NPI v0.1 approved on 09-Sep-2021
Based on CDS 23-Oct-2020 (2020-PSB/GLC-1147-s)

NMHCTPYKIUA
IO MEJUIIUHCKOMY TTPUMEHEHUIO JJEKAPCTBEHHOI'O ITPEITAPATA
A®UHUTOP®
PEruCTPAIIMOHHBINA HOMEP: JICP-002260/10
TOPrOBOE HAUMEHOBAHHME: Adunutop®
MEXIYHAPOJIHOE HENATEHTOBAHHOE WJHA TPYIIIMPOBOYHOE HAMMEHOBAHUE:
3BEPOIUMYC
JIEKAPCTBEHHAS ®OPMA: Ta0OJIETKA
CoCTAB
1 Tabnerka CcOACPKUT: Oelicmeyrowee eeujecmeo — dBepommyc 5,00 mr u 10,00 wmr;
8cnomozamenbHble BEUIECTBA: JIAKTO3a O€3BOJHAs, KPOCMOBUIOH, THIIPOMEIIO3a, JIAKTO3BI
MOHOTHJIpaT, MarHus creapar, OyTHITHAPOKCUTONYOIL.
OINUCAHME
Tabremku 5 me: mpogonroBaTbie TaOJeTKu ¢ (ackoi, oT O6emoro 10 Oenoro ¢ KeATOBATHIM
OTTEHKOM IIB€Ta, ¢ TUCHEHHEM “NVR” Ha oiHOM cTOpOHE U “5” Ha ApYroi.
Tabnemxu 10 me: mpomonroBaTeie TabmeTKu ¢ ¢Gackoil, oT 6emoro 10 OENOro C KEITOBATHIM
OTTEHKOM IIBeTa, ¢ TUCHeHHEM “NVR” Ha ogHolt cropone u “UHE” Ha apyroii.
DAPMAKOTEPANIEBTUYECKASI TPYIIIA:  TPOTHBOOIYXOJIEBOE  CPEACTBO,  WHTHOUTOP
MPOTEUHKUHA3BI
Kon ATX: LOIEGO02
DAPMAKOJIOTUYECKHUE CBOMCTBA
Mexanusm deiicmeus
OBeposuMyc ABISAETCS M30UpaTeIbHbIM HMHTUOMTOPOM CEpUH-TpEOHMHOBOW KuHa3pl mTOR
(MHILIEHh panamMHUIIMHA MJIEKONMTAIONINX), CIEeUU(PUUECKd BO3ACHCTBYIOMIMM Ha KOMIUIEKC
mTORCI1, curnan-npeodpazyromieii. mTOR-kWHA3BI W PETYIATOPHOTO raptor-mpoTerHa
(regulatory associated protein of mTOR). DBeponumyc mposBIsSET CBOK aKTUBHOCTH 32 CUET
BbICOKO a((QUHHOTO B3aMMOJEHMCTBHSI C BHYTPUKIETOUHBIM peuentopHbiM Oeiaxkom FKBPI12.
Kommiieke FKBP12-3Beponumyc cBszbiBaercss ¢ mTORCI, uHruOupyst ero crmocoOHOCTh K
nepenaye curHaioB. mTOR sBisieTcss KiIOUEBOM CEpUH-TPEOHMHOBOM KHHA30M, WUTrparolieit
[EHTPAJIBHYIO POJb B PEryISLUU KJIETOYHOTO pOCTa, Mpoju(epanvd U BBDKUBAEMOCTH.
Perynsimus curnansHoro mytu mTORCI sBnsercss CHOXHBIM MPOILECCOM, 3aBUCSIIMM OT
MUTOTEHOB, (AKTOPOB pPOCTa, SHEPIETUYECKOM COCTABIISIIOIIEH M MUTATENbHBIX BEIIECTB.
Kommnexec mTORC]1 sBnsieTcss BaKHEHIIIMM PETyISITOPOM CHHTE3a OelKa B JUCTAIBHON YacTu

PI3K/AKT-3aBucumoro Kkackajga, peryJsnuss KOTOpPOro HapylieHa B  OOJBIIMHCTBE
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37I0KQYE€CTBEHHBIX OIyXOJIeH YeloBeKa, a TaK)Ke MPH T'eHETUYECKUX 3a00JIEBaHUSAX, TAKUX Kak
Ty6epo3nslii ckiiepos (TC).

CurnanbHas Qynkmus mTORCI peanusyercs depes MoayaupoBaHue ¢GochopuinpoBaHuUs
JTUCTANBbHBIX A(PQPEKTOPOB, M3 KOTOPBIX HamOOJIee IOJHO OXapaKTEPHU30BAHBI PETYISTOPHI
TpaHCISIUU: KHuHa3a pudocomanbHoro Oenka S6 (S6K1) u dakTop MHUIIMAIMM DYKApPUOTHBIX
KJIeToK, 4E-cBsa3piBatomuii 6enok (4E-BP1). Hapymenue ¢pynkunn S6K1 u 4E-BP1 Bcnencrue
uaruoupoBanuss MTORC1 wnHapymaer tpaHcimsauuio koaupyembix MPHK ocHOBHBIX OenkoB,
YYaCTBYIOIIUX B PEryJSIUH KJIETOYHOTO IUKJA, TJUKOJIM3a M aJaNTalud KIETOK K HHU3KOMY
YPOBHIO KHCIIOpoJa (TUIIOKCHUU). DTO MOAABISET POCT OMYXOJIM U AKCIPECCUI0 MHIYLIUPYEMBIX
runokcueit pakropos (Hanpumep, TpanckpuniuonHoro gakrtopa HIF-1). [locnennee npuBoaut
K YMEHBIIEHUIO 3KcIpeccuu (akToOpoB, 0OECIeUnBAOIINX YCUIIEHUE MPOIIECCOB aHTHOTEHE3a B
ONyxonu (HampuMep, COCYIUCTOrO HSHJIOTenHaidbHOro ¢akropa pocra, VEGF) Bo
MHOKECTBEHHBIX OIyXOJISIX, TaKUX KakK TOYEYHO-KJIETOYHBII pak U aHTHOMHOJIUIIOMA.
CurnanbhHass nepepaua depe3 mTORCI1 perynupyercs reHamMu-cynpeccopaMu OITyXOJIEBOI'O
pocta: renamu TyOepo3Horo ckiepo3a 1 u 2 (TSC1, TSC2). OrcyrcTBUe WM WHAKTHBAIIHS
TSCl wmu TSC2 npuBoautr k mnosbimeHuio ypoBHa RHEB-GTP (ryano3untpudocdat-
cBs3piBatomuii Oenok, I'Td-ces3pBatommii 6emok), oTHocsmeMycs:i kK Ras cemeiictey ['Tdas3,
KOTOpbIi B3aumojencTByeT ¢ koMruiekcoM mTORCI, BbI3bIBast €ro akTUBaIUio. AKTHUBAIUs
mTORCI] npuBOIUT K HUCXOASAIIE-HANIPABICHHOMY KHHA3HOMY CHUTHAJIBHOMY KacKaay, B TOM
yucne aktuBanuu S6K1. Cyberpar mTORCI, S6K1, ¢ocdopunupyer perentop 3cTporeHa,
KOTOPBII OTBEYAET 3a JIMTaHA-HE3aBUCUMYIO aKTHBALIUIO pELenTopa.

OBepoMMYC SBISIETCS MOIIHBIM HHTHOMTOPOM pocTa M Iposiudepannn OmyXxoJeBbIX KIETOK,
SHAOTEIHANBHBIX KIETOK, pruOpo01acTOB U II1aIKOMBIIIEYHBIX KIETOK KPOBEHOCHBIX COCY/IOB.
COOTBETCTBEHHO LIEHTPAIbHOMY peryisitopHomy aelictBuio kommuiekca mTORCI1, 3Beponumyc
YMEHbIIAeT mpoyindepanuio KIETOK, ITHKOJINW3 U aHTHOTeHE3 B COJUIHBIX OIMYXOJAX in Vivo,
TakuM 00pa3oM peain3ysl JBa HE3aBHUCUMBIX IyTH TIOJABJICHUA POCTA OIYXOJIU: MpsMast
IIPOTUBOOITYX0JIEBAasE aKTUBHOCTh M HHTHOMPOBAaHUE CTPOMAJIbHOM COCTABIISIONIEH OITYXOJIH.
AxtuBauuss mTOR curHanbHOrO mNyTH — KIIOYEBOM aJanTUBHBIM MEXAHU3M Pa3BUTHUS
PE3UCTEHTHOCTHU K SHJIOKPUHHON TEpanuu y MalMeHTOK C PAKOM MOJIOYHOH KeJe3bl. Pa3nuunble
IyTH Nepeaydl CUTHAIA aKTUBUPYIOTCS IPY Pa3BUTHH YCTOWYMBOCTH K SHAOKPHUHHOM TepamuH.
OcHoBHbIM n3 HUX sBisieTcs myTh PI3K/AKT/mTOR, koTophlii akTHBUPOBAH B KJIETKax paka
MOJIOYHOHM JKeJe3bl, PEe3UCTEHTHBIX K MHIHMOMTOpaM apomarasbl U JJIMTEIbHO HAXOIIINXCS B
COCTOSTHUM JCTPOTCHHON JenpuBalMu. B uccienoBaHUsX in Vifro TOKa3aHO, 4YTO KIETKU

omyxoiu npu ropmoHoszaBucumMomM u HER2+ pake MoiiouHOM Kene3bl YyBCTBUTENBbHBI K
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WHTUOUPYIOIAM s dexram IBEPOJIUMYCA, a MIPOTHBOOITYXOJIeBast AKTHBHOCTh
KOMOWHUPOBAaHHON Tepamnuy 3BEPOJMMYCOM M MHTHOMTOPOM apoMarasbl YCHIUBAECT TAKOBYIO
AaKTUBHOCTb JBEPOJIMMYCA BCIEACTBHE CHHEPIHMH. PE3UCTEHTHOCTh KJIETOK paka MOJOYHOU
&Kene3pl K MHruouropam apomarasbl BenencrBue aktuBauuu AKT moxer ObITh mpeojiofieHa
MOCPEACTBOM KOMOMHUPOBaHUS ¢ 3BepoauMycoM. KoMOMHMpOBaHHAs Tepamnus SBEPOIUMYCOM U
UHTUOMTOPOM  apomaras3bl  IO3BOJISIET  YBEIMYUTh  MEAMaHy  BBDKMBaeMocTH  0e3
nporpeccupoBanus B 2,7 pa3a u Ha 62% CHU3UTH BEPOATHOCTH MPOTPECCUPOBAHUS 3a00JIeBaHUS
U CMEpTH.

[Tpu TC, renernuecku 00yCIOBICHHOM 3a00JI€BaHUN, WHAKTUBUpPYIOIKe MyTauu renoB TSC1
wi TSC2 npuBogsT K 00pa30BaHUIO TAMapPTOM PA3IUYHOMN JIOKAIN3ALUH.

Y manueHToB ¢ CyOdMEHIWMAIbHBIMH THTAHTOKJIETOYHBIMH acTporutomamu (COI'A),
accounnpoBaHHbiMu ¢ TC, mocine 6 MecsAleB JIEUEHHMs] HBEPOJIMMYCOM OTMEYAIOCh
CTaTHUCTUYECKU 3HAYMMOE yMEHbIIEHHE 00beMa OIyXOJd, MPH 3ToM y 75% manueHToB oO0beM
OITyXOJIM COKpaTtuics He MeHee yeM Ha 30%, a y 32% nanueHToB — He MeHee ueM Ha 50%. Ilpu
9TOM HOBBIX OYAroB, YCWJIEHHS THjapoluedanny, MPU3HAKOB IOBBIIMICHUS BHYTPHUUEPETHOIO
JIaBJICHUS U HEOOXOAUMOCTHU B Xupypruueckom jedeHnu COI'A He BO3HUKIIO.
[IponomkurensHoe HabOmonenue 3a mamueHTamMu ¢ COT'A, accomuupoBanHbiMH ¢ TC,
HNOJATBEPAMIN YCTONUNBYIO 3(()EKTUBHOCTH 3BEPOIMMYCA.

Dapmakoounamuxa

[Tocne exxeqHEBHOTO MPUMEHEHHS 3BEpOJIMMYca B 03¢ S Mr win 10 Mr orMedaiach yMepeHHast
3aBUCUMOCTh yMeHbIeHUs pocdoprinpoBanus Oenka 4E-BP1 omyxosieBoit TkaHM OT cpeaHei
MUHUMaNbHONW KOHUEHTpauuu (Cupin) 3BEpolMMyca B KPOBHU B PAaBHOBECHOM COCTOSIHUU.
JlonoTHUTENbHBIE JaHHBIE CBHUICTEIBCTBYIOT O TOM, YTO YMEHbIICHHE (hochOopHIupOoBaHHS
KHHA3bl S6 KpaifHe 4yBCTBUTEIRHO K MHTHOMpoBaHuio mTOR seponumycom. MarnOupoBanue
dochopmmupoBanus elF-4G ObUT0 TONHBIM TPU BceX 3HAYCHUSX Cmin MOCHE €XKEITHEBHOTO
MIPUMEHEHUS 3Beposinmyca B 103¢e 10 mr.

Nmenack TeHASHIMS K YBEIMYCHHUIO CPOKA BBDKMBAEMOCTH 0€3 MPOrpeccupoBaHus 3a00IeBaHHs
npu  yBenudeHUH Cpin 3BEpPOJIUMYCa, HOPMAJIU30BAaHHOM IO BpeMeHHU (OmpenenseMol Mo
dopmyne: (ruomanb 1ox KpUBOH Cmin-BpeMsi OT Hayajla HCCIEAOBAaHUS J0 BpEMEHU
coObITHsI)/(BpeMsl OT Havajla UCCIEAOBAHUS IO COOBITHS)) y MAalMEHTOB C PacpOCTpaHEHHBIMU
HENUPOIHJAOKPUHHBIMU OIyXOJIIMU TOPKEIYJOYHOU jkene3bl (oTHoweHue puckos 0,73) u y
MAIMEHTOB C PACIPOCTPAaHEHHBIMU KapuuHouaaMu (oTHomieHue puckoB 0,66). Bennuuna Cuin
IBEpOIMMYyCa MOBIUSIA HAa BEPOSITHOCTH yMEHbLIEHHS pa3mepa omyxonu (p<0,001) npu

U3MCHCHHNHU OJOKCIIO3MIHUMU OT 5 a0 10 ur/mn Y HnanuMeHTOoB C  paclinpoCTpaHCHHBIMHA

3/37



NPI v0.1 approved on 09-Sep-2021
Based on CDS 23-Oct-2021 (2020-PSB/GLC-1147-s)

HEHPOIHJIOKPUHHBIMUA  OMYXOJISIMH  TOJDKENYIOYHOM  JKeJle3bl W Yy  MalHeHTOB ¢
pacnpoCTpaHEHHBIMU KapLMHOUIaMU (OTHOLIEHHUE AaHCOoB 1,62 u 1,46 COOTBETCTBEHHO).
OBepoIMMYC TOCTOBEPHO CHUXAJI PUCK MPOrPECCUPOBAaHUS 3a00I€BaHMs 1 CMEPTH MAI[MEHTOB C
pactpoCTpaHEHHBIM /WU METACTATUYECKUM TTOYEHYHO-KJIETOYHBIM PaKOM IOCIIE TIPOTPECCHH HA
AQHTUAHTUOTCHHOW  Tepanmuu Ha  67%, MenuaHa  BBDKMBAEMOCTH  IMAIIMCHTOB  0Oe€3
nporpeccupoBaHusi 3abosieBaHusi cocrtaBwia 4,9 mecsueB. B Teuenme 6 mecsueB y 36%
NAIMEHTOB, MOJy4aBIIMX 3BEPOJIUMYC, HE OTMEuYajoCh MPOrPecCUpOBaHUs 3a00JIeBaHUS.
[IpumMeHnenne 3BepoiaMMyca IMO3BOJIAET 3HAYUTENIHHO YIYYIIUTh KAa4eCTBO JKU3HU IMALMEHTOB
(OLIEHMBAJIOCH BIMSHUE CUMIITOMOB 3a00JI€EBaHUSI HA pa3IMUHbIC CPEphl )KU3HH MAIUCHTA).

[Ipu nmpuMeHEeHHH 3BEPOIMMYCa Y MAIMEHTOB C PACPOCTPAHECHHBIMU /WU METACTATHUECKUMU
HEHPOIHJIOKPUHHBIMUA OIYXOJISIMM BBDKMBA€MOCTh 0€3 MporpeccupoBaHusi B TeueHue 18
MecsieB coctaBuiia 34,2%.

YV mnanumentoB ¢ COI'A, accoummpoBanHbiMH ¢ TC, yBenumdeHue Cmin B 2 pa3za BeEOET K
YMEHBIIEHUIO 00beMa onyxoiu Ha 13%.

Dapmakokunemuka

Bcacvisanue

MakcumanbHass  koHmeHTpauusi (Cmax) 2BepouMyca B  KpPOBH Yy  MAalMEHTOB C
pacnpoCTpaHEHHBIMH COJHIHBIMHU OIYXOJISIMHM TOCIIE MpHeMa 3BepoiiuMyca B Gopme TabIeTok
BHYTPh B 03¢ OT 5 n0 70 Mr (HaTomak Wid ¢ HEOOJBIIUM KOJUYECTBOM HEKUPHOW MHUIIIH)
nocturaercs 4epe3 1-2 yaca. Cmax IPU €KETHEBHOM MPHEME U3MEHSETCS MPONOPLHOHAIBHO
no3e B Auanasose ot 5 1o 10 mr. IIpu npueme oqHOKpaTHOM 03Bl 3BepoauMyca 20 MI U BbIIIE
Bo3pacTaHue Cmax IPOUCXOJUT MEHEE YeM MPONOPIHMOHATIBHO J103€, OJIHAKO 3HAUEHUE TUI0NIaIn
noa  (apMakOKMHETHYECKOH  KpuBOW  «koHueHTpauus-spems» (AUC)  yBennmuuBaercs
MPONOPIMOHATIBLHO 03€ MpHU npueme oT 5 1o 70 Mr npemnapara.

[Tpu mpueme »Beponmmyca B 103¢ 10 Mr B hopMe TaOIETOK C MUIIECH C BEICOKUM COJIECPKAHUEM
KUPOB AUC 1 Ciax CHUKAIUCh COOTBETCTBEHHO Ha 22% 1 54%. OqHOBpEMEHHBIN NPUEM MHUILH
¢ Hu3kuM coaepxkanueM XuUpoB cHUXaI AUC u Cmax Ha 32% u 42% COOTBETCTBEHHO.
OpnHOBpeMEHHBI TMpUEM MHUIMU, OJHAKO, HE OKa3blBaJl 3HAYUMOTO BIHMSHHUS Ha Mpoduib
KOHIICHTpaLUsI-BpeMsI TIOCJIE BCAChIBaHUS B Te€UEHUE 24 4acoB.

Pacnpeoenenue

[IponieHTHOE OTHOIIEHHE KOHLEHTpPALMU 3BEPOJMMYyca B KPOBU M IUJIa3M€ KPOBHU, KOTOPOE
SIBJISICTCSI 3aBHUCHUMBIM OT KOHIICHTPAIIMM COCOWHEHHs] B auamnazoHe ot 5 go 5000 Hr/mi,
m3Mmensercs ot 17% po 73%. KoHueHTpanus sBeponuMmyca B IUIa3ME€ KPOBU COCTaBIISET

npumMepHo 20% OT ero KOHLEHTPAalUH B LEIbHOM KPOBU IPH KOHIIEHTPALMSAX BEIIECTBA,
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PEruCTPUPYEMBIX B KPOBH OHKOJIOTMUECKUX MAI[MEHTOB, IPUHUMAIOIINX 3BeponumMyc 1o 10 mr B
neHb. CBs3p ¢ OenkaMu IUIa3Mbl KPOBH COCTaBJIACT NpUMEpHO 74% Kak y 3I0pOBBIX
JOOPOBOJIBIIEB, TAK U y MAIMEHTOB C HapyllIeHneM (YHKIINH MeYEHN CPEAHEH CTENEHH TSHKECTH.
B skcnepuMeHTaIbHBIX HCCIIEIOBAaHUSAX OBUIO MOKA3aHO, YTO IMOCJIe BHYTPUBEHHOTO BBEIICHUS
IIPOHUKHOBEHHE »JBEpojMMyca uepe3 remarosHuedannueckuid Oapbep 3aBUCHUT OT O3Bl
HEJIMHEHHO, 4YTO TpeAroiaraeT HachIIIEHHe Hacoca TeMaTosHIedamnueckoro Oapbepa,
o0OecreunBaroIero IMOMaJaHue IMpernapaTta W3 KpOBM B TKaHM Mosra. [IpoHuWKHOBeHuHe
IBEPOSIUMYCa uepe3 reMaTrodHuedannyeckuii 6apbep MpoIeMOHCTPUPOBAHO TAKXKE Y )KUBOTHBIX,
MOJTy4YaBIIMX MpenapaT BHYTPb.

Memabonuszm

OBeponumyc sBisercst cyocrparom uzopepmenta CYP3A4 u P-rimuxonporenna (P-I'TI). TTocne
npreMa mpernapaTa BHYTPb B KPOBH IBEPOJIMMYC IHUPKYIUPYET B OCHOBHOM B HEH3MEHEHHOM
Bujae. B KkpoBuM denmoBeka oOIpeAeneHbl IIECTh OCHOBHBIX METabOJHMTOB 3BEpPOIUMYCA,
MPEJICTABICHHBIX TPEeMs MOHOTHUAPOKCUIMPOBAHHBIMH META0OMUTAMH, JIBYMS MPOIYKTaMU
TUAPOJIUTUYECKOTO TMPEBpAllleHHus C OTKPBITHIM  KOJbIOM U (pochaTuaIXOoIMHOBBIM
KOHBIOTAaTOM 3BEpOJUMYCa. YKa3aHHbIE METAOOIUTHI MO aKTUBHOCTH YCTYMAld 3BEPOIUMYCY
npumepHo B 100 pa3. [lpuHATO cumTaTh, 4TO OONBIIAs YacTh OOIIEH (hapMaKOIOTHUYECKON
AKTUBHOCTH 3BEPOIMMYCca 00YCIIOBIIEHA ECTBUEM HEN3MEHEHHOT'O COSIUHEHHUSL.

Buigeoenue

CrienuanbHBIX WCCIEAOBAHUN TO W3YYEHUIO BBIBEICHUS JBEPOJIMMYCA Y OHKOJIOTHYECKHX
MAlMEHTOB HE MPOBOAMIIOCH, OJHAKO HMMEIOTCSI COOTBETCTBYIOLIME NaHHbIE Y MAIMEHTOB,
NPUHUMAIOIINX TpenapaT IMOcie TPAaHCIUIAHTAlMu opraHoB. [locie BBeneHUS OJHOKPATHOU
7036l MEUEHOTO paJHMOaKTHUBHOW METKOW »3Bepojumyca nanueHTtam Oosbmas 4actb (80%)
PaAMOAKTUBHOCTH OMpeeNsiach B Kaie, HeOobioe KoaudecTBO (5%) BHIBOAUIOCH MOYKAMHU.
HeunsmeHneHnHoe BEIIECTBO HE ONPEAEIAIOCh HU B MOYE, HU B Kalle.

DapmakoKkuHemuKra 8 pagHOBECHOM COCMOAHUU

[Tocne exemneBHOro mpuema nHBepoiuMmyca B (opme Tabnerok BenmumHa AUCo.. Obuta
NpONOpLMOHANIbHA J03€ MpH NPUMEHEHHH B no3ax oT 5 no 10 mr B ngeHb. PaBHOBecHoe
COCTOSTHUE JIOCTUTaJIOCh B mpeaenax IBYX HeAelb. Cmax IBEpoMMyca Oblila IPONOpHUUOHATbHA
03¢ MpU MpUMEHeHHH B n103ax oT 5 1mo 10 mr B neHb. Bpems nmoctmkeHUsS Cmax (Tmax)
coctaBisuio 1-2 4aca. [lpu exxeqHEBHOM MpUEME 3BEPOJHUMYCa MO JOCTHUKEHUU PaBHOBECHOTO
COCTOSIHUSI MMeJach A0ocToBepHas koppensuus mexay BennuuHod AUCo. M KOHLEHTpauuen
3BEpOJIMMYCa B KpPOBH Iepe]l IPpUeMOM ouepeaHoi 103kl [lepro/ momyBbIBECHNS IBEPOIUMYCa

cocraBiisieT 0Koi0 30 gacos.
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DapmakoKunemuka y 0moenbHvlx 2pynn nayueHmos

Iayuenmul ¢ napywenusmu GyHKyuU neveHu

[Ipn npuMeHeHHWH 5BepoIUMYyCa y MAlMEHTOB C HApYIICHUSMU (YHKIUU TEYCHU JIETKOU
cTeneHu TsbkecTH (kmace A mo kinaccudukanun Yanna-I1p10), cpenHei cTeneHu TsokecTu (Kiace
B no knaccudpukanuu Yaitnga-I1ei0) u Tsokenoit crenenu (kimacc C mo knaccudukanuu Yaima-
[Tpr0) cucTeMHas SKCIIO3HITUS MpernapaTa mosbimaercs B 1,6, 2,0-3,3 u 3,6 pa3 COOTBETCTBEHHO.
Heo6xoanma KoppeKIyst 1035l H3BEPOJIMMYCa Y MAllMEHTOB ¢ HapyIIeHHeM (YHKIUHU TeUeHH (CM.
pasnen «Cnocob npumeHenusi u 003bl»).

Tayuenmsi ¢ HapyweHnuem yHKyuu nouex

Cy1miecTBEHHOTO BJIMSIHUS BEJIMUYMHBI KJIMpeHca KpeaTuHuHa (0T 25 1o 178 mur/MuH) Ha KJIMpEHC
(CL/F) »BeponmMmyca HE BBISIBICHO Y TMalMEHTOB C PACIpPOCTPAHCHHBIMU COJUIHBIMU
omyxossiMu. [locTTpaHcuiaHTalMOHHBIE HAPYHIECHUS! (PYHKIIMU MOYeK (KJIMPEHC KpeaTUHUHA OT
11 mo 107 ma/muH) He BIMsUIM Ha ()apMAaKOKWHETHKY 3BEpOJHMMYyCa Yy IalUEHTOB IOCIE
TpaHCIUIAaHTAI[MH OPTaHOB.

Ilayuenmui 6 6o3pacme <18 n1em

- IlpuMeHeHue »sBeposMyca y JA€T€d M TOAPOCTKOB A0 18 JieT mpOTHUBOIOKA3aHO IO
NOKa3aHUSAM: PACHpPOCTPAHEHHBIH W/MJIM METACTaTMYECKHH TMOYEYHO-KJIETOUHBIH paK u
pacnpocTpaHEHHbIE W/WIM METacTaTHUeCKUe HEHPOIHJAOKPUHHBIE OIYXOIH IKEIyIO04HO-
KHUIIEYHOTO  TpakTa, JIETKOTO M TOJKEIYJOYHOM  JKejle3bl, TOPMOHO3aBUCHUMBIN
pacnpoCTpaHEHHBIN paKk MOJIOYHOM >KeJe3bl, AHTHOMHUOJIMIIOMA MTOYKH, accoruupoBanHas ¢ TC
npu orcyrcTBun COT'A.

- V mnamuentoB ¢ COI'A Cpin 3Beponmmyca Npu NpUMEeHEHHH B (opme TabieTok Obuta
npUOJIM3UTENBHO MPOIIOPIIMOHATBHA CYTOYHOMH J103€ U Haxoauiach B npeaenax 1,35-14,4 mr/m2.
- YV namumentoB ¢ CDOI'A  cpenHee reomeTpuyeckoe 3HaueHHE Cmin 3BepoMMyca
HOpMalIM30BaHHOE K J103¢ B Mr/M? y mauueHtoB wmiaame 10 mer m or 10 mo 18 ner
CTaTHUCTUYECKM 3HAYMMO HIJKE, YEM Yy B3pOCIBIX MAllMeHTOB, YTO MOXET yKa3blBaTh Ha
MOBBIIICHHBIN KIIUPEHC IBEPOTHMYCA Y MOJIOABIX IMAIIUEHTOB.

llayuenmul 6 sospacme >65 1em

Cy1miecTBEHHOTO BIIMSIHUSL BO3pacTa marueHToB (oT 27 g0 85 jeT) Ha KIMPEHC 3BEpouMyca
(CL/F ot 4,8 no 54,7 n/4) mocne mpuema mnpernapara BHyTpb He ObLIO BBISBIICHO.

Brusanue pacosotl u 5mHu4ecKol npuHAOIeHCHOCMU

Kmupenc aeponumyca (CL/F) mocne mpuema mpenapata BHYTPh Yy JIMII €BPONCOWIHOW W
MOHTOJIOUTHOM pac MpH CXOTHOW (PYHKIIUU MTEYCHH HE PA3IUYACTCS.

[To maHHBIM MOMYNALMOHHOTO (PapMAKOKUHETHUECKOIO aHajIn3a y JIUL HETPOUIHON pachkl Mocie
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nepecajku opranoB kiaupeHc 3sepoiaumyca (CL/F) (mocne nmpuema BHYTph) ObUT B CpeHEM Ha

20% Ooubliie, 4eM y MpeICTaBUTENCH eBPONCOUIHOM pachl.

IIOKA3AHUSI K NIPUMEHEHUIO
- PactipocTpaHeHHBIN W/WIH METACTaTUYECKUN MMOYECYHO-KICTOYHBINA pak pu HeAP(HEKTUBHOCTH
AQHTUAHTMOTEHHOU Tepanuu.
- PacnpocTpaHeHHble HW/WIM MeTacTaTUYECKHE HEHPOIHIOKPUHHBIE OIYXOJIH KEIyJO0YHO-
KHIIIEYHOTO TPAKTA, JIETKOT'O U MOHKEITYI0YHOU JKEJe3bl.
- T'opMOHO3aBUCHMBI pacpOCTPAHEHHBIM paK MOJIOYHOM JKEJe3bl y TMAalMeHTOK B
MOCTMEHOTIay3¢ B KOMOWHAIIMM C WHTHOMTOPOM apomaTa3bl TOCJie MPEIIIeCTBYIOIIeH
SHJIOKPUHHOM Teparui.
- CyOorneHauMaNbHbIE TUTAHTOKJIETOYHBIC ACTPOLIMTOMBI, ACCOIMHUPOBAHHBIE C TYyOEpPO3HBIM
CKJIEpO30M y TMAalMEeHTOB B BO3pacTe cTapiie 3-X JIeT NpU HEBO3MOXKHOCTU BBITIOJIHEHUS
XUPYPTUUECKOU PE3EKIIUU OMyXOJIH.
- AHTMOMHOJIUIIOMA TOYKH, ACCOIMUPOBAaHHAs C TYOEpO3HBIM CKJIEpO30M, He Tpelyrommas
HEME/IJICHHOTO XUPYPTrUYeCKOr0 BMEIIATEIbCTBA.
ITPOTUBONOKA3AHUS
- IloBbIieHHast YyBCTBUTEIBHOCTh K 3BEPOJIMMYCY, APYTUM MPOU3BOAHBIM paraMHUIIMHA WU
J1000MY U3 BCIIOMOTATENbHBIX BEILIECTB Mpernapara.
- bepemeHHOCTh M IEpUO KOPMIICHHS TPYIBIO.
- Hapymienne ¢ynkmuu nedenu (kinacc A, B, C mo knaccudukanuu Yaina-I1s10) y manueHToB
ot 3-x o 18 ner ¢ COT'A.
- Bozpact no 3-x ner (COI'A), no 18 net (110 ocTanbHBIM MOKA3aHUSIM).
Crnenyer usberarb OJHOBPEMEHHOTO TMPUMEHEHHUS 3BEPOJIMMYCa C MOIIHBIMH WHTHOUTOpaMU
nzodepmenta CYP3A4 w/umm P-T'TI.
Cnenyer um3beratb OJHOBPEMEHHOTO MPUMEHEHHS IBEPOIMMYCA C MOIIHBIMH WHAYKTOPaMU
nzodepmenta CYP3 A4 wim unnykropamu P-T'TI.
C OCTOPOXKXHOCTBIO
e [lpu OHHOBPEMEHHOM MPUMEHEHHHM 3BEpPOJMMYyca C YMEPEHHBIMH WHTHOUTOpaMU
CYP3A4 nnu uaruburopamu P-I'TI;
e y manWeHToB >18 yer ¢ HapymeHneM QyHKIMHM TIeYeHHU Tsokenon crernenu (kinacc C mo
kinaccugukanuu Yaitng-I1eio) B ciryyae, Korja 1mosip3a OT IpueMa rpernapara npeBbIlaeT
BO3MOYHBIN PUCK;

¢ Yy HIalUCHTOB 0 U IMOCJIC XUPYPIrUICCKUX BMCIIATCIILCTB,
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® y MAllMEHTOB C HEMEPEHOCHUMOCTHIO JIAKTO3BI, TSDKEJIOW JaKTa3HOH HEIOCTaTOYHOCTHIO
WIH TJTIFOKO30-TATAKTO3HOU ManbabcopOIueii;

® y [IallMEHTOB BO BPEMS WJIK BCKOPE MOCIIE TPOBECHUS JIy4eBOM Tepamnui.

IIPUMEHEHUE ITPU BEPEMEHHOCTH M B IIEPHO/I I'PYJTHOTI'O BCKAPMJIMBAHUSA
bepemennocmeo

Ceoonas xapaxmepucmuka puckos

Her naHHBIX 0 mpuMeHeHnH npenapata AGuHHTOP® Y GepeMEHHBIX JKeHIMH. [10TeHIMaTbHbIi
PHUCK Ui 4EJIOBEKa HE M3BECTEH. B HCCIIEOBAHMSX Yy JKMBOTHBIX BBIABIIEHA PENPOAYKTHBHAS
TOKCHUYHOCTbH, BKJIFOUast SMOPHO- U (PETOTOKCHYHOCT.

[penapar Apuautop® MPOTHBONOKA3aH K HPUMEHEHHIO BO BpeMsi GepeMEHHOCTH.
Hccneoosanus y scusommbvix

[Ipu npuMeHEeHnU 3BEpOIMMYca BHYTPh y CaMOK KpbIc B f03€ >0,1 mr/kr (mpubnusurensHo 4%
or cyrounor AUC y manmueHToB, NpUHUMAKOIMMUX Tmpenapar B mo3ze 10 mr/cyr) wacrtora
IPEUMIUIAHTALlMOHHBIX ~ IOTEPh  YBEJINYMBAIACH. OBepoauMyc  MPOXOAMT  4Yepe3
reMaToIUIalleHTapHbll 0apbep M OKa3blBaeT TOKCHYECKOE JAEMCTBHE Ha OIJIOJOTBOPEHHYIO
SULEKIETKY. Y KpBIC 3BEPOJUMYC TPOSBISI 3MOPHO- M (PETOTOKCHYHOCTH IMPH CUCTEMHOM
SKCHO3ULWHA HHUKE TEpaneBTUYECKOM, 4YTO NPUBOJAWIO K YBEIWYEHUIO CMEpPTHOCTH WIH
YMEHBIIEHUIO Macchl Teja Iioaa. YacroTra BO3HMKHOBEHHMS BapHaHTOB Pa3BUTHs CKelleTa U
CKEJIeTHBIX Malbopmanuii (Hampumep, pacileIuHa TPYAHOW KIIETKH) YBEIMYMBajach MpU
npuMeHeHuH sBeponuMyca B go3ax 0,3 u 0,9 Mr/kr. YV KpoOJHMKOB 3MOpPHOTOKCHYHOCTH
MPOSBIISIACH YBEIMUEHUEM YaCTOTHI O3AHEN pe30opOIuu MI04a Ipy MPUMEHEHUH 3BEpoIuMyca
B 103e 0,8 mr/kr (9,6 Mr/m?), uto mpuOIM3UTENsHO B 1,6 pa3 BbIie 1036l 10 M 711 B3pOCITBIX
Mpy npuMeHeHnH 1o nokazannto COI'A u B 1,3 pa3 BeIlIe cpenHeit 103bl, npumensemoit mpu TC
U peppakTepHON SIHIENCHM, PACCYUTAHHOM MO IUIOIIAAM TOBepXHOcTH Tena. He ObLio
BBISIBJICHO NTOOOYHBIX NEHCTBUII Ha SMOPHUOH U IUIOA NMPU MPUMEHEHUU 3BEPOJIMMYcCa Y CaMIlOB
KpBIC.

Hccneoosanus y uenosexa

Omnwucanbl cilyyan BO3ICHCTBUS BEpPOIMMYCa Ha IUIOJA BO BpeMs OEpEeMEHHOCTH B pe3yibTare
npueMa IMpernapara Kak Marepplo, Tak M OTHOM (OepeMEHHOCTb Y JKEHILUHBI, SIBISBIIEHCS
napTHepOM MalMeHTa, MPUHUMABIIEro 3BepoiumMyc). CooliieHuii 0 BOSHUKHOBEHHH MOPOKOB
pa3BUTHS IJI0JIa HE 3aperucTpUpOBaHO. B HEKOTOpBIX ciyyasx GepeMeHHOCTh IMpoTekana 0e3
OCJIOKHEHUH M 3aKOHYMIIACh POJIAaMH 3/I0OPOBBIM ILIOJOM 0€3 KaKoW-In00 MaToNoTuu.

Jlakmauus
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Ceo0Has xapakxmepucmuka puckog

He n3BecTHO MpOHMKAET JH 3BEPOJIMMYC B IpyJHOE MOJIOKO yesoBeka. He 3apeructpupoBano
ClIlydaeB BO3JICHCTBUS 3BEpOIMMYyca Ha peOeHKa B IEPUO/ IPYIHOTO BCKapMIIMBAHUS Y YEJIOBEKA.
B uccnenoBanusx y 5KMBOTHBIX YBEPOIMMYC /WA €r0 METaOOIHTHI JIETKO W OBICTPO MPOHUKAIIN
B MOJIOKO KPBIC B KOHLIEHTpAIuu, B 3,5 paza mpeBOCXOASANIEH KOHIEHTPALMIO B IJIa3ME KPOBHU
matepH. JKeHIIMHAM, TMOJIYYaloUIMM 3BEPOJIMMYC, HE CIEAYyeT KOPMHUTHh TPyIbl0 BO BpeMs
TEpaINuu U CIyCTS 2 HEJAEIU MOCIE TPUEMa MOCIETHEN T03BI.

ZKenuunot u MysHcUUHbL ¢ COXPAHEHHBIM PEnPOOYKMUGHHIM NOMEHUUAIOM

Konmpayenyus

[TarueHTOK ¢ cOXpaHEHHBIM PENpPOAYKTUBHBIM MMOTEHIIMAIOM CIIEyeT NPOUHPOPMUPOBATH, YTO
B HCCJICIOBAaHUSAX Y >KMBOTHBIX OBLJIO BBISBICHO HEOJArONMpHUATHOE BIUSHUE 3BEPOJIMMYyCa Ha
pa3zBuBatommiics mioa. [lammeHTkaM ¢ COXpaHEHHBIM PENPOTYKTHUBHBIM IOTEHIIHAIIOM,
BEIYIIMM AaKTHUBHYIO I[IOJIOBYIO J>KHW3Hb, HEOOXOJWMO TPUMEHSATh HAJACKHBIE CIOCOOBI
KOHTpaLeNnuuu (Ipyu MPaBUIbHOM U JUTUTEILHOM MPUMEHEHUU KOTOPBIX YacTOTa HACTYIICHUS
OepeMeHHOCTH cocTaBisieT <1%) Bo BpeMsi Tepanmuu IpenapaToM M MUHHUMYM B TedeHHE &
Hezlenb mociie ee 3aBepuieHus. [lanmeHTaM MyKCKOTo Io0Jja, TPUHUMAIOIIUM 3BEPOIUMYC, HE
CJIeTyeT OTKA3bIBATHCS OT IMOMBITOK 3a4aTHsl.

Depmunvrocms

Hccneoosanus y srcusommbix

B wuccrmenoBaHusX y JKMBOTHBIX (DEpTHIIBHOCT CaMOK HE W3MEHsUIach, OJHAKO ObLIN
3apErUCTPUPOBAHbl CIy4Yad MPEUMIUIAHTAMOHHBIX IOTEPb. Y CaMmIlOB KpbIC HaOIIOJalNCh
Mop(doornueckrue U3MEHEHHs B SIMUKAaX MPU MPUMEHEHHH 3BeposimMyca B go3e 0,5 Mr/kr u
BbIIlIE, a TAaKXe CHIKEHUE TMOJBMKHOCTH U YMEHBUICHHE KOJUYECTBAa CIEPMATO30UAOB U
aKTUBHOCTH TECTOCTEpPOHA NPHU NPUMEHEHMH JO03bI 5 MI/KI, 4YTO COOTBETCTBYET
TepaneBTUYECKONW KOHIeHTparuu (52 Hr*u/min u 414 Hr*u/mi1 COOTBETCTBEHHO B CPaBHEHUU C
TEpaneBTHUECKONW KOHIEHTparuen 560 Hr*u/mi npu NpUMEHEHUH Ipernapara y 4eJIoBeKa B 103¢€
10 Mr/cyr) m TpPUBOAUT K CHIKEHHUIO (EpTHIBHOCTH Yy camIioB. Mwmerorcs nanHeie 00
00paTUMOCTH TaHHOTO 3P deKTa.

Hccneoosanus y uenosexa

Teparmust npenapatoM AduHHTOP® MOXKET OTPHIATENHLHO CKa3aThCs HAa (PEPTHIBHOCTU Y
MAIMEHTOB MY>KCKOT'O U JKEHCKOT'0 1oJIa.

VY manueHTOK, MPUHUMABIIUX 3BEPOIMMYC, OTMEUAIHUCh HEPETYISIPHBIA MEHCTPYaTbHBIN ITHKI,
BTOPUYHAsl aMEHOpes U HapylieHue OanaHca JroTeuHu3upytomero rtopmona (JIIN) wu

dommkynoctumynupytomero ropmona (®CI). Y mnmauumeHTOB MyKCKOro Tojia Ha QoHe
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MPUMEHEHUS 3BeposiiMyca oTtMmedanoch noBbimieHue aktuBHocTh DOCIT m JII', cHukeHue
AKTUBHOCTH TECTOCTEPOHA, a300CTIEPMHUSL.

CnoCcob NIPUMEHEHUSA U 10351

Jleuenne mnpenapatoM Aduuutop® cliefyeT IpPOBOAUTHL TOJNLKO TI0f HAOMIOIEHMEM Bpaua,
MMEIOLIETO OMBIT paboThl C MPOTHUBOOMYXOJEBLIMU MIpeNapaTaMu Wi jeueHus namuentos ¢ TC.
[penapar Apuautop® cremyeT IPUHUMATL BHYTPh OJUH Pa3 B JeHb €KEIHEBHO B OHO H TO XKeE
BpeMsi (IIPEANOYTUTEIHHO YTPOM) TOCTOSIHHO HAaTOUIAaK WJIM TOCTOSHHO IIOClie TpuemMa
HEeOOJIBIIIOr0 KOJHMYECTBa NHILNM, HE cojaepikaiiell >xupa. TabineTku cieayeT MHporiaThiBaTh
LEJIUKOM, 3aluBasi CTAKAaHOM BOJIbI, MX HEJb3sl pa3KeBbIBaTh WM JpOoOUTH. J[JIs ManueHToB ¢
COT'A, accounupoBanabiME ¢ TC, KOTOpbIE HE MOTYT HPOTJIOTUTH TAOJIETKY LEIUKOM, TaOJIETKY
npenapara AGuHUTOP® HEMOCPENCTBEHHO Iepel IPUEMOM MOKHO MOIHOCTHIO PACTBOPHUTH B
cTakaHe BoJbl (mpuMepHO 30 MIT), OCTOPOXKHO IMOMEIINBAs COAEPKUMOE CTAaKaHYHMKa JI0 TOJTHOTO
pacnianeHus tabdneTku (nmpuMepHo 7 MuHYT). g obecnieyeHus: mpuemMa MOJTHOW JI03bI CIIeIyeT
emie pa3 HaOpaTh B CTaKaHUYMK TaKOH ke 00BeM BOJbI (mpuMepHO 30 MIT), CMBITh CO CTEHOK
OCTaBILMECS YaCTHUIIBI ITperapaTa U BHIIUTH MOJTYYUBIIUNACS PacTBOD.

Jleyenue npenapaToM MPOBOIAT JI0 TE€X MOP, TOKA COXpaHAeTCA KIMHINYECKask 3PPEKTUBHOCTD U
HET MPU3HAKOB HETIEPEHOCHMOI TOKCUYHOCTH.

Cmena nexapcmeentoii popmut npenapama Agurnumop®™

Henw3st koMOMHHMpOBaTH pa3HbIe JIeKapCTBEHHBIE (GOpMbl mpemnapata (TableTKu U
JUCTIeprupyeMble  TaOJNeTKH) Juiss JOCTIDKEHHs HeoOxomumon mo3bl.  Cremyer Bcerga
UCIIONIb30BaTh OJHY M Ty € JIEeKapCTBEHHYI0 (OpMYy B COOTBETCTBUU C IOKa3aHUEM K
NPUMEHEHHIO.

[Ipu cmene nexapcTBeHHON (opmbl (ToBKO s manueHToB ¢ COI'A, acconMMpOBaHHBIMU C
TC) cnemyer momOuparh 103y HIpenapara, MaKCUMalbHO OJM3KYI0 K TPUMEHSIEMOH paHee.
Crnenyet mpoKOHTPOJIUPOBATh Cmin IBEPOIMMYCA MPUOIM3UTEILHO Yepe3 | uiau 2 Heaenu nocie
CMEHBI JIEKapCTBEHHON (OPMBI.

IIponycxk do3vl

B ciydae npomycka npuema odepeHoi 1036l mpernapara, €e MOXKHO MPUHATH B TeUeHHE 6 4acoB
nocjie 3alIaHiPOBAHHOTO BPEMEHH, 10 UCTEYEHUH 6 4acoB IOCIIE 3aIUIAHUPOBAHHOTO BPEMEHU
703y cleayeT mHpomycTuTh. Ha cnemyromuii neHb [03y mpemnapara cCileqyeT NpUHATH B
3argaHupoBaHHOE BpeMs. Henomyctum npuem ABOWHOM A03bI IIpenapaTa C LeJbi0 BOCIOIHEHUS
IIPOITYIIICHHOM.

PacrpocTpaHeHHBIN W/WIM METAaCTATUYECKHNA NOYEYHO-KJIETOYHBIH pak npu HedddeEKTUBHOCTH

AHTHMAHTHOTSHHOMN TepallnM; paclpoCTpaHCHHBIE /UM METaCTaTHYECKHUE HEHPOIHTOKPUHHBIE
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OITYXOJIN KEITYAOYHO-KUIICYHOI'O TpakKTa, JICTKOTI'O n MO KEITYAOYHOM KEJIC3bI,

TOPMOHO3aBUCUMBINA pPACOPOCTPAHEHHBIM paK MOJIOYHOM JKene3bl, aHTMOMHOJUIIOMA ITOYKH, HE

TDC6VI-OH13$I HEMCAJICHHOI'O XHUPYPTUYCCKOro BMCEIIATCILCTBA, YV MAalMCHTOB C TV6CD03HBIM

CKJICPO30OM

Pexomenyemas f03a npenapaTta AduauTop® coctapiser 10 Mr ouH pas B CyTKH.

CV63H€HHI/IMa.HBHBIe TUTAHTOKJICTOYHBIC aCTPOLMTOMBI, aCCOIMHUPOBAHHBICE C TV6€DO3HBIM

CKJIEpO30M, V MAIlMCHTOB B BO3pacTe cTapiue 3-X JIET NPH HEBO3MOKHOCTH BBIIIOJIHCHUS

XHPYPTUYSCKON PE3CKIIUU OIYXO0IHU

Jo3y npenapara Aduanutop® a1 nedenus mamueHtoB ¢ COT'A, acconmuposanHbME ¢ TC,
OTIpEeNeNAIOT UCXOAS W3 IJIoNaau moBepxHocTH Tena (BSA, m?), paccuntanHoil o ¢opmyie
o0ya.
Hauanenas 0oza npenapama Agurnumop® u yenesas Cpin 96€pOIUMYCA 68 KPOBU Y NAYUCHINOE C
COrl'A, accoyuuposannvimu ¢ TC
PexomenjiyemMasi HauanbHas j03a npenapatra Aduautop® mns nedeHus mamuentoB ¢ COTA,
coctapnser 4,5 Mr/mM% OKpyrJeHHas 10 Onmkaifliedl m03MpoBKH mpemapata Aduautop®.
Tabnetku npenapata AduHuTOp® pPA3IHUYHBIX IO3UPOBOK OJHOH JIEKAPCTBEHHOH (QOpPMBI
(TabneTkn WM JUCTIEPTHpPYEMbIe TaOJETKHM) MOXXHO KOMOWHHUPOBATh ISl  TOJTyYCHUS
HEOOXOIMMOW J103bl, OJHAKO KOMOMHHUPOBATh pa3HbIe JIEKAapCTBEHHbIC (OPMBI Ipernapara
AduanTop® ¢ 3TOM 1ENBIO HEMb34.
Koumponv konyenmpayuu 36eporumyca 6 kposu
Y mnamueHToB, MOJy4YalOUIMX TEpanuio sBepoiauMycom mno mnooay COI'A, cuenyer
KOHTPOIHPOBaTh Cmin 3BEposMMyca B KpoBU. OnpenensiTh Cmin IBEPOIIMMYCA B KPOBU CIETYET
yepe3 1-2 Henmenu mociie Havajia Teparuy W/ 000 KOppeKuH 10361, J[03y KOPpEeKTUPYIOT
JUIs oepskaHus neiaeBoi Cmin IBEpOIMMYCa B KPOBH B AMarazoHe 5-15 Hr/mi.
11o060op 00301
Jist oITUMAaNIbHOTO KIIMHUYECKOTO OTBETa J03Y Ipernapara clieAyeT Noa0upaTh HHAUBUIYAIbHO,
yBenuuuBas Ha 2,5 Mr s gocTuxeHus ueneBol Cmin dBeponmMyca B KpoBu. [Ipu
IUIAaHUPOBAaHUM 10A0Opa JI03bl CJEAyeT MNPUHUMATh BO BHHMMaHuEe 3(QeKTUBHOCTH U
0€30MacHOCTh MPOBOJUMOTO JICYEHHUS, OJHOBPEMEHHO IPOBOJUMYI0 MEAMKAMEHTO3HYIO
Tepanuio U TeKYMyt0 Cmin 3BepOIMMYyca B KpOBU. MHIMBUAYaTBHBIN TOJIO0P A03bI MOXKET OBITH
IIPOBEJICH UCXO0/I4 U3 cleaytonei Gopmybr:

HOB8AsL 003a 28epoaumyca = npumensemas 003a < (yeneasn Cpin / mexyugasn Cmin 26epoaumyca)
Hanpumep, npuMensiemasi 03a mpernapara, pacCUUTaHHas MUCXOMAsS M3 IUIOMIAU MOBEPXHOCTHU

TeNa, B HacTosIee Bpemsl cocTaBisieT 2,5 Mr, Cmin 3BEpOJIMMYcCa B KPOBHM B PAaBHOBECHOM
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cocTossHMM cocTaBisieT 4 Hr/miu. Jns moctmxkenus 1eneBor Cmin IBEpOJIMMYyCa B KpPOBH,
COCTaBISIONIEH >SHr/MiI, Hampumep, 8 HI/MI, HOBas CKOPPEKTHpPOBAHHAs [03a IMpernapara
JIOJDKHA COCTaBIIATh S5 MT (MpUMEHseMasi CyTouHas 1o03a 2,5 Mr, yBenudeHHas Ha 2,5 mr). [Tocne
KOPPEKLIHMHU 03Bl ciieyeT onpeaeauTb Cmin B KpOBH yepe3 1-2 Hepenu.

Jloneocpounwiiit KOHMpPObL 003bl

VY mamuenToB ¢ COI'A, acconuupoBanHbiMu ¢ TC, 00beM OIMyXO0JH CeyeT U3MEPUTh uepe3 3
Mecsila Toclie Hayana Tepanuy npenapatom AduauTop® ¢ MOCHeayromel Koppekuueil 1035l ¢
y4eTOM U3MEHeHus oObema omyxonu Ha ¢oHe nedeHus, Cmin IBEpoONIMMyca B KPOBH U
WHANBUAYAIbHON EepPEHOCUMOCTH Mpernapara.

IMocne moctmwxkeHust ctabuinbHOM 10361 mpenapara npu COI'A, accommmpoBanueiMu ¢ TC,
cienyeT KOHTpOJIupoBaTh Cmin 3BEpOJIMMyca B KPOBH Ha MPOTSHKEHUHM BCETO CPOKa JICUEHUs
KaxJible 3-6 MecCsIeB y MalMEHTOB C MEHSIOIICHCS TIONIA/IbI0 TOBEPXHOCTH Tella U Kaxable 6-
12 Mecs1eB y NallMeHTOB ¢ HEM3MEHHOU TIJIOMIaAbI0 MOBEPXHOCTH TENA.

Pexomenoayuu no koppexyuu 003wl npenapama Agunumop® npu pazeumuu mejiceramenbHbx
peaxyuii

Koppekusi TsoKenbIX W/Wiau TPYAHOIIEPEHOCUMBIX HEKENATeIbHBIX JIEKAPCTBEHHBIX pEaKIUn
(HJIP) moxeT moTpeboBaTh BpEMEHHOTO MpEphIBaHUS Tepanuu ¢/0e3 yMeHbIeHus 103bl. Ecnu
TpeOyeTcsi CHIDKEHUE JT03bI MperapaTa, PeKOMEHOBAHO MPUMEHSTh 103y MPUOIM3UTEIBHO HA
50% wenpme mpenpiaymiei. B Tabmume 1 oTpakeHbl pEeKOMEHIANMU TIO0 KOPPEKIUU 03B
npenapata npu pasButuu HJIP. Y manumenToB, mHofdydarommx npenapaT Aduautop® B
HAaWMEHBIIICH JIOCTYITHOW JIO3MPOBKE, JaIbHEWINEe CHIDKCHHE J03bI NMPU HEOOXOIUMOCTH
BO3MOXKHO IIpU TMpUEME TMpernapara uepe3 JeHb. TakTWKa BEJIEHUS NalUMeHTa JIOJDKHA
OCHOBBIBaThCSl HA WHIUBUAYAIBHON OLIEHKE IMOJIb3bl U PUCKA C YYETOM OCOOEHHOCTEH Ka)J0ro
NalyeHTa.

Taéﬂuua 1. Pexomenoayuu no KoppeKuuu 003bl npenapama Ad)unumop® npu _paszeumuu

HeHCeNamenbHblX peakyull

HexenareapHas Crenenp TKecTH! PexoMenganuy nmo M3MEHEHHIO J03bI
peakuus U KOppeKUHH HesKeJIaTeJbHbIX
sIBJICHUI
Henndexunonnsiii | Crenenp 1 Koppeknuu 10361 He TpeOyeTcs.
MMHEBMOHHUT CyOxnuHnyeckuit, oTAenbHbIe | KOHTpOIbh cocTOSHUS.
MpPU3HAKU WJIM  CHUMIITOMBI,

BMEIIATCIILCTBO HE ITOKAa3aHO

Crenenn 2

PaccMoTpeTh BO3ZMOKHOCTH MpEpbIBaHUS

[IposBrsttommiics Tepanuu, HMCKIYeHHE HH(GEKIIMOHHOTO
KIIMHUYECKH; MOKa3aHo | mpolecca, npu HEO00XOUMOCTH
BMEIATENILCTBO; OTPAaHUYEHHE | PACCMOTPETh BO3MOXKHOCTh MPUMEHEHHUS
ObITOBOM €KETHEBHOM | IITIOKOKOPTUKOCTEPOUJIOB /10 CHUKECHHUS
aKTUBHOCTH CTEMEeHH TSHKECTH CHMITOMOB 10 1
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CTETEHHU.
Bo3o0HOBIEHNE Tepanmuu B CHIYKCHHOU
J03e€.

[IpexpaieHne Tepanuu, €clid CHUKEHUS
CTEMEeHH TSHKECTH CHUMITOMOB J0 1
CTENeHH He HACTyNmWJIo B TeueHue 4
HEJIelb.

Crenens 3

Tsoxennie CHMIITOMBI;
OTpaHUYCHUE CIOCOOHOCTH K
CaMOOOCITYKUBaHHIO;
MOKa3aHa KUCIO0pOI0Tepanus

[IpeppiBanre Tepanmuu [0 CHUKEHUS
CTEMEeHH TSHKECTH CHUMITOMOB 10 1
CTENEeHH, HUCKIIOYeHHE HH(EKIIMOHHOTO
mporiecca, npu HEOOXOIUMOCTH
MPUMEHEHHE TJIFOKOKOPTUKOCTEPOHIOB.

PaccmoTtpets BO3MOXHOCTb
BO300HOBJICHHSI TEpalid B CHI)KEHHOMN
no3e€.

[Ipy MOBTOPHOM pa3BUTHH CUMIITOMOB 3
CTENEHH — pPacCMOTPETh BO3MOXKHOCTh
IpeKpaleHUs Tepanuu.

Crenensb 4 [IpekpaimieHue Tepanuu, HCKIIOYEHUE
XKuzneyrpoxaromas MH()EKIMOHHOTO npolecca, npu
JpIXaTeNbHas HEO00X0UMOCTH MIpUMEHEHUE
HEJOCTaTOYHOCTh;,  IOKAa3aHO | TTIIOKOKOPTHUKOCTEPOUIOB.
SKCTPEHHOE  BMEUIATEIhCTBO
(Hampumep, TPaxeoTOMHs WIH
WHTYOAIIHsN)

CromaTtut Crenensb 1 Koppexkiuu 10361 He TpeOyeTcs.
CyOxnnHnyeckue cumnTomsl, | [lonockanue pra OecCOUPTOBBIM WM
WIn CHUMITTOMBI nerkoi | BogHo-coneBeiM  (0,9%)  pactBOpOM

CTCIICHHU, BMCHIIATCIbCTBO HE
IIOKa3aHo

HECKOJIBKO pa3 B ICHb.

Crenens 2

YMepeHHbIe 0oJieBbIE
OLLYLICHMUS, HE
MPETSITCTBYIOIINE npuemy

MMM, 0Ka3aHa CIelralbHas
nuera

I[IpepbiBaHne Tepamuy [0 CHIKEHHUS
CTENEHN TSDKECTH CHMITOMOB 10 1
CTETIeHH.

B0306HOBIEHNE Tepanmuy IPenapaToM
AdunnTop® B NpexHeii 103e.

[Ipy TOBTOPHOM pa3BHTHUH CHMIITOMOB

CTOMaTUTa 2 CTENEHH — TIPEPHIBAHHE
Tepanuu A0 CHUKEHUS CTENEHU TSKECTH
CHUMIITOMOB o 1 CTEIECHMU.

Bo3o0HOBIEHNE Tepanuu B CHIYKCHHOM
no3e€.

Jleuenue aHanmbreTUKamMH Ui MECTHOTO
npuMeHeHus (Hampumep, OCEH30KauH,
OyTuiI-aMuHOOEH30aT, TeTpakamHa
TUAPOXJIOPHUI, MEHTOJ win (peHomn) c/6e3
[IIIOKOKOPTUKOCTEPOUAOB ISl MECTHOTO
TIPUMEHEHHUS".

Crenens 3

Tspxensie 00EBbIC ONTYIICHUS,
MPENSATCTBYIONINE npuemMy
MU

[IpeppiBanue Tepamuu [0 CHUKEHUS
CTEMEeHH TSHKECTH CHUMITOMOB J0 1
CTETEHHU.

Bo3o0OHOBIEHNE Tepanmuy B CHIYKCHHOM
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703¢€.
JleueHne aHaIbTETHKAMH IS MECTHOTO
npuMeHeHus (Hampumep, OCEH30KauH,

OyTuia-aMuHOOEH30aT, TeTpakamHa
TUAPOXJIOPHUI, MEHTON win (peHomn) c/6e3
[IIIOKOKOPTUKOCTEPOUAAMHU TUTSE
MECTHOTO MIPHMEHEHHS".
Crenensp 4 [Ipekparenue Tepanuu, JIeYEHUe
XKuzneyrpoxatoriue CTOMaTuTa COOTBETCTBYIOLIUMU
MOCIIEACTBUS, MOKa3aHO | METOJaMHU.

OKCTPECHHOC BMCHIATCIILCTBO

Hpyras HE
remMaTojoruueckast

TOKCUYHOCTD
(uckimrouas
META00JINYECKUE

HapyIICHUs)

Crenenn 1

Koppexkuuu 1o3e1 He TpeOyercs mpu
MEPEHOCUMOCTH CUMNTOMOB. JleueHue
COOTBETCTBYIOLIUMU MeTOoaMH1 u
KOHTPOJIb COCTOSIHUSL.

Crenenn 2

Koppexkuuu 103e1 He TpebOyercs mpu
MEPEHOCUMOCTH CUMNTOMOB. JleueHue
COOTBETCTBYIOLIUMU MeTOoaMH1 u
KOHTPOJIb COCTOSIHUS.

[Ipy HemepeHOCUMOCTH CHUMITOMOB —
IpephlBaHUE Tepanmuu 10 CHUKEHUS
CTEMEeHH TSHKECTH CHUMITOMOB 10 1
CTETEHHU.

Bo3o0OHOBIEHHE TEpanmuu B TPEKHEH
no3e€.

[Ipy MOBTOPHOM Pa3BUTHH CUMIITOMOB 2
CTENEeHH - TpepbIBaHUE Tepanuu 10
CHU)KEHHUSI CTENIEHU TSHKECTU CUMIITOMOB
1m0 1 crenenu. Bo3oOHOBIEHUE Tepamuu
B CHUJKEHHOH J03€.

Crenenn 3

[IpeppiBaHnre Tepanmuu [0 CHUKCHUS
CTEMEeHH TSHKECTH CHUMITOMOB 10 1
cTenieHd. JledeHne COOTBETCTBYIOLIUMU
METOJJaMH ¥ KOHTPOJIb COCTOSTHUSI.
PaccmoTtpeth BO3MOXHOCTb
BO300OHOBJICHHSI TEpamuu IMpernaparom
AduanTop® B CHIDKEHHOH 703€.

[Ipy MOBTOPHOM pa3BUTHH CUMIITOMOB 3
CTENEHH — pPacCMOTPETh BO3MOXKHOCTh
IpEeKpaLeHUs] Tepanuu.

Crenenn 4

[Ipekparmenue Tepanuu, JIeYEHUe
COOTBETCTBYIOIIMMHU METOJaMHU.

MeTabonudeckue
HapYIICHUS
(Hampumep,
TUIICPTIIHKEMHUS,
TUCTUTIAIEMUS )

Crenenn 1

Koppekniun 1031 He  TpeOyercs.
JleyeHre COOTBETCTBYIOIIUMH METOJaMHU
Y KOHTPOJIb COCTOSIHUSI.

Crenenn 2

Koppekniun 1031 He  TpeOyertcs.
JleyeHne COOTBETCTBYIOIIMMH METOJaMHU
¥ KOHTPOJIb COCTOSIHHSI.
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Crenens 3 [IpeppiBanne Tepanuu. Bo3oOHOBIICHHE
Tepanuu B CHIHKEHHOM J103€.
JleyeHue cOOTBETCTBYIOIIMMHU METOJaMU
Y KOHTPOJIb COCTOSIHUS.
Crenensp 4 [Ipekparmienue Teparuu, JIeYEHUe
COOTBETCTBYIOIIUMHU METOJAMH.
TpomOorutonienust | Crenens 1 Koppekiuu 10361 He TpeOyeTcs.
(ymeHbIIeHUE (<HI'H  (HwxHss  rpaHUIA
KOJIMYECTBA HOpMBI) - 75000/mm?; <HI'H —
TPOMOOIIUTOB) 75,0 x 10°/m)
Crenens 2 IIpepbiBanue Tepanmuu [0 CHUIKCHUS
(<75000-50000/mm3; 75,0-50,0 | cTerieHH TSKECTH CHMOTOMOB J0 |
x 10°/1) CTEIEeHH.
Bo3oOHoBIIeHNE Tepanuu B MpEXHEH
J103€.
Crenens 3 [IpepsiBanue Ttepanmuu [0 CHUIKCHUS
(<50000-25000/mm3; 50,0-25,0 | cTelieHH TSXKECTH CHMOTOMOB J0 |
x 10°/1) CTEIEHH.
W Bo3oOHoBIIEHNE Tepanuy B CHIKECHHOMN
Crenens 4 J103€.
(<25000/mm?; <25,0 x 10°/11)
Heiurponenus Crenens 1 Koppekuuu n1o3s1 He TpeOyeTcs.
(yMeHbILIeHUE (<HI'H-1500/mMm3?; <HI'H-1,5 %
KOJIMYeCTBa 10°/m)
HelTpoduaos) W
Crenens 2
(<1500-1000/mm?;  1,5-1,0 x
10°/m)
Crenens 3 IIpepsiBanne Tepanmuu [0 CHUKECHUS
(<1000-500/mm3;  1,0-0,5 x| cTelleHH TSHKECTH CHMITOMOB [0 2
10°/m) CTEIEHH.
Bo3oOHoBIIeHNEe Tepanuu B IMpEXHEH
J103€.
Crenens 4 [IpepsiBanue Tepanmuu OO CHUKCHUS
(<500/mm3; <0,5 x 10°/m) CTENEHU TSIKECTH CHUMIOTOMOB J0 2
CTETECHHU.
Bo3oOHoBIIEHNE Tepanuy B CHMKECHHOMN
J103€.
DebOpunbHast Crenens 3 IIpepsiBanne Tepanmuu OO CHUKECHUS
HEUTPOIICHUS (AYH (aOcomoTHOE YHCIIO | CTENIEHU TSHKECTH CHUMIOTOMOB 0 2
Heiitpodunos) <1000/MM* Tipu | CTETIEHU U OTCYTCTBUS JIUXOPAIKH.
OJTHOKPAaTHOM NOBbIIIEHUN | BO300HOBIEHNE Tepanuu B CHH)KEHHOU

Temneparypel Tena >38,3 °C
WIH TpH  TPOJOJIKUTEIEHOM
MTOBBIIICHUU TEMIIEPATYPHI
tena >38 °C, coxpaHstomeMcs
6onee 1 yaca

J03€.

Crenens 4
JKusneyrposkaronue

[Ipekpamenue Tepanuu.
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IIOCICACTBUSA, IIOKa3aHo
OKCTPEHHOC BMCHIATCIILCTBO

' Crenenn TspKecTH: | = MHUHUMAIbHBIE CHUMIITOMBI; 2 = YMEpPEHHbIC€ CHMITOMBI; 3 =
BBIpQXXCHHBIE CUMIITOMBIL; 4 = JKU3HEyrpoxaroniye cuMnToMbl. OLieHOYHas 11Kajla OCHOBaHa Ha
pekomeHioBaHHbIX ~ HanuoHanbHbiM ~ mHCTHUTYTOM  OHKosiorun  CIIIA  craHmapTHBIX
TEPMHUHOJIOTHIECKUX KpUTEpHsx oneHKH HexenarenbHbIX sBiaeHuil (NCI CTCAE v4.03)

2 Ecmu Tpelyercsi CHUXKEHUE [I03bl IIpemapaTa, pPEKOMEHIYeTCS MPUMEHSTh 03y
npuoM3uTeNHHO Ha 50% MeHbIe TpeabIayIIei.

> W36erath TpUMEHEHHUS TPEMApaTOB, COACPXKAIIMX CIUPT, MEPEKUCh BOJAOpPOAA, WOI U
Mpou3BOJHBIC Yalperna (THMbsiHA) B JICYCHUW CTOMAaTUTa (MOTYT IMPOBOIIMPOBATH YCUJICHWE
W3BSI3BIICHUSI CIIU3UCTON POTOBOM IMOJIOCTH).

Oonoepemennas mepanus ymepeHuvimu uneuoumopamu uzogpepmernma CYP3A4 unu P-I'T1
Cnenyer co0miofaTh OCTOPOKHOCTb, B ClIydyae €CJIM HEBO3MOXHO M30€KaTh COBMECTHOIO
npuMeHeHus npenapata Adunutop® U ymepeHHbX unruéutopoB CYP3A4 wmmu P-ITI

PacpocTpaHeHHBIA W/WINM METaCTATUYECKHNM NOYEYHO-KJIETOYHBIH pak npu HedddeEKTUBHOCTH

AHTUAHTMOTSHHON TepallMH; PacIpOCTpPaHEHHBIS Y/WJIM_METAaCTaTUYCCKHE HEHPOIHTOKPUHHBIE

OITYXOJIN KEITYAOYHO-KUIICYHOI'O TpakKTa, JICTKOTI'O n MO KEITYA0YHOM KEJIC3bI,

TOPMOHO3aBUCUMBINA pPAaCOPOCTPAHEHHBIA paK MOJIOYHOM JKene3bl, aHTMOMMHOJUIIOMA ITOYKH, HE

TDG6VI-OH13$I HEMCAJICHHOI'O XHUPYPTUYCCKOro BMEIIATCIILCTBA, YV TANMCHTOB C TV6€D03HBIM

CKJICPO30OM

Ecnu mamueHTaMm MoKa3aHO OJHOBPEMEHHOE MPUMEHEHHE MpernapaToB, KOTOpHIE SIBISIOTCS
ymepennbiMu uaruéuTopamu CYP3A4 umu P-T'TI, no3a npenapara Apunutop® B GONBIIMHCTBE
CIIyJaeB JIOJDKHA OBITH CHWDKEHA 0 5 Mr uiau 2,5 Mr B cyTkd. OJIHAKO TOYHBIE KIMHUYCCKHE
JaHHBIE 110 KOPPEKTHPOBKE J03bl OTCYTCTBYIOT, PEKOMEHJyeMas KOPPEKLUS J03bl MOXKET
BapbUpPOBaTh Yy OTIENbHBIX TPYNI MNAIMEHTOB, I03TOMY PEKOMEHIYyeTCsl IpOBEACHUE
TIIATEIBHOTIO JIEKAPCTBEHHOTO MOHUTOPUHTA C LIEJIBI0 CBOEBPEMEHHOI'O BBISIBJIEHHSI BO3MOKHBIX
no6ouyHbIX 3(dekToB. B ciydyae mpekpaimieHus OJHOBPEMEHHOTO MPUMEHEHUS YMEPEHHBIX
uHrn6ouropoB CYP3A4 umu P-I'TL, cnegyer yuuThIBaTh HMpPOAOIDKUTEIHHOCTH «OTMBIBOYHOTO
Mepro/ia MpernapaToB, KOTOPI B CPEHEM COCTABIISIET OT 2 110 3 JaHEH, rmepes; BO30OHOBIEHUEM
npuMeHeHus npenapara Aduautop® B 103€, IPUMEHSIEMON UCXOIHO, 10 HAYaJIa COBMECTHOTO
npuMeHeHus mnpenapata AduauTop® M yMepeHHBIX uHrHOuTOpoB CYP3A4 wumm P-ITL

CV63H€HHI/IM3..HBHBIG TUTAHTOKJICTOYHBIC aCTPOLMTOMBI, aCCOIMHMPOBAHHBICE C TV6€DO3HBIM

CKJIEpO30M, V MAIlMCHTOB B BO3pacTe cTapiue 3-X JIET NIpH HEBO3MOKHOCTH BBIIIOJIHCHUS

XHUPYPTUYSCKON PE3CKIIUU OIYXO0IHU

Ecnu mamueHTaMm MOKa3aHO OJHOBPEMEHHOE IMPUMEHEHHE IMpernapaToB, KOTOPHIE SIBISIOTCS

ymepennbivu uaruéutopamu CYP3A4 umu P-T'TI, no3a npenapara Apunutop® B GONBIIMHCTBE
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ciydaeB JoJbkHa ObITh cHikKeHa Ha 50%. I[lpu BO3HHKHOBEHHH MOOOYHBIX 3(P(HEKTOB MOKET
noTpe0OBaThCS JOMOJIHUTENbHOE CHMXKEHUE 103bl. Crienyer onmpenenuTh Cmin IBEpoIuMyca B
KpOBH 1O MEHbIIeH Mepe uepe3 | Henemo mocie Hayajla OJHOBPEMEHHOTO MpPHUMEHEHUs
ymepenHoro unrubutopa uzopepmenta CYP3A4 wmm P-I'TI. Ilpm oTMeHe OJHOBPEMEHHO
npuMeHsieMsIX nHru6uTopoB m3opepmenta CYP3A4 umu P-T'TI nosy npemapara Adunutop®
cleyeT BEPHYTb K MCXOAHOW mocie 2-3 nTHel «OTMBIBOYHOIO» MEpUOJa U, 10 MEHBILIEH MEpE,
yepe3 1 Henenmo onpeneautb Cmin IBEPOIMMYCA B KPOBH.

Ipumenenue oonospemenno ¢ mowHviMu uHOykmopamu uzopepmenma CYP3A4

Hecmotpst Ha TO, 4TO OJAHOBPEMEHHOI'O MPUMEHEHHUs Mpernapara ¢ MOIIHBIMH HWHAYKTOpaMU
cienyer u3beratb, UMEIOTCS JaHHBIC 110 KOPPEKIMH PeXUMa TO3UPOBAHUSA Mpernapara B ciiydae,
€CJIM HEBO3MOXKHO M30€XaTh OJTHOBPEMEHHOT'0 IIpUeMa IIpernapaTos.

PacnpocrpadeHHbId /WM METACTATUYECKUN ITOYEYHO-KJIECTOYHBINA pak npy HedddHEKTUBHOCTH

AHTHAHTHMOTCHHON TEpallMH, PacIpOCTPaHCHHBIC W/UIA METacTaTHYECKUE HEHUPOIHJTOKPUHHBIE

OIMYXOJIN KCIYAOYHO-KHUINICYHOI'O TpakKTa, JICTKOI'O u MOKEITYI0YHOM KEJIEC3bI,

TOPMOHO3aBUCHUMBINA PacOpOCTPAHECHHBIN paK MOJOYHOM JKEJIe3bl, aHTHOMHMOINIOMA IMOYKH, HE

TD€6VIOH_Ia}I HEMCAJICHHOI'O XHWPYPTUYCCKOro BMEIIATCILCTBA, Y HAMCHTOB C TVGGDOSHBIM

CKJICPO30OM

IIpu npumenennu mpenapata AduHuTOp® OTHOBPEMEHHO C MOIIHBIMU HHIYKTOPAMH
nzoepmenra CYP3A4 na ocHOoBaHuMM (apMaKOKHMHETHYECKUX JAHHBIX MOXKET MOTPeOOBAThHCS
YBEJIMYEHHE CYTOUYHOM 103bI B 2 pa3a ¢ maroM B 5 Mr miu MeHblue. [Ipeanonaraercs, 4ro npu
YKa3aHHOM HM3MEHEHHM 103bl mpernapata Adunrutop® 3Hauenne AUC OymeT cOOTBETCTBOBAThH
AUC, nabmonaemomMy 6e3 rpreMa HHIYKTOPOB H30()epMeHTa, OJIHAKO KIMHUYECKUE JaHHBIC C
MOI0OHBIM M3MEHEHHEM J03bl Yy MAIleHTOB, MOJYyYaloUIMX MOUIHbIE MHAYKTOPHI N30(hepMeHTa
CYP3A4, oTCyTCTBYIOT.

[Tpu mpekparieHnu nmpuemMa MomiHoro uHAykTopa nzodpepmenta CYP3A4 ciaexyer obecrieunTh
3-5 nHEW «OTMBIBOYHOIO» Iepuona (aAeKBAaTHBIM NEPUOA Ul 3HAYUTEIBHOTO CHUXKCHUS
MHIYKIIMU H30(epMEHTa), 10 CHIDKEHH 03I IpenapaTta AGuHUTOP® K CXOIHOMH J103€.

CV63H€HHI/IMa.HBHBIe TUTAHTOKJICTOYHBIC aCTPOLMTOMBI, aCCOIMHPOBAHHBICE C TV6€DO3HBIM

CKJIEpO30M, V MAIlMCHTOB B BO3pacTe cTapiie 3-X JIET NPH HEBO3MOYKHOCTH BBIIIOJIHCHUS

XHPYPTUYSCKON PE3CKIIUU OIYXO0IHU

e Ilpu npumenenun npenapata AGUHUTOP® OJHOBPEMEHHO C MOLIHBIMU HHIYKTOPAaMH
uzopepmenta CYP3A4 (nmanmpumep, NpOTHBOSMUICNITUYECKUMHU MperapaTaMH, TAaKUMHU Kak
kapOamasenuH, peHobapOuTan, GEeHUTOMH) MOXKET TOTPEOOBATHCS YBEIHMUYCHUE HaYaIbHOM 1036l

npenapata ApuauTop® 118 JOCTHXEHHUS TepaneBTHUeCKO KOHLEHTpauy 5-15 Hr/MiT; cemyer
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YBEIMUUTh CYTOYHYIO 03y mnpemapata Aduuutop® B 2 pa3a M OLEHUTh MEPEHOCHMOCTb
neuenust. [IpubausuTensHo yepes 2 Hepenu caenyeT u3MepuTh Cmin 9BeposiiMyca B KposH. [Ipu
HeoOXOMMMOCTH CJeyeT CKOPPEeKTHpOBaTh 03y npemapata Aduuutop® Ha 2.5 Mr s
JOCTIDKEHUSI TEparneBTUYEeCKOM KoHUeHTparuu 5-15 wr/mu. Ilpu mnpekpaiieHuu npuema
MoIHOro MHAykTopa m3odepmenta CYP3A4 nosy npenapata Adunutop® cieayer BepHYTh K
UCXOJHOW mocie 3-5 JHeW «OTMBIBOYHOTO» TEpUoAa, W MPUONHM3UTENHHO dYepe3 2 Heaenu
n3MepUTh Crin IBEPOJIIMYCA B KPOBH.

e [lpu nobGaBiaeHMHM K Tepalnuu 3BEPOIMMYCOM MOIIHOTO MHAYKTOpa H30(hepMeHTa
CYP3A4 Moxer moTpeGoBaThCS yBeNMUeHHe 103bI mpemapata Aduautop®. Jlosy cremyer
YBEJIMYUTh B 2 pa3a U OLCHUTh MEPEHOCUMOCTh Tepanuu. [IpubausutensHo depe3 2 Heaenu
1oCJIe yABaWBaHMS JA03bl cienyeT onpenenuTb Cmin 3BepoauMyca B KpoBu. Jlanee mnpu
HEOOXOAUMOCTH 103y CJeIyeT KOPPEKTHUpOBaTh Ha 2,5 Mr mns noanaepxaHus 1eneBod Cmin
3BEpOJINMYCa B KPOBHU.

e JloGaBneHue emie OJHOTO MoIIHOro HHAyKTopa wu3zodpepmenta CYP3A4 k yxe
NPOBOJMMOM OJHOBPEMEHHON Tepamuu TpernapaToM AGuHUTOP® M MOIIHBEIM HHIYKTOPOM
uzopepmenta CYP3A4 moxeT He MOTpeOOBATh JOMOIHUTEILHOM KOPPEKLUH 036l Mperapara
A(l)I/IHI/ITop®. [Tpubnmu3uTensHO yepe3 2 Heaenud Tocie M00aBICHHUS €IIe OJHOTO MOIIHOTO
unaykropa uzodpepmenta CYP3A4 cnenyer ompenenuth Cmin BEpoiMMyca B KPOBU H TpHU
HEOOXOIUMOCTH 103y CIIeyeT HW3MEHUTh Ha 2,5 Mr s noaaepkaHus 1eleBod  Chin
IBEPOJIMMYCa B KPOBHU.

e (OTtMmeHa Tepanuu OJHHUM M3 HECKOJbKUX MOIIHBIX MHAYKTOpOB n3odepmenta CYP3A4,
NPUMEHSEMBIX ~OJHOBPEMEHHO ¢ mpemapatoM Aduuutop®, MOXeT He MOTpe6oBaTh
JIOTIONHUTENBHON KOPpEeKIMH 1036l Tpemapata Aduautop®. Cnemyer ompenenuth Cuin
IBEPOJUMYCa B KPOBH MPUOIUUTEIHHO Yepe3 2 HeJeNlu MOCie MPEeKpalleHus] OJHOBPEMEHHON
Tepanmuy OJHUM M3 HECKOJBKUX MOIIHBIX HMHAYKTOpoB m3odepmeHta CYP3A4. Ilpu ormene
BCEX OJHOBPEMEHHO NPUMEHSIEMbIX MOIIHBIX HHIYKTOpoB wu3opepmenta CYP3A4 nosy
npenapata Adurutop® cremyeT BepHYTh K HCXOJHOI Tocie 3-5 Hel «OTMBIBOYHOIO» IEPUOIA,
U IPUOIHU3UTEIBHO uepe3 2 HeJenu onpeaenuTh Cmin IBEpOTUMYCa B KPOBH.
llayuenmul 6 sospacme <18 nem
[penapatr Adunrutop® He MOKa3aH I JIEYEHHMs OHKOJIOTMUYECKHX 3a00NeBaHMi y jeTedl u
MOAPOCTKOB.

[penapar Aduuutop® He TOKa3aH s JeueHHs AeTell M MOJPOCTKOB C AHTMOMHOIMIIOMOl

MoYKH, accormupoBanHoii ¢ TC.
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[Ipenapar Aduautop® B TabIeTKaX He MOKa3aH 1Is Nedenus aereif ¢ COTA B BospacTte <3 Jer.
Jlns nedeHMs TALMEHTOB AaHHON KAaTErOpHH CJIEAyeT MPUMEHATh mpenapar Aduautop® B
dbopme THCTIeprupyeMbIX TaOJIETOK.

[Ipu newennun COI'A y nereit U MOAPOCTKOB PEKOMEHIOBAaHHBIE /03Bl TAKUE Ke, KaK IS
JICYCHUS B3POCIBIX ManueHToB ¢ COI'A, 3a HCKIIIOUEHHEM MAIIMEHTOB ¢ HAPYIICHUSIMU (YHKITUH
MEYCHHU.

He pexomenmyercs mpuMeHeHMe mpemapata Adunutop® y manmentoB <18 mer ¢ COI'A u
HapylIeHueM QyHKIIHH TeYCHH.

Ilayuenmul 6 6o3pacme >65 nem: KOPPEKIIUU 0361 MperapaTa He TpeOyeTcs.

THayuenmoi ¢ HapyweHusMU GyHKYuu noyex: KOPPEKLUH 1036l IIperapara He Tpedyercs.
Tayuenmul ¢ napywenusmu yHKyuUU neveHu

IIpu PaciIpoCTpaHCHHOM H/UIn MCTAaCTaTUYCCKOM IMOYCYHO-KJIICTOYHOM PaKe nJIn

METAaCTATHYCCKUX HEHPOIHJIOKPHHHBIX OIYXOJISIX KEIYJIOYHO-KHIIEYHOr0 TpaKTa, JIETKOTO M

MOKEIIYIOYHOM  JKENe3bl, IPH TOPMOHO3aBHCHMMOM PACIpPOCTPaHEHHOM paKe MOJIOYHOM

JKeJie3bl, P aHTHOMHUOJIHUIIOME OYKHU, accormupoBangoii ¢ TC:

- YV nanMeHToB C HapylleHHeM (YHKLIMU TEYEeHU JIeTKOM CTemeHW TsDKeCcTH (kiacc A 1o
kinaccuukanun Yaitna-I1pr0) pekoMenmyemas 103a COCTaBIsACT 7,5 MT B JICHb.

- YV mamueHToB ¢ HapylleHHeM (YHKLIUU TEYCHH CpeaHel cTemeHu TsbkecTH (kiace B mo
knaccuukanun Yanna-I1pr0) pexomeHayeMass 103a COCTaBIs€T 5 MI B J€Hb; NMPHU IUIOXOU
IIEPEHOCUMOCTH IIperapaTa BO3MOXKHO CHH)KEHHE JI03bI 10 2,5 MT B JI€Hb.

- Y mauueHToB ¢ HapylieHHeM (pyHKLIUU Me4eHH TsoKenou ctenenu (kiace C no kiaccupukauuu
Yaiing-1Ipt0) npenapatr He pekoMeHJ0BaH. B ciydasx, xorga oxuaaeMas IOJb3a MPEBBILIACT
MOTEHIIMAIBHBIA PUCK, BOBMOKEH MPUEM IBEPOIUMYCa B MAKCUMAJIBHOM 7103€ 2,5 MT B JICHb.

B ciyuae uM3MeHEHUS CTENEHHM TSKECTH HapyIIeHus (YHKUUU TedeHH (10 KIacCHU(pHUKAIUH
Yaitna-ITs10) He06X0AMMO MPOBECTH KOPPEKIIHIO J035I penapata AduanuTop®.

ITpn CV63H€HHI/IMa.HBHBIX TUTAHTOKJICTOYHBIX ACTPOIMTOMAX, aCCOIMHMPOBAHHBIX C TV6€DO3HBIM

CKJICPO30OM

Hayuenmor >18 nem

Hapywenue ¢ynxkyuu neuenu neexou cmenenu msaxcecmu (knacce A no kinaccudukanum Yaitnm-
[Ie10): 75% oT [03BI, pacCUMTAaHHOW IO IJIOUIATU IOBEPXHOCTH Tena (OKpYIJICHHAs [0
OmKalIen JO3UPOBKH).

Hapywenus ¢hynkyuu neuenu cpeoneii cmenenu maxcecmu (knace B no xnaccudukanuu Yaina-
[Ter0): 50% oOT m03bI, pacCYUTaHHOW TO IUIOHIA[M TIOBEPXHOCTH Teja (OKpyrjieHHas M0

Onvxaiiiiel JO3UPOBKH).
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Hapywenue ¢ynxyuu neuenu msowcenou cmenenu (xknacc C no xmaccudukanuu Yaina-I1er0):
NpUMEHEHUE TperapaTa HE PEKOMEHJ0BaHO. B ciywae, eciu oxupaemasl MoJib3a MPEBBIIIAET
MOTEHIMAIBHBIN PUCK, BO3MOXXHO MPUMEHEHUE IpernapaTa B J103€, He npeBblmaromei 25% ot
J103bI, PACCYUTAHHOM MO IJIOIIAIA TOBEPXHOCTH TENA.

Chmin DBEpOJIUMYyCa B IIEIHHOW KPOBU CJIEIYET OMPECIUTh MPUOIM3UTEILHO Yepe3 1-2 Hemenu
MocJie Havyayia JICYCHHS] WU TOCJe U3MEHEHUs (QyHKIuH nedeHu (mo kmaccuduxarmu Yaima-
[Tp10). Cremyer KOppPEKTHPOBATH 03y IS JOCTHKEHHUS Cmin TIpenapara B Iuara3oHe oT 5 10
15 Hr/™MI ¢ ygeToMm mepeHOCMMOCTH Tipenapata. [Ipy u3MEeHEHUH CTENeHU TSHKECTH HapyIIeHUS
GbyHKIMY TTeYeHH 103y MpernapaTa clieyeT KOPpeKTUPOBaTh.

Tayuenmvr <18 1em

[Tpumenenne npenaparta AduanTop® y manueHToB <18 ner ¢ HapymieHuAMH QYHKIUM TedeHH
HE PEKOMEH0BAHO.

Tepaneemuueckuii moHumopune KouwyeHmpayuu 23gepoaumyca y nayuenmos c¢ COI'A,
accoyuupogannvimu ¢ TC

VYV nmanuentoB ¢ COI'A, accomuupoBanHbeiMu ¢ TC, ciienyeT KOHTPOIUPOBaTh Cmin IBEPOIUMYCA
B KPOBH C TOMOINBIO BAIHIMPOBAHHBIX OWOAHAIUTUYECKUX METOAOB >KHUIKOCTHOU
xpomatorpaduu / Macc-cieKTpoMeTpun. PeKoOMEHI0BaHO 1O BO3MOXHOCTH HCIIONIb30BaTh OJIMH
U TOT K€ METOJ aHaiu3a U J1a0OpaTOpPHUIO I TEPANEBTUYECKOTO KOHTPOJISI KOHIEHTpPALUU
3BEpOJIMMYCa B KPOBU Ha MPOTSHKEHUU BCETO MEpHOa JICUECHHUS.

TepaneBTUYECKUII MOHUTOPUHT KOHIEHTPAIMU SBEPOIMMYCA CIIEAYyEeT IPOBOJUThH B CPOKU Uepe3
1-2 Henenu mocje Havana Tepanu, rnocie J00ro U3MEHEHHs! 103bl UJIM CMEHBI JIEKapCTBEHHOMN
¢dopmbI ipenapaTta UM 100aBIeHUs K Tepanuu HHruouropos uzopepmenta CYP3A4 unu P-I'TI,
WIHM TIPU TOSBJICHUM TPU3HAKOB HapylleHus (QyHKIuU nedeHu. KoHleHTpaluio 3BepojuMyca
CJIeTyeT OLICHUTh MPHUOIU3UTENHHO Yepe3 2 HENENH IMOcie JOOABICHUS K Tepaluu WHIYKTOPOB
nzodepmenta CYP3A4 wm P-T'TL.

Jo3y HeoOxomuMo mombuparbk 10 AocTukeHus 3Ha4eHUS Cmin (5-15 Hr/mim) ¢ yuetom
MEePEeHOCUMOCTH TEpanuy MalueHToM. J[03y MOXXHO yBEenW4MBaTh IJs JOCTHXKEHHs Oosee
BBICOKOW KOHIICHTpAIIMU Mpernapara B KpoBU (B JUANa30HE TEPANEBTUUYECKOI) U ONTUMAIBHOTO
TepaneBTUYECKOro 3P ¢eKTa ¢ yueToM MepeHOCUMOCTH Mpernapara.

IIOBOYHOE JENACTBUE

PacrpocTpaHeHHBIA W/WIM  METACTATHYECKHH [OYEYHO-KJIETOYHBINA pPakK, METAaCTaTHUYECKUE

HEUPOSHIOKPUHHBIE ONMYXOJIU KEIYIOYHO-KHUIISUYHOIO TpaKTa, JIETKOTO M IOMKEIYI0YHOM

JKeJie3bl, TOPMOHO3aBUCUMBIN pacOpOCTPaHEHHBINA paK MOJOYHOM JKeJIe3bl

[Ipu npumenenun mnpenapara Haubosee yacteiMu HJIP (wactora >1/10) siBismuch (o mepe
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yOBbIBaHHUSI YaCTOThl BCTPEYAEMOCTH): CTOMATHUT, KO>KHAsl ChIlb, MOBBIIICHHAS yYTOMIIIEMOCTbD,
nuapesi, MHQEKIUU, TOIIHOTA, CHUKCHHE aNleTHTa, aHeMHUs, M3MEHEHUE BOCHPUSTHS BKYyCa,
MTHEBMOHUT, Nepudepruueckue OTEKH, THMEepPIrIIMKeMHUs, acCTeHHUs, KOXHBIA 3yJ, YMEHbIICHHE
Macchl TeNa, THIepX0JIeCTEPUHEMHIS], HOCOBOE KPOBOTEUCHHUE, KallleNb, TOJIOBHAS OOJIb.
Haun6onee wacteimu HJIP 3-4 cremenm Tsxectu (wactora >1/100 - <1/10) Obutn: cTOMarwr,
aHEMUS, TUICPTIUKEMHs, IMOBBIIICHHAS YTOMIISIEMOCTh, HWH(EKIWH, ITHEBMOHHT, IUapes,
aCTeHMs, TpPOMOOIMTONECHUS, HEUTPONEHUs, OJbIIIKA, JUMQONEHUs, MPOTCUHYPUS,
KpoBoTedeHne, runodocdareMus, KOKHAsI ChIlb, apTEepHalbHAs TUNEPTEH3Hs], TOBHIIICHUE
AKTHBHOCTH acapraramMuHOTpaHchepasbl (ACT), MTOBBIIICHHE AKTHBHOCTH
ananuHamMuHOTpaHchepassl (AJIT), mHEeBMOHMS U caxapHBIN AUA0ET.

Hwxe npencrasienst HJIP, Bo3HMKaBIIME TIpH NpHUMeHeHMH mnpemapata Aduuutop® (B m03€
10 MT B IIeHB) C yKa3aHUEM YacTOThI MX BOSHUKHOBEHUS: 04eHb yacTo (>1/10), wacto (>1/100 u
<1/10), mewacto (>1/1000 u <1/100), peaxo (>1/10000 u <1/1000), ouenr peaxo (<1/10000),
BKJII0Yasg OTAedbHbIe coobuienus. HJIP crpynmupoBaHbl B COOTBETCTBHM C KJIACCH(HUKAIMEH
opraHoB u cucteMm opranoB MedDRA, B mpenenax KaxaoW T'PYNIbl MEPEUYHCICHBI B MOPSIKE
YMEHBIIEHUS YaCTOThI BCTPEYAEMOCTH.

Hughexyuonnvie u napasumapHvle 3a601e6anus: O4eHb 4acTO — MHQEKIUHU (BKIIIOYAs 4acTo —
MTHEBMOHHIO, MHPEKIIUU MOYEBBIBOSIINX MyTEH, HEYaCTO — OPOHXUT, OMOSCHIBAIONINI JTUIIIAMA,
cermcuc, aoOcCrecc, CIWHWYHBIC CIydad ONMOPTYHHCTHYECKUX WHGpeKuid (Hampumep,
acnepruies, KaHaua03, BUPYCHBIN renatut B), peako — MUOKapIUT BUPYCHOM 3THOJIOTHH).
Hapywenus co cmoponst kposu u aumgpamuyeckoli cucmemsl: 04€Hb 4aCTO — aHEMHMsI; YaCTO —
TPOMOOIIMTONICHUS, HEUTPOTIEHUS, JIEHKOMEeHNUs, TUM(OTICHHUS; HEYaCTO — MAHLIUTOIICHUS; PEIKO
— UCTHHHASI SPUTPOLMTAPHAS aria3usi KOCTHOTO MO3Ta.

Hapywenus co cmoponsl uMMyHHOU cucmeMbl: HEYaCTO — PEaKLIMK TMIEPYYBCTBUTEIBHOCTH.
Hapywenus co cmoponst odmena eewjecmsé u numauus: OY€Hb YACTO — CHUKCHHE alllleTUTa,
TUTEPIIIMKEMHUS], TUTIEPXOJIECTEPUHEMUS, YaCTO — TUIEPTPUTIUIEpUIEMUsi, TUodochaTemus,
caxapHbIii [uabeT, TUIePIIUIIUAEMUS, TUITOKATUEMHUS, JeTUpaTanus, TUIOKaIbIUEMUSI.
Hapywenus ncuxuxu: 4acTo — 6€CCOHHUIA.

Hapywenus co cmopomnsl HepeHoli cucmemvl. OYeHb YaCTO — U3MEHEHHE BOCIPHUSATHS BKYyca,
roJioBHas 00JIb; HEYACTO — MOTEPS BKYCOBOW UYBCTBUTEIBHOCTH.

Hapywenus co cmoponsl opeana 3penus: 4acTo — OTEK BEK; HEYaCTO — KOHbIOHKTHUBUT.
Hapywenus co cmoponvl cepoya: He4acTo — XpOHUUECKas CeplIedHasi HEJOCTaTOUHOCTb.
Hapywenuss co cmoponsl cocydog: 4Yacto — apTepHalibHas TUIEPTEH3US, KPOBOTECUCHMUS

pa3IMYHON JIOKAIN3ALNHU; HEYaCcTO — «IIPUJIMBBI», TPOMOO3 TITyOOKHX BEH.
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Hapywenus co cmoponvl OvixamenvHol cucmemvl, 0p2ano8 2pyOHOU KIemKU U CPeOOCMeHUs.
OUYEHb YaCTO — MTHEBMOHHUT (BKIFOYAs YaCTO: MHEBMOHUT, MHTEPCTHIIHAIBLHYIO OOJIE3Hb JIETKHX,
UHOUIBTPALMIO  JIETKUX; PEAKO: albBEOJIIPHOE JICTOYHOE KPOBOTCUCHHUE, JICTOYHYIO
TOKCUYHOCTh, allbBEOJIUT), HOCOBOE KPOBOTEUYCHHE, Kalllellb, YacTO — OJBIIIKA; HEYacTO —
KpOBOXapKaHbe, JICTOYHAS SMOOJIHS; PEIKO — OCTPBIA PECITUPATOPHBIN JUCTPECC-CUHIPOM.
Hapywenus co cmoponbl stceny0oyHo-KuueyHo2o mpakma: O4eHb 9acTO — CTOMATHT (BKIIOUAs
OYCHBb YaCTO: CTOMATHUT; YaCTO: a)TO3HBIA CTOMATHUT, U3BS3BIICHHE CIIM3UCTOH O00OJOYKH S3bIKA
U TIOJIOCTH PTa; HEYACTO: TJIOCCHUT, TJIOCCAITHIO), TUapes, TOIIHOTA; 9acTO — PBOTA, CYyXOCTh
CIIM3UCTON OOOJIOYKH TIOJOCTH PTa, OOJIb B POTOBOM TOJIOCTH, OOJIb B KUBOTE, TUCIICTICHS,
mucharus.

Hapywenus co cmoponvl kodicu u nOOKOJICHbLIX MKAHel: 0YSHb 9acTO — KOXKHAs ChIIb, KOKHBIH
3y, YacTO — CYXOCTh KOXH, IOpaXEHHUE HOTTEBBIX IUTACTUH, YyIpeBas ChbIllb, JpUTEMA,
HICTYIICHHE KOXH, TOBBIIICHHAS JIOMKOCTh HOTTEBBIX IUIACTHH, CHHIPOM JIQJOHHO-
MIOJIOIIIBEHHOHN 3PUTPOIU3ICTE3NH, ATIOTICIHSI; PEAKO — AaHTHOHEBPOTUIECKHI OTEK.

Hapywenus co cmoponbt ckenemno-mblide ol u cOeOUHUmMeIbHOU MKAHU. 9aCTO — apTPAIITHL.
Hapywenus co cmoponvl nouex u mouegvl8o0sawux nymetl: 9acTo0 — MPOTEUHYPHS, MOYCUHAS
HEJOCTAaTOYHOCTh;, HEYaCTO — y4YalleHHOC MOYCHUCIYCKaHHWE B JTHEBHOE BPEMs CYTOK, OCTpas
MMOYCYHAsI HEIOCTATOYHOCTb.

Hapywenus co cmopomnst nonosvix opeano8 u MOJOYHOU Jicese3bl: 9acTO — HEePeTryISPHBIA

MEHCTPYaJIbHBIN IIUKI*; HEYacTO — aMEHOpes..

* -y manueHToK B Bo3pacte oT 10 mo 55 mer, mosydyaBIIMX Tepamnuio MpermapaToM BO BpeMs KIMHHYECKUX
HUCCIEI0OBaHUN

Obwue paccmpoticmeéa u HapywieHuss 8 Mecme 66edeHus. OYeHb 4YacTO — IMOBBIIIEHHAS
YTOMIJISIEMOCTh, ACTCHUS, MEepU(PEpUYECKUe OTEKH; YacTO — TOBBIIICHHE TEMIIEpPaTyphl Tena,
BOCMAJICHUE CIM3UCTBIX O000JI0YEK; HEYacTO — HEKapAHOreHHas O00Jb B TPYyAH, MEAJCHHOE
3a)KHBJICHUE PaH.

Jlabopamophvie u uHcmpymeHmanbHvle noKazamenuy: O4€Hb YaCTO — CHUKEHHE MAcChl Tela.
OmKnoHenus 1a60pamopHuIX U UHCIPYMEHMANbHBIX HOKA3Ameell, OmMeyasuiuecs ¢ 4acmomou
>1/10 (epadayus «ouenv uacmoy, HJIP nepeuucnenvl no mepe CHUNCEHUS YACHOMbL
ecmpeuaemMocmu):

eemamoniocudeckye — CHUKEHHE KOHIEHTpAllMu TreMOrioOnHa, JuM@orneHus, JIeiKoneHus,
TPOMOOLIUTONICHUS, HEUTPOTIEHUS (WJIK UX COYETaHUE — MAHI[UTOIICHHUS );

Ouoxumuyeckue — TIOBBIIIEHHE KOHIEHTPALUU TIJIIOKO3bl KPOBU HATOUIAK, XOJIECTEPHUHA,

TpUrIIMLEpU0B, NoBbimieHHe akTUBHOCTH ACT, runmodocdareMus, MOBBIIICHHE AKTHBHOCTH
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AJIT, noBbllIEHWE KOHLEHTPAUUM KPEATHHWHA, TUIIOKAJIMEMHs, CHUKEHHE KOHIIEHTPAalUH
aIbOyMHHA.

BobIMHCTBO OTKIIOHEHWH JTA0OPATOPHBIX TOKaszareleld ObUIM JIETKOM M CPEeIHEH CTeneH!
TskecTu. Tsxenble (3-4 cTeneHn) OTKIIOHEHUS BKITIOYAIH:

eemamonocudeckue — O4eHb 4acTO — JUMQOIECHUIO, CHIKEHUE KOHIICHTPAllUU T'eMOIJ00HHa;
4acTo — HEUTPONECHUIO, TPOMOOLIUTOTICHUIO, JICHKOIIEHUIO;

buoxumuyeckue: 0OYEHb YAaCTO — MOBBIIICHHE KOHIIEHTPALMU TIIIOKO3bI KPOBU HATOIIAK; YacTO —
runodocdaremuto, runokanremuro, noeimeHue akTuBHOocTH ACT, AJIT, a Takke MOBBIIICHNE
KOHIEHTPAllUW KpeaTUHUHA, OOIIEro XoJIeCTepHHa, TPUIVIMLEPUAOB B CHIBOPOTKE KPOBH,
CHW)KCHHE KOHIIEHTPALMH aThOyMHHA.

CV63HCHHI/IM3J'IBHBIC TUTAHTOKJICTOYHBIC adCTPOIIMTOMBI, aCCOIIMHUPOBAHHBIC C TV6CD03HBIM

CKJICPO30OM, VY HNAanMCHTOB B BO3PACTC CTApIIC 3-x_ner IOpHu HCBO3MOXHOCTH BBIITOJIHCHUA

XHPYPIUYSCKON PE3CKIIUM ONYXOJIM, AHTMOMHOJIMIIOMA ITOYKH, aCCOIMHUPOBAHHAS C TV6CD03HBIM

CKJICPpO30M, HE TDGGVIOH_IEUI HEMCAJICHHOT'O XUPYPTHYCCKOT'O BMCIIATC/IHLCTBA

[Tpu mpumenenuu npenaparta Haunooaee yacteiMu HJIP (wactora >1/10; HJIP nmepeuncnensl mo
Mepe YOBIBaHHSI YacTOTHI BCTPEYAEMOCTH) SIBJSUIMCH: CTOMATHUT, JIMXOPaJaKa, Ha30(apUHTHT,
nuapes, MHQEKUUW BEpPXHUX IbIXaTeNbHBIX IyTeH, pBOTa, Kallleidb, KOXHAas ChIlb, TOJOBHAs
0011b, aMeHOpesi, yrpeBas Chillb, ITHEBMOHUS, MH(EKIMH MOYEBBIBOIAIINX IyTeH, CHHYCHT,
HEPETYJSIPHBIA MEHCTPYaJIbHBIA LUK, YXYAILICHUE AanleTUTa, MOBBIIICHHAs YTOMIISIEMOCTb,
TUIIEPXO0JIECTEPUHEMUS U apTepUAIbHAS TUIIEPTEH3US.

HaunbGonee wacteivu HJIP 3-4 cremenm Tsokectu (wactora >1/100) sIBASIMCH: TTHEBMOHUS,
CTOMAaTUT, aMEHOpes, HEUTPOIECHUs, JIMXOPaJKa,  HEPEryJSpPHbIA MEHCTPYalbHbIM LUK,
runodocdaremusi, 1uapesi 1 BOCHaJIEHNE OIKOXKHON KUPOBOM KIETUATKH.

Huxe mnpencrasienst HJIP, Bo3HMKaBIIMe NpU NpUMeHeHuM mpenapata Aduautop® c
YKa3aHUEM YacCTOThl UX BO3HUKHOBEHUS: oueHb yacTo (>1/10), wacto (>1/100 u <1/10), HeuacTo
(>1/1000 u <1/100), penxo (=1/10000 u <1/1000), ouensr penxo (<1/10000), B TOM umcne
otaenbHble coobmenus. HJIP crpynmupoBaHbl B COOTBETCTBHM ¢ KiacCH(UKAIMEd OPraHOB U
cucteM opranoB MedDRA, B npenenax Kaxaoi rpynIbl NEPEeYUCICHbI B MOPSIKE YMEHbIICHUS
YacCTOTHI BCTPEYAEMOCTH.

Hugpexyuonnvie u napazumapmvie 3a001e6anus: O4YEHb 4YacTO — Ha30(ApUHTHUT, WHEPEKIUU
BEPXHUX [BIXaTEJbHBIX NyTeH, MHEBMOHMS, WH(GEKIMH MOYEBBIBOJSIIMX IyTE€H, CHUHYCHT,
(GapuHTUT; YacTO — CpPeIHUIl OTUT, BOCHAJICHHE IOAKOXHOW KIETYATKH, CTPENTOKOKKOBBIN
(bapUHTUT, TACTPOIHTEPUT BUPYCHON ITHOJIOTUH, THHTUBUT; HEYACTO — OMOSCHIBAIOLIMII JIUILIAH,

cercuc, OpPOHXUT BUPYCHOM ITHOJIOTHH.
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Hapywenus co cmoponsl kposu u n1umeghamuqeckol cucmempl. 9acT0 — aHEMUS, HCHTPOTICHHSI,
JCUKOTIEHHSI, TPOMOOIIMTONECHNUS, TUM(POTICHUSI.

Hapywenus co cmoponbt uMMyHHOU CuCmeMbl: 9aCTO — PEAKIIMHA TUIICPYYBCTBUTEIIBHOCTH.
Hapywenus co cmoponvt obmena ewjecms u numanusi. O9eHb 9aCTO — YXYJIICHHUE alIeTUTa,
TUIIEPXOJICCTEPUHEMHUS; YaCTO — THIIEPTPUTIIALICPUICMUS, TUTICPIUTTHIACMUS, THITO(OChaTeMus,
TUTEPTIINKEMHSL.

Hapywenus ncuxuku.: 9acTo — 6ECCOHHUIIA, arPECCUBHOCTD, Pa3IPaKUTEIIBHOCTD.

Hapywenus co cmoponwsl Hep6HOtl cucmembl: OY€Hb 4acTO — roJIOBHAs 00J1b; 4aCcTO — U3MEHEHUE
BOCTIPUSTHS BKYycCa.

Hapywenus co cmoponvl cocyoos: O4Y€Hb YacTO - apTepuanbHas TUNEPTEH3Hs; 9acTo —
mumpenema.

Hapywenus co cmoponsl OvixamenvHol cucmemvl, 0peaHo8 2pyOHOU KIemKU U CPeOOCmeHUs:
OYEHB YaCTO — Kallellb; 9aCTO — HOCOBOE KPOBOTCUCHHUE, THEBMOHHUT.

Hapywenus co cmoponbl stceny0oyHo-KuueyHo2o mpakma: O4eHb 9acTO — CTOMATHT (BKIIOUAs
OYCHb YaCTO — CTOMATHUT, M3BSA3BICHUC CIU3UCTOW OOOJIOYKH IOJIOCTH PTa, apTo3HAs s3Ba;
4acTO — M3BSA3BICHUE CIM3UCTON OOOJOYKHU TYO W sI3bIKa; HEYACTO — OOJb B JECHAX, TJIOCCHUT),
JMapesi, pBOTa; 4acTo — 3aIop, TOIHOTA, 00JIb B )KHBOTE, METEOPU3M, OOJIb B POTOBOM IMOJIOCTH,
racTpur.

Hapywenus co cmoponwt Kodicu 1 nOOKONCHbIX MKAHell. 04eHb YaCTO — KOXKHAs CBINb (BKJIIOYAs
4acTO — ChINlb, SPUTEMATO3HAS CHIllb, SPUTEMA; HEUACTO — IeHEpaTU30BaHHAS ChIb, MaKYJO-
nanyJuIe3Hasl Chlllb, MaKyJIe3Has ChIIb), aKHE; 9aCTO — CYXOCTh KOXH, akHe(DOPMHBIN JepPMaTHT;
HEYaCTO — aHTUOHEBPOTUYECKHI OTEK.

Hapywenus co cmoponst nouek u Mouesble00sauux nymeii. 9acTo — IPOTCHHYPHSL.

Hapywenus co cmopomnsl nonogvix opeanos u MoJI0YHOU dicele3bl: O4eHb 4acTO — aMeHopes™,
HEPETYISAPHBI MEHCTPYaJIbHBIH ITUKI*; 4acTO — MEHOppArus, KWCTa SIMYHUKA, BJIAraJIUIIHOC

KPOBOTCUYCHUC, HCUACTO — OHCOMGHOpGH*.

* -y manueHToK B Bo3pacte oT 10 mo 55 mer, mosydyaBIIMX Tepamnuio MpermapaToM BO BpeMsl KIMHHYECKUX
HUCCIEI0OBaHUHN

Obwue paccmpoticmea u HapyweHus 6 mecme 68edeHus; OYeHb YacTo — JIMXOpajka,
MOBBILIEHHAS YTOMJIIEMOCT.

Jlabopamopmnvie u uHCMpyMeHmMAalbHble OaHHble: YacTO — TIOBBIIICHUE AKTHBHOCTH
nakrataeruaporenassl (JIJAI'), nmoBeimenne aktuBHOCTH JII' B KpOBM; HEYACTO — TOBBIIICHUE
akTuBHOCTH @CI" B KpOBH.

Omxknonenus Jza60pam0prlx U UHCMPYMEHMAlbHblX noxa3ameﬂeﬁ, ommedasuiecs ¢ Yacmomol
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>1/10 (no mepe yovl8anus uacmomsl 6CMpedaemMocmi)

T'emamonocuueckue: yBETUYCHHE YACTUYHOTO TPOMOOIIJIACTHHOBOTO BPEMEHH, CHIDKEHUE
a0COTIOTHOTO KOJIMYEeCTBa HEUTPOPMIIOB, CHUKEHHE KOHIIEHTPAIMH TeMOTJI001Ha, JIEHKOIEeHNUS,
TPOMOOIIUTONICHUS, JIUM(POTICHUSI.

buoxumuueckue: TUNIEPXONECTEPUHEMHUSI, TUIEPTPUTIIULIEPUAECMHUS], TOBBIIIEHHE AKTUBHOCTH
ACT, nosbrmienue aktuBHoctd AJIT, runodocdareMus, MOBBIIICHHE AKTUBHOCTH IIEIOYHOU
docdarassl (I1[D), moBeIIIeHNE KOHIIEHTPAIIUN TJIFOKO3BI B IJIa3ME KPOBH HATOIIAK.
BonpmmHcTBO U3 BhIeykazaHHbIX HS Obin nerkoii (1-it) wim cpeaueit (2-i) CTENeHH TSKECTH.
Tsoxensie (3-4 cTeneHn) OTKIIOHEHUS BKITIOYAITH:

- TeMaTOJIOTUYECKHE: YACTO — CHIKEHUE a0COMIOTHOTO KOJIMYEeCTBa HEUTPO(DUIIOB, yBETUUYCHUE
YaCTUYHOTO TPOMOOIUIACTUHOBOTO BPEMEHM, CHUKEHUE KOHIIEHTPAIlMU I'eMOIJIOOMHA; HEYacTo
— mumMorieHus, TPOMOOIIUTOTICHUS, JICUKOTICHUS;

- Ouoxummueckue: dYacto — runodocdhaTemMusi, TUNEPTPUTTULEPUIEMUSs, TOBBIIICHNE
aktuBHOCTH LD, mobimenue aktuBHOCcTH AJIT u ACT, runepxosnecTepuHEMHs; HEYACTO —
MOBBILICHHE KOHIIEHTPAIMH TITFOKO3bI KPOBU HATOIIAK.

IHocTperucTpallmoOHHLIN OIBIT IIPUMEHEHUS

HNHdopmanus o cleayromux NOOOYHBIX pEeaKIUsaX Ha BEPOIMMYC OblIa IMOydeHa B pe3yJbTaTe
TIOCTPETHCTPAIIMOHHOTO OMbITA TIPUMEHEHHs Tpenapata AGuEUTOp”® ¢ MOMOIIBI0 COOOMEH T 0
CIIOHTAHHBIX CIIydasX W JIUTEPaTypHBIX JaHHBIX. [TOCKOJBKY JaHHBIE 00 JTHX pEaKIHIX
cOOMpArOTCs TOOPOBOJILHO OT TMOMYJNSIIIMA HEOMPEISICHHOTO pa3Mepa, HEBO3MOXKHO HAJICKHO
OIICHHUTDH YaCTOTY BO3HUKHOBEHHS, TIO3TOMY OHA KJIaCCH(PHUITUPYETCS KaK «HCH3BECTHOY.

Tpaemvl, uHmoKCUKaAyuU U OCLOHCHEHU MAHUNYIAYUL. MECTHAsI BOCTIAJIUTENIbHAS PEaKLUs B
paHee o0ay4€HHOM 001acTH (KOKa, JETKUE WK IPyrue paHee 00ydEHHBIC OpPTaHbl).

Onucanne oraenpHblx HJIP 10 JaHHBIM KIMHHUYECKUX MCCIEIOBAHMN W NOPU IIPUMEHEHUU

IBEPOJIMMYCA B KIIMHHYCCKONW IPAKTHKE B TOCTPETUCTPAIIMOHHOM IIEPHOJIC

OTtmeyanuch ciaydan OOOCTPEHHUS BHUPYCHOTO TemaTuTa B, BKIOYas ciyyau ¢ JIETIbHBIM
ucxogoM. OOGoctpeHne HMHPEKUUNA  SABISETCS  OXKHUIAEMBbIM  SBJIIEHUEM B  TEPHOIbI
MMMYHOCYIIPECCHUHU.

Otmeyanuch cilyyad MOYEYHOM HEAOCTATOYHOCTU (B TOM YHCIE C JIETaJbHBIM HCXOJIOM) U
IpOoTeUHYpHH. PekoMeHIyeTcss KOHTPOIUPOBATh (DYHKIIMIO MTOYEK.

OTMeuanuch Ciiydan aMeHOpEH (BKJII0UYasi BTOPHYHYIO aMEHOPEIO).

Ormeyanuch cilyyad pPa3BUTUS ITHEBMOILIMCTHOM ITHEBMOHMM (BBI3BAaHHOW Prneumocystis
Jjirovecii), HEKOTOPBIE C JETATBHBIM UCXOIOM.

OTMeYaInch cjIydan pa3BUTHUA AHT'HOHCBPOTHUYCCKOTO OTCKAa KakK ITIpH OJAHOBPCMCHHOM
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MPUMEHEHUHU C MHTHOMTOpaMH aHTHOTEH3MH-TIpeBpararomniero ¢gepmenta (AIlD), tak u npu
M30JIMPOBAaHHOM MPUMEHEHUU IBEPOTUMYCA.

B nmoctperucrpaiioHHOM HCCIEI0BaHUHU Y MAIIMEHTOK B IIOCTMEHOIAy3€ C TOPMOH 3aBHCHUMbBIM
HER- pakoM MOIOYHO# eje3sl ¢ MOMEHTa Hayaja Tepanuu npenapatom Adunutop® B 103€
10 Mr/cyTku B KOMOMHAIIMHM C DKCEMECTaHOM (25 MI/CYTKH) C IEJbI0 YMEHBIICHHUS YaCTOTHI
BO3HUKHOBEHUS W CTEIEHH TSKECTH CTOMATUTAa MECTHO MPUMEHSUIM OECCIIUPTOBON pPacTBOP
nexkcamera3ona 0,5 mr/5 mu (10 mur pacTBOpa, MOJIOCKAaHUE TOJOCTH PTa B TEYCHHE 2 MHUHYT
4 paza B CyTKU Ha IIPOTSKEHUU 8 HEJIENb) € MOCIEAYIOLUIMM IIPUEMOM IUILK HE PaHee YeM depe3
1 yac mocne nmosnockanusi. Yactora BOSHUKHOBEHUSI CTOMATUTa >2 CTEMEHH TSXKECTH COCTaBHIIA
2,4%, 4TO HMXKE OTHOCHUTEJIBHO paHee 3aperHCTPUPOBAHHON 4acTOTHl (27,4%) B KIMHUYECKHX
UCCIIEIOBAHMSIX Yy NAIlMeHTOB JaHHOM KaTeropuu. YacTtora BO3HUKHOBEHHUS CToMartuTa 1
creneHn cocraBuna 18,8%, mpu 3TOM HE 3aperucTpUpPOBAHO CiIy4aeB cTroMaruTta 3 wiu 4
creniend. CBOmHBIN mpoduias O0€30MaCHOCTH B JAHHOM HKCCIICIOBAaHWU OBLT CpPaBHHM C
OTpe/cNieHHBIM paHee Yy TMalMeHTOB C OHKoJormdeckumu 3aboneBanmsimu u  TC, 3a
UCKJTIOYCHHEM SIBICHUW KaHIUJO3HOTO TMOPaXEHUS CIU3UCTOM TOJOCTH pPTa, KOTOpBIE
oTMedanuch y 2,2% nanuMeHTOB B JaHHOM HccieloBaHuM mo cpaBHeHuto ¢ 0,2% B panee
MIPOBEJICHHOM HCCIIEJOBAaHUH Y MALIMEHTOB IaHHOM MOMYJISIUH.

Ilayuenmur 6 6o3pacme <18 nem

VYV nauueHToOB MAaHHOW KaTeropuu OCHOBHBIE XapakTep, Tull W 4yactota HJIP, BBISIBIEHHBIX B
KIIMHUYECKUX WCCIEAOBAHUAX, OBLUTM CXOXKUMH, 33 HCKIIOUYeHHEeM WH(EKIui, KOTophIe
pPErucTpUpoBaIUChH C¢ Oojiee BBICOKOM 4YAaCTOTOM M TSKECTbIO y MallMEHTOB Miajmie 6 JeT.
Pe3ynbTaThl KIMHUYECKUX HCCIEAOBAHUN HE BBISBHIIM HETATHBHOTO BIIMSIHHS IBEPOJIMMYCA HA
POCT U pa3BUTHE B IIyOEPTATHOM MEPUOJE.

Ilayuenmui 6 6o3pacme >635 nem

HJIP, pa3BuBaBIIMEcs MpU NPUMEHEHUHM 3BEPOJMMYCa y MNAllMEHTOB B Bo3pacte 65 ner u
cTapie, yamie TpeboBany mpekpamieHus tepanuu. Haubonee 4acto Takue SBICHHS BKIIOYAIIH:
MHEBMOHUT (B T.4. MHTEPCTHLIHAIBHYIO OOJIE3Hb JIETKMX), CTOMAaTHUT, MOBBILICHHYIO
YTOMJISIEMOCTD U OJIBIIIKY.

Ecnu ommeueno yxyouienue KIUHUYECKO20 meyeHUs 100020 U3 VKA3AHHbIX 8 UHCMPYKYUu
nobounwvix 3¢hghexkmos unu Bui 3amemunu nobvie Opyeue nobounvie 3¢hghekmol, He YKA3aHHbLE 8
UHCMPYKYUU, COOOUWUme 06 Imom epauy.

IIEPEJTO3UPOBKA

O ciydasx nmepeno3upoBKH MpernapaToM He coo0IIanock. B ciiyuae nepeno3upoBKH MpenapaTroMm

A(bI/IHI/ITop® HeoOXomuMO  oOecHeynTh HAOMIOAEHHE IaldeHTa, a TakKe HadaTb
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COOTBETCTBYIOILIYI0O CHMITOMAaTHYECKyl0 Tepanuio. [Ipu oJHOKpaTHOM IMpHeMe Mpenapara
BHYTPb B 7103aX 110 70 MTI' €ro nepeHOCUMOCTb ObLIa yIOBIETBOPUTEIBHOM.

B3AMMOJENCTBUE C IPYTAMM JIEKAPCTBEHHBIMU CPEJCTBAMHA

OBeponumyc sBisieTcst cyocrparom u3odepmenta CYP3A4, a takke cyOcTpaTtoM M yMEpEeHHO
aktuBHBIM ~ mHruOuTOopoMm P-I'TI  (P-I'TI-Hacoca), oOecrieuynBarmero BBIBOJ ~ MHOTHX
JIEKapCTBEHHBIX COCTUHEHUN U3 KJIETOK, B CBSI3U C YEM BEIIECTBA, KOTOPHIE B3aUMOICHCTBYIOT C
n3opepmertom CYP3A4 w/mmu P-I'Tl, moryr BausATh Ha BCachlBaHHE W TOCIEAYIOIIEE
BBIBEJICHHE IBEPOJIUMYCA.

In vitro sBeponMMycC TIPOSIBIISIET CBOMCTBA KOHKYpEHTHOTO MHrHOUTOpa n3odepmenta CYP3A4
U CMelIaHHoro nHruéutopa uzopepmenra CYP2D6.

Jlexapcmeennvie cpeocmsa (JIC), komopvie mo2ym uzmMeHamv KOHYEHMpPAyuro 38eporumyca 8

KpO8IL:

JIC N3menenne AUC u Chax | PekoMenmanuu o
3BEpoINMyca OJIHOBPEMEHHOMY MPUMEHEHUIO

Mownvie uneudbumopwvr CYP3A4/P-I'T1

KerokoHnazon AUC noseimanace B 15,3 | OTHOBpeMEHHOE NPUMEHEHHUE C
pas npenapatom  Adunutop®  He
Cmax TOBbIIIANACH B 4,1 pa3 | peKOMEHI0BaHO.

Ntpakonazon OnHOBpEMEHHOE

[To3akoHazon NpPUMEHEHUE HE U3YUY€eHO,

Bopukonazon OXXKUJACTCSI  3HAYUTEIBHOE

TenutpoMunH MOBBILIICHHE KOHLEHTPALUU

Knapurpomunua 3BEpOJINMYCa.

Hedazonon

PutonaBup

ArtazaHaBup

CakBuHaBUP

HapyHaBup

NununaBup

Hendunasup

Hneubumopwvr CYP3A4/P-I'Tl ¢ ymepennou akmusHoCmuio

OpUTPOMUIIUH AUC nossimanaces B 4,4 paz | Cienyer co0Jr0/1aTh
Cmax TOBbIIIAJTACK B 2,0 pa3a | OCTOPOXKHOCTb, B CIydae €ciu

NmaTuHu6 AUC nossbimanach B 3,7 pa3 | HEBO3MOXXHO n30exarb
Cinax IOBBIIIANACH B 2,2 pa3a | COBMECTHOI'O IIPUMEHEHUS

Bepamamun AUC nosslnanachk B 3,5 pa3 | penapara Adunutop® u
Cmax TOBBIIIIAJTIACH B 2,3 pa3 YMEPEHHBIX WHTUOUTOPOB

[uknocnopus AUC nossnmanacs B 2,7 paz | CYP3A4 WM P-I'TI.
Cimax OBBIIIANAck B 1,8 paz | Pacnpocrpanennsii n/

(DJ'IYKOHaSOJ'I OI[HOBpeMeHHOG ME€TAaCTaTUYCCKUU IIOYCYHO-

Junnruazem NpUMEHEHNEe HEe M3yYeHo, | KICTOYHBIHI pak npu
OKHACTCS noBbimeHne | HedPHEKTUBHOCTH
KOHIIEHTpaLui AHTUAaHT'MOTI'€HHOU TCpaInu,
3BEPONTIMYCA. pacrpocTpaHeHHBIE H/UIn

Hponenapon OJTHOBpEMEHHOE METaCTaTUICCKUC
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NPUMEHEHHE HE HU3YYEeHO,
OKUJaeTCs MOBBILICHHE
KOHIEHTpalUU
IBEpOJINMYCa.

AmnpeHaBup
docaMIipeHaBUp

OnHOBpEMEHHOE
NpUMEHEHUE HE W3YUYCHO,
OXKHJIaeTCs MOBBLIIICHHE
KOHIICHTpAIlUU
3BEpOJIUMYCA.

HEHPOIHAOKPUHHBIE OITyXOJIU
KEITyIOYHO-KUIIEYHOTO  TpPaKTa,
JIETKOTO u MO/IKETYI0YHON
Kelesbl, TOPMOHO3aBUCHUMBII
pacnpoCTPaHEHHBIN paK MOJOYHOMN
Kelle3bl, aHTHOMHOJIUIIOMA MOYKH,
He TpeOyromas HEMEIICHHOTO
XUPYPruuecKoro BMEIIATEIbCTBa,
y TMalHueHTOB ¢ TyOepO3HbIM

CKJIEPO30M

Ecmu anueHTaM IIOKa3aHo
OJTHOBPEMEHHOE MIPUMEHEHUE
MpenapaToB, KOTOPBIE SIBISIIOTCS
YMEPEHHBIMU WHTUOUTOpaMHU
CYP3A4 wma P-ITI, noza
npenapara AduauTop® B

OOJIBIITMHCTBE  CITydaeB JOJDKHA
OBITH CHIDKEHA 0 5 MT WJIH 2,5 MT
B CYTKH. OnHako TOYHEBIE

KIIMHUYECKUE TaHHbIE 1o
KOPPEKTUPOBKE J103bl
OTCYTCTBYIOT, peKomMeHayemas
KOPPEKIIHs J103bl MOJKET
BapbUPOBATh Yy OTIENbHBIX TPYIII
MAIUEHTOB, MO03TOMY
peKOMeHayeTCs MIpOBEICHUE
TUIATEITLHOTO JIEKapCTBEHHOT'O
MOHHUTOPHHTA c LENbI0
CBOEBPEMEHHOTO BBISIBIICHUS
BO3MOJKHBIX MMOOOYHBIX 3(PHEKTOB.
B ciyyae MpeKpamieHus
OJTHOBPEMEHHOTO PUMEHEHUS
YMEpEHHBIX UHTHOUTOPOB

CYP3A4 wmm P-I'Tl, caenyer
YYUTBIBATh  MPOAOIKUTEIHHOCTD
«OTMBIBOYHOT0Y nepuo/ia
MpenapaToB, KOTOPBIA B CPEIHEM
COCTaBJIAET OT 2 10 3 JHEH, nepen
BO300HOBJICHUEM MPUMEHEHUS
npenapara Adunutop® B n03e,
MPUMEHSAEMOMN HCXOJIHO, o
Hayajga COBMECTHOTO MPUMEHEHUS
npenapara AduauTop® "
YMEPEHHBIX WHTUOUTOPOB
CYP3A4 umu P-T'TI.

Cy0aneniuMalibHbIC

TUTAaHTOKJIETOYHBIC aCTPOIUTOMBI,
ACCOIIMMPOBAHHBIC C TYOEPO3HBIM
CKJIEpO30M, y  TIAllUCHTOB B
BO3pacTe crapue 3-X JeT Mpu
HEBO3MOKHOCTHU BBINIOJTHEHHS
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XUPYpPruyecKom
OITyXOJIH

Ecmu HanueHTaM IIOKa3aHo
OJTHOBPEMEHHOE pUMEHEHNE
MpernapaToB, KOTOpBIE SBISAIOTCA
YMEpEHHBIMU UHTHOUTOpaMu
CYP3A4 wma P-ITI, noza
npenapara AdurnTop® B
OOJIBIIMHCTBE CIIydyaeB JOJKHA
ObiTh cHumkeHa Ha 50%. Ilpu
BO3HUKHOBEHHH O0OOYHBIX
3 PeKTOB MOXKET TOTPeOOBATHCA
JOTIOJIHUTEIHHOE CHIDKEHUEM
no3bl. Crenyet omnpenenutb Cuin
3BEpoiMMyca B KpOBU IO
MEHbIIEH Mepe uepe3 1 Hememnto
mocjie Hayajla OJHOBPEMEHHOIO

pe3eKIu

MIPUMEHECHUS YMEPEHHOT0
WHTHOUTOpA n3odepmenTa
CYP3A4 umu P-I'TL. Ilpu otmene
OJTHOBPEMEHHO MIPUMEHSIEMbBIX
WHTUOUTOPOB n3odepmenTa
CYP3A4 WA P-ITI 03y

npenapata Adunutop® ciemyer
BEpHYTh K MCXOJHOW mocne 2-3
THEN «OTMBIBOYHOIO» IEpHoJa H,
Mo MeHble Mepe, uyepe3 |
HEEIIO ONPEACIIUTh Chin
HBEPOJIMMYCa B KPOBHU.

I'peiindpyr,

rperndpyToBbIit COK,
IO I KapaMOOJIbI
(Tpornueckoun 3BE3/IbI),
TOPbKHI aneabCUH u
Ipyrue MIPOJYKTHI,

BIUSIONIME HAa aKTUBHOCTD
nuroxpoma P450 u P-I'T1.

OnHOBpEMEHHOE
MPUMEHEHUE HE M3Y4YCHO,
OXKHJIaeTCs MOBBLIIICHHE
KOHIICHTpAIlUH
ABEpOJIIMYCA.

OJHOBPEMEHHOTO MPUMEHEHHUS ¢
npenapatom AduauTop® Ciemyer
n30erarsb.

Mownvie unoyxmopwor CYP3A4

Pudamnunun AUC ymenbanace Ha 63%
Ciax yMeHbIIanach B 58%

[ TIOKOKOPTUKOCTEPOUIBI OnHOBpEMEHHOE

(Hampumep, JeKcaMeTa30H, | IPUMEHEHHWE HE H3Y4YeHO,

MIPETHNU30JI0H) OKUJAeTCs YMEHbILIEHUE
KOHIEHTpaLUU
3BEpOJINMYCa.

Kap6amazenuu OnxHOBpEeMEHHOE

denobapOuTan MpUMEHEHUE HE W3Y4YCHO,

DeHUTONH OKUJAeTCs YMEHbIIECHUE
KOHIEHTpaluU
IBEpOJIMMYCa.

DdaBupeHs OnHOBpEMEHHOE

OJIHOBPEMEHHOTO NPUMEHEHHUS C
npenapatom AduauTop® Cciemyer

m3berats. Ilpm HeoOxomammocTu
OJTHOBPEMEHHOT'O PUMCHCHHUS
clIeyeT YBEIINYHUTh 703y

npenapata AduanTop®.
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HeBupanun NPUMEHEHHE HE HU3YYEeHO,
OKUJaeTCs YMEHbIIEHUE
KOHIEHTpalUU
IBEpOJINMYCa.
3Bepoboit OnHOBpEMEHHOE OIHOBpEMEHHOE TMPHUMEHEHHE C
MPOBIPSBICHHBIN NpUMEHEHHe He M3ydeHo, | npenapatoM  Adunutop®  He
OXKUJAETCsl  3HAUUTEIBHOE | PEKOMEH/I0BaHO.
YMEHbIIIEHUE KOHIIEHTpAII1
IBEpOJINMYCa.

Bausnue 26eponrumyca Ha konyenmpayuio 6 naasme JIC, npumensemvlx 6 Kauecmee
conymemeyowjel mepanuu

VY 310poBbIX 100POBOJIBIEB TPU OJHOBPEMEHHOM NMPUMEHEHUH 3BEPOJIMMYCa C aTOPBACTATUHOM
(cyocrpar mzodepmenta CYP3A4) unu nmpaBacTaTiHOM (HE SBIISIETCS CyOCTpaToM n3odepMeHTa
CYP3A4) xknuHUYECKH 3HAYMMOTO (HhapMaKOKHHETHYECKOTO B3aWMOJICHCTBUS HE OTMEUasoCh.
[Ipn momynsauuoHHOM (hapMaKOKMHETHYECKOM aHanu3e He OBUIO BBISBICHO TAK)XKE BIUSHUS
cuMBactatuHa (cyocrpat nzohepmenta CYP3A4) Ha kimpeHc sBepomMyca.

In vitro 3BeponuMyC KOHKYPEHTHO HHTHOMpoBaji Metabonnsm cyoctpara uzopepmenta CYP3 A4
— IUKJIOCTIOPUHA W SBJISUICS CMEIIAaHHBIM MHTUOUTOpOM cybOctpara m3odepmenta CYP2D6 —
neKkcTpoMeTopdaHa B paBHOBECHOM cOCTOSIHMU. CpenHsisi paBHOBECHAsE Cmax IBEpOIUMYCaA MPH
npueme mnpemnapara BHyTpb B 03¢ 10 mr B nenb wiu 70 Mr B Henento Oosiee yeM B 12-36 pa3
HIDKe 3HaueHHi Ki aBeponmumyca mo MHrHOMpYromeMy IEHCTBHIO in Vitro Ha M30()EepPMEHTHI
CYP3A4 u CYP2D6. B cBsi3u ¢ BbIlIECKa3aHHBIM BIIMSHUE IBEPOJIUMYCA i ViVo Ha METa0O0IH3M
cyocrpartoB uzodpepmentoB CYP3A4 u CYP2D6 manoBeposTHO.

OpHoBpeMEHHOE MPUMEHEHHUE 3BEpojuMyca M MHJAa30jaMa HPUBOIUT K YBEIHMYEHUIO Cmax
mujazonama Ha 25% u ysenuueHuto AUC o-inf) MUIa301ama Ha 30%, mpu 3TOM MeTaboIHYeCcKoe
otHomenne AUC (1-ruapoxcuMuazoiaM/Mu1a301aM) U TIEPUOJT TTOTYBBIBEICHUS MHIa30J1aMa
HE M3MEHSIOTCA. JTO CBHUJETEIBCTBYET O TOM, YTO IOBBILICHHAs AKCIO3MIUS MHAa30J1aMa
ABIISIETCSL CIIECTBUEM 3(PPEKTOB 3BEPOIMMYyCa B KEIYyIOUHO-KUIIIEYHOM TpaKTe, MpU IpHUEMe
yKa3aHHBIX MPEnaparoB B OJHO U TO ke Bpems. TakuM oOpa3oM, IBEPOIMMYC MOXKET BIIUATH HA
OMOJOCTYITHOCTh OAHOBPEMEHHO MpUHHUMaeMbIX BHYTpb JIC, KOoTOpble SBISAIOTCSA cyOcTpataMu
uzodpepmenta CYP3A4. ManoBeposiTHO, YTO 3BEPOIUMYC U3MEHSET 3Kcrno3uiuio apyrux JIC,
spistronuxcst cyocrpatamu CYP3A4, BBOIMMBIX HE BHYTPb, a JAPYTMMH TYTSIMH, Hampumep,
BHYTPUBEHHO, MMOJKOXKHO U TPAHCAEPMAJILHO.

[Ipy OIHOBpEMEHHOM MPUMEHEHHH C 3BepoiaumycoM oTtmedeHo 10%-oe yBennueHue
KOHILIGHTpAallUM B IUIa3M€ KPOBU MPOTUBOAMUIIECNTUYECKUX JIEKAPCTBEHHBIX CPEICTB —

kapOamasenuHa, KioOazama W ero Meradomuta, N-ae3MeTuiIkiIo0a3aMa, mepes MPUEeMOM
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ouepenHOM N03bl. JlaHHOE SIBI€HHE MOKET ObITh KIMHUYECKH HE3HAYMMbIM, OIHAKO, CIEIyeT
IPUHITh BO BHUMAaHHE BO3MOXXHOCTh KOPPEKIIUU 1036l poTuBO3MuienTrudeckux JIC ¢ y3xum
TEpaneBTUYECKUM HHIEKCOM, Hampumep, kapbamasenuna. [Ipu ogHOBpeMEHHOM NpPHUMEHEHUU
IBEPOIMMYC HE BIHUSJI Ha KOHIEHTPAILMIO B IJIa3Me KpoBW mpotuBodmmientudeckux JIC,
spistroruxcst cyoctparamu n3opepmenta CYP3A4 (knonasenama, auasenama, demdamaTta u
30HHCaMU/Q), Iepe]l MPUEMOM OYEePeTHON MX 03kl Takke He OTMEUEHO BIIHSIHUS IBEPOIHMYCA
Ha KOHIEHTPALHMIO B IIa3Me KPOBH JPYrux npotuBodnmientuyeckux JIC, B T.4. BaIbIpoeBOn
KHCJIOTHI, TOMUpamara, OKckapOazenuHa, (eHoOapOuTana, (peHUTOMHA M NMUPUMHIOHA, Tepes
MIPUEMOM OUYEPETHOM UX JO3bI.

OnHOBpeMEHHOE IPUMEHEHHE 3BEPOJIMMYCA U IKCEMECTAHA IPUBOIUT K YBEIUYEHHUIO Cin U Coxq
MOCJIeTHEr0 cOoOTBETCTBEHHO Ha 45% wu 71%. Tem He MeHee, COOTBETCTBYIOLIME YPOBHU
ACTpaaroia B PABHOBECHOM COCTOSHUM (4 HEleNnu) He OTIMYAIKCh B JIBYX Ipylmnax Tepanuu. Y
NAlMEHTOK B IOCTMEHONAay3e C TOPMOHO3aBUCHMBIM PAacIpOCTPAHEHHBIM PAKOM MOJIOYHON
JKEJIE3bl C MOJOKUTESILHBIMI TOPMOHATBHBIMU PEIENITOPAMH, MOTYYaBITUX COOTBETCTBYIOIIYIO
KOMOWHAIINIO, HE HAOJII0TaIOCh YBEITMUEHUS YaCTOTHI Pa3BUTHSI TOOOYHBIX 2P (HEKTOB.

BrnusHue AaHHOTO yBENMWYEHHS KOHIIGHTpAIMHM JKceMmecTaHa Ha ero 3()(eKTUBHOCTh U
0€30MacHOCTh MaJIOBEPOSITHO.

OpnHOBpEeMEHHOE TPHMEHEHHE 3BEpOJIMMYyca M OKTPEOTHIA MPOJOHTHPOBAHHOTO NEHCTBUS
OpUBOIUT K yBennyeHH0 Cmin OKTpeoTHJa, OKa3bIBaloOlllee HE3HAYUTENbHOE BIIHMSHHME Ha
KIuHUYecKui 3(h(PeKT sBepoaumMyca y MalrueHTOB ¢ METACTa3UPYIOIUMU HEHPOIHTOKPUHHBIMU
OITYXOJISIMH.

Baxyunayusa

HMMMmyHOETIpeccanThl MOTYT OKa3bIBaTh BIMSHUE HA OTBET MPU BaKLUMHALWUW; Ha (OHE JeueHus
npenapatoM AduanTop® BaKIMHALMSA MOXKET ObITH MeHee d(dexTunHoil. Crenyer n3berars
NPUMEHEHHS UBBIX BaKUMWH M TECHOTO KOHTaKTa C JUIAMH, BaKIIMHUPOBAHHBIMU >KHBBIMU
BaKIIMHAMH.

OCOBBIE YKA3ZAHUA

Jleuenne npemapatom AduauTOop® CleAyeT NPOBOAMTH TONLKO MOJ HAONIOJEHHEM Bpaua,
MMEIOLIETO OMBIT paboThI C MPOTHUBOOMYXOJEBLIMU MIpeNapaTaMu Hid jedeHus namuentos ¢ TC.
Konmpayenyus

Bo Bpems Tepanuu TmpenapaToM AuHUTOP® M KaK MHHMMYM B TeYeHHE 8 Helelb IOcie ee
OKOHYAHUS CJIEYET MCIOIh30BaTh HAJICKHBIE METOIbI KOHTPALICTIIIHH.

Heunghexyuonnwiii nneemonum

HenHdeknoHHBIH MHEBMOHUT SIBIISICTCS  KJacc-CeUU(UYHBIM ~ MOOOYHBIM 3 deKToM
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NPOM3BOIHBIX panaMHuIuHa. IIpu npuMeHenuu npenapara Aduuutop® Takke OTMEYAIUCh
cllyyan pPa3BUTHA HEMH(EKIMOHHOTO ITHEBMOHMTA (BKJIIOYAs HHTEPCTUIHAIBHYIO OO0JIe3Hb
nerkux). B psane cmyuaeB Habmomamuck Tsokenbie GopMbl 3a00eBaHusl (PEIKO CO CMEPTETbHBIM
HCXOI0M).

Jlnarno3 HenH()EKIIMOHHOTO MHEBMOHHUTA CIEAYET MPEANOI0KUTh y MallueHTOB MPU Pa3BUTUU
TaKUX HECHEIU(PUUECKUX TMPOSBICHUNA CO CTOPOHBI OpPraHOB JbIXaHUS, KaK TUIIOKCHS,
IUIEBpabHBIA BBIMOT, Kalledb WJIM OJbIIIKA, a TaKKe MPU HCKIIOYEHHH C MOMOUIBIO
COOTBETCTBYIOUIMX JUAarHOCTMYECKHX HCCIENOBAaHUNA WH(EKIIMOHHOW, OMyXOJEeBOH M IPYyrux
OpUYMH  Takux TmposeieHuil. [lpm  mnpoBenenun  nuddepeHMaIbHON  TUArHOCTHKU
HEMH(EKIIMOHHOTO IHEBMOHHUTA CJeIyeT MCKIIoYaTh ONMOPTYHUCTHYECKUE HHQEKIHH,
HanpuMep, MHEBMOLMCTHYIO THEBMOHHUIO.

[Tanenrta ciexyeT NPOMHCTPYKTUPOBATH O HEOOXOIMMOCTH COOOLIATh JieHalmleMy Bpady o
MOSIBJICHUU JIFOOBIX HOBBIX WJIM YCUJIEHUU HMMEIOLIUXCSI CUMIITOMOB CO CTOPOHBI JIbIXaTelbHON
CHCTEMBI. Y MAIEHTOB, UMEIOIIUX TOJBKO PEHTTCHOJIOTMYECKHE MPU3HAKH HEMH(EKIIHOHHOTO
MHEBMOHHUTA (MPU OTCYTCTBUM WM MNpPH HAIUYUU MUHUMAJIbHBIX KIMHUYECKH 3HAUYMMBIX
CHMIITOMOB), BO3MOYHO IPOIOIKEHKE JledeHus npenapatoM Aduautop® 6e3 H3MeHeHHUs 103l
npernapata. B ciyyae ecnu CUMOTOMBI IHEBMOHHTA BBIPAXKEHBI YMEPEHHO, HEOOXOAMMO
paccMOTpeTh BOMPOC O BPEMEHHOH MPHOCTAHOBKE TEPANUU 1O YIY4IICHUS COCTOSHMSA. Jlis
KyIUPOBAaHUS CHUMIITOMOB BO3MOXXHO TPUMEHEHHE TIIIIOKOKOPTUKOCTEpOUaA0oB. JleueHue
IpenapaToM MOXeT OBITh BO30OHOBIIEHO B J103€ Ha 50% HUXKE UCXOIHOM.

[Tpu pa3BUTHU BBIPAKEHHBIX CHUMITOMOB (CTeneHb 3 wiHu 4) HeMH(EKIIMOHHOTO MHEBMOHUTA
Tepanuio TpenapatoM AduHuTOp® ClENYeT NPEKPaTHTh [0 CHIDKEHHS CTENEHH TSKECTH
cuMnToMOB 10 1 cremeHu. B 3aBHCHMMOCTH OT KIMHMYECKHUX YCIOBHM TOCie H3JIeUEHUs
ITHEeBMOHUTA TEepamusl MpernapaToM MOXKET ObITh BO300OHOBIIEHA B 03¢ Ha 50% HUXe UCXOTHOU
(em. pazpen «Cnocob npumeneHuss u 003bl»). Ilpy TMOBTOPHOM pPa3BUTHH CHMIITOMOB 10 3
CTeNeHH clefyeT paccMOTPETh BO3MOXKHOCTh MPEeKpalleHus Tepanuu npenaparoM Aduautop®.
[Tpu pa3Butun HEWH(GEKIMOHHOTO MHEBMOHUTA 4 CTENEHU TEepaIuio MpernapaToM CleayeT
npeKkpaTuTh. Taxke MOJNydeHO COOOIICHHWE O Pa3BUTUM IMHEBMOHHUTA NP NpPUEME Iperapara
AdurnTop® B CHUKEHHOH 1103€.

Y  mauueHToB, TMOJNYYAIOIIMX C I[EJIbI0  JIeYeHUS HEMH(PEKIMOHHOTO ITHEBMOHHUTA
[IIIOKOKOPTUKOCTEPOUAHBIE TperapaThl, CIEIyeT pPacCMOTPETh BO3MOXHOCTh IPOBEIEHUS
npopMIAKTUKYA PA3BUTHUS THEBMOLMCTHON THEBMOHUH.

Hnghpexyuu

[penmapar  Adunutop® 06magaeT MMMYHOCYNIPECCUBHBLIMH  CBOMCTBAMHM M MOXET
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CIOCOOCTBOBAaTh PA3BUTHIO Yy TAIMEHTOB OaKTepUajbHBIX, T'PUOKOBBIX, BUPYCHBIX HIIU
OPOTO30MHBIX ~ MHGEKIU, B  OCOOCHHOCTH  BBI3BIBAEMBIX  YCJIOBHO  MATOr€HHBIMU
MHKPOOPTaHu3MaMu. Y MalUeHTOB, NPUHUMABLIMX mOpenapaT AQuuuTop®, ObLIM ONUCAHBI
MECTHBIE U CUCTEMHbIC MH(EKIMH, BKIIOYAs MHEBMOHUIO, JApyrue OakTepuanibHble HH(EKIHNH,
rpuOKoBble MH(EKINH, TaKUe KaK aclepruiie3 Wik KaHIuJ03, THEBMOIMCTHYIO THEBMOHHUIO U
BUPYCHbIE WH(EKIUH, BKIOYas 00OCTpeHHEe BHUpyCHOro remaruta B. Hekoropsie u3 3THX
WH(EKIHA OBUTH TSKETBIMU (C PA3BUTHEM CETICHCA [ BKIIIOYAs CENITUYECKHM 10K |, TbIXaTeIbHON
WIM TEYEHOYHOM HEIOCTATOYHOCTH) M MHOIJA IMPUBOJMWIM K JIETAJbHOMY MCXOAY Yy AETEeH U
B3pocibix. [lamuenrta cienyer nponHGOPMUPOBATH O TMOBBIIIEHHOM PUCKE Pa3BUTHUS MHPEKLINN
TNpU NpUMeHeHuH npenapata AGuHUTOP®, OBITh BHUMATENLHBIMU K CUMIITOMAM M TIPU3HAKAM
uHGEeKIM W Tpu HMX TMOSBICHUM CBOEBPEMEHHO oOpamiaTbCsi K Bpady. Y TMAalHUEHTOB C
MH(MEKIMOHHBIME 3a00/I€BaHUAMM Tiepell NpMMeHeHHeM mpenapata Adunutop® criemyer
IIPOBECTH HaJyIexkallee JeueHue. [Ipu moaATBepkIeHUN OuarHo3a MHPEKIUOHHOTO MOpakeHus
CleyeT HE3aMEUINTEIbHO HadaTh COOTBETCTBYIOIIYIO TEPAIMI0O U PAacCMOTPETh BOIPOC O
BPEMEHHOM IIPUOCTAHOBIIEHUH WJIW ITOJIHOW OTMEHE TEPANUH MPENapaToOM.

B ciyuae pa3BuTHS WHBAa3MBHOM CHUCTEMHOW TpHUOKOBON HMH(MEKLIHH Tepamnuio MpernapaTom
A¢unutop® ceyer OTMEHUTH U TIPOBECTH COOTBETCTBYIOLLYIO MPOTHBOTPHOKOBYIO TEPATIHIO.
Y  nmauuMeHToB, NOJy4YAalOUIMX TEpPamuI0 3BEpPOJMMYCOM, OIHCAaHbl Cllydyad pa3BUTHUSA
ITHEBMOLIMCTHOW ITHEBMOHHH, HEKOTOpPBIE C JIETAIBHBIM MCXOJOM. Pa3BHTHE NMHEBMOLMCTHON
THEBMOHUHM MOXeET OBITh CBS3aHO C OJHOBPEMEHHBIM MPUMEHEHHEM TIIIOKOKOPTUKOCTEPOUIOB
WIM JPYTMX HMMYHOCYIIPECCUBHBIX IIpenaparoB. B cilyyae OJHOBpPEMEHHOIrO JIEUEHUS
[JIIOKOKOPTUKOCTEPOUAAMH WIN JIPYTMMM IpenapaTaMy, YTHETAIUMMH UMMYHHYIO CHUCTEMY,
ClIeyeT paccMOTPETh BO3MOKHOCTH IPOBEACHHUS MPO(UIAKTUKH PA3BUTHUS MHEBMOIMCTHON
ITHEBMOHMH.

Peaxyuu eunepuyscmeumenvrnocmu

Peakuuu runepyyBCTBUTENBHOCTH IpPU INPUMEHEHUM DSBEpOJMMYcCa BKJIOYaIW (HO HeE
OTPaHUYMBAJINCH) aHA(UIAKTUYECKHUI IIOK, OJBIIIKY, TOKPACHEHHE KOXHBIX MOKPOBOB, 0OJIb B
IPYIHOH KJIETKE U aHTMOHEBPOTUUYECKUI OTEK (HapUMeEp, OTEK JbIXaTENIbHBIX IIyTEW WU s3bIKA
c/6e3 HapymeHus PyHKITUU AbIXaHUSA).

Aneuonespomuueckuii omek npu 00HOBPEMEHHOM NpUMeHeHuu ¢ uneuoumopamu AI1P

VY manueHToB, TMOJIyYalOIIMX OJHOBPEMEHHOe JseueHue uHruoutopamu AlID, moxer OBITH
MOBBIIIIEH PUCK Pa3BUTHUSI AHTMOHEBPOTHUECKOTO OTEKa (HalpuMep, OTeKa JbIXaTeNbHbIX MyTen
WJIH sI3bIKa ¢/0e3 HapylIeHus QyHKIIUN JTbIXaHHUS ).

Cmomamum
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CromaTut, BKJIIOYas W3bS3BJICHHE CIU3UCTON OOOJOYKU MOJOCTU pPTa, BOCIAJIEHUE CIU3UCTOU
NOJIOCTH pTa, sBisieTcss Hambosee dvacroii HJIP y mamueHTOB, NOMydYalONIMX Iperapar
AdunnTtop® (cM. pasgen «Ilob6ounoe Oeticmsuey). CTOMATUT, KaK NPABUIIO, PAa3BUBAETCA B
nepBbie § Henelb Tepanuu. B ciaydyae BO3HMKHOBEHHUS CTOMATUTa PEKOMEHIYeTCs MPUMEHEHHE
MecTHOU Tepanuu. Crienyer u30eratb MPUMEHEHUS CPENCTB, COAEpXAIIUX CIHPT, MEPEKUChH
BOJIOpOJIa, Mo, vabper (TMMbSH), TaK KaK OHH MOTYT YCYIryOMTb COCTOSIHHE (CM. pasfeln
«Cnocob npumenenus u 0o3vl»). He crmemyer mpuMEHATh MPOTUBOTPUOKOBBIC CPEICTBA, €CIU
HaJIn4ne TpUOKOBOM MH(EKIUU HE TOATBEPHKICHO.

B uccnenoBanuu y manMeHTOK B IMOCTMEHONAay3e C pPakOM MOJIOYHOM >Kene3bl MPUMEHEHHE B
Ka4ecTBE CPEJCTBa JJISl MOJIOCKAHHUS MOJOCTH PTa TIIIOKOKOPTHKOCTEPOHMIHOTO PacTBOpa, HE
cozllepyKaliero CIUpTa, B TedeHHe IEepBHIX 8 Heledb Tepamuu mnpenapatoM Aduuutop® B
KOMOMHAIIMM C SKCEMECTaHOM I03BOJIWIO JOCTHUTHYTh KIMHHYECKH 3HAYMMOTO CHUKCHUS
YaCTOTHI U TSKECTH CTOMATHTA (CM. pazzen «llobounoe deticmauey).

Iloueunasn nedocmamoynocmy

[Ipu npumeHeHuu npemnapata AdueHMTOP® OBIIM OTMEUEHHl CIOydad pa3sBUTHA IOYEUHOM
HEIOCTaTOYHOCTH (BKJIIOYAsl OCTPYIO MOYEYHYIO HEIOCTaTOYHOCTH), HEKOTOPHIE C JIETAIbHBIM
ucxogoM. HeoOxonnMo KOHTpoONHMpoOBaTh (YHKIMIO MOYEK BO BpeMsl Tepaluu MpernapaToM,
0COOEHHO y TMAIMeHTOB C JOMOJIHUTENBHBIMU (akTopamMu pHucka (cM. pasaen «llobounoe
Oeticmeuey).

JlabopamopHuvle uccnedosanus u KOHMPOb

DyHKYUS NOYeK

[Ipu npumenennu npenapata AGuaETOP”® OBUIM OTMEUEHH! CTyYaH MOBBIIEHUS KOHIIEHTPALHH
KpEeaTHHWHA B CHIBOPOTKE KPOBH (OOBIYHO JIETKOW CTEMEHHW) W TPOTEUHYpUH (CM. pasjaen
«Ilobounoe oOeticmeue»). Jlo Hauana nedeHus mpernapatoM AduuuTop® M TEPUOIUYECKH BO
BpeMsl Tepanuu CleayeT KOHTPOIUPOBaTh QYHKIIUIO MTOYEK, BKIIOYAs U3MEPEHNE KOHIEHTpalluu
MOUYEBUHBI B CHIBOPOTKE KPOBH, KOHIICHTpAIMK O€Ka B MOYE MJIM KOHIIEHTPAIMHA KPeaTHHHUHA B
CBIBOPOTKE KpPOBH, MPOBOAUTH KIMHUYECKHH aHAIM3 KPOBU U OIPEAEATh KOHIIEHTPAIUIO
sBeposinMyca y nanueHToB ¢ COI'A.

I'nroxo3a kposu

[Ipu npuMeHennn npenapata AGuHEUTOP® GBUTH OTMEUEHBI CTy4ad TUMEPIINKEMUH (CM. paszen
«Ilobounoe Oeticmsuey). Jlo Hayanma nedeHus npemapatoM AQuHUTOP® M MEPHOAMYECKH BO
BpeMsl TepamluM CleAyeT KOHTPOJIUPOBATh KOHIIGHTPALMIO TIIOKO3bI B CBHIBOPOTKE KPOBU
HaTomak. boriee yacThlif KOHTPOJb PEKOMEHIYETCS MPOBOAUTH Y MAIMEHTOB, OJHOBPEMEHHO

NOJYYAIOUINX JIPYTUe Ipernaparbl, MPOBOLUpYIOIKE THnepriukemuto. Cremayer obecrneduThb
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aJIeKBaTHBI KOHTPOJb KOHIIGHTpAIlMM TJIIOKO3bl KPOBM /O Hauaja JeueHHus IMpernaparom
Adunutop®.

Jlunuowl kposu

[Ipu npumenennu npenapara AduauTop® GBUIM OTMEUEHBI CIydau AUCIHIMIEMUN (CM. passen
«Ilobounoe Oeticmsuey). Jlo Hayanma nedeHus npemapatoM AQuHUTOP® M MEPHOAMYECKH BO
BpeMsl TEpamnuu CJleIyeT KOHTPOJIUPOBATH KOHIIEHTPALUIO XOJECTepUHA M TPHUTIHIICPUIOB B
miasMe KpoBu. [Ipu OTKIOHEHUHM JaHHBIX MMOKa3zaTesaeil OT HOPMbI PEKOMEHAYeTCS MPUMEHSTh
COOTBETCTBYIOIIHNE CPEJCTBA TEPATIHH.

T'emamonocuueckue HapyueHus

[Ipu npumenennu npenapata AduauTop® GBUIM OTMEUEHBI CITydal CHMKEHHS KOHIIEHTPALHH
reMorJI00MHAa, KOJIMYECTBa JIMM(OIIUTOB, TPOMOOIIMTOB U HEUTPOPUIOB (cM. pazuen «Ilobounoe
Oeticmeuey). HeoOXonmuMo TPOBOIUTH pa3BEPHYTHIM aHANU3 KPOBU JO Hayajga TEpanmuu U
NEPUOANYECKH B TEUEHHE BCErO Kypca JICUEHHUSI.

Hapywenue ¢ynxyuu nevenu

KonnenTpanus sBeponaumyca Ob1a BbIlIe Y TAIIIEHTOB C HapylIeHHeM (DYHKIIUU NMEYEeHU JIeTKOU
(xmacc A no knaccudukanuu Yaiina-I1et0), cpenneit (knacc B mo knaccudpukanuu Yaina-I1s10)
u  Tokenor (kmacc C  mo  knmaccubukaruu  Yaina-ITsto) cremeneit (oM.  pazaen
«Dapmakonoeuyeckue ceoticmeay). Y TALUMEHTOB cTapiie 18 ner ¢ HapymeHusMH (YHKIUU
neyeHu Tspkenor creneHu (kimacc C mo  knaccudukanuu  Yainn-ITero) mnpemapat He
PEKOMEH/IOBaH 3a MCKJIIOYCHHEM CIIydaeB, KOTJa OXHJaeMasl MOJb3a IMPEBHIIIAeT BO3MOKHBIM
puck. IIpenapar AdurnTtop® npotnsonokasan nmamuentam ¢ COI'A, acconunposannbiMu ¢ TC,
B Bo3pacTte 10 18 mer ¢ HapymenueMm QyHKIuHM nedeHu kinacca A, B, C mo kmaccuduxanuu
Yannna-I1Inro.

Baxyunayusa

Cnenyer wu30erarb NPUMEHEHMsSI KUBBIX BaKUMH M TECHOTO KOHTaKTa C JIMIAMU,
BaKIIMHUPOBAaHHBIMU JKUBBIMH BaKIMHAMH (CM. pasnen «Bzaumoleilicmseue ¢ Opyaumu
JIeKAPCMBEHHbIMU Cpeocmeamu U opyeue 6uovl ezaumooelicmsusny). B cilydae mpuMeHEHUs
npenapara A¢urutop”® y HalMeHTOB Miajme 18 JeT cleayeT IPOBECTH BCe PEKOMEHI0BAHHBIE
MECTHBIM KaJICHIapeM MPUBUBOK IMPOTUBOBUPYCHBIE BaKIIMHALIMH.

3aorcusnenue pau

Hapymienue npoiecca 3aXUBJICHUS paH sBisieTcs Kiacc-3(h(HeKToM Mpon3BOAHBIX paraMHUIIMHA,
BKJII04as 3BeponuMyc. Heobxonumo coOiaroaTe OCTOPOKHOCTh NPU MPUMEHEHHH Iperapara
A¢unutop® B HepuoONepaniOHHOM HEPHOJIE.

OcnoocHenus 1yuesou mepanuu
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CooOmaioch 0 TSKENbIX peaklUUsX Ha JIydeBYIO Teparvio (BKJIOYasl JIyueBOiMl 330(¢arur,
Jy4eBOW MHEBMOHHUT W JIy4€BOE MOPAKEHUE KOXKH), IPU NPUMEHEHUHU 3BEPOJIUMYCAa BO BpeMs
WIM BCKOpE IOCciie IMpOBeJeHUs JIyueBoil Tepanuu. HeoOXxoauMo mposBISATHE OCTOPOKHOCTH Y
JTAaHHOW KaTeropuu MalueHTOB.

CooOmranoch 0 MECTHOM BOCHANMUTEILHON peakluy B paHee 00yuE€HHOM 001acTH y MallMeHTOB,
IPUHMMABILHX 3BEPOJIMMYC [1OCIIE IPEAIIECTBYIOIIEH JTy4eBON TEPAINU.

BJIMSTHUE HA CIIOCOBHOCTD YIIPABJISATH TPAHCIIOPTHBIMU CPEJICTBAMMW U MEXAHU3MAMM
Uccnenopanus BiausHUs npenapata AGuuutop® Ha CIOCOGHOCTb YIPABIATH TPAHCIOPTHBIMH
CpeACTBaMHU U MEXaHM3MaMM HE MPOBOJMIMCH. YUUThIBas BO3MOKHOCTh Pa3BUTHUS HEKOTOPBIX
MOGOYHBIX peakuuii Ha (oHe mpuema npenapata AduHuTOp® (YCTaIOCTh, TOIOBOKPYKEHHE,
COHJIMBOCTb), MAIL[UEHTaM CJIEAyeT COOII0AATh OCTOPOXKHOCTh IIPH YIPABIEHUU TPAHCIIOPTHBIMU
CpeACTBAaMH M 3aHATUSAX JPYTUMH MOTEHIMAIbHO ONAaCHBIMH BHJAMH JCSTEIbHOCTH,
TpeOYIOIMMH MOBBIIIEHHON KOHLIEHTPA[UX BHUMAaHHUSL.

®OPMA BbINYCKA

Tabmerkn, 5 mr u 10 mr.

ITo 10 Tabnerox B Gmuctep u3 [TA/An/IIBX. Ilo 3, 6 unu 9 OamucTepoB BMECTE ¢ MHCTPYKIIUEH
110 IPUMEHEHHIO B KAPTOHHON IauKe.

YCJ10BUsI XPAHEHUS

B opurnHanbHOi ynakoBke npu temmneparype He Bbiie 30 °C.

[Ipenapar ciiegyer XpaHUuTh B HEJOCTYITHOM Il JETEN MECTE.

CPOK T'OTHOCTH

3 roga.

He npumeHsATs npenapat 1o UCTEYEHUH CPOKA TOAHOCTH.

YCJ10BHUsI OTIIYCKA

OTmycKaroT no peuenrTy.

HAMMEHOBAHME U AJIPEC IOPUJIMYECKOI'O JIULIA, HA UMSI KOTOPOI'O BBIJIAHO
PEI'’MCTPAIMOHHOE YAOCTOBEPEHUE

Hogaptuc ®@apma AT, Jluxtmtpacce 35, 4056 bazens, [lBelinapus /

Novartis Pharma AG, Lichtstrasse 35, 4056 Basel, Switzerland.

ITPOU3BOIUTEJD

IIpou3BoaACTBO rOoTOBOI JIEKAPCTBEHHOH (DOPMBI M IEPBUYHAS YIIAKOBKA

Hosaptuc ®apma Ilreitn Al, Hladdxaysepmrpacce, 4332 Illreiin, HIBeiinapus/ Novartis
Pharma Stein AG, Schaffhauserstrasse, 4332 Stein, Switzerland.
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BropuyHasi ynakoBKa U BbINYCKAIOUIUI KOHTPOJIb Ka4yecTBa
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WIH

OO0111eCTBO ¢ OTpaHUYEHHON OTBETCTBEHHOCTHIO

«CKOIMMHCKUU ®APMALIEBTUYECKUI 3ABO/I» (000 «CKOIIMHDAPMY),
391800, Pszanckas 0611., CKOMMHCKHAM paiioH, Y CIICHCKOE CENhCKOE TIOCEJICHNE, CEBEPHEE C.
Ycnenckoe, Poccus.

OPIrAHM3AIIAA IPUHUMAIOIIAS IPETEH3UU IOTPEBUTEJA B POoCcun:

00O «Hosaptuc dapmay»

125315, r. Mocksa, JIeHuHrpaackuii mpocnekT, oM 70

Ten. (495) 967 1270

daxkc (495) 967 12 68

www.novartis.ru

B cnyuae npouszeoocmea ¢ P®D nanpasumev npemeH3uu MONHCHO MAKMHCE NO CleOyroujemy
aopecy:

000 «CKOITMH®APM»

391800, Psizanckast 0611., CKOMUHCKUN paiioH, Y CIIEHCKOE CeNTbCKOE TIOCEICHHE, CEBEPHEE C.
VYcnenckoe, Poccnst

Ten. +7 (49156) 2-03-09

Ten./akc: +7 (49156) 2-28-44
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