTH K SHJIOKPUHHOHN TEpaIuu.
OcHoBHBIM 13 HuUX sBisgeTcs nyTh PI3K/AKT/mTOR, KoTOpbIii akTUBUPOBaH B KJIETKaX paka
MOJIOYHOM JK€Je3bl, PE3UCTEHTHBIX K MHTHOUTOpaM apoMaTa3bl U JUINTEIbHO HAXOJSIIUXCS B
COCTOSIHMH 3CTPOT€HHOM JienpuBaii. B nccienoBanusx in Vitro mokasaHo, 4To KJIETKH OMYXOJIH
npu ropmono3aBucuMoM U HER2+ pake MosiouHOI ene3bl UyBCTBUTENIbHBI K MHTHOUPYIOLIUM
apdexTamMm 3BepoiIMMyca, a MPOTHBOOIYXOJIeBas AKTUBHOCTh KOMOWHUPOBaHHOH Tepamnuu
IBEPOIMMYCOM W HWHTHOMTOPOM apoMaTasbl YCHJIMBAE€T TaKOBYIO AKTHUBHOCTb 3BEPOIMMYCa
BCJIEJICTBUE CHUHEPrHMHM. Pe3HCTEHTHOCTh KJIETOK paka MOJOYHOHM Kene3bl K HMHIHMOMTOpaM
apomata3bl  BcienactBue aktuBauun  AKT  Moxker ObITh NpeojojieHa MOCPEACTBOM
KOMOMHUPOBaHUS C 3BeposiuMycoM. KoMOMHMpOBaHHAs Teparius 3BEpOIMMYCOM U HHTHOUTOPOM
apoMaTa3bl II03BOJISIET YBEJIIMYUTh MEANAaHY BbDKMBAEMOCTH O€3 MporpeccupoBanus B 2,7 pa3a u
Ha 62 % CHM3UTH BEPOSTHOCTH IPOrPECCUPOBAHUS 3a00JIEBAaHUS U CMEPTH.

[Tpu TC, renernueckn 00YyCIOBICHHOM 3a00JIeBaHWHU, HHAKTUBHpYOle MmyTanun reHoB TSC1
wi TSC2 npuBoJsAT K 00pa30BaHUIO TaMapTOM pa3InIHON JIOKATU3aIUH.

VYV mammentoB ¢ COI'A, accomuupoBanueiMu ¢ TC, mocne 6 MecsIeB JEYSHUS IBEPOTUMYCOM
OTMEYaJOCh CTAaTHCTUYECKH 3HAUYMMOE YMEHbIIEHHE O0beMa OMyXoiH, Mmpu 3ToM y 75 %
MAIMEHTOB 00BEM OITyX0JIH coKpaTuiicsi He MeHee 4eM Ha 30 %, a 'y 32 % nanueHToB — HE MEHee
yeM Ha 50 %. [Ipu 3TOM HOBBIX OYaroB, YCHJIEHUS THApoledaany, MPU3HAKOB MOBBIIICHUS
BHYTPUUEPEITHOTO JIaBJICHUS U HEOOXOIMMOCTH B XUpyprudeckoM jeueHuu COI'A He BO3HUKIIO.
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HNOATBEPAMIN YCTOHUNBYIO 3(h(hEKTUBHOCTH 3BEPOIHMYCA.

dapmakogngamuyeckue 3P PeKTel

[Tocne exxenHEBHOrO MPUMEHEHHUSI 3BEpOJIUMYca B J1o3e 5 mr win 10 Mr orMevanach ymepeHHas
3aBUCUMOCTh yMeHbIeHus dochopunupoBanus Oenka 4E-BP1 onyxoneBoit Tkanu OT Cin
ABEPOJIMMYCa B KPOBU B PAaBHOBECHOM COCTOSTHUU. [[OMOMHUTEIbHBIE JaHHBIE CBUACTEIbCTBYIOT
0 TOM, 4YTO yMeHbleHHuEe ¢ocPopHIMpOBaHUS KHHA3bl S6 KpallHE UYBCTBUTEIBHO K
unrnouposannio mTOR sBeporumycom. Murubuposanue ¢ochopunmuposanus elF-4G Obuio
MOJIHBIM MPH BceX 3HaYeHUSIX Cmin IOCTIE €KEAHEBHOTO IPUMEHEHUS 3Bepojumyca B 103e 10 mr.
Mmenach TEHACHINS K YBEJIIMYCHUIO CPOKA BEDKUBAEMOCTH 0€3 IMPOrpeccpoBaHus 3a00IeBaHUs
npu  yBenudeHUH Cmin ABEpOIMMYCa, HOPMAJIU30BaHHOM IO BpeMEHH (OMpenesseMoil 1o
dopmyne: (mnomanp mon KpuBod Cmin-BpeMsi OT Hayala WCCIEAOBaHUS JIO BpPEMEHU
coObITHs)/(BpeMsI OT Havajla UCCIIEAOBAHMS JI0 COOBITHSA)) Y MAIIMEHTOB C PacpOCTPaHCHHBIMU
HEUPOIHIOKPUHHBIMU OMYXOJISIMU TIOJKENYI0YHOM skene3bl (oTHomeHue puckoB 0,73) u y
MAalMEeHTOB C PacHpOCTpaHEHHBIMHM KaplinHOuaamMu (oTHomeHue puckoB 0,66). Benmnunna Cmin
HBEpOJIMMYCa TOBJHsJIAa HA BEPOSTHOCTh YyMEHbIIEHHS pazmepa omyxonu (p<0,001) npu
M3MEHEHUU OJKcno3umuu oT 5 1go 10 Hr/mi y MHanueHTOB ¢ PaclpoCTPaHEHHBIMHU
HEHUPOIH/IOKPUHHBIMU  OMYXOJSIMU  TIOJDKEIYJOYHOM  JKele3bl W Yy  MalHeHTOB ¢
pacnpocTpaHeHHBIMHU KaplIMHOUAaMu (OTHOIICHHE maHcoB 1,62 u 1,46 COOTBETCTBEHHO).

DBEPOIUMYC JOCTOBEPHO CHUKAJI PUCK ITPOrPECCHUPOBAHUS 3a00JIEBaHUSI U CMEPTH MALUEHTOB C
pactpoCcTpaHEHHBIM U/ METACTaTUICCKUM IMOYCHYHO-KJICTOYHBIM PAKOM ITOCJIE TIPOTPECCUH HA
AHTUAHTHOTEHHOM Tepanuu Ha 67 %, MearaHa BBDKUBAEMOCTH MMAIIMEHTOB 0€3 MPOTrpecCUpPOBaHUS
3a0oneBanusi coctaBuia 4,9 mecsuen. B teuenune 6 mecsueB y 36 % manueHTOB, MOTyYaBIINX
HBEPOJIMMYC, HE OTMEUaJioCh MporpeccupoBaHusi 3aboisieBanus. [IpuMeneHue 3BepoiuMyca
MO3BOJIIET 3HAYUTENBHO YIYYIIUTh KAueCTBO KHU3HU TMAIMEHTOB (OIEHUBAIOCH BIUSHUE
CUMIITOMOB 3200JIeBaHUs Ha Pa3INIHbIC CQEPhI )KU3HH MMAIUCHTA).

[Tpu nprMeHEeHNH 3BEPOIMMYCa Y MAIIMEHTOB C PaCIPOCTPAHCHHBIMU W/WJIM METAaCTaTUYCCKUMU
HEHPOIHTOKPUHHBIMU OITyXOJIIMH BEDKHBAEMOCTH 0€3 TPOrpecCUpoBaHus B TeUeHHE 18 Mecsien
cocraBuia 34,2 %.

VYV namuentoB ¢ COI'A, accounupoBanHbiMH ¢ TC, yBenuuenue Cmin B 2 pa3za BemeT K
YMEHBIIEHUI0 00beMa oryxoiu Ha 13 %.

5.2. ®apmakokuHeTHYECKHE CBOHCTBA

AOcopOuus

Cmax 3BepoJIMMyca B KPOBHU y MALMEHTOB C PACHPOCTPAHEHHBIMU COJUAHBIMU OIMYXOJISIMU OCTIe
npueMa sBepoirmyca B (opme TabieTok BHYTPh B 103€¢ OoT 5 no 70 mr (HaTromaxk Wid ¢
HEOOJIBIINM KOJIMYECTBOM HEKUPHOM MUIIN) HocTUraeTcs yepes 1-2 yaca. Cmax IPU €KETHEBHOM
npreMe H3MEHSETCS MPOTNOPIHMOHAIBHO 03¢ B amamazoHe ot 5 mo 10 wmr. Ilpm mpueme
OJTHOKpATHOM 103bI 3BepoiuMyca 20 Mr u Bblme Bo3pacTaHue Cmax IPOMCXOIUT MEHEE 4eM
MPOTIOPIMOHATIBHO J103¢€, oHako AUC yBenMunBaeTCs MpONOPIHOHAIBLHO 103€ MPH MTPHEME OT 5
1o 70 Mr npenapara.

[Tpu npueme 3Beponumyca B 103e 10 Mr B ¢popMe TabJIeTOK ¢ MUILEH C BBICOKUM COJEpKAaHUEM
KUPoB AUC 1 Cmax CHHIKaITUCh COOTBETCTBEHHO Ha 22 % u 54 %. OqHOBpEeMEHHBIN TPUEM MUIIH
¢ Hu3kuM conepxkanueM kHupoB cHKal AUC um Cmax Ha 32 % u 42 % COOTBETCTBEHHO.
OnHOBpEeMEHHBIN TpUEM INHIIM, OJHAKO, HE OKa3blBaJl 3HAUYMMOrO BIIMSHHUS Ha MPOPHUIH
KOHIIEHTpaLUsI-BpeMsl I10CJI€ BCAaChIBaHUS B TeueHUe 24 4acos.

Pacrnpenenenue
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[IporieHTHOE OTHOIIEHWE KOHIICHTPAIMHM 3Bef onHMycénﬁl:Kagﬂal"ﬁ;';h%M k‘r')"o];

SIBIIIETCS. 3aBHCUMBIM OT KOHIICHTpPAIlMU COEAMHEHHS B JuamazoHe oT 5 go 5000 Hr/mu,
m3mensiercss ot 17 % no 73 %. KonuenTtpauust sBepoiaumyca B IUla3Me€ KPOBHM COCTaBIISET
npuMmepHo 20 % OT ero KOHLIEHTpalMM B II€JIbHOM KPOBMU IpPU KOHLEHTpALUSAX BEILECTBA,
PETUCTPUPYEMBIX B KPOBU OHKOJIOTUYECKUX MAIIMEHTOB, MPUHUMAIOIIHNX 3Beponumyc 1o 10 mr B
neHb. CBs3p ¢ Oenkamu IIa3Mbl KPOBHM COCTaBisieT NpuMepHO 74 % Kak y 340pOBBIX
JT0OPOBOJIBIIEB, TAK U y MAIMEHTOB C HAapyIIeHHEeM (DYHKIIUU NIEYEHU CPEIHEH CTENEHHU TSHKECTH.
B skcneprMeHTalbHBIX UCCIENOBAaHUAX OBLIO MOKAa3aHO, YTO TOCJIEe BHYTPUBEHHOTO BBEJCHUS
MIPOHUKHOBEHUE HBEpOIMMYca depe3 remaTosHuedannueckuii Oapbep 3aBHCUT OT J03bl
HEJIMHEHHO, YTO TpEAINoJiaraeT HaChIIEHHe Hacoca TremaTodHuedarnueckoro Oapbepa,
o0OecreunBaroOIero IMoOMaJaHUe IMpermapaTa W3 KpOBM B TKaHM Mosra. [IpoHukHOBeHue
IBEpOSIUMYCa Yepe3 reMaTodHIe]aanuecKkuii 6apbep MpoJIEeMOHCTPUPOBAHO TAKXKe Y )KUBOTHBIX,
MOJIyYaBUINX MpenapaT BHYTPb.

Buorpancdopmarus

OBeponumyc saisiercs cyocrparom uzopepmenta CYP3A4 u P-I'TIL. Ilocne nmpuema npemapara
BHYTPb B KPOBU 3BEPOJIMMYC LIUPKYJIUPYET B OCHOBHOM B HEM3MEHEHHOM BUje. B kpoBH uenoBeka
OmpefieNieHbl  IIeCTh OCHOBHBIX METaOOJHMTOB 3BEPOJIUMYCA, MPEACTABICHHBIX TPEMS
MOHOTUAPOKCHJIMPOBAHHBIMA ~ METAa0ONIMTaMH, JABYMS  NPOAYKTaMH  THAPOIUTUYECKOTO
MPEBpaIIeHHs] C OTKPBITHIM KOJBIOM U (ocaTUIUIXOIMHOBBIM KOHBIOTaTOM 3BEpOJIMMYCA.
VYka3aHHble METaOOJIUTHI 10 AKTUBHOCTH YCTYHAIM 3Bepoiumycy npumepHo B 100 pas. [Ipunsto
CuUMTaTh, YTO OOJbIIasg dYacTh oOmIed (apMaKOIOTUYECKOM aKTUBHOCTH 3BEpOJIMMYyca
00ycII0BJIEHA J€MCTBEM HEN3MEHEHHOI'O COCIUHEHMUS.

OIUMUHALKSA

CHGIII/IEL]H)HI)IX I/ICCJIGI[OBaHI/H\/JI M0 H3YYCHUIO BBIBCACHHUA OSBCPOJIUMYCAa Yy OHKOJOIMYCCKHUX
[AllMEHTOB HE IPOBOAMUIIOCH; OJHAKO HMMEIOTCS COOTBETCTBYIOIME JAaHHBIE Y NallMEHTOB,
IPUHUMAIOILKX Mpenapar nocjie TpaHcIlaHTaluu opratos. [locie BBeaeHNs] OAHOKPAaTHON 03Bl
MEYEHOr0 paJMOaKTHBHOW METKOW 3BepojuMmyca manueHTam Ooinbinas dacte (80 %)
PaAMOAaKTUBHOCTH ONPENENsIach B Kajie, He00JIbI10oe KoMuuecTBO (5 %) BBIBOJUIOCH MOYKAMHU.
HeunsMeHeHHOE BELECTBO HE ONPEACIAIOCh HU B MOYE, HU B Kall€.

CDaDMaKOKI/IHeTI/IKa B PaBHOBCECHOM COCTOSAHHH

[Tocne exenHeBHOro mnpuema 3BepoiauMmyca B Qopme Tabnerok BennunHa AUCo: ObLia
IPONOPLMOHANIbHA J103€ NPU IPUMEHEHHUH B 103axX OT 5 10 10 mr B 1eHb. PaBHOBECHOE coCcTOsIHUE
JIOCTUTAJIOCh B TMpenenax AByX Heaenb. Cmax dBeposinMyca Obljla IPOMOpLHMOHANbHA J03€ MPH
npUMeHeHHH B 103ax oT 5 10 10 mr B nenb. Bpemst noctnxenns Cmax (Tmax) cocTaBisio 1-2 gaca.
ITpu exxeqHEBHOM NpHUEME 3BEPOIUMYCa MO JOCTHKEHHWH PAaBHOBECHOTO COCTOSHUS HMMEJAch
nocroBepHas koppensiuus Mexay BeanunHoll AUCo-; U KOHLIEHTpaluen 3BepoIuMyca B KpOBU
nepes NpueMoM odepeHon 1036l [lepros nomyBsIBEIEHUS 3BEPOIMMYCa COCTAaBISIET OKoJo 30
4acoB.

DapMaKOKMHETHKA Y OTACAbHBIX IPYIIN MAIlUEHTOB

Hapywenus ¢pynkyuu nevenu

[Tpu mpuMeHEHUH IBEPOIUMYCa Y MAIMEHTOB ¢ HAPYIICHUSIMHU (YHKINH MTEYSHH JIETKON CTEeTIeH!
TsokecTu (kmacc A mo knaccudukanuu Yaina-I1e10), cpeaneit crenenun Tsokectu (kiaacc B mo
knaccudukanuu Yaitng-I1er0) u tsoxenoit crenenu (kiaace C mo knaccuduxanmu Yaiina-I1er0)
CHCTEMHAas SKCIO3ulMs mnpenaparta mnosbimaercs B 1,6, 2,0-3,3 u 3,6 pa3 COOTBETCTBEHHO.
HeobxonnMa kKoppekius 1035l 3BEPOIMMYCa y MAIUEHTOB C HApyIIeHuEeM (YHKIIHH ITEUEHU (CM.
paznmen 4.2.).

Hapywenusa ¢pynkyuu nouex
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(CL/F) sBeposiumMyca He BBISBICHO Y MAIIMEHTOB C PACIIPOCTPAHCHHBIMH COJIMIHBIMHU OITYXOJISIMHU.
[TocTTpaHCIIaHTAllMOHHBIE HapylIleHUs (YHKIHMHA TO4YeK (KJIMpEeHC KpearnHWHa oT 11 1o
107 mn/muH) He BIMSIIM Ha (PApPMAKOKMHETHKY OSBEpOJUMYyca Y MAIMEHTOB TOCHE
TPaHCIUIAHTAIIUN OPTaHOB.

Tlayuenmur noswcunoeo 6ospacma (= 65 1em)

CyIm1iecTBEHHOT0 BIUSHUS BO3pacTa manueHToB (0T 27 1o 85 yiet) Ha kinupeHc sBepoaumyca (CL/F
ot 4,8 no 54,7 n/4) nmocne npremMa npenapara BHyTpb He OBUIO BBISIBICHO.

Brusanue pacosou u smuuueckou npunaoieicHocmu

Kmupenc aseponumyca (CL/F) mocne mpuema mnpenapata BHYTPh y JIMI] €BPOICOUIHOM U
MOHTOJIOMTHOH pac Mpu CXOAHON (HYHKIIUU MEUCHU HE Pa3INIaeTcs.

[To maHHBIM NOMYNSAIMOHHOTO (PapMAKOKHMHETUUYECKOTO aHAJIM3a y JIUI] HErPOUIHOM packl mocie
nepecajku opraHoB kimpeHc 3eponumyca (CL/F) (mocie mprema BHYTph) ObLT B CpelHEM Ha
20 % Ooublie, 4eM y IpeICTaBUTENEH eBPOIIEONIHOMN Pachl.

€T

[IpumeneHue 3BepoauMyca y ieTei U MoJPOCTKOB 10 18 JeT 1o mokazaHusIM: pacipoCTpaHEHHBIN
W/WJIH METAaCTaTUICCKUH MOYEYHO-KIIETOUHBIN PaK U paCIPOCTPAHCHHBIC U/UIH METACTATHYECKUE
HEHPOIHJAOKPUHHBIE OMYXOIH IKEIYAOYHO-KUIIEYHOTO TPaKTa, JETKOr0o M MOJKEIyI0YHON
JKeJe3bl, TOPMOHO3aBUCUMBIN pPACIPOCTPAHCHHBIA PaK MOJIOYHOM >KEJIe3bl, aHTHOMHUOJIMIIOMA
nouku, accouuuponannas ¢ TC npu orcyrctBun COI'A He pekomeH0BaHO (cM. pazzaen 4.2.).

Y mnamuentoB ¢ COI'A Cmin 3BepoiuMyca TpH NpUMEHEHHUH B ¢opMme TabIeTok Obuia
npUOIM3UTENBHO MPONOPIIMOHATbHA CYTOYHOM J03€ U HaXouiack B mpenenax 1,35-14,4 mr/m>.

VYV nmammentoB ¢ COI'A cpeanee reomerpudeckoe 3HaueHUE Cmin 9BEPOIMMYCa HOPMAIU30BAaHHOE
K J03¢ B Mr/M? y nanueHToB muajiie 10 net u ot 10 go 18 jer craTucTUyYecKy 3HAUMMO HUKE,
YeM y B3pOCIIbIX MAIIMEHTOB, YTO MOXKET YKa3bIBaTh Ha MOBBIIIEHHBIN KIUPEHC 3BEPOIMMYCA Y
MOJIOABIX ITAIlEHTOB.

6. PAPMAIIEBTHYECKHUE CBOHCTBA
6.1 Ilepeyenb BcioMoOraTe/ibHbIX BelIeCTB
Awmesepod, 2,5 mr, 5 mr, 10 mr, TabneTku
OYTUITUIPOKCUTOITYOIT

J1aKT03a Oe3BOAHAS

KPOCIIOBUIOH

TUITPOMEIII03a

JIAKTO3bl MOHOT'HApAT
MartHus creapar

6.2 HecoBMecTUMOCTD

He npumenumo.

6.3 Cpok rogHocTH (CPOK XpaHEHHU)
3 rona.

6.4 OcoOble MepbI NPEIOCTOPOKHOCTH NIPU XPAHEHHUH
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(MOCNEQOBATENEHOCTE 0004)

XpaHuTb Npu TEMIIepaType He Bblie 25 °C B 3alIUIEHHOM OT CBETA MECTE.
6.5 Xapakrep u conepkaHue YNIaKOBKHU

AwmeBepou, 2.5 mr, 5 mr, 10 Mr, TabieTku

ITo 30, 60 i 90 TabaeTOK B OAHKY U3 MOJUATHICHA BHICOKOH IJIOTHOCTH C 3aBHHYMBAIOIICHCS
KPBIIIKOHM W3 TOJUITPONHIICHA UJIH TIOJUATHIICHA BHICOKOW TIJIOTHOCTH, C BIMUTHIM OCYIITUTENIEM, C
3aIIUTON OT I€TEH, C KOHTPOJIEM IIEPBOTO BCKPBITHS.

[To 1 Ganke BMeCTe C IMCTKOM-BKJIAABIIIEM MOMEIIAIOT B MAYKY U3 KapTOHA.

6.6 OcoObie MepbI MPEIOCTOPOKHOCTH NPH YTHIU3AMUMN UCI0JIB30BAHHOIO JIEKAPCTBEHHOI0
npenapara wjin 0TX0A0B, MOJY4YEeHHBIX MOC/Ie NTPUMEHEHHsI JIeKAPCTBEHHOI0 NMpenapara, u
Apyrue MAHMMYJISLHMH ¢ TPenapaTom

Beck ocTaBmmiics JIeKapCTBeHHLII;'I npemnapar 1 OTxoAbl CJICAYCT YHUUTOXUTL B COOTBETCTBUHA C
YCTAaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tpe60BaHI/I$IMI/I.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccniickas @enepanys

000 «<AMEJIAPT»

109316, r. MockBa, Bonrorpaackuit mpocrexT, 1. 42, k. 24, stax 2, kom. 11.1
Ten.: +7(495)-741-46-65

daxc: +7(495)-741-46-65

Anpec snexkrponnoit moutsl: info@amedart.ru

7.1. IlpencraBuTeJib AepKaTesisi perucTPAllHOHHOIO YAOCTOBEpPEeHH s

[IpeTen3un noTpedbuTenel HarpaBIsATh MO AJIPECY:

Poccuiickas ®enepanus

000 «<AMEJIAPT»

109316, r. MockBa, Boarorpaackuit mpocnexT, 1. 42, k. 24, stax 2, kom. 11.1
Temn.: +7(495)-741-46-65

®axc: +7(495)-741-46-65

Anpec snekTponHO# mouThl: info@amedart.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
9. KATEI'OPHUS OTIIYCKA JIEKAPCTBEHHOI'O ITPETTAPATA

JlexapcTBEeHHBIN ITpEnapaT OTHOCUTCS K KATETOPUH OTITYCKa IO PELENTY.

O6ma;1 XapaKTCPUCTHKA JICKAPCTBCHHOTO IIpcIiapara AMCBGpOJ’I JOCTYyIIHa B CAUHOM PCCCTPC
3apEerUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3MilcCKOro SKOHOMHYECKOI'O COI03a M Ha
OpUITATEHOM caure YIIOJITHOMOYEHHOTO oprasa (axcnepTHOM OpraHU3aIINH )
(http://Ik.regmed.ru/Register/EAEU_SmPC).
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