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(NOCNEOCBATENEHOCTE 0002)

OBLIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI' O ITPEITAPATA
Adunutop, 2,5 Mr, TabIETKH.
Adunurop, 5 mr, TaOIETKH.

Adc¢unurop, 10 mr, TabneTk.

2. KAYECTBEHHBIN U KOJJUYECTBEHHBIN COCTAB

JelicTBy1O1I€€ BEUIECTBO: 3BEPOJIUMYC.

Adwunurop, 2.5 Mr, Ta0JIETKH

Kaxxnas Tabnerka comepkut 2,5 Mr 3Bepoiaumyca.
BcnomoratenpHbie BellecTBa, HATMYKME KOTOPHIX HAJAO0 YUMUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO

npenapara: jlaktosa (cM. pasuen 4.4).

Adwunurop, 5 Mr, TabIeTKH

Kaxxnas Tabnerka conepKUT 5 MI 3BEpoIMMycCa.
BcnomoraTtenpHbIe BelecTBa, HAJTUYME KOTOPHIX HAJAO0 YUYMUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO

npemnapara: Jakto3a (cM. pasznen 4.4).

Adwnunrop, 10 Mr, TabaeTku

Kaxxnas tabnerka comepxut 10 Mr aBepoiumyca.
BcmoMoratenbHble BelecTBa, HAJTHMUYKWE KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO

npemnapara: Jaktosa (cMm. paznen 4.4).

[TosHBIH ITepedeHb BCIIOMOTaTeILHBIX BEIIECTB IMPUBE/CH B passerne 6.1.

3. JJEKAPCTBEHHAS ®OPMA
TabneTku.

Adunurop, 2.5 mr, TabIeTKH

[Tnockue, mpogonroBareie TabNeTKu ¢ (HacKoi, OT Oeroro 10 6eIoro ¢ KENTOBATHIM OTTEHKOM

uBera, ¢ TucienueM «NVR» Ha oanoii cropone u «LCL» Ha npyroii.
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Adwuaurop, 5 Mr, TabieTKH

[TpononroBateie TabaeTku ¢ (ackoil, oT 6e10ro A0 GETOro ¢ KENTOBATHIM OTTEHKOM IIBETA, C

tucHenreM «NVR» Ha oHO cTOpoHEe U «9» Ha JPYroi.

Adwnaurop, 10 Mr, Tabaerku

[TpononroBateie TabaeTku ¢ (ackoil, OT 6e10ro A0 GEIOro ¢ KENTOBATHIM OTTEHKOM IIBETA, C

tucHenneM «NVR» na ognoit cropone u «UHE» na npyroi.

4. KNIMHUYECKHUE JAHHBIE
41. Tloka3aHusl K NPUMEHEHHIO

e PacnpocrtpaHeHHBII  W/WIM ~ METACTATHMYECKHH  IMOYEYHO-KJICTOYHBIH  paKk  IpH
HeA(P(HEKTUBHOCTH AHTUAHTHOTCHHON TepaIiu.

e PacnpocTpaHeHHbIE W/WIM METAaCTaTU4YEeCKUEe HEHPOIHIOKPUHHBIE OIYXOJIH KEJIy104HO-
KHILIEYHOI'O TPAKTa, JIETKOTO U MMOKETYI0OUHOM JKee3bl.

e ['OpMOHO3aBUCHMBIN paCIpPOCTPAHEHHBIM paK MOJIOYHOM JKejle3bl Yy TAlMEHTOK B
NOCTMEHONay3e B KOMOMHAIIMKA C MHTHOMTOPOM apoMarasbl IOCHE MPEeANIecTBYIOIMEH
SHJOKPUHHOW TepanuH.

e CyOsneHauMalibHble TMraHTOKJIEeTOYHbIe acTpouuToMmbl (COI'A), accouuupoBaHHBIE C
TyOepo3HsiM ckiepo3oM (TC) y mnamueHTOB B BO3pacTe cTapiie 3-X JIeT IpH
HEBO3MOKHOCTH BBIIIOJIHEHUS XUPYPIUUECKON PE3EKIUH OITyXOJIN.

e AHTMOMMOJMIIOMA MOYKH, ACCOIMMPOBAaHHAs C TyOEpO3HBIM CKJIEPO30M, HE TpeOyrolias

HEMEIJIEHHOTO XUPYPruyeckoro BMEIaTeNIbCTBA.

4.2.  PexuM 103MPOBAHMA U CIIOCOO MPUMEHEHUS
Jleuenne mnpenapaToM AQUHUTOP ClEQyeT IPOBOAUTH TOJBKO IMOJ HAOJIOJICHHEM Bpaya,

HMEIOLIETO OMBIT paboThl C MPOTHUBOOMYXOJIEBBIMHU MpenapaTaMy Wi jeueHus nanuueHTon ¢ TC.

PexuMm no3upoBanus

Jledenue nmpemnapaToM MPOBOJAT A0 TEX MOP, TIOKA COXpaHsAeTcsl KIMHu4ecKast 3pEeKTUBHOCTh U
HET MPU3HAKOB HETIEPEHOCHUMOI TOKCUYHOCTH.

Cmena nexapcmeentoti popmul npenapama Agpunumop

Henwp3st koMOWHMpOBaTH pa3HbIe JIEKApCTBEHHBICE (opMbl Tpenapara (TabIeTku U
JUCHieprupyemMble  TaONeTKH) Mg JOCTHXKEHHs HeoOxoaumon mo3bl. Crhemyer Bcerna

UCTOJIb30BaTh OJHY M Ty JK€ JIEKAPCTBEHHYIO ()OpMYy B COOTBETCTBHUH C IOKa3aHMEM K
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MPUMEHEHHUIO.

[Tpu cmene nekapcTBeHHOU (hopMbl (TosbKO st narenToB ¢ COI'A, acconunpoBanubiMu ¢ TC)

ClIefyeT MoaAOupaTh 03y IMpenapara, MaKCUMaIbHO OJHM3KYIO K MpuMeHseMoi panee. Cremyet
IPOKOHTPOJHMPOBATh  CPEIOHIO  MHHUMaNbHYyr0  KoHueHTpauuioo (Cmin)  3Beposmmyca
npuOIIM3NTENBHO Yepe3 | win 2 Heslenu nocjie CMEHbI JIEKapCTBEHHON (OPMBI.

Ilponyck 0o3bi

B ciydae npomnycka npuema ouepeIHOM 103bl IIpernapara €€ MOXKHO IPUHATh B Te€UeHHE 6 4yacoB
10CJI€ 3aIUIaHUPOBAHHOI'O BPEMEHH, 110 UCTEYEHUH 6 4acoB MOCIIE 3alNIAaHMPOBAHHOTO BPEMEHU
703y cleAayeT mnpomyctuTb. Ha cienyromuii neHb 103y Ipenapara clieiyeT IpHHATh B
3ariaHupoBaHHOE BpeMs. Hegomnyctum npuem ABOMHOM A03bI Ipenapara ¢ LeIbl0 BOCIIOIHEHUS

IIPOITYILEHHOM.

Pacnpocmpanennwiti  w/unu  memacmamuueckuil  NOYEYHO-KIAEMOYHbBIL — pak  Nnpu
HeahhekmusHOCMU AHMUAHUOLEHHOU Mepanul;, pacnpoCmpaneHtble u/uiyu Memacmamudeckue
HEUPOIHOOKPUHHBIE ONYXONU HCENYOOUHO-KUWEUHO020 MPAKMA, J1e2K020 U NOo0HCeNyO0UHOU
Jrcenesvl, 2OPMOHO3ABUCUMbIIL PACNPOCMPAHEHHbINL PAK MOJIOYHOU Jiceie3bl, AHSUOMUOIUNOMA
nouKY, He mpedylouas HeMeONeHHO20 XUPYPeUYECK020 BMEeuamenbcmed, y NAyueHmos ¢
my6epo3HbIM CKIEPO30M

Pexomenayemast no3a npenapata Adunutop cocrapiser 10 Mr o1uH pa3 B CyTKH.

Cybonenoumanvhvle 2ucaHmMoOKIEMOuHble ACMPOYUMOMbL, ACCOYUUPOBAHHBIE C MYDEPO3IHLIM
CKepO30M, NPU HEBO3MONCHOCTU GbINOIHEHUS XUPYP2UYECKOU pe3eKyul OnyxXoiu

Ho3y mpenapata Adunutop ans jeueHus namueHToB ¢ COI'A, accoummpoBanabiMu ¢ TC,
OTIPENIETISAIOT UCXOAS M3 Tiomanu nmoBepxHoctu tena (BSA, m?), paccuntanHoil mo dopmyre
Hrwo0ya.

Hauanvnas 0osa npenapama AdJUHUWlOD u yenesass Cmin 26epoaumyca 8 Kposu Y NayueHmos ¢

COI'A, accouuuposarnvimu c TC

Pexomenayemass HavanmbHas no3a mpenapara AduHuTOp ANg JiedeHus marueHToB ¢ COI'A,
cocrtaBisieT 4,5 Mr/m?, okpyriieHHas J10 Onvkaiiiiel 103upoBku npenaparta Adunurop. TabneTku
npemnapata AQUHUTOP Pa3IMUYHBIX JTO3UPOBOK OJHOM JIEKAPCTBEHHOW (OpMBI (TaONETKU WM
JUCTIeprUpyeMble TaOJNEeTKH) MOXKHO KOMOWHHUpPOBATh Ui MOJIYYEHUS HEOOXOTUMOH J103BI,
OJIHAKO KOMOWHHMPOBATH pa3HBIC JICKAPCTBEHHBIE (POpMBI Tipenapara AQUHUTOP C ITOU TEIBIO
HEJb3S.

Koumponv konyenmpayuu 36epoaumyca 8 Kposu
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V  nauueHToB, MOJNYYAIOMUX TEParnuio 3 epormmMyconr ok~ Hodomy PSS Vil hyer

KOHTpopoBath Cmin 3Beponumyca B KpoBu. Onpenensats Cmin IBEpOIHMyca B KPOBH CIEAYET
gyepe3 1-2 Henenu mocie Havalia Teparnuy W/Win 000 KOPPEKIUU 1036l J{03y KOPPEKTHPYIOT
JUTS Ioiiepskanus 11esieBoid Cmin 9BEpoIMMyca B KPOBH B IMana3oHe 5-15 Hr/mi.

110060p 00301

JIJIst ONTUMANTbHOTO KIIMHUYECKOTO OTBETA JI03Y Mpernapara clieyeT Moa0upaTh HHIANBUIYATBHO,
yYBEJIMUYUBAs Ha 2,5 MT JJIs1 TOCTKEHUS 11eTIeBOi Cmin 3BeposiuMyca B KpoBu. [Ipu rutanupoBanun
noadopa 1036l ClieyeT MPUHUMATh BO BHUMaHKE d(PPEKTUBHOCTD U O€30MIaCHOCTH MPOBOIUMOTO
JICYCHUs, OJHOBPEMEHHO MPOBOJUMYI0 MEIWKAMEHTO3HYIO Tepanuio U TeKymyr Cmin
IBEpoJIMMyca B KpoBU. VHAMBHIyanbHBIM MOJOOP AO03BI MOXET OBITH NMPOBEIACH HCXOIs U3

crenyromiei GopmyIbL:
HO8asL 003a 96ePOIUMYCca = npumensiemas 003a * (yenesas Cmin | mexywas Cmin 96eponumyca)

Hanpumep, npumensiemas j03a npenaparta, pacCUMTaHHas MCXOJS M3 IUIOLIaJU MOBEPXHOCTH
Tesa, B Hacroslee BpeMs cocTaBisieT 2,5 Mr, Cmin 3BeposinMyca B KPOBU B PaBHOBECHOM
cocrosHuU cocrtaBiusger 4 Hr/mia. s nmoctmkenuss neneBoil Cmin 9BeponmMyca B KpPOBH,
COCTaBJISAIOLIeH >5Hr/mi, Hampumep, 8 HI/MJ, HOBas CKOPPEKTHpOBaHHas J03a Mpenapara
JIOJDKHA COCTABIIATH 5 MT (IpUMeHseMasi CyTouHast 103a 2,5 mr, yBeiaudeHHas Ha 2,5 mr). [Tocne
KOPPEKILUH J03bI clieayeT onpeaenuTs Cmin B KpoBHU uepe3 1-2 Henemnm.

Jlo120CcpoyHbI KOHMPOJIb 003bl

VY nanuentoB ¢ COI'A, accouuupoBanHbiMHa ¢ TC, 00beM OIMyXosin clieyeT U3MEpUTh uepe3 3
Mecslla TMociie Hayajla Tepanuu npernaparoM AQUHHUTOp ¢ mocienyromeil Koppekiuen 1036l ¢
y4eTOM H3MEHEHHs oO0bema Omyxoiau Ha Qone sedeHus, Cmin 3BepoiMMyca B KpPOBH U
MHAUBUAYaIbHON IEPEHOCUMOCTH Mpernapara.

[Tocne noctrxenus crabuabHOM 10361 penapata npu COI'A, acconnupoBanubsiMu ¢ TC, crieqyet
KOHTpOJHPOoBaTh Cmin 3BEPOIMMYCa B KPOBU Ha MPOTSHKEHUHM BCETrO CPOKa JICUEHUs Kak/ble 3-6
MECSIIEB Y MAIIMEHTOB C MEHSIOIIEHCS TUIONIAbI0 TOBEPXHOCTH Tejla U Kaxple 6-12 Mecsnes y

MMaIMCHTOB C HEU3MEHHOMN IJIom@aabro MOBEPXHOCTH TCJIA.

Pexomenoayuu no xoppexyuu 003vl npenapama A@uunumop npu pazeumui HelceiamenbHbIX
peaxkyu

Koppekmust TsSHKeIbIX W/ TPYAHONEPEHOCUMBIX HEKENATEIbHBIX JICKAPCTBEHHBIX pPEaKIni
(HJIP) moxeT morpeboBaTh BpEMEHHOTO MPEPHIBAHUS Tepanuu ¢/0e3 yMEHbIICHHs 103bl. Ecim

TpeOyeTcsi CHIKEHHE J03bl IpenapaTa, peKOMEHJOBAaHO MPUMEHSTH 103y MPUOTU3UTENHFHO Ha
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50% wenbme npeasiaymei. B Tabmuie 1 pameHﬂ;InBEQOMEE%EE%W%ERM'%O%I

npenapata npu pazsutu HJIP. ¥V nanuenrtos, nomydatoniux npenapat AQUHATOP B HAaMMEHBIIEH
JOCTYIIHOW JI03UPOBKE, JAJbHEHIIEEe CHUKEHUE J03bl MPU HEOOXOAMMOCTH BO3MOXKHO IPHU
IIpueMe IIpernapara 4epe3 JAeHb. TaKkTUKa BENEHUs NalMeHTa JO/DKHA OCHOBBIBATHCS Ha
VH/IMBU/YaJIbHOM OLIEHKE MOJIb3bl U PUCKA C yUETOM OCOOEHHOCTEH Ka)/10T0 MalueHTa.

Tabnuya 1.  Pexomendayuu no xoppexyuu 0036l _npenapama Adunumop npu pazeumuu

HeofceliamelbHblX peakuuﬁ

Hexenareannas Crenenn TsKecTH! PexoMenganuy mo u3MeHEHHUIO 103LI>

peakums " KOppeKIuu HeKeJ1aTeJbHbIX
SIBJICHU M

Heundexkunonnsiii | Crenens 1 Koppekuust 10361 He TpebyeTcs.

ITHEBMOHUT CyOxnuH1YecKui, otaenbHbie | KOHTpOoIb cocTOsSHUS.

INPpU3HAKK HWJIK CHUMIITOMBI;

BMEIIATCIIBCTBO HE ITOKAa3aHO

Crenens 2 PaccmotpeTts BO3MOKHOCTh
[Iposiasromuiics MPEPBIBAHUS  TEpPAllUM, HCKIIOUYECHHE
KIIMHUYECKH; MOKa3aHO | MH(PEKINOHHOTO mporecca, pu
BMEUIAaTEIbCTBO; HE00X0JUMOCTH paccMOTpETh
OTrpaHUUYEHUE OBITOBOM | BOBMOYKHOCTh IIPUMEHEHHUS
€KETHEBHOM aKTUBHOCTHU TIIOKOKOPTUKOCTEPOUIOB 1O CHUKEHUS

CTENEeHH TSHKECTH CHUMITOMOB 0 1
CTETEHH.

Bo3o0OHoBNEeHNE Tepaniy B CHUXKEHHOMN
7103€.

[IpexpaiieHue Tepanuu, eciau CHUKEHUS
CTEMEeHH TSHKECTH CHMNOTOMOB 0 1

CTCIICHU HEC HACTYIIWJIO B TCUCHUC 4

HEJEb.
Crenens 3 IIpepbiBaHMe Tepanmuu 10 CHHMXKEHHS
Tsoxensie CHUMIITOMBI; | CTEIIEHH TSDKECTH CHUMIOTOMOB 110 |

OTpaHUYCHHUE CIOCOOHOCTH K | CTEIEHH, MCKIIOYCHUE UH(PEKIIMOHHOTO
CaMOo00CITy)KUBAHHUIO; nporecca, npu HEOOXOIMMOCTH

MOKa3aHa KUCIOPOJoTepanus | IpUMEHEHHUE TIIOKOKOPTUKOCTEPOUIOB.
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PAEdotpets = T E BT fbiots

BO300HOBIICHHSI T€pAMK B CHIDKEHHOMN
J03e.

[Ipy TOBTOPHOM Pa3BUTHU CUMIITOMOB 3
CTEIICHH — PAcCMOTPETh BO3MOXHOCTh

IIPEKPALLEHUS TEPAIIUH.

Crenens 4
JKuzneyrposkaromias
AbIXaTCJIbHAA
HEJIOCTATOYHOCTh, II0KA3aHO
AKCTPEHHOE BMEIIATEIbCTBO
(HanmpuMep, TPaXxeoTOMUS WU

MHTYOaIus)

[Ipekparnenue Tepanuy, HCKIIOUCHHUE
MH(EKINOHHOTO nporecca, npu
HE00X0JUMOCTHU IIPUMEHEHNE

TIIOKOKOPTHUKOCTCPONIOB.

Cromarutr

Crernens 1
CyOKIMHHYECKHUE CUMIITOMBI,
WA CUMIITOMBI JIETKOM

CTCIICHM, BMCIIATCJIILCTBO HE

Koppexmust 10361 HE TpeOyeTCs.
[Tonockanue pra OECCIUPTOBBIM HIIU
BogHO-coieBbIM  (0,9%)  pacTtBOpOM

HCCKOJIBKO pa3 B ICHD.

MOKa3aHO

Crenens 2 IIpeppiBanrie Tepanuu OO CHUXKEHHUSA
YMepeHHble OoJIeBbIE | CTENIEHH TSHKECTH CHUMOTOMOB J0 |
OILYILIEHUS, HE | CTeneHH.

NpersTcTByIole  npueMy | Bo3oOHOBIeHHE Tepamuu Mpenaparom

IIUIIH, TTOKa3aHa ClicrajibHas

nueTa

AcuHUTOD B IIpexKHEH 103e.

[Tpy MOBTOPHOM DPAa3BUTUU CHUMIITOMOB
CTOMAaTHTa 2 CTENeHH — TpEephIBaHHE
TEpaIuy 10 CHIDKEHHSI CTETICHH TSHKECTH
CHUMIITOMOB bi (4] 1 CTETICHH.
Bo3o0OHoBNIEHNE Tepaniy B CHHXKEHHOMN
no3e.

JleueHne aHaIBTETHKAMHU 1T MECTHOTO
npUMeHeHHs (Hampumep, OeH30KauH,
OyTHI-aMHHOOEH304T, TeTpaKanHa

TUAPOXJIOPHI, MEHTOJ Ui eHo) ¢/6e3
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LRSS TepOTOs Tis MECT OO

3

MIPUMEHEHUS".
Crenens 3 [IpeppiBanre TEpanuu N0 CHHXKEHUS
Tsoxenbie 00JIeBbIC | CTENEHU TSDKECTH CUMOTOMOB a0 1

OLIYIIICHHUS, IPETISATCTBYIOIINE | CTCTICHH.
[pUeMy IUIIU Bo3o0OHOBIIEHHE Tepaniy B CHIDKEHHON
J103€.

Jleuenue aHaIbreTUKAMH JI1 MECTHOI'O
npuMeHeHHus (Hampumep, OCeH30KauH,
OyTHI-aMHHOOEH304T, TeTpakanHa
TUAPOXJIOPHI, MEHTOJ Wiu eHo) ¢/6e3
[JIIOKOKOPTUKOCTEPOU1aMHU IS

MECTHOI'O HpI/IMeHeHI/ISIS.

Crenens 4 [Ipexpamienue  Tepanuu,  JICYCHHE
Kusneyrposxaromue CTOMAaTuTa COOTBETCTBYIOIIMMHU
MIOCIIEACTBUSI, MOKAa3aHO | METOJAMH.

9KCTPEHHOC BMCHIATCIILCTBO

Hpyras He | Crenens 1 Koppeknust 1036l He Tpedyercs mpu
reMaToJIornuecKas IIEPEHOCUMOCTH CUMNTOMOB. JleueHne
TOKCUYHOCTh COOTBETCTBYIOIIMMHU  METOJaMU U
(ucknrouas KOHTPOJIb COCTOSIHUS.

MeTa0oIIecKue Crenens 2 Koppekmust 1036l He Tpedyercs mpu
HapyILIeHHs]) IIEPEHOCUMOCTH CUMNTOMOB. JleueHne

COOTBETCTBYIOIIMMUA  METOAaMHU U
KOHTPOJIb COCTOSIHUSI.

[lpn HENmepeHOCHMOCTH CHMITOMOB —
npepbiBaHUE TEpalmuyu OO0 CHUKECHUS
CTENICHH TSDKECTH CHUMITOMOB 70 1
CTCIICHH.

Bo3oOHoBneHre Tepanuu B TNPEKXHEH

J03¢€.
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TPk 1O TOBHOM paRi it cAMITONOE 2

CTENEHW — TMPEpPbIBAHUE TEparuu J10
CHU)KCHUS CTETeHU TSKECTH
CUMIITOMOB bi (0] 1 CTETICHH.
Bo3o0HOBNIEHNE Tepanyy B CHUKEHHOU

J03¢€.

Crenens 3 [IpeppiBaHre Tepanuu N0 CHHXKEHUS
CTEMEeHH TSHKECTH CHUMITOMOB 110 1
cTernieHy. JleueHne coOTBETCTBYIOIUMU
METOJIaMU ¥ KOHTPOJIb COCTOSIHUSL.
PaccmotpeTs BO3MOYXHOCTh
BO300OHOBJICHHUS Teparuu MpernapaToM
A(dUHUTOD B CHIXKEHHOH J103€.

[Ipu moBTOPHOM pa3BUTHUH CUMIITOMOB 3
CTENEHH — PACCMOTPETh BO3MOXKHOCTH

MPEeKpaIeHUs Teparuu.

Crenens 4 IIpexpamienne  Tepanuu,  JE4YCHHUE

COOTBETCTBYIOIIMMH METOdaMHU.

Metabomuueckue | Ctemnens 1 Koppekuust  mo3p1  He  TpeOyertcs.
HapyIlIEeHUs Jleuenue COOTBETCTBYIOUIUMU
(manpumep, METOJaMH U KOHTPOJIb COCTOSHUSL.

TUNEPIIINKEMUS, Crenens 2 Koppekuust  mo3p1  He  TpeOyertcs.
JUCITUATIATIEMHUS] ) Jleuenue COOTBETCTBYIOIIUMU

MCTOdaMHU U KOHTPOJIb COCTOSTHUS.

Crenens 3 [IpepriBanne Tepanuu. Bo3zoOHOBICHNE
Tepanuvu B CHUKEHHOM J103€.
Jleuenne COOTBETCTBYIOLIUMU

MCTOJaMH U KOHTPOJIb COCTOSTHUS.

Crenens 4 [Ipexpamienne  Tepanuu,  JICYEHHE

COOTBETCTBYIOIIMMH METOdaMHU.

Tpomborutonenus | Crenens 1 Koppekuust 10361 HE TpeOyeTcs.
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(ymeHbllIeHHE (SHI'H (amxHsAs rpgHULA (AL TTELJBATEITBRUAL Th VS
KOJIMYECTBA HOpMBI) — 75000/mm*; <HT'H —
TPOMOOIIUTOB) 75,0 x 10°/1m)
Crenenn 2 [IpeppiBanre Tepanuu N0 CHHXKEHUS
(<75000-50000/mm3; 75,0- | crenleHH TAKECTH CHUMIITOMOB 10 1
50,0 x 10°/m) CTEIIEHN.
Bo3oOHoBNeHHE Tepanmuu B IPEKHEH
Jo3e.
Crenens 3 [IpepeiBanve Tepanmuu 10 CHUKCHUS
(<50000-25000/mMm3;  50,0— | cTermeHH TSKECTH CHMIITOMOB Ji0 1
25,0 x 10°/m) CTEIICHH.
WIH Bozo6HoBNeHNEe Tepanuu B CHUKEHHOU
Crenens 4 J103€.
(<25000/mm3; <25,0 x 10°/m)
Helitponenus Crenens 1 Koppekuust 10361 He TpebyeTcs.
(yMeHblIeHHE (<HI'H-1500/mm3; <HT'H-1,5
KOJIMYECTBA x 10%/1)
HEHUTpo(UIOB) WIIN
Crenens 2

(<1500-1000/mm% 1,5-1,0
10°/m)

Crenens 3 [IpeppiBanye Tepanmuu 10 CHHKEHUS
(<1000-500/mm?;  1,0-0,5 X | cTemeHH TSXKECTH CHMIITOMOB [0 2
10°/m) CTEIICHH.
Bozo6HoBneHne Tepanuu B MpeXHEH
J103¢.
Crenens 4 [IpepeiBanue Tepanmuu 10 CHHKCHUS

(<500/mm%; <0,5 x 10%/1)

CTENEHH TSKECTH CHMITOMOB 110 2
CTEIIECHHU.
Bo3o0OHoBNIEHNE Tepaniy B CHHXKEHHOMN

J03¢€.
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deOpubHast Cremnens 3 ITB'&%};IEEH—HE' E'FBEEIIEIP "I[loT s

HEUTPOIICHUS (AYUH (abconroTHOE YHCIO | CTETIEHW TSOHKECTH CHUMIITOMOB 10 2
HEUTPO(HUIIOB) <1000/mMM* | cTeTeHH U OTCYTCTBUS JIMXOPAJIKH.

npu OJIHOKpaTHOM | Bo30OHOBIEHHE Tepanuu B CHUKEHHOMN
MOBBIICHUN  TEMIEPATypHI | JT03€.

tena >38,3 °C wmm 1npu
MPOJOHKUTEITLHOM
MOBBIICHUH  TEMIIEPATyphl
tena >38 °C, coxpaHstomeMcs

0oiee 1 gaca

Crenens 4 IIpekpaienue tepanuu.
Kusneyrposxaromiue
MIOCJIEICTBUSI; MOKa3aHO

9KCTPECHHOC BMCHIATCIILCTBO

' CreneHun TsbkecTU: | = MUHUMAJIbHBIE CUMIITOMBI; 2 = YMEpPEHHbIE CUMITOMBI, 3 =
BBIPQ)KCHHBIE CUMIITOMBL; 4 = XU3HEYrpoXarolue cuMOToMbl. OLIeHOYHAs 1IKajla OCHOBaHa
Ha peKoMeHJIOoBaHHbIX HanmonaneHbiM uHCTUTYTOM OHKOJNoruH CIIA  cranmapTHBIX
TEPMHUHOJIOTHYECKUX KpUTEepusix oleHkU HexenaTenbHbIX sBieHuit (NCI CTCAE v4.03).

2 Ecnmu T1pebyercss CHUXKEHHME [I03bl Tpernapara, pPEKOMEHIyeTcs MPUMEHSATh 03y
npuban3uTeNnbHO Ha 50% MeHbIle peablTyIeH.

3 M306eratb MpUMEHEHUS MPENapaTroB, COJACPKAIIUX CIHPT, MEPEKHCh BOJAOPOJA, HOA U
MPOU3BOIHBIE YaOpela (TUMbsHA) B JICUEHWU CTOMATUTAa (MOTYT MPOBOIMPOBATH YCHUJICHUE

HU3BA3BICHUS CIIM3UCTOMN pOTOBOI\/’I HOJ'IOCTI/I).

Oonospemennas mepanus ymepennvimu uneuoumopamu uzopepmenma CYP3A4 unu P-
anuxonpomeuna (P-I'TI)

Crnenyer coOmoaTh OCTOPOXKHOCTb, B ClIydyae €clIM HEBO3MOXKHO H30€XaTh COBMECTHOTO
npuMeHeHus npenapata Agunutop 1 ymepeHHbIx HHruouTopoB CYP3A4 wiu P-T'TI (cm. pa3nen

4.5.).

A)  Pacnmpocmpanennviti  w/unu - memacmamudeckuii  NOYEUHO-KIEMOYHbIU  paK  npu
Hea(hGexmusHoCmu AaHMUAHSUOLEHHOU MEPAnUl, pacnpOCMpaHeHHble U/Ulu MemacmamuyecKue
HetPOIHOOKPUHHBIE ONYXOAU JHCENYOOUHO-KUUUEYHO20 MPAKMA, 1e2K020 U NOO0HCENYOOUHOU

aHceesnl, ZOPMOHOS’CZGMCMMbZIZ pacnpocmpaHeHHbzﬁ pax MOJIOYHOU amceesvl, aHcuomuojaunoma
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NOYKU, He mpeodyouas HemMeoleHHO20 XUpY, zuquKdg':'gyw-%%gszgzg&H;ngﬁ%%e c

mMyOepo3HbIM CKIEPO30M

Ecin namueHTaM NOKa3aHO OJHOBPEMEHHOE INPUMEHEHHUE IpEenapaToB, KOTOPBIE SBISIOTCA
ymepeHHbiMu uHTHOUTOpaMu CYP3A4 wnu P-TI'TI, no3a npenapara AGUHHUTOP B OOJBITUHCTBE
Clly4yaeB JOJDKHA ObITh CHUXKEHA 10 5 Mr wiu 2,5 Mr B cyTku. OJIHAaKO TOYHbIE KIMHUYECKHE
JaHHBIE II0 KOPPEKTHUPOBKE J103bl OTCYTCTBYIOT, PEKOMEHJyeMas KOPPEKLHS J03bl MOKET
BapbUpPOBaTh Yy OTHEJbHBIX TIPYyNN [AlUEHTOB, II0O3TOMY PEKOMEHIYETCS IIPOBEACHHE
TIIATEIFHOTO JIEKAPCTBEHHOTO MOHUTOPHUHTA C LEIbI0 CBOEBPEMEHHOTO BBISIBICHUS BO3MOXKHBIX
no6ouHbiX 3¢ ¢dekToB. B ciydyae mnpekpaiieHuss OJHOBPEMEHHOIO NPUMEHEHHUS yMEpPEHHBIX
unruoutopos CYP3A4 wiu P-I'Tl, cnenyer yuuTsiBaTh IPOAOIHKUTEIBHOCTD «OTMBIBOYHOIO»
nepuo/ia MpernaparoB, KOTOPBIA B CPEAHEM COCTaBISET OT 2 A0 3 AHEH, mepea BO30OHOBICHUEM
NpUMEHEHHUs Tpernapata AQUHHUTOP B 03€, MPUMEHSIEMONW HCXOIHO, A0 Hadaja COBMECTHOTO

npuMeHeHus npenapata AQuautop u ymepeHHbIX HTHTruOuTOpoB CYP3A4 ynu P-I'TI.

b5) Cybsnenoumanvhuvle eueanmoriemounvle acmpoyumomsl, dCCOYUUPOBArHble C MyOEepoO3HbIM
CKI1EPO30M, NPU HEBO3MOICHOCIU GbINOJIHEHUS XUPYPSULECKOU pe3eKyul OnyXou

Ecin namueHTaM NOKa3aHO OJHOBPEMEHHOE INPUMEHEHHUE IIPENaparoB, KOTOPBIE SBISAIOTCA
ymepeHHbIMH uHrHOuTOpamMu CYP3A4 wnu P-T'TI, no3a npenapata A(uUHUTOP B GOJIBIINHCTBE
Clly4yaeB J10JKHA ObITh cHIbKeHa Ha 50%. IIpu BOSHMKHOBEHMM MOOOYHBIX 3(PPEKTOB MOKET
noTpe0OBAThCS JIONOIHUTENBbHOE CHMKeHHE A03bl. Caenyer ompenenutb Cmin 9BEposinMyca B
KpOBM II0 MEHBIIEH Mepe uepe3 | Hememo mocie Hadajda OZHOBPEMEHHOIO INPUMEHEHHS
ymepeHHoro wunruobutopa uzopepmenta CYP3A4 wumu P-TI'TI. Ilpu oTMeHe oaHOBpEeMEHHO
npuMeHseMbix WHTHOUTOpOoB M3odepmenta CYP3A4 wm P-I'TI no3y mpenapara AduHUTOp
CJIeZlyeT BEPHYTh K MCXOMHOH mocie 2-3 ITHEH «OTMBIBOYHOTO» MEpPHOo/Aa M, 10 MEHbIIEH Mepe,

yepe3 | Henento onpeneauTb Cmin 3BEPOIUMYCa B KPOBH.

Ipumenenue oonospemenno ¢ mownvimu unoykmopamu usogpepmenma CYP3A4
HecmoTpss Ha TO, 4TO OJHOBPEMEHHOTO NMPUMEHEHHS Tperapara ¢ MOIIHBIMH HWHIYKTOPaMH
cienyet u3deraTh, UMEIOTCS JaHHBIC 110 KOPPEKIIMK peXrMa J03MPOBAHMsI TIperapara B ciydae,

€CJIM HEBO3MOXKHO M30eKaTh OIHOBPCMCHHOTO ITpUCMa NpCrapaTonB.

A)  Pacnmpocmpanennviti  w/unu - memacmamudeckuii  NOYEUHO-KIEMOYHbIU  paK  npu
HeahhexmusHoCmMuU anmMuUaH2U02eHHOU Mmepanuu;, pacnpocmpanertble u/unyu Mmemacmamudeckue
HetPOIHOOKPUHHBIE ONYXOMU JHCENYOOUHO-KUUUEYHO20 MPAKMA, 1e2K020 U NOO0HCENYOOUHOU

aHceesnl, ZOPMOHOS’GGMCMMbZI;l pacnpocmpaHeHHbzd pax MOJIOYHOLL acejiesvl, aHzsuomuojaunoma
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NOYKU, He mpeodyouas HemMeoleHHO20 XUpY, zuquKdg':'gyw-%%gszgzg&H;ngﬁ%%e c

my6epo3HbIM CKIEPO30M

e [Ilpu npumenenun mnpenapara AQUHUTOP OJHOBPEMEHHO C MOIIHBIMH WHAYKTOpaMH
uzopepmenra CYP3A4 w©Ha ocHOoBaHWMM (PAPMAKOKMHETHYECKUX TAHHBIX MOXKET
noTpeOOBAThCS YBEIMUEHHE CYTOYHOW JO3bI B 2 pa3a € IIaroM B 5 MI' MJIM MEHBIIIE.
ITpeanonaraercs, 4To Npu yKa3aHHOM M3MEHEHMHU J103bl IIpenapara AGUHUTOP 3HAUCHHE
wIomaan 1o (GpapMaKOKHMHETHUECKOW KpUBOU «KoHIEHTpauus-Bpems» (AUC) Oyzner
cootBercTBoBaTh AUC, HabmoaeMomMy 0e3 mpuemMa HHIYKTOPOB H30(epMEHTa, OJHAKO
KJIMHUYECKHE JaHHblE C IMOJOOHBIM M3MEHEHHEM [03bl y MAIMEHTOB, IOJIyYaIOIIUX
MoIHbIe UHAYKTOpBI u3odepmenta CYP3A4, oTCyTCTBYIOT.

e [Ilpu mpexpamenun mnpuema MouiHoro uHaykropa u3odepmenta CYP3A4 cuemyer
obOecrieunth 3-5 JAHEH «OTMBIBOYHOIO» TIepuoAa (aJeKBaTHBIA mHepuox  Juis
3HAYUTEIBHOTO CHIDKCHHS WHAYKIUH H30()epMEHTa), J0 CHIDKCHHS 03Bl Iperapara

AduHHTOp K HCXOTHOMU J03€.

b) Cybsnenoumanvuvie cucanmoxiemounsie acmpoyumomsl, AdcCOYUUPOBAHHble ¢ myOEepO3HbIM
CKIIEPO30M, NPU HEBO3MOICHOCIU GbINOJIHEHUS XUPYPSULECKOU pe3eKyUul ONyXoau

e [lpu mpumenenun mnpenapata AQUHUTOP OJHOBPEMEHHO C MOIIHBIMH WHAYKTOPaMH
nzopepmenta CYP3A4 (nampumep, MpOTUBOINMICHTUYECKUMHU MpenapataMu, TaKUMHU
Kak KapOamaszenuH, (eHoOapOuTan, (HEHUTOMH) MOXKET MOTPeOOBAaThCS YBEIUUYECHUE
HaualbHOM 1103bl Tpemapata AQHUHATOP UISI  JTOCTHIKCHHS  TepaleBTHYECKON
KOHIIEHTpaluu 5-15 Hr/Mi; cienyeT yBeIuunuTh CyTOUHYIO /103y npenapara AQUHUTOP B
2 pa3a U OLIEHUTH NEPEHOCUMOCTh JieueHus. [Ipubnu3uTensHo yepes 2 Helenu cleayeT
u3Meputh Cmin 9BepoEMyca B KpoBH. [Ipy HEOOXOIMMOCTH CIEeIyeT CKOPPEKTUPOBATH
o3y mpenapara AQUHUTOP HA 2,5 MT JIJIs1 TOCTHOKCHHS TEPANIeBTUICCKON KOHIIEHTPAIIUU
5-15 ur/mi. Ilpu npexpaleHnu mpuemMa MOLTHOrO MHIyKTopa u3zodepmenta CYP3A4
no3y npenapara AdQuHUTOpP cheayer BepHYTh K HCXOAHOM mocne 3-5 1Heit
«OTMBIBOYHOTO» TIEpHOJA, W TPUOIM3UTETHHO depe3 2 Hemend u3MepuTb Cmin
IBEPOIIUMYCa B KPOBH.

e [lpu noGaBieHnH K TepalK HBEPOITUMYCOM MOIIHOT0 HHAYKTOpa n3odepmenta CYP3A4
MOXXET TOTpeOOBaThCA yBENMUYECHHE 03kl Tpemapata Adwunutop. o3y cruemyer
YBEJIMYUTh B 2 pa3a U OICHUTh NMEPEHOCUMOCTh Tepanuu. lIpubausuTenbHO yepe3 2
HEJIeNN MOCTIe yABauBaHUS 103k ciieayeT onpeneauts Cmin 93BepoinMyca B KpoBu. Jlanee

MIPU HEOOXOAUMOCTH 103y CIIEIYyET KOPPEKTUPOBATh HA 2,5 MT I IOIIEP>KAHHMS 1IeTIEBOM
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(NOCNEOCBATENEHOCTE 0002)

Chmin DBEeposIIMYycCa B KPOBH.

e JloGaBneHue emie OAHOro wmouiHOoro wuHaykropa wu3odepmenta CYP3A4 x yxe
IPOBOJUMON OJTHOBPEMEHHOM Tepanuu npenapatoM A(GUHUTOP U MOIIHBIM HUHAYKTOPOM
uzopepmerra CYP3A4 moxer He mOTpeOOBaTH MOMOTHUTEIHLHOW KOPPEKIMH O3B
npenapata Apunurop. [IpubnusutensHo uepes 2 Heleau nocie J00aBIeHUs enie OAHOr0
MotrHoro uHaykTopa uzodepmenta CYP3A4 crnenyer onpenaenutb Cmin IBEpoIUMyca B
KPOBH U IIpM HEOOXOAMMOCTH 03y CleAyeT M3MEHUTh Ha 2,5 MI JUIsl NOAJAEp’KaHUs
1eneBoi Cmin 9BEpOIMMYyCa B KPOBH.

e (OrMeHa Tepaluu OJHUM U3 HECKOJBKUX MOIIHBIX MHAYKTOpOB u3opepmenta CYP3A4,
IPUMEHSEMbIX OJHOBPEMEHHO C IpenaparoM AQUHUTOpP, MOXET HE MNOTpedOoBaTh
JOTIOTHUTENILHOW KOppeKIuu 1036l npenapata Adunurop. Crnenyer ompeneiautb Cmin
9BEpOJMMYyca B KpPOBU TNPUONM3UTENBHO dYepe3 2 HEAENU IMOcCie MpeKparieHus
OJIHOBPEMEHHOI Tepaluu OJHUM M3 HECKOJIbKMX MOIIHBIX MHJIYKTOPOB H30(epMEHTa
CYP3A4. Ilpu ormeHe BceX OJHOBPEMEHHO IPHUMEHSEMBIX MOIIHBIX HHIYKTOPOB
uzopepmenta CYP3A4 no3y mpenapata AduHUTOp claeayeT BEpHYTh K UCXOJHOM MOcie
3-5 nHEl «OTMBIBOUHOTO» MEPUOA, i IPUOIUZUTENBHO uepe3 2 Henenu onpeaeauTs Cmin

IBEPOJIMMYCa B KPOBH.

Tepaneemuueckuil MOHUMOpUHZ KOHYeHmpayuu 26eporumyca y nayuenmos c¢ COI'A,
accoyuupogannvimu ¢ TC

V¥ nanumentoB ¢ COTI'A, acconnupoBannbiMu ¢ TC, cnenyer KOHTposupoBaTh Cmin 3BEpOIMMYCa B
KPOBH C IOMOIIBIO BAIMAMPOBAHHBIX OMOAHATUTHYECKIX METOJIOB KHIKOCTHOW XpoMaTorpaduu
/ Macc-crieKTpoMeTpu. PekoMeH10BaHO TI0 BO3MOYKHOCTH HCIIOJIb30BaTh OJUH U TOT K€ METO/T
aHayM3a 1 J1abopaTopuIo JJIs TEPAeBTUYECKOT0 KOHTPOJIS KOHIIEHTPALMH SBEpOJINMYca B KPOBU
Ha MPOTSKEHUHU BCETO NMEpUoJia JICUECHUS.

TepaneBTryecKii MOHUTOPUHT KOHIICHTPAITUH YBEPOJIMMYCa CIIEAYET MPOBOANTH B CPOKH Uepe3
1-2 Henmenu mocine HavYaia TEparuH, IOCie JTF000T0 H3MEHEHUS JT03bI WIIA CMEHBI JIEKapCTBEHHOU
dbopmbI ipenapaTa uiTk 1o0aBiIeHUs K Tepanui nHruouTopoB uzodepmenta CYP3A4 nmm P-T'T1,
WIN TIpU TIOSIBJIEHUM MPU3HAKOB HApyILIeHUs (YHKUMU nedeHdu. KOoHIeHTpaluio 3Bepoiaumyca
CJIeZlyeT OLICHUTh NMPUOIM3UTEIBHO uepe3 2 HeAeH Mocie Jo0aBlIeHus] K Tepaluid UHIYKTOPOB
nzodepmenta CYP3A4 wim P-T'TIL.

Jlozy HeoOXxomuMo mmoaduparh 10 JOCTHKeHHs 3HaueHUusT Cmin (5-15 Hr/mMu) ¢ yuetom
NEPEHOCUMOCTH TEpaluu NanueHTOM. J[03y MOXHO YBEIMUYMBATh JUIS JOCTIDKEHHUS Oolee

BBICOKO KOHIIEHTpAIMM IIpernapaTa B KpOBH (B AMANa30HE TEPANEBTUUYECKONW) U ONTUMAJIBHOTO
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TepaneBTHIECKOTO S deKTa ¢ yueTom meperocMocTH mhbnaparar— o+ I ENBEHOCTE D002

Oco0Bble IPVIIILI TAIUEHTOB

Tayuenmor noscunoeo eospacma (> 65 nem)
Koppekuuu 10361 penapara He Tpedyercs.
Tayuenmsi ¢ HapyweHuaMU YHKYUU NOYEK
Koppekuuu 10361 ipenapara He TpeOyercs.
THayuenmoi ¢ HapywieHuAMU DYHKYUU NeYeHU

Ipu  pacnpocmpanernnom UWULU  Memacmamu4yeckom _ NOYeYHO-KIemOYHOM pake  uiu

memacmamudecKux HedDOBHOOKDuHHbZX onyxoJiAix cheﬂVOOLIHO'KuWELIHOZO mpaKkma, j1ecKo20 u

}’ZOOJfCQJZVaOVHOZZ cejiesvl, npu 2OpMOHO3A6UCUMOM PpACNPOCMPAHEHHOM pAdKe MOJIOYHOU Hcejiesnl,

npu aHeuomuoaunome no4kKu, CZCCOZ/{MMDOGCIHHOLV! cIC

— VY namnueHToB ¢ HapyuieHueM (YHKIUU MEYEeHU JIETKOW CTENEHU TSKECTH (Kiacc A 1o
knaccudukanuu Yainna-I1s10) pekoMenayemas 103a coCTaBisieT 7,5 Mr B J€Hb.

— VY manueHToB ¢ HapylieHHeM (YHKIUU MEeYeHU CpeHel cTeneHH TshkecTH (kiacc B mo
knaccudukanuu Yaitna-I1s10) pexkomengyemast 103a COCTaBIAET S5 MT B ICHb; IIPH IJIOXOM
MEPEHOCUMOCTH TpernapaTa BO3MOKHO CHUKEHHE JJ03bI 10 2,5 MT B JI€Hb.

— VYV manMeHToB ¢ HapylmieHHeM (QYHKIUU TedeHu Tsokenon creneHu (kmacce C mo
knaccudukanuu Yaitna-I1sr0) npenapaT He pekoMeHA0BaH. B cinyuasx, korjaa oxuaaeMas
MoJjb3a TPEBBINACT MOTEHUUAIBHBIM PHUCK, BO3MOXKEH IIPUEM 3IBEPOJIMMYyCa B
MaKCHUMAaJILHOH A03€ 2,5 MI' B JIeHb.

B ciyyae u3MeHEHMsI CTENEHW TSDKECTH HapylieHus (YHKIUU MedeHu (M0 KIacCH(pUKAIUU

Yaiina-I1p10) He0OX0IMMO MPOBECTU KOPPEKIIUIO 03BI MpernapaTa AQUHHUTOP.

Ilpu CV631’Z€HOMMCIJlele CUSAHMOKIIENMOYHbIX Acmpoyumomax, acCCoOuuuUpo6arHHblx ¢ MV6€D03HZ)ZM

CK1€pO30M

A) Hapywenus ¢ynkyuu nevenu neekotl cmenenu msdicecmu (knacc A no knaccuduxarum Yaina-
[Tet0): 75% oOT m03bI, PAacCYNTAHHON MO TMJIOUIAAM TOBEPXHOCTH Teda (OKpyrieHHas [0
Onmxaiiiiei 103UpPOBKN).

b) Hapywenus ¢ynkyuu neuenu cpeoueti cmenenu maxcecmu (xkaacc B mo xmaccudukamnmm
Yaiina-I1e10): 50% 0T m03bI, paCCYNTAHHON MO TUIOIIAIN MOBEPXHOCTH Tena (OKPYIJICHHAS 10
Onvkaiiiiel JO3UPOBKH).

B) Hapywenus ¢pynxyuu neuenu maxcenot cmenenu (kinace C nmo xknaccudukanuu Yaitna-I1e10):

NpUMEHEHUE TpernapaTa He PeKOMEHJI0BaHO. B ciydae, ecnu oxumaemas Mmojib3a MPEBBIIACT
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MOTEHINATbHBINA PHUCK, BOSMOXHO IMPUMCHCHUG IIPCIIa - Iél gllgé;ﬁélﬁg%%%ﬂﬁg:ﬁ% oT

J03bI, paCCqHTaHHOﬁ I10 TI0IIaAu IMOBCPXHOCTHU TECJIA.

Cmin 3BeposiMyca B IEIBHOW KPOBH CIEAYET ONPENCIIUTh MPUOIM3UTEIBHO uepe3 1-2 Hemenu
10CJIe Havaya JICYCHUS WIM MOCie M3MeHeHHs (GyHKiuu nedeHu (mo kiaccudukammu Yais-
[Tbr0). Creayer KOPPEeKTUPOBATh 103y st HocTiKeHUuss Cmin Tpenaparta B Juama3oHe OT 5 J0
15 Hr/MJ1 ¢ y4eTOM MEPEHOCHMOCTH Tpernapata. [Ipu U3MEHEHUH CTCIICHU TSHKSCTH HAPYUICHUS

(yHKIMU TIEYSHH JI03y Mpenapara clieAyeT KOPPEeKTUPOBATb.

eTH
Pexxum no3upoBanus y aererd ot 3 1o 18 ner ¢ COI'A He oTauyaercst OT pexuMa J103UpOBAHUS
JUTSL B3POCIBIX, KPOME MAIMEHTOB C HAapyIIeHueM (yHKIH TICUYeHH.

[Ipenapat AduHHTOp B NAaHHOW JIEKAPCTBEHHOW (opMe HE CIIEAyeT NMPUMEHATh y JeTed B
Bo3pacte oT 1 10 3 et ¢ COT'A. [{ns neyeHus mauueHToB JaHHOM KaTerOpuH CIeayeT IPUMEHSTh
npenapat AQuHUTOP B hopme qucHeprupyeMbIX TaOIETOK.

bezonacHocTh 1 3 PeKTUBHOCTH IBeponumyca y nereid ot 0 1o 1 roma ¢ COI'A He yCTaHOBIJICHEI.
JlaHHBIE OTCYTCTBYIOT.

He pexoMennoBano npuMeHeHue 3BeposnnMyca y getei ot 0 go 18 ner ¢ COI'A ¢ HapyleHUAMH
(GYHKIMU TIEYSHH.

[To cnemyronuM mokazaHusiM y eteit 10 18 et sBeposiuMyc He TPUMEHSETCS:
pacnpoCTpaHEHHBIM W/WIM METacTaTUYEeCKUM MOYEeYHO-KJIETOUHBIM pakK; pacnpoCTpaHEHHbIE
W/WIM MeTracTaTudeckue HehposHIokpuHHble omyxonu JKKT, nerkoro u moJukemyJoYHOMN
JKEJIe3bl; TOPMOHO3aBUCUMBIM PACIIPOCTPAHEHHBIN paK MOJOYHOM KEJE3bl; aHTMOMHOJIMIIOMA

nouku, accouunpoBannas ¢ TC, nmpu orcyrctBun COT'A.

Crrocob nmpruMeHeHus

[Ipenapat A¢duHUTOp ClieayeT NPUHUMATh BHYTPh OJMH pa3 B JIEHb €XKEJHEBHO B OJITHO M TO K€
BpeMs (MPeIrnoYTHTEIbHO YTPOM) IIOCTOSHHO HATOLIAaK MM MOCTOSHHO IOCie Mpuema
HEOOJIBIIOr0 KOJMYECTBA NUIIM, HE conepskauieil xupa. TalneTku ciemyeTr MporiaThiBaTh
LEJIUKOM, 3aliBasi CTAKaHOM BOJIbI, MX HEJIb3sl Pa3KeBbIBATh WM APOOUTh. [IIsi manueHToB c
COT'A, accorunpoBanHbiMu ¢ TC, KOTOpBIE HE MOTYT MPOTJIOTUTH TAOJIETKY LIETUKOM, Ta0JIETKY
npenapata A(QUHUTOP HEMOCPEACTBEHHO Mepea MPUEMOM MOXKHO MOJHOCTbIO PacTBOPUTH B
cTakaHe BoJibl (mpumepHO 30 MiT), OCTOPOKHO TOMEUINBAsL COIEPKUMOE CTaKaHIMKa 1O MOJTHOIO

pacTBopeHus TabieTku (mpuMmepHo 7 MuHyT). Js oGecriedeHus: mprema MmoaTHOW 03Bl CIeayeT
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emie pa3 HaOpaTh B CTaKaHUMK TAaKOH k€ OOBEM Bonbfq%M%Tﬁ%%%&jé%:ggéHox

OCTAaBIIMCCA YaCTHULBI ITPCIiapaTa U BBIIIUTD HOJ'Iy‘-IPIBLHPIﬁCSI pPacTBOp.

4.3. IlporuBomoka3zaHusi
['MnepuyBCTBUTENLHOCTD K 3BEPOIHMYCY, IPYTHM IPOU3BOIHBIM parlaMHIIMHA WIH JTFOO0MY H3

BCIIOMOT'aTCJIbHBIX BCUICCTB Mpcriapara, ICpCUnCICHHbBIX B pa3aciic 6.1.

4.4, OcoOble ykazaHusi H MepPbl MPEI0CTOPOKHOCTH NMPH NMPUMEHEHUH

Cnenyer uszberaTb OJHOBPEMEHHOTO MPUMEHEHHSI HBEPOIMMYCa C MOUIHBIMA HHTUOMUTOpaMH
uzodpepmenta CYP3A4 w/wm P-TI'Tl u ¢ momasiMu uHIYKTOpaMu n3odepmenta CYP3A4 wm
unaykropamu P-T'TI (cm. paznen 4.5.).

Koutparemnmms

Bo Bpemsi Tepanuu mpenaparom AGUHUTOP U KaK MUHUMYM B TE€UYEHHE 8 HEJENb IMOCIE ee
OKOHYAHUS CJIEYEeT UCIOJIb30BaTh HAIC)KHBIE METO/Ibl KOHTPAICIIIUH.

HeunHndeKkMoHHbBIN THEBMOHUT

HenH(eKIMOHHBIT THEBMOHUT SBIAETCA  Kiacc-CeUUUYHBIM  TOOO0YHBIM A derToM
MPOM3BOIHBIX panamuiinHa. [Ipu npumeHennn npemnapata AQUHUTOP TaKKEe OTMEUAIHUCH CITy4Yau
pa3BUTHS HEMH(PEKIIMOHHOIO MTHEBMOHMTA (BKJIIOYAs MHTEPCTULUANBHYIO O0JE3Hb Jierkux). B
pAne ciy4yaeB HaOIIOJATUCh TshKebie GopMbl 3a001eBaHus (PEIKO CO CMEPTEIBHBIM UCXOIOM).
JlnarHo3 HeMH(EKIMOHHOIO MHEBMOHUTA CJEyeT MPEANOoNI0KUTh y MallUeHTOB MPU Pa3BUTUU
TaKuX HecHnenM(PUYECKHX NPOSBIEHUI CO CTOPOHBI OpPraHOB JbIXaHMs, KaK TUIOKCHS,
IUIEBPAJIBHBIA  BBITIOT, Kallellb WM OJBIIIKA, a TaKKe IPH HWCKIIOYEHHH C TTOMOIIBIO
COOTBETCTBYIOIIUX JAMATHOCTHUECKUX HCCIENOBAaHMNA WH(EKIIMOHHOH, OITyXOJIEBOM W JPYTHX
npuudH  Takux nposeieHuil. Ilpu mnpoBemenun nuddepeHMANIBHON  AMATHOCTUKH
HEMH(EKIIMOHHOTO TMHEBMOHMTA CIIEAYeT MCKIIOYaTh ONMOPTYHUCTHUECKHE HH(peKuuy,
HarpuMep, THEBMOIMCTHYIO THEBMOHHUIO.

[TanmeHTa ClieAyeT TPOMHCTPYKTHPOBATH O HEOOXOIWMOCTH COOOMIATh JiedalieMy Bpady o
HOSIBIICHUH JIIOOBIX HOBBIX WJIM YCUJICHUU MMEIOIIUXCS CUMITOMOB CO CTOPOHBI JIbIXaTeIbHOM
CHCTEMBI. Y MAIMEHTOB, UMEIOIIUX TOJbKO PEHTICHOJIOTHYECKHE MPU3HAKA HEMH()EKIIMOHHOTO
MHEBMOHHUTA (MPU OTCYTCTBUU WM TPH HATMYUHM MHUHUMAIBHBIX KIMHHUYSCKH 3HAYHMBIX
CHUMIITOMOB), BO3MOXXHO TPOJIOJDKEHHE JIeueHUs npenapatoM AduHuTOp 063 M3MEHEHHUS 03B
npenapata. B ciydae eciaM CHUMNOTOMBI TTHEBMOHMTA BBIPAXKEHBI YMEPEHHO, HEOOXOIMMO
paccMOTpeTh BOIPOC O BPEMEHHOW NMPHUOCTAHOBKE TEpaluu 10 YIy4IIeHUs cocTosHus. s

KyIIUpOBaHUA CHUMIITOMOB BO3MOXXHO IIPUMCHCHHUEC TJIFOKOKOPTHKOCTCPOUIOB. Jleuenue
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IpenapaToM MOKET ObITh BO30OHOBJIEHO B J103€|Ha 50%':&;'1@}1%%%§5ﬂ£n BHOCTEL 0002)

[Ipu pa3BUTHUU BBIPAKEHHBIX CUMITOMOB (cTeneHb 3 win 4) HeMH(EKIMOHHOTO IMHEBMOHHUTA
Tepanuio mpenaparoM AQUHUTOp clenyeT MNPeKpaTUTh [0 CHIKEHHUS CTENEeHU TSKECTH
CUMITOMOB 10 1 creneHn. B 3aBHCHMOCTM OT KIMHUYECKHX YCJIOBHH IIOCIIE H3JICYCHHUS
ITHEBMOHUTA Tepanus IpenapaToM MOXKeT ObITh BO300HOBJEHA B Jj03e Ha 50% HIKe UCXOAHON
(cM. pasnen 4.2.). Ilpu MOBTOPHOM Pa3BUTHH CHMIITOMOB J0 3 CTEIECHH CIEAYeT PacCMOTPETh
BO3MOXHOCTH IIPEKpalleHus Tepanuu npenaparom Adunutop. [Ipu pazButun HemH()EKIHOHHOTO
ITHEBMOHUTA 4 CTENIEHU TepaIHuIo penapaToM ciieyeT IpeKpaTuTh. Takke NoaydeHo coollieHne
0 Pa3BUTHM THEBMOHMTA IpU NpueMe npenapara AQUHUTOP B CHUKEHHOM J03€.

Y  manueHToB, TMONYYArOIIMX C  I[EJIbI0  JICYeHUS HEMH(EKIMOHHOTO ITHEBMOHHTA
[JIIOKOKOPTUKOCTEPOMIHbIE Ipenaparhbl, CIEAYeT pPAacCMOTPETh BO3MOXKHOCTh IPOBEICHUS
npoGUIAKTUKY Pa3BUTHUS THEBMOLIMCTHON THEBMOHMH.

HNudexnyuu

[Ipenapat Adunutop 061a1a8T UMMYHOCYTIPECCUBHBIMHA CBOMCTBAMHU U MOKET CIIOCOOCTBOBATH
Pa3BUTHIO y MAIIMEHTOB OaKTePUAIbHBIX, TPHOKOBBIX, BUPYCHBIX I IIPOTO30MHBIX HH(EKIUH, B
0COOEHHOCTH BBI3bIBAEMBIX YCIOBHO IAQTOI€HHBIMM MMKpPOOpraHuU3MaMu. Y IalUEeHTOB,
NPUHUMABIIUX Npenapat A(QUHUTOP, ObIIIM OMUCAHBI MECTHBIE U CUCTEMHBIE HH(EKIIUH, BKIIOYast
ITHEBMOHMIO, JIpyrue OakTepralibHble UH(PEKINH, TPUOKOBbIE HH(EKINH, TaKUEe KaK aclieprusuies
WIM KaHIU/103, MHEBMOLUCTHYIO IMHEBMOHHIO M BHUPYCHblE MH(EKIINHU, BKIIOYas 00OCTpEeHHE
BUpycHoro renatuta B. HekoTopble 13 3TUX MHPEKIMHA ObIIM TSXKEIbIMHU (C pa3BUTHEM CETICUCa
[BKIIIOYAs CENTUYECKMH IIOK], JBIXAaTeJbHOM WM MEYEHOYHOM HEJOCTaTOYHOCTH) M HMHOIJA
MPUBOJIMIIN K JIETATBHOMY MCXONy Yy JieTeil u B3pocibixX. [lannenTa cienyer nponHpopMupoBaTh
O TOBBIILIEHHOM pPHCKE pa3BUTHUs MH(GEKUMHA MpH NMpUMEHEHHM mpenapata AQUHUTOp, OBITH
BHUMATEIbHBIMH K CUMOTOMaM M MpHU3HAKaM MH(EKUUH U MPH UX MOSBIEHUU CBOEBPEMEHHO
oOpamarbess K Bpady. Y MAlUEHTOB ¢ MHPEKIMOHHBIMU 3200JE€BAHUSAMH TEpe]] IPUMEHEHUEM
npenapata AQUHHUTOP ClieyeT MPOBECTU HaJexaillee jedeHue. [lpyu moaTBepkIeHnn quartosa
MH(EKIMOHHOTO OPaXEHUS CIIEyeT He3aMeIJIUTENIbHO HayaTh COOTBETCTBYIOIIYIO TEPAIUIO U
paccMOTPETH BOIIPOC O BPEMEHHOM IPUOCTAHOBIEHUH WIIH ITIOJTHOM OTMEHE TEPAIINH ITPENAPATOM.
B cinydae pa3BUTHS MHBAa3MBHOM CHUCTEMHOM T'puOKOBON HH(EKIUH TEpamuio MpenapaTtom
AduHUTOp cIeayeT OTMEHUTH U TIPOBECTH COOTBETCTBYIONTYIO TPOTUBOTPUOKOBYIO TEPAITHIO.

Y [anueHTOB, MOMYyYarOIIMX TEpanui0 3IBEPOJMMYCOM, ONUCAHBbl CIy4yaul pPa3BUTHUS
ITHEBMOIICTHON NTHEBMOHHUH, HEKOTOPBIE C JIETAIbHBIM HMCXOJI0OM. Pa3BUTHE INHEBMOLIMCTHOU
THEBMOHUHM MOXET OBITh CBS3aHO C OAHOBPEMEHHBIM IMPUMEHEHHEM TIIIOKOKOPTHKOCTEPOHIOB

WIM JPYyruX HMMMYHOCYIPECCHBHBIX IIpernapaToB. B ciydae OJHOBPEMEHHOTO JICUCHHUS
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TTFIOKOKOPTUKOCTEPOUIAMHA WIIM IPYTUMH TIPE IapaTaMHjlg}ﬁil%%Hﬁ%;% '%-éMy,

CJIEZlyeT PaccCMOTPETh BO3MOXKHOCTh HPOBEACHUS NPOPHIAKTUKU PA3BUTHS MTHEBMOLMCTHON
[THEBMOHMH.

Peaknmm runep4yBCTBUTEIILHOCTH

Peakiuy TUINEpYYBCTBUTENLHOCTH TPU TMPUMEHEHHH 53BEpOJMMYyca BKJIIOYaIH (HO He
OTPAHUYMBAINCH) aHA(UITAKTUICCKHIA [IOK, OJBIIIKY, TOKPACHEHHUE KOXKHBIX MTOKPOBOB, O0JIb B
TPYAHON KIIETKE U aHTHOHEBPOTUYECKUI OTEK (HAIPUMEDP, OTEK JBIXaTeIbHBIX MyTEH WIIH SI3bIKA
¢/6e3 HapyeHus] QYHKIIUU JBIXaHUS).

AHIMOHEBPOTHYECKHI OTEK IPU OJJHOBPEMEHHOM IMPHMEHEHHH C I/IHFI/I6I/ITODaMI/I AlIID

VYV nanueHToB, MOMYYaOIIMX OJHOBPEMEHHOE JieueHue uHruourtopamu AllD, moxer ObITH
MOBBILIEH PUCK Pa3BUTHUSl aHTMOHEBPOTHUYECKOIO OTEKa (HalmpuUMep, OTEKa JbIXaTelIbHbIX MyTeH
WK s3bIKa ¢/0e3 HapyIIeHHus] PyHKIUU AbIXaHUS).

Cromarur

CroMartut, BKIIIOYAs U3BS3BICHUE CIU3UCTOM OOOJIOUYKH TMOJIOCTH PTa, BOCIAIICHUE CIM3UCTOMN
MIOJIOCTH pTa, siBisieTcst HanOosee yactoid HJIP y manuenTtos, momyyaromux npenapat AQUHATOP
(cM. pazzen 4.8). Cromatut, Kak IpaBUilo, pa3BUBAETCs B IepBble 8 Helenb Tepanuu. B cioydae
BO3HUKHOBEHUSI CTOMAaTUTa PEKOMEHAyeTCs MpUMEHEHHe MeCTHOM Tepanuu. Cnenyer uzberaTsb
INPUMEHEHHUS CPEJICTB, COJIEPXKALUX CIIUPT, MEPEKUCh BOAOPOA, 0], yabpel (TUMbSIH), TaK Kak
OHH MOTYT yCYT'yOHUTh cocTostHUE (cM. pazzen 4.2.). He cinenyer npuMeHSITh MPOTUBOTPUOKOBBIE
CpeZCTBa, €CIM Haluyue rpuOKoBOM MH(EKIINU HE TOTBEPKIEHO.

B unccnenoBaHuy y ManMeHTOK B MOCTMEHOIAY3€ C PAKOM MOJIOYHOMN KeJIe3bl NPUMEHEHUE B
KayecTBE CpE/CTBA JJIsl MOJOCKAHMS MOJIOCTH pTa TIOKOKOPTUKOCTEPOUIHOIO PACTBOpPA, HE
coJlepKalllero CHuUpTa, B TEUYEHHWE IMEpBbIX 8 Henenb Tepanuu npenaparoM AduHurop B
KOMOMHAIIMM C SKCEMECTAaHOM II03BOJIMJIO JOCTUTHYTh KJIMHUYECKH 3HAYUMOIO CHIDKEHUS
YaCTOTHI U TSDKECTH cToMaTuTa (cM. paszaen 4.8.).

[ToyeyHast HETOCTATOYHOCTD

[Ipu npumenenun npenapata AQUHUTOp ObBUIM OTMEUYEHBI CIIy4ad pa3BUTUS TOYEHHOMN
HEIOCTaTOYHOCTH (BKJIIOYAs OCTPYIO MOUYEYHYIO HEJOCTAaTOYHOCTbH), HEKOTOPHIE C JIETaIbHBIM
ucxonoM. HeoGXonuMo KOHTPOJIMPOBaTh (PYHKUHMIO MOYEK BO BpeMsl TEpaluu MpenapaToM,
0COOCHHO y MAIIMEHTOB C JIOTIOJIHUTEIBHBIMU (pakTOpaMu pucka (cM. pasuen 4.8.).

JlabopaTopHbIe UCCIIEIOBAHNSA U KOHTPOJIb

QDyHKYUsA noyex
[Tpu npumenenuun npenapata AGUHUTOP ObUTH OTMEUYEHBI CIIy4ad TOBBIIICHHUS KOHIICHTPAIIUN

KpeaTHHHMHA B CBIBOPOTKE KPOBH (OOBIYHO JIETKOHM CTETICHH ) U MpoTeunypuu (cm. pasnen 4.8.). Jlo
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Hauama JeueHus mpemapatoM AdMHHTOp H| TepHOAMSEEKI- B0 Chpens CTepariii - eeiyer

KOHTPOJHMPOBATh (DYHKIIMIO MMOYEK, BKIIOYAs N3MEPEHUE KOHIIEHTPAIIMM MOYEBUHBI B CHIBOPOTKE
KpPOBH, KOHIEHTpanmuu Oelka B MOYE WJIM KOHILEHTpAIMM KPEaTUHHHA B CHIBOPOTKE KpPOBH,
IPOBOJUTH KIMHUYECKUH aHAJIN3 KPOBU U OIIPEAEIIATh KOHLEHTPALMIO 3BEPOIMMYCa Y NAllIEeHTOB
c COI'A.

Inoxo3a kposu

[Tpu npumeHenun npenapata AGUHUTOP OBUTM OTMEYEHBI CIIy4au TUIEPTIIMKEMUH (CM. paszien
4.8.). lo Havana je4yeHus npenaparoM AQUHHTOP ¥ TEPUOJUUYESCKH BO BPEeMsl TEPAHU CIIEIYeT
KOHTPOJMPOBATh KOHLEHTPAIMIO TIJIIOKO3bl B CBIBOPOTKE KpOBM Haromak. boiee wyacTblif
KOHTPOJIb PEKOMEHYeTCSl TPOBOJUTH Y MAIMEHTOB, OJHOBPEMEHHO TOIYYAIOUINX IpyTUe
npenapaTsl, MPOBOIMPYIONIHE TUleprimkeMuto. Cienyer o0ecrednTh aJeKBaTHBIN KOHTPOJb
KOHIIGHTPALUH TJII0OKO3bI KPOBH JI0 Hayasa JeyeHus npenaparoM AQGUHHUTOP.

Jlunuowl kposu

[Tpu nmpumenennn npenapara AGUHUTOP OBUTH OTMEUYEHBI CIydal JAUCIHIUAIEMHU (CM. pa3aen
4.8.). 1o Havana neueHus npenapatoM AGUHUTOP U NEPUOAMICCKU BO BPEMS TEpPAIUU CIICAYET
KOHTPOJMPOBATh KOHIIEHTPALMIO XOJIECTEpUHA W TPUIIIMLEPUAOB B IUIa3Me KpoBu. Ilpum
OTKJIOHEHUH JAaHHBIX TOKa3aTeled OT HOPMBI PEKOMEHIYeTCs MPHUMEHSATh COOTBETCTBYHOIUE
CpeZCTBa TEPAIHH.

I'emamonozuueckue Hapyuienus

[Tpu npumenenun npenapara AQUHUTOP ObUIM OTMEYEHBI CIydad CHID)KEHUS KOHIIEHTPALUU
reMorjao0uHa, KOIMYEeCTBa JUMQOIMTOB, TPOMOOLUMUTOB H HeiiTpodmioB (cMm. pazmen 4.8.).
Heo0xonmuMo mpoBOIUTH pa3BepHYTHI aHAIM3 KPOBH J0 Hayaja TepaluH U MEPUOIUYECKH B
TEUYEHHUE BCEro Kypca JIeueHHs.

Hapymienus d)VHKHI/II/I OCYCHU

KonuenTpanus 3BeposiarMyca Obljia BbIIIE Y NAIIMEHTOB ¢ HapylIeHHeM (QYHKIIMU eUYeHH JIETKOH
(xmacc A mo knaccudukarnuu Yaitna-I1e10), cpenneii (kmacc B mo knaccudukanum Yaina-I1s10)
u Tsoxesoit (krace C no kinaccudukaryu Yaiina-I1er0) creneneit (cM. pasaen 5).
[Ipenapat AQuHHUTOp HE PEKOMEHAOBAH JUIS JICYEHUS MAlMEeHTOB > 18 yeT ¢ HapylIeHUsIMHU
byHKIMYU edeHu Tsoxenoi crenenu (kinace C no kiaccuduxanuu Yaiina-ITs10), 3a uckioueHnem
CIly4aeB, KOT/Ia O’KHJaeMasi oJIb3a MPEBBIIAeT BOZMOXKHBIN pUCK (cM. paznen 4.2. u 5.2.).
[Ipenapar AduauTOp HE pEeKOMEHIOBaH s JiedeHUs mnarueHToB < 18 mer ¢ COT'A u
HapymeHneM ¢yHkiuu neuenu kiacca A, B, C no knaccudpukanuu Yaitna-IIso (cMm. pasaen 4.2.
us.2).
Baknunanys
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BAaKI[MHUPOBAHHBIMH JKUBBIMU BakIMHaMU (cM. pazzaen 4.5.). B ciiyyae npuMeHeHus mpernapara
Adunurop y manueHTOB Miaamie 18 ner cieayer mpoBEeCTH BCE PEKOMEHIOBAaHHBIC MECTHBIM
KaJICHapeM MPUBUBOK IIPOTUBOBUPYCHBIE BAKIIMHALIUH.

3akuBJIeHHE paH

Hapymenue npouecca 3aXUBJICHUS paH SBISETCS Kiacc-3PpPeKToM MPOU3BOIHBIX parlaMUIMHA,
BKJII04asg sBeposnumMyc. HeoOxonumo coOiarofaTe OCTOPOKHOCTh MPU NPUMEHEHUHU Tpenapara
Adunurop B nepronepaiioHHOM MEPUOJE.

OcloXHEHHUS JIYUYEBOH Tepanuu

Co001manock 0 TSHKEITBIX PEaKIHIX Ha JIy9EeBYIO TEPAIuIo (BKIIIOYast Ty4eBOH 330(aruT, Ty4eBoi
THEBMOHUT U JIy9€BOE IMOPAKECHUE KOXKH), TPU MPUMEHEHHH YBEPOJIMMYCa BO BPEMsI HITH BCKOPE
1ocje MNpoBeAeHMs JiyuyeBoi Tepamnuu. HeoOXoIumMo mNposBIATH OCTOPOXKHOCTh Yy JIAHHOM
KaTeropuu MalueHTOoB.

CooOuiaioch 0 MECTHOM BOCHAJIMTENBHON peakUi B paHee 00IydeHHON 00JIacTH y NallMeHTOB,
IIPUHUMABIINX 3BEPOIUMYC M10CIIE IPEAIIECTBYIONIEH JTy4YE€BOM TEPAIHH.

BcnomorarensHbIe BENIECTBA

[TauenTaM ¢ peaKko BCTpEYaroIIEWcs HACJIEICTBEHHOM HENEPEHOCUMOCTBIO TaJIaKTO3bl,
ne(UIUTOM JIaKTa3bl JoNaped WM TJII0KO30-TaIaKTO3HOW MayibabcopOuueil He creayer

MIPUHUMATh 3TOT Ipenapar.

4.5. B3aumopeiicTBue ¢ JPYrHMHU JeKAPCTBEHHbIMHM MpenaparamMu M JApyrue BHIbI
B3auMMo/1eiicTBUS

OBepomumyc sBisiercst cyoctparom uzopepmenta CYP3A4, a takke cydOcTpaTtoM U YMEPEHHO
akTuBHBIM  uHrHOUTOpoM P-I'TI  (P-T'TlI-Hacoca), oOecrneunBaOImEro BBIBOJ  MHOTUX
JIEKAPCTBEHHBIX COCIMHEHUI U3 KJIETOK, B CBSI3U C YEM BEIIECTBA, KOTOPHIE B3aUMOJICHCTBYIOT C
nzoepmerntom CYP3 A4 u/umm P-I'TI, MOryT BIMATH Ha BCaChIBAaHUE M MTOCIIEAYIOIIEE BHIBEACHUE
3BEpoIUMYCa.

In vitro sBeponMyc mposIBIIsiET CBOMCTBAa KOHKYypeHTHOTO nHruouTopa nzopepmerra CYP3A4 u
cMelaHHoro uuruoutopa nzopepmenta CYP2D6.

JlexkapctBennble cpenctBa (JIC), KOTOpBIE MOTYT W3MEHSTH KOHIIEHTPAIIMIO JBEPOJHMMYCA B

KpOBH:

JIC HN3menenue AUC u | PekoMeHaauuun mo

MAaKCHMMAJIbHOM OIHOBPEMEHHOMY PHUMEHEeHHI0
kounmenTpanuu (Cmax)
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Mownvie uneubumopwvr CYP3A4/P-I'TT

CNEOOBATENEHOCTE 0002]

Kerokonazon AUC mnoBeimmanace B 15,3 | OnHOBpeMEHHOE TNPUMEHEHHE C
pa3 npenapatoM  AduHuTOp  HE
Crmax moBbITIaNIach B 4,1 pa3 | peKOMEH/I0BaHO.

Wtpakonaszon OpnHoBpeMeHHOE

ITo3zakona3zon IIPUMEHEHUE HE H3YYEHO,

Bopukonazon OXKUJACTCSI  3HAUUTEIbHOE

TenurpoMuia MOBBILICHHE KOHIEHTPALUU

Kiraputpomunna IBEPOJINMYCA.

Hedazonon

Puronasup

ATra3zanaBup

CakBuHaBUp

Hapynasup

NupunaBup

Hendunasup

Hneubumopor CYP3AAIP-I'TI ¢ ymepennou akmusnocmoio

OpUTpOMULIH AUC nossimanacs B 4,4 pa3 | Cnenyer co0u01aTh
Cmax ToBBITIIaNIach B 2,0 pa3a | OCTOPOKHOCTh, B Cllydae eclind

HNmatuHn6 AUC nossimanace B 3,7 pa3 | HEBO3MOXKHO n30exarhb
Cmax IOBBIIIANACH B 2,2 pa3a | COBMECTHOTO [IPUMEHEHHUS

Bepanamun AUC nossimanace B 3,5 pa3 | npenapara Adunurop u
Cmax TOBBIIIANACh B 2,3 pa3 | YMEPEHHBIX WHTUOUTOPOB

Lluknocnopun AUC nossimanace B 2,7 pas | CYP3A4 wnu P-T'Tl (cm. pasaen
Cmax moBbImanack B 1,8 paz | 4.2., Oonospemennas mepanus

dykoHa301 OIHOBpEMEHHOE yMepeHnHbLMU uH2UOUMopamu

Jnntuazem NpUMeHeHHe He u3yueHo, | Usopepmenma CYP3A4 unu P-
0XXUAETCS noBbiuenne | 2ukonpomeuna (P-I'Tl)).
KOHIIEHTpAaIllUN
ABEPOIUMYCA.

Hponenapon OZIHOBpEeMEHHOE

MNPpUMCHCHUC HC HU3YUYCHO,

OXHNAacTCA ITIOBBIIIICHUEC
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CHNEOOBATENEHOCTE 0002]

KOHIIEHTpalUU
IBEPOIMMYCA.
AMIpeHaBup OZIHOBpEeMEHHOE
docamipeHaBUp NpPUMEHEHHE HE H3YUYEeHO,
0XKHIaeTCst MOBBIIICHUE
KOHIICHTpaLlUU
HBEPOTUMYCA.
['peiindpyT, OZIHOBpEeMEHHOE OJIHOBPEMEHHOT'O MPUMEHEHUS C
rpernpyToBBIA COK, | MPUMEHEHNEe HE W3y4YeHO, | mpenaparoM AQUHUTOP CIEAyeT
TIJI0TbI KapaMOOJIbI | 0KUIACTCS MOBBIIIICHUE | N30ETaTh.
(Tpomrueckoit 3BE3/Ibl), | KOHIICHTPAIIUN
TOPBKUN  ameNbCUH U | DBEPOJIHMYCa.

apyrue IIPOJIYKTHI,
BIIMAIOIINE HAa aKTHUBHOCTH

uutoxpoma P450 u P-T'TLL

Mownvre unoykmopur CYP3A4

Pudammnunun

AUC ymensmranace Ha 63%

Cmax yMeHbIIaNIaCh Ha 58%

I'moxoxopTukoctepousisl | OqHOBpEMEHHOE
(Hampumep, JeKCaMETa30H, | IPUMEHEHUE HE H3YYEHO,
TIPETHU30JI0H ) OXHJACTCSI  YMCHBIIICHUE
KOHIIEHTpaLlUU
HBEPOITHMYCA.
Kap6amazenun OnHOBpEMEHHOE
denobapouTan MPUMEHEHUE HE H3Y4YEeHO,
DeHnTONH OXXKUJACTCSI  yMCHbIICHUE
KOHIIEHTpAaIlUN
IBEpOIIUMYCa.
D¢dasupens OnHoBpeMeHHOE
Hesupanun NPUMEHEHHEe HE W3Y4YeHO,

0XKMJIA€TCS  YMEHBILICHUE
KOHIICHTPAIUU

IBEpOIIUMYCA.

OIHOBPEMEHHOTO MPUMEHEHUS C
npemnapatoM AQHUHHUTOpP ciexyer

n3berarp. Ilpu HeoOxomumocTu

OJTHOBPEMEHHOTO  TPUMEHEHHS
cllenyeT YBEIUYUTH 703y
npenapara  Adunutop.  (cM.
pasnen 4.2., Ilpumenenue
OOHOBPEMEHHO ~ C  MOWHbIMU
UHOYKmopamu uszogepmenma
CYP3A4)

22




COOTBETCTBYET 2KCNEPTHOMY OTYETY
_ o7 15.03.2024 K= 5017

3Bepoboit OIHOBPEMEHHO® [ "Oquﬁtg'lzﬁ—%ﬁggb%“ IITIS'I/I—II-\/I%II:IJHGTII-'}?I'BI

IIPOJABIPSIBICHHBIN OpUMEHEHHE HE H3Yy4YeHO, | mpenapatoM  AQUHUTOpD  HE
O0KMIAETCd  3HAYUTEJIBHOE | PEKOMEHI0BAHO.

YMEHBIIEHUE
KOHIICHTPALlUX

IBEPOJIUMYCA.

BansHne »BepoimMyca Ha KOHIEHTpanuio B 1mrasme JIC, mpHMEHSEMBIX B KaudyecTBE

COINYTCTBVYIOIIEH TepaITuu

VY 310pOBBIX JOOPOBOJIBLIEB TP OJHOBPEMEHHOM IMPUMEHEHUH 3BEPOJIMMYCa C aTOPBACTATHHOM
(cyoctpat uzodepmenta CYP3A4) unu npaBacTaTHHOM (HE SBJsETCS cyOcTpaToM H3odepmeHTa
CYP3A4) xIMHMYECKH 3HAYUMOTO (PapMaKOKWHETHYECKOI'O B3aWMOJICHCTBUS HE OTMEUYasoCh.
[Tpu momynsamuoHHOM (apMaKOKMHETHUYECKOM AaHajH3€ HE OBUIO BBISIBICHO TAKXKE BIMSHUS
cumBactatuHa (cyocTpar uzopepmenta CYP3A4) Ha KITUPEHC IBEPOTHMYCa.

In vitro sBeposMMyc KOHKYPEHTHO HHIHOUpOBasl MeTabou3M cyocrpara uzopepmenta CYP3A4
— IUKJIOCTIOPUHA U SIBISUICS CMEUIaHHBIM MHTHOUTOpoM cyOctpata u3odepmenta CYP2D6 —
nekcTpoMeTopdana B paBHOBECHOM cocTossHUU. Cpemnsisi paBHOBecHast Cmax 9BepoMMyca MpH
npueme mpemnapara BHyTph B 703e 10 mr B eHs wim 70 Mr B Henento 6osee yem B 12-36 pa3 Hipke
3HaueHuit Ki aBeponnmyca 1o HHruoupyromemMy IeicTButo in Vitro na nuzopepments CYP3A4 u
CYP2D6. B cBsi3u ¢ BblllIeCKa3aHHBIM BIUSHUE IBEpOIHMYca iN VIVO Ha MeTaboIM3M cyOCcTpaToB
uzopepmertoB CYP3A4 u CYP2D6 manoBeposiTHO.

OnHOBpeMEHHOE TPHUMEHEHHE SBEpOIMMYyca W MHUJa30jama MPUBOJUT K yBETHUECHUIO Cmax
mujazonama Ha 25% u ysenuuennto AUC o-inf) MuIa301ama Ha 30%, mpu 3TOM METaboIn4YecKoe
otnomenne AUC (1-ruapokcumuazonam/mMua3onaM) U MEePHO MOJyBBIBEACHUS MH1a30J1ama
HE M3MEHSIOTCA. DTO CBHJETEILCTBYET O TOM, YTO MOBBIIIEHHAs 3KCIO3UIMS MHJIa3ojama
SBIISIETCS clieicTBAEM 3((eKkToB 3BeponuMyca B JKEITyJAOYHO-KUIIEYHOM TPAKTE, TPU MPHEME
yKa3aHHBIX TPENapaToB B OJHO U TO K€ BpeMs. TakuM 00pa3oM, IBEpOIUMYC MOKET BIHATH Ha
OMOOCTYITHOCTh OJTHOBPEMEHHO MPUHHMAaeMbIX BHYTph JIC, KOTOpBIE SIBISIOTCS CyOcTpaTaMu
uzopepmenta CYP3A4. ManoBeposiTHO, UTO 3BEPOJIMMYC U3MeHseT 3kcno3uiuio apyrux JIC,
apisomuxcst cyoctpatamu CYP3A4, BBOAMMBIX HE BHYTPb, a JPYTUMH IYTSMH, HampUMep,
BHYTPHBEHHO, TTOJIKO’KHO U TPAHCIEPMAIIBHO.

[Ipy OAHOBpEeMEHHOM MPHUMEHEHUH C HJBepoiuMycoM otMmedeHo 10%-oe yBennyeHue
KOHIIGHTPAllMM B IUIa3M€ KPOBH TMPOTHUBOSIMICIITUYECKUX JIEKAPCTBEHHBIX CPEICTB —

kapOamasenuHa, KiobazamMa W ero Merabonurta, N-me3MeTuiakio0a3ama, Iepes; MPUEeMOM
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odepeaHON N03bl. JlaHHOE SIBJIEHWE MOXKET OBIThH mnéﬂx‘é‘&ﬂﬁ«l%%&ﬁﬁﬁﬂ%l@?%'%i%ﬁyeT

IPUHATH BO BHUMAaHHUE BO3MOXKHOCTh KOPPEKIUH /1036l MpoTtuBodmmientuieckux JIC ¢ y3xkum
TEpaneBTHUECKUM HMHJEKCOM, Hampumep, kapbamazenuna. [Ipu oJHOBpEeMEHHOM NPUMEHEHUH
9BEPOJIMMYC HE BIHUI HAa KOHICHTPALMIO B IUIa3Me KpPOBH MpoTHBOdMIIenTHYecknx JIC,
spistronuxcst cyoctparamu u3odpepmenta CYP3A4 (kionazenama, nuazenama, (embamara u
30HUCAMU/IA), Iepe/l MPHEMOM OYepPEeIHOM UX J03bl. Takke He OTMEUEHO BIMSHUS IBEPOIUMYCa
Ha KOHLEHTPAIMIO B TIa3Me€ KPOBU Apyrux nportuBodnmientuyeckux JIC, B T.4. BaIbIpoeBoit
KHCJIOTBI, TONIMpamMaTa, okckapOazenuHa, (henobapOurtana, (GEHUTOMHA W MUPUMHIOHA, MEpes
IPUEMOM OYEPETHOM UX JI03BI.

OnHOBpEeMEHHOE TIPUMEHEHHE IBEPOIMMYCa H SKCEMECTaHa PUBOAUT K yBETHUIEHUIO Cmin 11 Cog
nocjeaHero coorBercTBeHHO Ha 45% u 71%. Tem He MeHee, COOTBETCTBYIOIIME YPOBHHU
ACTPa/INO0JIa B PABHOBECHOM COCTOSTHUHM (4 HE/IesH) He OTJIMYAINCh B JABYX TpYIax Tepamnuu. Y
NAIMEHTOK B IMOCTMEHOIIAy3¢ C TOPMOHO3aBUCHMBIM PACIPOCTPAHCHHBIM PAaKOM MOJOYHOMN
JKeJe3bl ¢ MOJOKUTEITHHBIMI TOPMOHAIBHBIMH PELENTOPAMH, MOJYYaBIIUX COOTBETCTBYIOIIYIO
KOMOWHAIHIO, HE HAOI0AaI0Ch YBEIMUEHHS YaCTOTHI pa3BUTHUS MTOOOYHBIX 3(h(PeKToB.

BnusiHue JaHHOTO YBEIMYEHHWS KOHICHTpAIMM 3KceMecTaHa Ha ero 3(QeKkTuBHOCTH U
6€30I1aCHOCTh MAJIOBEPOSITHO.

OnHOBpEeMEHHOE TPHMEHEHHE 3BEpPOJMMYyCa W OKTPEOTHIAa MPOJIOHTHPOBAHHOTO JCWCTBUS
NPUBOJNUT K YyBEMUYEHUIO Cmin OKTPEOTH/A, OKA3bIBAIOIIEe HE3HAYMTEIFHOE BIMSHUE HA
KJIMHUYECKHH 3P PeKT 3BepoaumMyca y NalMeHTOB C METACTa3UPYIOIIMMU HEHPOIHIOKPUHHBIMU
OITyXOJISIMU.

BakuuHanus

HMMMyHOIeTIpecCanThl MOTYT OKa3bIBaTh BIUSHHUE HAa OTBET MPU BaKIMHAIIMH; Ha (DOHE JICUCHUS
npernapatoM AQUHHTOp BakIMHAIUA MOXeT ObiTh MeHee d(hdextuBHO. Crenyer uzberarb
MPUMEHEHHUS KUBBIX BAKIMH M TECHOIO KOHTAKTa C JIMIIAMHU, BAaKIMHUPOBAHHBIMH KUBBIMU

BaKIIMHaAMMH.

4.6. @epTHIBLHOCTH, 0ePEMEHHOCTb U JAKTALUS

JKEHIIMHEI ¢ CTOPOAHBIM HOTESHIIMAIOM (KOHTPALCIIIHS YV MY)KUHH U )KGHHJI/IH)

[TarueHTOK ¢ COXpaHEHHBIM PENPOTYKTUBHBIM MOTEHIIMAIOM CeAyeT MPOuH(OPMUPOBATh, YTO
B HCCJIEIOBaHMSIX y JKUBOTHBIX OBUIO BBISIBJIEHO HEOJAronmpUsTHOE BIMSHUE HBEpOJIMMYyca Ha
pasBuBaroIuiics muoa. Ilanuentkam ¢ COXpaHEHHBIM PENPOAYKTUBHBIM IIOTEHIIMAIOM, BEAYLIUM
AKTUBHYIO MOJIOBYIO JKM3Hb, HEOOXOAMMO NMPUMEHATh HAJEKHBIE CIIOCOOBI KOHTpaLeniuu (pu

MMpaBUJIbHOM MW JIHUTCIBHOM IIPUMCHCHHHN KOTOPBIX YaCcTOTa HACTYIIJICHUA 6epeMeHHOCTI/I
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coctaBisier <1%) BO BpeMs Tepamun mperapafoM u MutrmyNe B tedetfne B fréndim otk ee

3aBCPUICHUA. ITanmenTam MYKCKOI'0 1IoJia, I[IPUHUMAIOMIUM 3BCPOJIUMYC, HE CICAYCT

OTKa3bIBAThCA OT IIOIIBITOK 3a4aTHs.

bepemeHHOCTD

Ceoonas xapaxmepucmuka puckos

Her nannbpIx o npuMeHeHuu npemnapara AGuHUTOp y OepeMEHHBIX KEHIIMH. B nccienoBanusx y
JKUBOTHBIX BBISBIIEHA PEMPOIYKTHBHAS TOKCHMYHOCTb, BKIIIOYasi 3MOpHO- U (HDETOTOKCUYHOCTb.
[ToTeHnManbHBIA PUCK [V UETOBEKA HE U3BECTEH.

[Tpemapat AQuHUTOP HE PEKOMEHIOBaH K IPUMEHEHUIO BO BpeMs OEpEeMEHHOCTH.
Hccnedosanus y scusomnuix

[Tpu nprMeHeHuu IBEPOIUMYCa BHYTPh ¥ caMOK KpbIC B 103¢€ > 0,1 mr/kr (mpubnusutensHo 4%
or cyrounoi AUC y mnamnueHToB, NpUHUMAIOMIMX Mpenapar B no3e 10 mr/cyt) dyacrora
NPCUMIUIAHTAIIMOHHBIX ~ TMOTEPh  YBEIUYHMBAJIACH. OBepouMyC  TPOXOIUT  dYepes
reMaToIUTAICHTAPHBIA Oapbep W OKa3blBa€T TOKCHUYECKOE JEHCTBHE HA OIUIOJOTBOPEHHYIO
SULEKIIETKY. Y KpBIC 3BEPOJIMMYC MPOSBISUT SMOpPUO- M (PETOTOKCUYHOCTh MPU CUCTEMHOMN
DKCMO3UIUU HIDKE TEparneBTHUYECKOH, YTO MPHUBOJWIO K YBEITHYEHHUIO CMEPTHOCTH WIH
YMEHBIIICHHI0O MacChl Tella Tuiojaa. YacToTra BOSHUKHOBEHHUS BapHWAaHTOB Pa3BHTHUS CKeEJIETa U
CKEJICTHBIX Maib(popManuii (HampuMep, paclieliiHa TPYIHOW KIETKH) YBEIWYHBAIACH TPH
npuMeHeHun osBeponumyca B go3zax 0,3 u 0,9 mr/kr. Y KpoJHMKOB 3MOPHOTOKCHYHOCTH
MPOSIBIISIIACH YBEIMUEHHUEM YacTOTHI O3AHEH pe30pOIuu TI0Aa MIPU MPUMEHEHUHU YBEPOIHMYCa
B f03¢ 0,8 Mr/kr (9,6 Mr/m?), 4To IpUOIU3UTENBHO B 1,6 pa3 BhIiie 10361 10 MT 171 B3pOCIBIX PU
npumMeHeHnuu 1o nokazanuio COI'A u B 1,3 pa3 Beie cpennen 10361, npumensemoi npu TC u
pedpaKkTepHOI AMHUIETICUH, PACCYUTAHHOH IO TUTOIIAIA MMOBEPXHOCTH Tena. He ObLIo BHISBICHO
MO0OOYHBIX JEHCTBHI Ha SMOPUOH U TUIOA MPU MPUMEHEHUH IBEPOIUMYCa y CAMIIOB KPBIC.
Hccneoosanus y uenosexa

OrnucaHbl clTydad BO3JICHCTBHS IBEPOJIMMYCa Ha IUION BO BpeMs OSPEMEHHOCTH B Pe3yJIbTaTe
npreMa Mpenapara Kak MaTepbio, TaKk U OTIOM (OepeMEHHOCTh Y >KEHIIHMHBI, SBISBIICHCS
napTHEPOM TAIMeHTa, MPUHUMABIIETO 3BepoiauMyc). CooOIIeHn 0 BOZBHUKHOBEHHUU TMOPOKOB
pa3BUTHUS TUIOAA HE 3apPETUCTPUPOBAHO. B HEKOTOPHIX Cilydasx OepeMEeHHOCTh MpOoTeKama 0e3

OCJIO’)KHEHUH M 3aKOHYMJIACh POJIaMU 3JJ0POBBIM IUIOZOM 0e3 KaKoi-1100 MaToIOTUH.

JlakTanus

Ceoonas xapaxmepucmuka puckos
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He u3BecTHO MpPOHMKAET JIK 3BEPOIUMYC B TpYIAHOE MUAoko MredoBeral E@Ezldéeg -I];a?:;IBII}JIC’{‘BHH

IBEpoOMMYyca Ha peOeHKa B IEPHO/I TPYTHOTO BCKAPMIIMBAHUS Y YEJIOBEKA HE 3apETrUCTPUPOBAHO.
B nccrnenoBanusax y >KUBOTHBIX 9BEPOIMMYC /WM €r0 METAOOIUTHI JIETKO U OBICTPO MPOHHUKAIIN
B MOJIOKO KPBIC B KOHLEHTpaluH, B 3,5 pa3a NpeBOCXOAAIIEH KOHICHTPALUIO B IJIa3Me€ KPOBH
MAaTepH.

JKeHmpHaM, noJIy4aronuM 3BEpOIMMYC, HE PEKOMEHI0BAHO KOPMUTb I'PYBIO BO BPEMsI Tepanuu

U B T€UCHHUE 2-X HeJleNb MOCe MpHeMa IMOCIeAHEN T03bI.

DepTUILHOCTE

Hccneoosanus y scugomuwix

B wuccnenoBaHusX y KMBOTHBIX (PEPTHIBHOCTH CAaMOK HE H3MEHsUIach, OJHAKO ObUTH
3apETUCTPUPOBAHBI CIydaW IPEHMIUIAHTAIIHOHHBIX IOTEPh. Y CaMIIOB KpBIC HaOIIOJAIHCh
Mopdostornueckre N3MEHEHUS B IMYKaX PU IPUMEHEHNH dBeposMyca B 103¢ 0,5 MI/KT U BbIILIE,
a TaKk)Ke CHIDKCHHE MOJBIKHOCTH M YMEHBIICHHE KOJIMYECTBA CIEPMAaTO30UA0B M aKTUBHOCTU
TECTOCTEPOHA IPH NPUMEHEHHWH J03bl 5 MI/KI, 4YTO COOTBETCTBYET TEpareBTUYECKON
KOHIeHTpauu# (52 Hr*uy/mi u 414 Hr*4/Mi COOTBETCTBEHHO B CPaBHEHUH C TEPAreBTUYECKOM
KOHIIeHTpauueil 560 Hr*uy/mi mpu mpUMEHEHMH NIpernaparta y udeioBeka B jo3e 10 mr/cyt) u
IPUBOJUT K CHH)KEHUIO (PepTHILHOCTH y caMIoB. MIMeroTcst aHHbIE 00 00paTUMOCTH JTaHHOTO
s dexra.

Hccneoosanus y uenosexa

Tepanus npenapatoM AQUHHTOP MOXET OTPULATENBHO CKa3aTbcd Ha (EpTHIBHOCTH Yy
HaIMEHTOB MYKCKOT'O U )KEHCKOTO I0JIa.

VY manueHTOK, MPUHUMABIINX IBEPOIUMYC, OTMEUAINCH HEPETYIISIPHBI MEHCTPYaJbHBIN IHKII,
BTOpUYHAs aMeHopes M HapylleHue OanaHca roTenHusupytomero ropmona (JII) u
dommkynocrumynupytomero ropmona (PCI). V mnauueHTOB MyXCKoro mnoja Ha (oHe
OpUMEHEeHHs H3BepojiuMyca oTMedasioch noBbimeHne aktuBHoctH PCIT m JII, cHuxkeHue

AKTUBHOCTH T€CTOCTEPOHA, a300CHEPMHUS.

4.7. BJusinMe HAa CNOCOOHOCTH YNPABJATH TPAHCIOPTHBHIMHU CPeICTBAMM U padoTaTh €
MeXaHUu3MaMH

HccnenoBanust BAMSIHUSA TIpeniapata AQUHHTOP HAa CIIOCOOHOCTH YIPABIATH TPAHCIIOPTHBIMHU
CpeACTBAMU M MEXaHHU3MaMU HE NMPOBOJMINCH. YUYHUTHIBAas BO3MOXKHOCTh Pa3BUTHS HEKOTOPBIX
noOOYHBIX peakiuii Ha (oHe mpuema mpenapata AGUHHTOP (YCTaTOCTh, T'OJIOBOKPY>KEHHE,

COHJIMBOCTb ), AIIMEHTaM cJielyeT cOOII01aTh OCTOPOKHOCTh IIPU YIPABJIEHUHN TPAHCTIOPTHBIMHU
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CpPEICTBAMH M 3aHATHAX JPYITMMH IIOTEH 1HaﬂbH()l:n|5|ga2§B;'!{;I/ﬁ;gl%‘Hkiu 0 %gﬂg;ﬂ:l%'cm,

Tpe6YIOH_[I/IMI/I MOBBIIIICHHOM KOHICHTPpAallMX BHUMAaHUA.

4.8. HexenaTelbHble peakuu

Pesrome mpoduisg 6esonacHOCTH

Pacnpocmpanennviii u/unu memacmamuyeckuti NOYeYHO-KIEMOYHbIU paK, Memacmamudeckue
HelPOIHOOKPUHHBIE ONYXOMU JHCENYOOUHO-KUUUEYHO20 MPAKMA, 1e2K020 U NOO0HCENYOOUHOU
Jrcenesnl, 20pMOHO3ABUCUMDLL PACHPOCMPAHEHHbI PAK MOJIOYHOU Jicelle3bl

[Ipn mpumeHenuun mnpemnaparta HamOojee dacTeiMu HJIP (wacrora > 1/10) sBmsumch (o mepe
yOBIBaHUSI YaCTOThI BCTPEUAEMOCTH): CTOMATHUT, KOXKHAsl ChIllb, MOBBIIICHHAS yTOMIISIEMOCTb,
nuapesi, MHQEKIUH, TOIIHOTA, CHIDKEHHE AalleTHTa, aHeMHs, N3MEHEHHE BOCIPHUAITHS BKYCa,
ITHEBMOHMUT, MEPUPEPUUECKUE OTEKH, TUIEPIIIMKEMHs, aCT€HUs, KOXHBIA 3yJ, YMEHBbUICHHE
MAacchl TeJa, TUIIEPX0JIECTEPHUHEMHUSI, HOCOBOE KPOBOTEUEHHUE, KallleJIb, TOJIOBHAs OO0JIb.
Haubonee yacteimu HJIP 3-4 crenenm Tspkectr (yactora > 1/100 — < 1/10) ObLIM: CTOMATHT,
aHEMMUS, TUIIEPTINKEMUS, TOBBIICHHAS] yTOMIIIEMOCTh, MH(PEKINN, THEBMOHUT, TUapesi, aCTCHHUS,
TPOMOOLIUTONICHHS, HEHUTPONEHUs, OABIIIKA, JTUMGONEHHs, MPOTEUHYPHUS, KPOBOTEUEHUE,
runodocgaremMusi, KOXKHasi Cblllb, apTepUalibHas TUIMEPTEH3US, MOBBILICHHE AKTUBHOCTU
acnaptatamuHoTpancdepassl (ACT), mnoBbIllIeHHEe aAKTUBHOCTH ajJaHUHAMUHOTpaHChepasbl
(AJIT), mHEeBMOHHMS U caXapHBIi quader.

CybaneHoumanvhvlie 2ueaHmMOKIEMOYHble ACMPOYUMOMYL, ACCOYUUPOBAHHBIE C MYOEPO3HBLIM
CKIepOo30M, y NAYUEHMO8 8 eo3pacme cmapuie 3-X Jiem Npu HeBO3MONCHOCMU GblNOTHEHUs.
XUpypeuueckou pe3ekyuu onyxoau, aHeUOMUOIUNOMA NOYKU, ACCOYUUPOBAHHASL C MYDOEpO3HbIM
CKepO30M, He mpebyowads HeMedJleHHO20 XUPYPSULeCK020 BMeuamenbCcmad

[Tpu npumenenun npemnapara Hauodosnee yacteiMu HJIP (wacrora > 1/10; HJIP nepeuncnens! no
Mepe yOBIBaHUS YacCTOThl BCTPEUAEMOCTH) SIBIISUIMCH: CTOMATHT, JTUXOPaaKa, HAa30(apHHTUT,
nuapest, THPEKIIUU BEpXHHX JIbIXaTeIbHBIX MyTeH, pBOTA, Kalllellb, KOJKHAs ChITb, TOJIOBHASI OOJIb,
aMeHopesi, yrpeBas Cblllb, I[THEBMOHHUS, HH(EKIMHM MOUYEBBIBOAAIINX MyTeH, CHHYCHT,
HEPETYJSIpHBIH MEHCTpYyalbHBIH LHUKI, (ApUHTUT, YXyALIEHUE AamnleTuTa, IMOBBIIIECHHAS
YTOMJISIEMOCTD, TUIIEPXOJIECTEPUHEMHUSI U apTEpUaANIbHASI TUIIEPTEH3HS.

HaubGonee wacteimu HJIP 3-4 cremenu Tsxectu (dactota > 1/100) sBISUIMCH: THEBMOHUSA,
CTOMAaTUT, AaMEHOpes, HEUTPOINCHUs, JIMXOPAJAKa, HEPEryJsIpHbII MEHCTPYalIbHbIM ILUKI,

runodocdaremus, 1uapesi 1 BOCHAJICHNE OIKOXKHON KUPOBOU KIIETYATKH.

TabnnyHOE pe3roMe HEXKENaTEIbHbIX PEAKIINI
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PaCHPOCmpaHeHHbZIZ U Unu mMemacmamuyecku nOHQUA@M%hHJWWQEC%M&KMQ

HelPOIHOOKPUHHBIE ONYXOMU JHCENYOOUHO-KUUUEYHO20 MPAKMA, 1e2K020 U NOO0HCENYOOUHOU
Jrcenesnl, 20pMOHO3ABUCUMDLL PACNPOCMPAHEHHbIN PAK MOJIOYHOU Jicele3bl

Hwxe npencrasiensl HJIP, Bo3HUKaBIIHE Tipy TpuMeHeHuH nipenapata Adunutop (B moze 10 mr
B JICHb) C YKA3aHUEM YaCTOTHI MX BO3HMKHOBEHHS: 04CHb yacTo (> 1/10), yacro (> 1/100 u < 1/10),
HewacTo (> 1/1000 u < 1/100), peako (> 1/10000 u < 1/1000), ouens penko (< 1/10000), Bkrouas
otnenbHble coobmenus. HJIP crpynmupoBaHbl B COOTBETCTBUU € KiIaccH(DHKAIMEH OPraHOB H
cuctem opranoB MedDRA, B mpejenax KaxI0i rpyMIibl MEPEYUCIICHBI B MOPSIKE YMEHBIICHHS

9aCTOThI BCTPCYACMOCTHU.

CucremMHO-opransblii kjaacc | Yacrora HexenarenbHble peakuun
BCTpEeYaeMoOCTH
Nudexunn u nHBa3uu OueHp 4acTo Nudexnnn (BKITFOUAS 4acTo:
IMTHEBMOHHUIO, uH(peKIHH

MOYEBBIBOJAIIUX MYTEW; HEUYACTO:
OpOHXHT, OIOSCHIBAIOIINN JIMIIIAM,
cerncuc, abciecc, eAMHUYHBIC CITy4Yan
ONMOPTYHUCTHIECKUX uHpexun
(Hampumep, acrepruiies, KaHauaos,
BUpPYCHBI rematuT B); pexaxo:

MHOKApIUT BUPYCHOM 3THOJIOTHH)

Hapymenust co ctopoHbl Ouenb yacTo Anemust
KpOBH M JTUM(paTHIECKON YacTto TpombouuToneHus, HEUTpONEeHus,
CHUCTEMBI JelKoneHus, TMMQOTEeHUs

Heuacro [TaHnMTONEHUA

Penko HctrHHAs spuTponumTapHas ariasus

KOCTHOI'O MO3ra

HapymeHI/IH CO CTOPOHBI Heuacto Peakuuu r HUIICPYYBCTBUTCIBLHOCTH

VMMYHHOH CHCTEMBI

Hapymenus merabonuzma u | OyeHb 4yacTo CHuxeHue anIeTnTa,
IIATAHUS TUIIEPTIUKEMUS,

TUIIEPXOJIECTEPUHEMMUS

Yacto [Muneprpurnunepuaemus,

runogocparemus, caxapHbIi
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TRE e OB T E N T i R,

TUIIOKAJTUEMUsL, Jeruapartanus,
TUIOKAJIBIUEMUS

[Icuxuveckue HapyILICHUS Yacto becconnuia

Hapymienust co ctoponbl Ouenb yacTo WN3menenue  BoCHpuUsiTUS — BKYycCa,

HEPBHOM CUCTEMBI

roJIoBHas 00JIb

Heuacrto [Toreps BKYCOBOH
YyBCTBUTEIIbHOCTH
Hapymenust co ctopoHnsl Yacro Orek Bek
Oprasa 3peHus Heuacto KOHBIOHKTHBUT
Hapyenust co ctopoHbl Heuacto XpoHuyeckas cepacuHas
cepaua HEJOCTATOYHOCTH
Hapymienust co cTopoHsl Yacro AptepuanbHast TUIIEPTEH3US,
COCYJIOB KPOBOTECUCHUA pa3InuHON
JIOKaJM3aIHH, JTUM(PATHUYECKII OTeK
Heuacro «IIpunuBel», TPOMO03 TITyOOKHX BEH

Hapymenust co ctopoHbl
JIbIXaTEeIbHON CUCTEMBI,
OpPraHoB I'PyAHOMN KIIETKH U

CpCaOCTCHUSA

QueHp 4acTo

ITHeBMOHUT (BKITIOUAst 4acTo:

ITHEBMOHUT, I/IHTepCTI/IHI/IaJ'IBHYIO
00e3Hb JIETKUX, WHQDUIBTPALIUIO
JIETKUX; penaKo: aIIbBEOJISIPHOE
JICTOYHOE KPOBOTEUYCHHE, JICTOYHYIO
TOKCHUYHOCTB, QJIbBEOJIUT), HOCOBOE

KPOBOTCYCHUC, KAIIICIIb

Yacro Oppiiika
Heuacto KpoBoxapkaHbe, 1erounas sM00Ius
Penxo OcTpblii pecUpPaATOPHBIA JUCTPECC-

CUHAPOM

KenynouHo-KueyHbIe

HapyLIECHUs

OueHb 4acTo

Cromatut (BKJIIOYAs OYEHb YaCTO:
CTOMAaTHT; 4acTo: apTO3HBIN
CTOMATUT, H3BA3BICHUE CIU3UCTOU
000JIOYKM S3bIKAa M TOJOCTH PTa;
HEYacTo: TIJIOCCUT, TJIOCCAJITHUIO),

Juapes, TOIIHOTa
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Yacto TTPEot; CyXoCTs Ol 3 ToH DB HG KM
MOJIOCTH  pTa, OOIb B  POTOBOM
I10JIOCTH, O0JIb B )KMBOTE, TUCIIETICHUS,
nucharus
Hapyenust co ctopoHbl Ouenb yacto KoskHas cblnb, KOKHBIA 3y
KOKU U IIOJIKO’KHBIX TKaHeH | Yacro CyxocTb KOXH, IIOPAKECHUE
HOITEBBIX IUIACTUH, yIpeBasl ChIllb,
JpUTEMA, LICITyIIEHNE KOXH,
IIOBBIIICHHAS JIOMKOCTb HOTTEBBIX
IIJIACTHH, CUHPOM JAZ0HHO-
MOJIOIIBEHHON  3PUTPOAU3ECTE3NH,
ajonenus
Penko AHTMOHEBPOTUYECKUHN OTEK
Hapymienust co cTopoHsl Yacro Aptpanrus
MBIIICYHOM, CKEJISTHON B
COCIMHUTEIILHON TKaHU
Hapymenuns co ctopoHbl Yacto IIporennypus, rovyeyHas
IIOYEK U MOUYEBBIBOIALIUX HEJ0CTAaTOYHOCTh
IyTen Heuacro VYyaieHHOe  MOYEHUCIIyCKaHUE B
JTHEBHOE BpeMs CyTOK, OcCTpas
IIO4Y€YHast HEJOCTaTOYHOCTh
Hapy1enus co ctopoHbl Yacrto Heperynsapnelii MEHCTPYaJIbHBIN
pPENpOyKTUBHOW CHCTEMBI U UKIT*
MOJIOYHBIX JKEJIE3 Heuacro AwmeHopes
OOu1re HapymeHus U Ouenb yacTo IloBbI1IEHHAS YTOMIIIEMOCTb,
peaklu B MECTE BBEICHUS acTeHus, nepudepuyeckue OTeKu
Yacto [ToBblllIeHWE TEMIEpaTyphl  Tena,
BOCTAJIEHUE CIM3UCTHIX 000JI04eK
Heuacro Hekapauorennas Oonbs B Ipynw,
MEJUIEHHOE 3a)KUBJICHUE PAH
JlaGopaTopHbie U OueHb YacTo CHumxeHre Macchl Tella
MHCTpYMEHTANbHbIE TaHHbIE"

*y manueHToK B Bo3pacTe oT 10 mo 55 meT, moay4yaBImIUX TEPANrio MPErnapaToM BO BpeMs KIIMHUYECKIX

HACCIEIOBaHUH
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*Orkionenus 1aGOPATOPHBIX ¥ MHCTPYMEHTAIbHbIX noxasa IJ;IGI%',-l brMetabiiiacs ' acToToH :S 11/10

(rpamanms «odeHpb yacto», HJIP mepeuncnens! mo Mepe CHIDKEHHUS 9aCTOTHI BCTPEYaeMOCTH ):
2emamoniocuyeckue — CHWDKCHHE KOHIIGHTpPAIlMA TEeMOTJIOOMHa, JUMQOIEHUs, JIeHKOIeHus,
TPOMOOITUTOTICHH S, HEUTPOTICHHSI (M MX COUYETAHNE — ITAHITUTOIICHHS);

Ouoxumuyeckue — TIOBBIIIIEHHE KOHIIEHTPALINH TIIFOKO3bI KPOBH HATOIIAK, XOJIECTEPHUHA, TPUTIIALIEPHUIOB,
noBeimieane  aktTuBHOCTH ACT, tumodocdaremus, moBeimeHne akTtuBHOCTH AJIT, moBBIIICHUE
KOHIIEHTPAIIH KPEaTHHUHA, TUTIOKATUEMHS], CHIDKEHNE KOHIIEHTPAINY allbOyMUHa.

BonpmMHCTBO OTKIIOHEGHWH J1Ta0OpaTOPHBIX IOKaszareliel ObUIM JIETKOW M CPEIHEH CTEIEHH TSKECTH.
Tsoxensie (3—4 crereHn) OTKIIOHSHUS BKITIOYAJIH:

eemamoniocuyeckue — O4eHb 4acTo — JIMM(OICHUIO, CHIDKEHUE KOHIICHTPAI[MM I'eMOIVIOOWHA; 4acTo —
HEUTPONEHUIO, TPOMOOIMTOIICHHIO, JICHKOTICHUIO;

buoxumuyeckue — OYCHb YacTO — IMOBBIIICHHE KOHIICHTPALMU TJIFOKO3bI KPOBU HATOINAK, YacTO —
runodocdareMuto, runokamuemuto, mnopbieHne akTuBHOCTH ACT, AJIT, a Takke TOBBIIICHUS
KOHOCHTpAalluW KpCaTUHHHA, O6H1€FO XOJICCTCpHHA, TPUITTULCPHUI0OB B CBIBOPOTKE KPOBU, CHUIKCHUC

KOHIICHTpAIMK albOyMHHA.

CybsnenoumanbHble 2ueaHmMoKIemMounbie acmpoyumomsl, AcCOYUUPOBAHHblE ¢ MYOEPO3HbIM
CKIepOo30M, y NAYUEHMOo8 8 eo3pacme cmapuie 3-X Jlem Npu HeBO3MONCHOCMU GblNOTHEHUs.
XUpypeuueckou pe3exyuu onyxoau, aHUOMUOIUNOMA NOYKU, ACCOYUUPOBAHHASL C MYDOEPO3HbIM
CKepO30M, He mpebyowads HeMedJleHHO20 XUPYPSULeCK020 BMeuamenbCcmad

Huxe npencrasnenst HJIP, Bo3HuKaBIIne mpy NpuMeHEeHUH npenapata AQUHUTOP € yKa3aHUEM
YaCcTOTHI MX BOSHUKHOBEHHMS: O4eHb yacTo (> 1/10), wacto (> 1/100 u < 1/10), meyacto (> 1/1000
u < 1/100), peaxo (> 1/10000 u < 1/1000), ouens peako (< 1/10000), B ToM yucie OTAETbHbIE
coobuienusa. HJIP crpynmupoBaHbl B COOTBETCTBHM C KJIacCH(HKAIMEH OpPraHOB M CHCTEM

opranoB MedDRA, B nipezienax Kax 101 TpyIIIbl IEPEUYNCIICHBI B MOPSIIKE YMEHBIICHHUS YaCTOTHI

BCTPEYACMOCTH.
CucremHoO-oprannsblii kiaace | Yacrora HesxkenarenbHble peakumu
BCTPEYaeMOCTH
Wndexunu v nHBazuu Ouensb yacTo Hazodapuarut, nHPEKIUn BEPXHUX
JbIXaTeIbHbIX IyTeH, MTHEBMOHUS,
WH(MEKIMY MOYEBBIBOJASIINX IyTEH,
CHUHYCUT, (apUHTUT
Yacto Cpennuit OTHT, BOCITAJICHHE
MMOAKOXKHOM KJICTYATKH,
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e RO CT R,

raCTPO3HTEPUT BUPYCHOU

9THOJIOIMHY, THHTUBHUT

Heuacro OmnosICBIBaIOIIMI  JIMIIIAM, CEICHC,
OpOHXUT BUPYCHOU ITHOJIOTHHI
Hapymenuss co  cropossl | Hacto AHemusi, HEUTpOTeHus, JTeHKONIECHU,
KpOoBH HW  JUMQaTHISCKOIN TPOMOOLIUTONIEHHUS, TUMPOTICHHUS
CUCTEMBI
Hapymenuss co  croponsl | Hacto Peakuyu runepuyBCTBUTEIIBHOCTH

HMMYHHOﬁ CHUCTCMbI

HapymeHI/I;I MeTaboau3Ma H

IIUTaHUuA

QueHp 4acTo

yXy,Z[H_ICHI/IC aIlreTuTa,

TUIIEPXOJIECTEPUHEMMUS

Yacto

['unepTpurnuuepuaeMus,
runepiaunuaemMus, runodocdaremus,

THIICPIIIMKCMUS

[Icnxnyeckue HapylIeHNUs

Yacto

becconnnna, arpecCUBHOCTb,

Pa3IpaXKUTEILHOCTD

Hapymenust co  cTOpoHBI

HEPBHOM CUCTEMBI

QueHp 4acTo

I'osoBHAas 0oJb

Yacto

H3menenue BOCITpHUATHUSA BKYyCa

Hapymenust co  cTOpoHBI

COCY/JIOB

QueHp 4acTo

ApTtepuanbHasi TUIIEPTEH3US

Yacto

Jlumbenema

Hapymenuss co  cTOpOHBI
JIbIXaTeNbHON CHUCTEMBI,
OpPraHoB TPYAHOM KIETKU U

CpCaOCTCHUSA

QueHp 4acTo

Kamens

Yacto

HocoBoe KpOBOTCUYCHHUC, TIHCBMOHUT

KenynouHo-KuneyHbie

HapyIIeHHs

OueHb 4acTo

Cromatut (BKJIIOYAsh OYECHH YacTO:
CTOMAaTHUT, W3BSA3BICHHUE CIM3UCTOM
000JIOYKM TOJIOCTH PTa, adTo3HAS
A3Ba; YaCTO: U3bSA3BICHUE CIU3UCTOMN
000709kl TyO W S3bIKA; HEYACTO:
Oonbp B JecHax, TJIOCCUT), IHapes,

pBOTa
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Yacto TT8Hm0, M ortitora, “601s & srsore,
MeTeopu3M, 00ab B POTOBOMU
IIOJIOCTH, TACTPUT
Hapynienust co cTopoHsl Odenb yacTo KoxHass cblnb  (BKIIOYAs OYEHb
KOXH U MTOJAKOKHBIX TKaHEH 4acTo: ChIllb, YacCTO: 3pUTEMATO3HAs
CBIIIb, IpUTEMA; HEYacTo:
ICHEPAIM30BAHHASA  CBIlb, MaKyJIO-
namyJjule3Hass  Cblllb, MakKyJIe3Has
CBIIlb), aKHE
Yacto CyxocTh  KOXH,  aKHE(QOPMHBIHI
J€pPMaTUT
Heuacto AHTMOHEBPOTUYECKUHN OTEK
Hapymennss co  cropons! | Hacro IIporennypus
IIOYEK U MOYEBBIBOJALINX
nyTen
Hapymenust co  cropons! | OueHb 4acTo Amenopes™, HEperyJspHbINA
PENpPOAYKTUBHON CHUCTEMBI U MEHCTpYyaJIbHbIN [UKIT™
MOJIOYHBIX XKEJIE3 Yacro Menopparusi,  KucTa  SUYHHKA,
BJIATaJIMIIHOE KPOBOTEUEHUE
Heuacto Ornicomenopest™
Oo6uue HapyILICHUs n | OueHsb yacTo JInxopanxka, MOBBIILIEHHAS
peakLuu B MECTE BBEICHUS YTOMJISIEMOCTD
JlabopaTopHbie u | Yacro [ToBbilIeHNE AKTUBHOCTH
MHCTPYMEHTANbHBIE TaHHbIE" JAKTATIETUAPOTeHA3bI (J1an),
nossllIeHNe akTUBHOCTH JII' B KpoBH
Heuacro IToBeimenune axktuBHoctn PCIT B
KpOBH

*y manueHToK B Bo3pacte oT 10 1o 55 yet, mody4aBIIMX TEpanuio MpenaparoM BO BpeMsi KIMHHYECKHX
WCCIJICIOBAHNAN

*Orknonenus na0opaToOpHBIX U HHCTPYMEHTAJIBHBIX MOKa3aTelseil, oTMedaBimecs ¢ yactotoi > 1/10 (mmo
Mepe YOBIBaHHS 4aCTOThI BCTPEUAEMOCTH)

T'emamonocuueckue.: yBeIuUe€HUE YaCTUYHOI'O TPOMOOIJIACTUHOBOIO BPEMEHH, CHHKEHUE a0COIIOTHOIO
KOJINYECTBA HEUTPO(HUIOB, CHIDKEHHE KOHICHTPALUH TeMOTTIOONHA, JEUKOIEHHUS, TPOMOOIUTOICHUS,

nuMponeHus.
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buoxumuueckue: THUNEPXOIECTEPUHEMMUS], THIIED Hrnnueﬂxﬂﬂéﬁﬂﬁﬂ%@%ﬁﬂé@%ﬁ%ﬂ-}ﬂ)%:QACT,

noBeIieHne akTuBHOCTH AJIT, rumnodocdaremus, mOBBIIIEHHE aKTUBHOCTH IestouHo# pocdarassr (ILD),
TIOBBINIICHHE KOHIIEHTPAIIMH TIFOKO3bI B TNIa3Me KPOBH HATOIIAK.

BonpmmHCTBO U3 BHINIEYKa3aHHBIX OTKJIOHEHWH ObLTH J1eTKO# (1-1) vmu cpemneit (2-1) CTeneHn TSHKeCTH.
Tsoxensie (3-4 cTereHn) OTKIIOHSHUS BKITIOYAJIH:

- TEMaTOJIOTUYECKUE. YacTO — CHIDKCHHE a0CONIOTHOTO KOJIMYECTBA HEUTPOQUIIOB, YBEIUYCHHE
YaCTUYHOTO TPOMOOIUIACTHHOBOTO BPEMECHH, CHW)KEHHE KOHICHTPAMM TeMOIIOOWHA;, HedyacTto -
TUM(DOTICHHUS, TPOMOOIIMTONICHUS, JICHKOTICHHS,

- OuoxuMuveckue: 4acto — runodochareMus, TUIEPTPUTIUIICPUICMUS, TIOBbIIIeHHE akTHBHOCTH 11D,
nosbiiieHne akTUBHOCTH AJIT u ACT, runepxosiecTepuHEMUs]; HEYaCTO — IMOBHIIIEHNE KOHLUEHTPAIUU

TJIFOKO3bI KPOBU HATOLIAK.

IlocTperucTpallmOHHLIN OIBIT IIPHUMEHESHUS

Wudopmanus o CleAyIONMX HEXKENTATENbHBIX PEaKIHUAX Ha 3BEpPOIMMYyC Oblla TOJy4YeHa B
pe3ynbTare MOCTPErHCTPALlMOHHOIO OIbITa NMPUMEHEHHs mIpenapata AQUHUTOP C [OMOIIBIO
COOOLIEHNUH O CIIOHTAHHBIX CIy4asX M JIMTEpaTypHbIX AaHHBIX. IIoCKOJIBKY naHHBIE 00 3THX
peakuusax coOuparoTcsi JOOPOBOJILHO OT IMOIMYJIALUN HEOIPEJeIEHHOIO pa3Mepa, HEBO3MOXKHO
Ha/Ie’KHO OLIEHUTh YAaCTOTY BO3HUKHOBEHUS, TO3TOMY OHA KJIACCU(PUIUPYETCS KaK «HEU3BECTHOY.
Tpaemul, unmoxkcukayuu U OCLOHCHEHU MAHUNYAYUL

MecTtHas BocnanuTeNnbHas peakiys B paHee 00JyueHHON 00s1acTH (KoKa, JIETKUe WU IpyTrHe

paHee 00JTyueHHbIE OpraHbl).

Onucanne ornensHblix HJIP mo [aHHBIM KIMHHWYECKMX WCCIEHOBAHWN M IIPU OPUMEHEHHUHU

9BEpPOJIHMMYCa B KIMHAYCCKOHN NPAKTHUKE B IMMOCTPETUCTPAITMOHHOM IIEPUOJIC

OTmeuanuch ciaydan OOOCTPEHHS BHPYCHOrO TremaTuta B, BKirouas ciaydau ¢ JI€TaJbHBIM
ucxonoMm. OOoctpeHre UHQPEKIUH  ABISETCS  OXUAAEMBbIM  SIBICHHEM B  IMEPHOMbI
UMMYHOCYTIPECCHH.

Otmedanuch cilydad MOYEYHOM HEJAOCTATOYHOCTH (B TOM 4YHCIE C JIETAIbHBIM HCXOA0M) H
npoTeuHypuu. PekoMeHyeTcss KOHTPOJIUPOBaTh (PYHKIIMIO MOYEK.

OTmeyanuch ciaydan aMeHOpeH (BKIIOUYasi BTOPUYHYIO aMEHOPEIO).

OTMeyanuch Citydan pa3BUTHsI ITHEBMOIIMCTHOW MHEBMOHUY (BbI3BaHHOM Pneumocystis jirovecii),
HEKOTOPBIE C JIETAIBHBIM HCXO/IOM.

OTMmeuanuch cilydad pa3BUTHS aHTHOHEBPOTHMUYECKOIO OTEKa KaK IIpU  OJHOBPEMEHHOM
NPUMEHEHUH C MHTMOUTOpaMHU aHTMOTEH3WH-TpeBpamiaomero ¢epmenta (AIlD), tak u npu

HU30JIMPOBAHHOM INPUMCHCHHUHU 3BCPOJIUMYCA.
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B noctpeructpaliuOHHOM UCCIIEJOBAaHUH Y MAIMEHTOK %&M?&E@Hﬁﬁ&i@a‘%ﬁ@&ﬂm

HER-pakom Mo04HO# Kene3bl ¢ MOMEHTAa Hadajga Tepanuu npenapatoM AQUHUTOp B J103€
10 Mr/cyTku B KOMOMHAIIMM C SKCEMECTaHOM (25 MI/CyTKH) C LENbI0 YMEHBIICHHS YacTOTHI
BO3HUKHOBEHHUS U CTENEHU THKECTH CTOMATHTa MECTHO MPUMEHSIM OECCIMPTOBOW PAacTBOP
nekcameta3ona 0,5 mr/5 mut (10 mut pacTBOpa, MOJIOCKaHKE MOJIOCTH PTa B TCUEHUE 2 MUHYT 4 pasa
B CYTKHU Ha IPOTSDKEHUHU 8 HE/IeNb) ¢ MOCIEAYIOUIMM IMPUEMOM THINU HE paHee yeM uepe3 | ydac
1ocJje mojaockanus. Yactora BOSHMKHOBEHHUS CTOMATUTA > 2 CTENCHU TSHKECTU cocTaBuia 2,4%,
YTO HUXKE OTHOCHTEIBHO paHee 3aperucTpUpoBaHHON 4YacToThl (27,4%) B KIMHHUYECKHX
HCCJICIOBAHMSIX Y AIMEHTOB JaHHON KaTeropuu. Yactora BOSHUKHOBEHHsI CTOMAaTUTa | CTeNeHH
cocraBuna 18,8%, mpu 3TOM HE 3aperMCTPUPOBAHO CIIyYacB CTOMATUTa 3 WM 4 CTCICHH.
Coanblii podunp 6€30MacHOCTH B JTAHHOM HCCIIEIOBAaHMM OBLI CPAaBHUM C OIPEICIICHHBIM
paHee y MallMEHTOB C OHKOJOruueckumu 3aboneBaHusMu U TC, 32 UCKIIOYCHHEM SIBICHUI
KaHJUJ03HOTO MOPAKEHUsI CIU3UCTOM MOJIOCTH PTa, KOTOPble OTMeUalnch y 2,2% mnaiueHToB B
JTAHHOM HCCIIeIOBaHuH 110 cpaBHEHUIO ¢ 0,2% B paHee MpOBEICHHOM HCCIIEI0OBAHHUH Y ITALIUEHTOB

JTAHHOW MOMYJIALINY.

[Ipoune ocoOble MONVIISLINNA

Tayuenmor nosxcunozo éospacma (> 65 nem)
HJIP, pa3zBuBaBIMecs npyu NpUMEHEHUH IBEPOJIMMYCa Y AllMEHTOB B Bo3pacTte 65 JIeT U crapiie,
yaiie TpedoBaIM npekpaieHus repanuu. Hanbosnee yacto Takue siBJI€HUS BKIIOYAIN: THEBMOHUT

(B T.9. UHTCPCTULIUATIBHYIO 00JIe3Hb JIeT KI/IX), CTOMATHUT, NIOBBIICHHYIO YTOMJIACMOCTD U OJBIIIKY.

€T’
VYV nanueHToB JAaHHOM KAaTeropuM OCHOBHBIE Xapakrep, Tl M 4actora HJIP, BBISBICHHBIX B
KIMHUYECKUX MCCIEIOBAaHUAX, OBUIM CXOXKHMMH, 32 HCKIIOUYEHHEM HWH(MEKIHHA, KOTOpble
PETUCTPUPOBAUCH C 0Oo0Jiee BBICOKOM YaCTOTOW M TSKECTHIO y MAlMEHTOB Miaame 6 Jer.
Pe3ynbrarsl KIMHUYECKUX UCCIIEIOBAHUN HE BBIABUIIM HETAaTUBHOI'O BIIMSHUS DBEPOIMMYCa Ha

POCT M pa3BUTHE B MyOEPTATHOM NEPUOJE.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKECIATCIbHBIX PCAKIINAX

BaxxHo cooOmare 0 MOJ03peBaeMbIX HEXKENATeNbHBIX PEaKIUsAX IIOCle pPerucTparuu
JIEKapCTBEHHOTO TIpemnapara ¢ 1eibio o0ecreueHnsi HepepbIBHOTO MOHUTOPHHTA COOTHOIICHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpemnapara. MeAuIMHCKUM pabOTHHKAM PEKOMEH]yeTCs

coolmare 0 JOOBIX MOJ03PEBACMbIX HEXENATEeNbHBIX PEAKIMAX JEKapCTBEHHOTO Mpernapara
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4yepe3 HallMOHAJIbHBIE CHCTEMBI COOOIIECHUS O emenméﬁ%%&%%ﬁﬁq}g%?ﬁggﬂ ':I—:gl';éHOB

EBpa3uiickoro 3K0HOMHYECKOIr0 COI03a.

Poccuiickasa ®@eoepayus

O®enepanbhasg Ciyx0a o Haa30py B chepe 3apaBOOXpaHEHHUS
Anpec: 109012, r. MockBa, CnaBsiHCKas TUIOMIa b, 1. 4. cTp. 1.
Tenedon: +7 (800) 550-99-03

DnexTponHas moura: pharm@roszdravnadzor.gov.ru

Caiit B nH(bOpMaIMOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTn "MHTepHeT":

https://www.roszdravnadzor.gov.ru

Pecnybnuxa Kazaxcman

PI'TI na I1XB «HanuoHanbHBIM HEHTP AKCHEPTU3bl JEKAPCTBEHHBIX CPEACTB U MEAUIIMHCKUX
m3nenuiiy  Komurera MegummHCKOTO U (apMaleBTHYECKOrO  KOHTposisi MUHHCTEpCTBA
3apaBooxpanenust Pecnyonuku Kazaxcran

Anpec: 010000, r. Acrana, yn. A.Mmanosa, 13, 4 stax

Tenedon: +7 7172 235 135

Onekrponnas noura: farm@dari.kz, pdlc@dari.kz, vigilance@dari.kz

Caitt: www.ndda.kz

Pecnybnuxa Benapyco

VII «LleHTp 3KCnepTU3 U UCIBITAHUI B 3[paBOOXPAHEHUN
Anpec: 220037, r. Munck, niep. ToBapurieckuit, 2a
Tenedon: +375 (17) 242-00-29

®axc: +375 (17) 242-00-29

OnekrponHas mouta: rcpl@rceth.by

Caiir: https://www.rceth.by

Pecnybnuka Apmenus

«Hay4HBIIl LIEHTp SKCHEPTU3bl JIEKAPCTB M MEIMIMHCKHAX TEXHOJIOTMM MMEHHM aKaJeMHuKa O.
["aGpuensiHay

Anpec: 0051, r. Epean, ip. Komuraca, 49/5

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

DnexTpoHHas moyra: Naira@pharm.am; vigilance@pharm.am
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4.9. Ilepeno3upoBka

O ciydasx mepego3upoBKH MPErapaToM He COo0IaIock. B ciydae nepeno3npoBKy mpenapaTom
AduHHUTOp HEOOX0AMMO 0OECTIeYNTh HAOIIOICHNE TAIIUEHTA, a TAK)KE HauyaTh COOTBETCTBYIOIIYTO
CHUMIITOMAaTHYECKyI0 Tepamnuto. [Ipu ogHOKpaTHOM mpueme mpenapara BHYTpb B 103ax a0 70 mMr

€ro NepeHOCUMOCTh ObLIa YJJOBIETBOPUTEIILHOM.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaiuHAMH4YeCKHEe CBOICTBA

dapmakoTepaneBTHUECKas TPYyTIa: MPOTUBOOITYX0JIEBbIE CPECTBA; MHTMOUTOPHI TPOTEHHKUHA3,
uHrHOUTOpHI KMHa3el MTOR (MullIeHs panaMUIIMHA Y MIIEKOITUTAIOLIHX).

Kon ATX: LO1EGO02.

Mexanusm ngeiicTBus

OBeposuMyC SIBIIIETCS W30UMpaTeNbHbBIM HMHTUOUTOPOM CEpUH-TpeoHMHOBOM KuHa3bl mTOR
(MULIEHb panaMUIUHAa MJIEKONMUTAIOMIMX), CHelU(PUUECKH BO3AEHCTBYIOLUIMM Ha KOMILIEKC
mTORCI1, curnan-npeodpasyromeii mTOR-kuHa3pl M PeryiaTopHOro raptor-mpoTerHa
(regulatory associated protein of mTOR). DBeponuMyc MPOSBISIET CBOIO AKTHBHOCTH 3a CYET
BBICOKO a()(UHHOTO B3aUMOJICHCTBUS C BHYTPHUKJIETOUYHBIM penenTopHbiM Oenkom FKBP12.
Kommnexc FKBP12-3Beponumyc cBsizpiBaercs ¢ mTORCI1, uHrnbupys ero cmnocoOHOCTh K
nepenadye curHaioB. mTOR sBuseTcs KitOUeBON CEPUH-TPEOHMHOBOM KHMHA30M, WIpArOLIER
LHEHTPaJbHYI0 pOJIb B PEryJslUU KJIETOYHOIO pocTa, Hpoiudepalnud U BbLDKUBAEMOCTH.
Perynsuus curnanpHoro nytd mTORCI sBnsieTcst ClOXKHBIM IPOLIECCOM, 3aBUCAIIUM OT
MHUTOT€HOB, (DaKTOpPOB pOCTa, JHEPreTUYECKOW COCTAaBIAIONIEH M MUTATEIbHBIX BEIIECTB.
Kommnexkc mTORC]1 siBasiercss BaXKHEHIIMM PETyIsTOPOM CHHTE3a Oellka B TUCTAIbHON YacTH
PI3K/AKT-3aBrcuMOro  Kackajia, peryisius KOTOPOro HapylieHa B  OOJIBIINHCTBE
3JI0KQ4E€CTBEHHBIX OIyXOJIeH YelIOBEKa, a TAKXKe MPU FreHeTUUECKUX 3a00sieBaHusAX, Takux Kak TC.
CurnanbHas ¢ynkuus mTORCI peanusyercss depe3 MonaynupoBaHue ¢HochopuianpoBaHus
TUCTaNbHBIX 3(P(EKTOpoB, M3 KOTOPHIX HauOOJee MOJIHO OXaPaKTEPHU30BAHBI PETYISATOPHI
TpaHCISAUUU: KMHa3a pubocomanbHoro 6enka S6 (S6K1) u daxkrop MHUIMAIMM SYKApHUOTHBIX
kneTok, 4E-csa3piBatonuii 6enok (4E-BP1). Hapymenne gpynkuuu S6K1 u 4E-BP1 Bcnenctaue
unrn6ouposanuss mTORC1 napymaer tpancmsanuio koaupyembix MPHK OCHOBHBIX Oenkos,
Y4acTBYIOUIMX B PETyJSIMM KJIETOYHOIO IMKJA, INIMKOJIW3a M aJalTaluu KIETOK K HU3KOMY

YPOBHIO KHCJIOpOJa (TUIIOKCUH). DTO MOJABISET POCT OMYXOJU M 3KCIPECCUI0 UHAYLUPYEMBIX
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rUIoKcuel (pakTopoB (HarpuMep, TPaHCKPUILIHOHHOTO Hﬁg%agﬁﬁﬁb-rﬁ%%g ﬂ%’m K

YMEHBUICHUIO JKCIpPeccHH (HakTOpoB, 00ECIEUMBAIOIINX YCHJICHHE MPOIECCOB aHTHOTEHE3a B
OmyXonu (Hampumep, COCYIUCTOro JHAoTennanbHOoro (¢akropa pocra, VEGF) Bo
MHOKECTBEHHBIX OIyXOJISIX, TAaKUX KaK [MOYEYHO-KJIETOUHBIM pak ¥ aHTMOMHOJIMIIOMA.
CurnanpHas nepemada udepe3 mTORCI1 perynupyercss reHamu-CynpeccopaMH OITyXO0JIEBOTO
pocra: renamu TyOepo3Horo ckieposa 1 u 2 (TSC1, TSC2). OrcyrcrBue nnu nnaktupanus TSC1
wi TSC2 npuBoaut x noseimennto yposast RHEB-GTP (ryanosuntpudocdar-cszpiBaromuit
oenok, ['Td-ces3wiBatomuii Oenok), oTHocsamemycss k Ras cemeiictey ['Tda3, koTopbrit
B3aumozeiictyer ¢ komiuiekcom mTORCI, Bb3biBas ero akruBauuioo. AxtuBanus mTORCI
IPUBOJUT K HUCXOJSAIIE-HAIIPABIEHHOMY KHWHA3HOMY CUTHAJIBHOMY Kackagy, B TOM YHCIE
aktuBaiu S6K1. Cyoerpar mTORC1, S6K1, dochopunupyer perentop 3cTporeHa, KOTOpbIit
OTBEUaeT 3a JINTaH/I-He3aBUCUMYIO aKTHUBALIMIO PEIENTOpA.

DBepoIMMYC SBIISETCS MOIIHBIM MUHTHOMTOPOM pPOCTAa U MpOdHQepanuu OMyXOJEeBbIX KIETOK,
SHJIOTEIHAIBHBIX KIETOK, GHOPOOIACTOB M IIaJKOMBIIIEYHBIX KIETOK KPOBEHOCHBIX COCY/IOB.
COOTBETCTBEHHO IIEHTPAIbHOMY peryisaropHomy aeiicTButo komruiekca mTORCI1, speponumyc
yMEHbIIaeT Nponudepanuio KIeTOK, TIUKOIN3 U aHTHOTeHE3 B CONMIHBIX OMYyXOJSIX in Vivo,
TakuM 00pa3oM, peanu3ys JiBa HE3aBUCHMBIX IYTH IOJABJICHHS pOCTa OIyXOJH: MpsMas
IIPOTUBOOITYXO0JIEBAsi aKTUBHOCTh U HMHTMOMPOBAHUE CTPOMATIBHOM COCTABIISAIONIEH OIYyXOJIH.
AxtuBansi mTOR curHanpbHOro myTH — KIIIOYEBOW aJalTHBHBIA MEXaHW3M pa3BUTHUS
PE3UCTEHTHOCTH K SHAOKPUHHON TE€palMU y NAlMEHTOK ¢ PAKOM MOJIOYHOM Xkele3bl. PaznuHble
MyTH NepeAauyy CUTHAJIa aKTUBUPYIOTCS IIPU Pa3BUTHH YCTOWUMBOCTU K 3HJOKPUHHOMN Tepamnuu.
OcHoBHbIM 13 Hux gBisgercs nyTh PI3K/AKT/mTOR, xoTopblii akTUBHpOBaH B KJIETKaX paka
MOJIOYHOM JK€Je3bl, PE3UCTEHTHBIX K MHIMOUTOpaM apomarasbl U JJIUTEIbHO HAaXOJAILIUXCS B
COCTOSIHUM 3CTPOTE€HHOH JlenpuBaiy. B rcciaeoBanusx in vitro moka3zaHo, 4To KJIETKH OIyXOJIU
npu ropmono3zaBucuMoM U1 HER2+ pake M0104HOI jkese3bl UyBCTBUTENIBHBI K HHTHOUPYIOIUM
¢ dexTam sBeposMyca, a MPOTHUBOOIMYXOJIeBas AKTUBHOCTh KOMOWHUPOBAHHOM Tepanmuu
9BEPOJIMMYCOM M HHTHOMTOPOM apoMarasbl YCHJIMBAEeT TAaKOBYIO AaKTHUBHOCTb 3BEpOIHMMYcCa
BCJIEJICTBUE CHUHEPrHMH. PE3MCTEHTHOCTh KIIETOK paka MOJOYHOH Kele3bl K WHIHOHTOpam
apomarazbl  BcueactBue aktuBaumm  AKT  Moxer ObITh NpeojioieHa  TOCPEICTBOM
KOMOMHHMPOBaHUS ¢ 3BeposinMycoM. KoMOMHMpOBaHHas Teparus 3BepoJIMMyCOM U HHTHOUTOPOM
apoMaTa3bl MO3BOJISIET YBEJIIMYUTh MEIMAaHy BbKUBAEMOCTH 0€3 ImporpeccupoBanus B 2,7 pa3a u
Ha 62% CHU3UTH BEPOATHOCTh MPOTPECCHUPOBAHMUS 3200IEBAHUSA U CMEPTH.

[Tpu TC, renerndecku 00yCIOBICHHOM 3a00JI€BaHUH, MHAKTUBUpYIoe MyTanuu reHoB TSCI

i TSC2 mpuBoasSIT K 00pa30BaHUIO TAMAPTOM PA3TMYHON JIOKATH3AIUH.
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VYV nmamumentoB ¢ COI'A, accounupoBanubiMu ¢ TC, HOQHQ@'M@B;E%EH;gBEﬁ%COM

OTMEYAJOCh CTATUCTHYECKH 3HAYMMOE YMEHbIIEHHEe O0beMa OIyXoyd, Ipu 3ToM y 75%
NaIMEeHTOB 00bEM OITyXO0Jiu cokpaTuiics He MeHee yeM Ha 30%, a y 32% nanueHToB — HE MeHEe
yeM Ha 50%. IIpu 3TOM HOBBIX OYaroB, yCWJCHUS THApoledaaud, MPU3HAKOB ITOBBIIICHUS
BHYTPHYEPEITHOTO JABJICHUS U HEOOXOAMMOCTH B XUpyprudaeckom jieueHun COI'A He BO3HUKIIO.
[IpomomxurensHoe HabmoaeHne 3a mnanweHtamu ¢ COI'A, accoummpoBanHbiMu C¢ TC,

HOATBEPAMIN YCTOHUMBYIO 3()(heKTUBHOCTH IBEpOIMMYCa.

dapmakogngamuyeckue 3P HeKTel

[Tocne exxeHEBHOrO MPUMEHEHUS IBEposiuMyca B J1o3e 5 Mr win 10 Mr orMevanach ymepeHHast
3aBHCUMOCTh yMeHbIIeHus: (ochopunmpoBanus Oenka 4E-BP1 omyxoneBoit Tkanu oT Chmin
IBEPOJIMMYCa B KPOBU B PABHOBECHOM COCTOSIHUU. J|ONIOJTHUTENbHBIE 1aHHBIE CBUIETEIbCTBYIOT
O TOM, 4YTO YyMeHblIeHHe ¢GochopuiIupoBaHus KHHa3bl SO KpailHe 4YyBCTBUTENBHO K
unruoupoBannto mTOR sBeponumycom. Murubuposanue docdopunuposanus elF-4G Obuio
HOJIHBIM TIPH BCeX 3HAUCHUAX Cin TOCIIE €KEIHEBHOTO IPUMEHEHHS 9BepoanMyca B 1o3e 10 mr.
Hmenach TEHASHIMS K YBEJIMUYEHUIO CPOKA BBDKMBAEMOCTH 0€3 MPOrpeccupoBaHus 3a001eBaHUs
npu yBenuueHMH Cmin 3BEpoJMMyca, HOPMAJIM30BAaHHOM IO BpeMeHH (ompenenseMol 1o
dopmyne: (mmomane nox KpuBod Cmin-BpeMsl OT Hadalga MCCIENOBaHUS 1O BpPEMEHU
coObITHSI)/(BpeMs OT Haudaja MCCIIeI0BaHus A0 COOBITHS)) Y NAMEHTOB C PacIpOCTPAHEHHBIMU
HEHUPOIHTOKPUHHBIMU OMYXOJSIMU TOJKEIYA0YHON »kene3bl (oTHouieHue pucko 0,73) um y
NalMEeHTOB C PaclpoCTpPaHEHHBIMU KaplLuHougaMu (oTHomeHue puckoB 0,66). Benuunna Cmin
IBEpOJUMYycCa TMOBJIMAJIA HA BEPOSITHOCTh yMEHBIIEHUs pa3Mepa omyxonu (p<0,001) mnpu
U3MEHEHWU D3Kcho3uuuu oT 5 a0 10 Hr/MA y MalMeHTOB C  pacHpOCTPaHEHHBIMH
HEUPOIHJOKPUHHBIMU  OMYXOJSIMU  IMOJKEITYJOYHOW  JKele3bl My  MalUueHTOB  C
pacnpocTpaHEHHBIMU KapLuHOUaMH (OTHOLIEHHE maHcoB 1,62 n 1,46 cOOTBETCTBEHHO).
OBepOoIMMYC JIOCTOBEPHO CHUXKAJ PUCK MPOTrpecCUpOoBaHMs 3a00J€BaHHUSI U CMEPTH MALMEHTOB C
pacipoCTpaHEHHBIM U/UITH METACTaTUYECKUM IMOYEUHO-KJIETOYHBIM PaKOM IOCIIe POTPECCHH Ha
AHTHAHTUOTE€HHOM Tepanuu Ha 67%, MenaHa BBDKMBAEMOCTH MTALIMEHTOB 0€3 MPOrpeccupOBaHUS
3a0oneBanus coctaBuia 4,9 mecsaueB. B Teuenne 6 mecsieB y 36% nanueHToB, NOTyYaBIINX
IBEPOJUMYC, HE OTMEYaloCch MporpeccupoBaHMs 3abosieBaHus. [IpumeHeHue 3BepoaMMyca
MO3BOJIIET 3HAUUTENBHO YIYUIIUTh KAueCTBO JKU3HM NAIMEHTOB (OLIEHUBAJIOCH BIIHSHHE
CHMITTOMOB 3a00JIeBaHUs Ha pa3aIudHbIe c(hephl )KU3HU MAIUCHTA).

[Ipu npuMeHeHuH 3BepoIMMyca Y MaUeHTOB C PACIPOCTPAHEHHBIMU W/WJIM METAaCTaTUYECKUMHU

HEHPOIHIOKPHUHHBIMU OITyXOJISIMH BEDKMBAEMOCTh 0€3 IMPOrpeccupoBaHus B TeueHue 18 mMecsiies
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cocrasia 34.2%. (NOCNENOBATENBHOCTE 0002)

VYV namuentoB ¢ COI'A, accouuupoBanHbiMM ¢ TC, yBennuenue Cmin B 2 pa3a BeIeT K

YMEHBIICHUI0 00beMa ormyxonu Ha 13%.

52. ®apMakoKHHeTHYECKHE CBOWCTBA

AOGcopouus

Cmax 9BEepoJIMMyca B KPOBHU y MALMEHTOB C PACIPOCTPAHEHHBIMU COJMIHBIMU OITYXOJISIMU TIOCTIE
npuema 3BeposiuMyca B ¢opMme TabJIeTOK BHYTpPb B 103€¢ oT 5 a0 70 Mr (HaTromak Wi ¢
HEOOJIBIIMM KOJMYECTBOM HEKUPHOM NUILM) gocTUraercs yepes 1-2 yaca. Cmax IpH €XKeTHEBHOM
IpUEME HU3MEHSAETCS NPONOPLUOHAIBHO J03€ B auanazoHe or 5 no 10 wmr. Ilpu mpueme
OJTHOKpATHOHM 1036l 3BeponuMyca 20 Mr u Bbime Bo3pacTaHue Cmax MPOMCXOJUT MEHEE YeM
IPONOPLHUOHATIBHO 103¢€, ojHaKo AUC yBennuuBaeTcs NpOonopLUOHAIBHO 103€ MIPH ITpUeMe oT 5
1o 70 mMr npenapata.

[Tpu nmpueme sBeponmumyca B 103e 10 Mr B hopme TabIETOK ¢ MUMICH ¢ BBICOKHM COZAEpKaHUEM
#KUpoB AUC 1 Cmax CHIDKQITUCh COOTBETCTBEHHO Ha 22% 1 54%. OHOBpEeMEHHBIH PHEM MTUIIN
¢ Hu3kuM coxaepkanueM kupoB cHmkaT AUC m Cmax Ha 32% u 42% COOTBETCTBEHHO.
OnHOBpEeMEHHBII HpHEM INHIIM, OJHAKO, HE OKa3blBal 3HAUYMMOIO BIIMSHUS Ha HPOPHUIIbL

KOHICHTPpAUA-BPEMS ITOCJIC BCACbIBAHWA B TCUCHHC 24 gacoB.

Pacnpenenenne

[IporieHTHOE OTHOIIEHHE KOHILIEHTPALMM 3BEpPOJMMYyca B KpPOBM M IIa3Me€ KPOBH, KOTOpOE
SBJISIETCA 3aBUCHUMBIM OT KOHLEHTpAallMM COEAMHEHHUs B auamazoHe oT 5 ngo 5000 Hr/mu,
u3mensercs ot 17% no 73%. Konnentparus sBeposarmyca B j1a3Me KpOBU COCTABIISET IPUMEPHO
20% oT ero KOHIIEHTpAINHX B IETHHON KPOBH MTPU KOHIIEHTPAIHSIX BEIIECTBA, PETUCTPUPYEMBIX B
KPOBH OHKOJIOTMUECKUX MAI[MEHTOB, MPUHUMAIOMIKX 3BepoiauMyc 1mo 10 mr B jgeHb. CBs3b C
OenKaMH IUIa3Mbl KPOBU COCTaBIIAET MpUMEpHO 74% Kak y 370pOBBIX JOOPOBOJBIIEB, TaK U Y
ManuEHTOB C HAPYIICHUEM q)YHKHI/II/I II€YECHN cpeleeI‘/'I CTCIICHU TAXKCECTH.

B OKCIICPUMCHTAJIBHBIX UCCICAOBAHHUAX OLLI0 IMOKa3aHO, 4YTO IMOCJIC BHYTPUBCHHOI'O BBCIACHUA
IPOHUKHOBEHHE 3BEPOJIMMYyca dYepe3 TIeMaTodHIe]annuyeckuii Oapbep 3aBUCHT OT J03bI
HEJIMHEHO, YTO TMpenrnojiaraeT HachllleHHe Hacoca TreMarodHiedanrnyeckoro oOapbepa,
oOecrieunBaroOIIero TMoMajJaHue TIperapara W3 KpPOBH B TKaHW Mo3ra. [IpoHUKHOBEHHE
IBEpPOIMMYCa Yepe3 reMaTodHIePaTHIeCKHid Oapbep MPOAEMOHCTPHUPOBAHO TAKXKE Y KUBOTHBIX,

MOJIy4aBUINX IIperapaT BHYTPb.

Buorpancdopmarus
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DBEPOIUMYC SIBISETCS CyOCcTpaToM m3odepMeHTa CYPﬂl%jﬁﬁBHEEJQE%EgJE%% aTta

BHYTPb B KPOBH BEPOJIMMYC LIUPKYIUPYET B OCHOBHOM B HEM3MEHEHHOM BU/JIe. B KpoBU yesioBeka
ONpeNeNeHbl MIECTb OCHOBHBIX METAa0OJIMTOB HBEPOJIUMYCA, IPEACTABICHHBIX TpeMs
MOHOTUAPOKCUJIMPOBAHHBIMA ~ METAa0OIMTaMH, JABYMS  NPOAYKTaMH  THAPOIUTUYECKOIO
IPEBPALLCHHUs] C OTKPBITBIM KOJBLOM M (hOCc(aTUAUIXOIUHOBBIM KOHBIOIATOM 3BEPOJIMMYCA.
YkazaHHbIe METa0OIHUTHI [0 AKTUBHOCTHU YCTYIAIX 3Beponumycy npumMepHo B 100 pa3. [Ipunsro
cuMTaTh, YTO OombINas YacTb oOOmEH (apMaKoOIOTHYECKOH aKTUBHOCTH HBEpOIUMYycCa

O6y0JIOBJIeHa I[CﬁCTBPICM HEHU3MCHCHHOI'O COCIUMHCHUS.

OIUMUHALKSA

CHGIII/IEL]H)HI)IX I/ICCJICI[OBaHI/Iﬁ [0 H3Y4YCHUIO BBIBCACHHA OSBCPOIUMYCAa Y OHKOJOTHMYCCKUX
ManuCHTOB HC IMPOBOAMIIOCH, OAHAKO HMMCIOTCA COOTBCTCTBYIOINHMEC JAHHBIC Yy IIALIMCHTOB,
NPUHUMAOIIUX TpenapaTt mociie TpaHCIUIaHTall opraHoB. [lociie BBeCHUsT OJTHOKPATHOM 1036
MEUCHOTO paJHOaKTHBHOW METKOW 93BeposidMyca maiueHTaMm Oousibinas  4dactb  (80%)
PaAMOAKTUBHOCTH OIPEAesUIach B Kayie, HeOOIbIIoe KomuecTBO (5%) BBIBOIUIOCH MTOYKAMH.

Hewn3menennoe BeIecTBO HE OIpeCaACIIJIOCh HU B MOYEC, HU B KaJiC.

DapMaKOKMHETHKA B PABHOBECHOM COCTOSIHUU

[Tocne exenHeBHOro mnpuema sBepoiumyca B ¢opme Tabnerok BenuunHa AUCo.. ObLia
IPONOPLMOHANIbHA JI03€ MPU IPUMEHEHHH B 103aX OoT 5 10 10 Mr B AeHb. PaBHOBECHOE cocTOsIHME
JOCTUTAJIOCh B Mpefenax AByX Heaedb. Cmax 9BepoinMyca ObUIa MPOMOPLUUOHAIBHA 103€ TPH
HpUMEHEHHH B 103aX OT 5 10 10 mr B aeHb. Bpems noctmkennst Cmax (Tmax) coctaBisuto 1-2 gaca.
[Tpu exenHEeBHOM IpHEME 3BEPOIUMYCa O JOCTH)KEHHU PABHOBECHOTO COCTOSHUS MMeJach
nocToBepHas Koppemsinus Mexay BenmuuHod AUCo: 1 KOHIIEHTpalmel 3BepoaruMyca B KpOBU
nepes MpreMoM odepenHoi 1036l [leproa momyBeIBeICHNS 9BEPOIMMYCa COCTaBIsAeT 0KoJo 30

qacoB.

DapMaKOKMHETHKA Y OTACIbHBIX IPYIIN NAaMEHTOB

Hapywenus ¢pynxkyuu nevenu

[Tpu mprMeHEeHNH 3BepOJIMMYCca y MallMEeHTOB C HAPYIIEHUAMHU (QYHKIIMH NIEUEHU JIETKON CTEIIEHU
TsokecTd (kinace A mno wiaccudukanun Yaiina-I1sio), cpeaneit crenenn Tskectu (kimace B mo
knaccudukanuu Yaitng-I1er0) u Tsoxenoit crenenn (knace C mo knaccudukanuu Yaitnga-I1sio0)
CHUCTEMHas JKCIO3WIUs mpernaparta mnoBeimaercs B 1,6, 2,0-3,3 u 3,6 pa3 COOTBETCTBEHHO.
HeoOxoauma KoppeKius 1036l 3BEPOIMMYCa y MallMEHTOB C HapylIeHHUEeM (YHKIUH MeYeHH (CM.

paznen 4.2.).
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(NOCNEOCBATENEHOCTE 0002)

Hapywenus ¢pynxkyuu novex

CyIecTBEeHHOTO BIMSHUS BEIWYMHBI KJIMpEeHca KpeaTuHuHa (0T 25 10 178 Mi/MHUH) Ha KIMPEHC
(CL/F) aBeposumyca He BBISIBIICHO Y TAIIMEHTOB C PACIPOCTPAHEHHBIMH COJIUIHBIMHU OITYXOJISIMH.
[TocTTpaHcIIaHTalIMOHHBIE HApYIICHUS (YHKIHUU MOYeK (KIMpeHC KpearnHuHa OT 11 mo 107
MJI/MHUH) HE BIUSIM Ha (papMaKOKHMHETHUKY SBEpPOJUMYcCa y MAIMEHTOB I0C]Ee TPaHCILIAaHTAIMH
OpraHoB.

Tayuenmor noxcunozo éo3pacma (> 65 nem)

CyIecTBEHHOTO BIIMSIHUS Bo3pacTa maruenToB (ot 27 10 85 ner) Ha kiupenc spepoaumyca (CL/F
ot 4,8 1o 54,7 n/4) nocine npuema npenapara BHyTpb He ObLIO BBISBICHO.

Bausnue pacosoii u smuuueckou npuHaonesrcHocmu

Kmupenc sseponmumyca (CL/F) mocne mpuema mpemapara BHYTPb Y JIHII €BPOTICOMIHOW |
MOHTOJIOIHOM pac Mpu CXOAHON (HYHKIIUU MIEUEHU HE pa3IndaeTcs.

[To maHHBIM NOMYJISIMOHHOTO (apMAKOKMHETUYECKOTO aHallu3a Y JIUI HErPOUTHOM packl MOCie
nepecanku opranoB kimupenc sseponumyca (CL/F) (mocne npuema BHyTpb) ObUT B CpeHEM Ha

20% OGompIre, UeM y IpeAcTaBUTENECH eBPOIICOUTHON PaCHL.

€TH
[TpumeHeHne 3BepoaMMyca y IeTel U MOAPOCTKOB A0 18 JIeT 1o Moka3aHusaM: paclpoCTpaHEHHbBIN
W/WIM MeTacTaTUYECKUI MOYEYHO-KJIETOYHBIN PaK U pacIpOCTPaHEHHBIE /WM METACTaTUYECKHE
HEHUPOIHJIOKPUHHBIE OIMYXOJHU JKEIYyJOYHO-KHILIEYHOIO TPaKTa, JETKOro M IOJKeNyJI04HOI
JKeJIe3bl, TOPMOHO3aBUCUMBIN PACIPOCTPAHEHHBIM paK MOJOYHOM KeJle3bl, aHTMOMHOJIMIIOMA
nouku, accouuupoBanHas ¢ TC mpu orcytetBun COI'A He pekoMeH10BaHO (cM. pasnen 4.2.).
YV mnamuentoB ¢ COT'A Cmin 3Beponumyca npu NpuMEeHEHHH B ¢Gopme TalbJIeTok Oblia
NpUOIN3UTENBHO NPONOPIIMOHATIbHA CYTOYHON J103€ U Haxoawiack B npenenax 1,35-14,4 mr/m>.
V¥ nanuentos ¢ COI'A cpennee reomerpuueckoe 3HaueHUE Cmin 9BEPOIMMYCa HOPMAIM30BaHHOE
K J03¢ B Mr/m? y narnuentoB muamie 10 et u ot 10 go 18 ner craructuyecku 3HAUUMO HUXKE,
YEeM y B3pOCIBIX MAIlMEHTOB, YTO MOXET YKa3blBaTh Ha MOBBIIICHHbIN KIMPEHC 3BEPOIUMYCA Y

MOJIOABIX MAITMCHTOB.

6. DOAPMAIIEBTHUYECKHUE CBOWCTBA
6.1 Ilepedyenb BcmoMorate/ibHbIX BelleCTB

Adwnanrop, 2.5 Mr, TabIETKH

JIaKTO3a Oe3BOqHAS

KPOCIIOBUOH
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(NOCNEOCBATENEHOCTE 0002)

THIPOMEIIII03a

JIAKTO3bl MOHOTUAPAT
MarHus creapar

Oy TUIITUIPOKCUTOITYOII

Adunurop, 5 mr, TabiieTKH

JIaKTO3a Oe3BOIHAS
KPOCIIOBUIOH
THUIIPOMEIII03a
JIAKTO3bI MOHOTHAPAT
MarHus creapar

Oy THIITHIPOKCUTOIY O

Adunurop, 10 mr, TabiieTkn

JIaKTO3a Oe3BOJIHAS
KPOCIIOBUIOH
TUIIPOMEITIO3a
JIAKTO3bI MOHOTHPAT
MarHus creapar

Oy THIITHIPOKCUTOIY O

6.2 HecoBMmecTUMOCTE

He npumennmo.

6.3  Cpok rogHoctu (CpoK XpaHeHHs1)

3 rona.

6.4  OcoOble Mepbl MPeI0CTOPOKHOCTH PH XPAHEHUH

XpaHUTh B OPUTMHAIBHOMN YIIaKOBKE Ipu TemrepaType He Bbie 30 °C.

6.5  XapakTep u comep:kaHHe NEPBUYHON YNAKOBKH

Adunurop, 2.5 Mr, Ta0JIETKH

ITo 10 Tabnerok B 6muctepe u3 I[TA/An/IIBX. Ilo 3 Gnucrepa BMecTe ¢ TUCTKOM-BKJIA IbIIIEM B

KapTOHHOM Mayke.
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Adunurop, 5 mr, TabiieTKH

ITo 10 Tabnerok B 6mmctepe u3 I[TA/An/IIBX. Ilo 3 GiucTtepa BMecTe ¢ JIMCTKOM-BKJIAABIIIEM B
KapTOHHOM Mayke.

JlonyckaeTcst Halm4re KOHTPOJIS IEPBOTO BCKPBITUS HA KAPTOHHOMW IayKe.

Adwnaurop, 10 Mr, TabneTku

ITo 10 Tabnerok B 6mmmcrepe u3 ITA/An/IIBX. Ilo 3 GaucTtepa BMecTe ¢ JIMCTKOM-BKJIAABIIIEM B
KapTOHHOM MaykKe.

I[OHYCKaeTCﬂ HAJIMYUEC KOHTPOJIA MEPBOI0 BCKPLITUSA HA KapTOHHOﬁ ITa4YKe.

6.6 OcoOble Mepbl NPEeJOCTOPOKHOCTH NPH YHHYTOKEHHH HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenapara WJIM  OTXO0JA0B, MOJYYEHHBIX MOCJde TNPUMEHeHUs
JIEKAPCTBEHHOTI'0 NMPenapara, u Apyrue MAaHUILYJISIIUN ¢ IPenapaToM

Bechb ocraBimiics iekapCcTBEHHBIN penapaT U OTXO/IbI CIeIyeT YHUYTOXKHUTH B COOTBETCTBHHU C

YCTaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tpe6OBaHI/I5{MI/I.

7. JAEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA
Hosaptuc ®apma AT, Jluxtiirpacce 35, 4056 Bazens, [IBeitunapus / Novartis Pharma AG
Lichtstrasse 35, 4056 Basel, Switzerland.

7.1 IIpencraBuTeib Jep:KaTesiss PerucTPAllMOHHOTO YIOCTOBEPEHHSI HA TEPPUTOPUH
Coro3a

[Iperen3un HOTDG6I/ITCJICI71 HalnpasJATH 110 aApECy:

Poccuiickaa ®@eoepayus

000 «HoBaptuc ®apmay

Anpec: 125315, r. MockBsa, Jlenunrpaackuit npocnekr, 1. 70
Tenedon: +7 495 967 12 70

@axc: +7 495 967 12 68

DnekTponHas nmovrta: drug.safety russia@novartis.com

Pecnybnruxa Kasaxcman

®unman Komnanuu «HoBaptue @apma Cepsucaz Al» B PecriyOinke Kazaxcran
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Anpec: 050022, r. Anmarsl, yi. Kypmanrassl, 9 (NOCNEOOBATENBHOCTE 0002)

Tenedon: +7 727 258 24 47

DnexTponnas noyra: drugsafety.cis@novartis.com

Pecnybnuxa benapyco

[IpencraBurensctBo AO «Novartis Pharma Services AG» (IlIBeitnapckas Kondenepauus) B
Pecniybnuke benapych

Anpec: 220069, r. Munck, nip-T J[3epkunckoro, 5, mom. 3, opuc 3—1

Tenedon: +375 (17) 360 03 65

DnexTponnas noyra: drugsafety.cis@novartis.com

Pecnybnuxa Apmenus

000 «ACTEPUA»

Anpec: 0051, r. EpeBan, yn. Haupu 3apsia, 72/3
Tenedon: +374 115 190 70

Onekrponnas modra: drugsafety.cis@novartis.com

8. HOMEP PETUCTPAHMUOHHOI'O YAOCTOBEPEHUA

9. JIATA TIEPBUYHOM PETUCTPAIIUU (ITOATBEPXKJIEHUS PETUCTPALIUM,
HEPEPETUCTPALINN)
[lara nepBoii peructpanuu:

Jlata mocneaHero NoATBEPKIEHUS pErUCTpalliy (IepeperucTpalum):
10. JATA NEPECMOTPA TEKCTA
OO1ast xapakTepuCTHKa JIEKapCTBEHHOT0 Ipernaparta A(QUHUTOP JOCTYITHA HA HH(OPMAIIMOHHOM

nopraje EBpa3HﬁCKOTO OKOHOMHYCCKOT'O COI03a B I/IH(I)OpMaI_II/IOHHO-KOMMyHHKaHHOHHOﬁ CCTHU

«uTeprer» http://eec.eaeunion.org/.
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