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10 METUIIMHCKOMY IPHMEHEHHUIO JIEKaPCTBEHHOT'O IpenapaTa
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TOPrOBOE HAMMEHOBAHHE: Togpapa®. \‘

COTJIACOB

MEXAYHAPOJHOE HEATEHTOBAHHOE HAUMEHOBAHHE: Todanutuauo.

JIEKAPCTBEHHAS ®OPMA: Ta0JIETKH, MOKPHITHIE IUICHOYHOMH 000I0UKOI.

COCTAB HA 1 TABJIETKY:

MHH3IPAB POCCHHE
0g1122
AHO

—————————

KoaugecTBo, Mr

HurpeanenTsi

SwMr 10 mr
Jeiicmeyowee seugecmeo:
Todauutuauba acnaprar (B nmepecuere Ha TOPAUTHHHO) 7,13 (5,0) 14,26 (10,0)
Bcnomozamenwvnoie sewiecmea:
JlakTO3BI MOHOTHIPAT 61,307 122,614
lenmono3a Mukpokpucrauimdeckas (tum 102) 98,063 196,126
Kpockapmernnosa Hatpus 20,000 40,000
ITonoxcamep 407 7,500 15,000
Hartpus naypuncynsgar 4,000 8,000
Marnus creapar 2,000 4,000
Macca adpa mabnremku: 200,000 400,000
ITnenounan o6onouxa Hoeomuxc I'en I1-105028 (HA ¢hupmor):
THIIPOMEJLI03a 2,880 5,760
MaKporoJ 0,360 0,720
TpPHALIETHH 0,360 0,720
JIAKTO3bI MOHOTHJIPAT 0,720 1,440
THUTaHA JTHOKCH]I 1,680 3,360
Obwaa macca mabnemxu: 206,000 412,000
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OINIUCAHUE
BCJILIC HJIIX TIIOYTH 6CJII>IC prrJIBIe JBOSAKOBBIITYKJIBIC TaGIIeTKH, noprrrme IUIEHOYHOM

obooukoit. Anpo Tabnerku OGenoro wim noyTH 6€JI0ro MBETA.
DAPMAKOTEPANIEBTHYECKASA IPYIIIA: CEIEKTUBHBIC HMMYHO/ICIIPECCAHTHI.
Koa ATX:. LO4AA29.

DAPMAKOJIOrHYECKHE CBOMCTBA

®apMakoIHHAMHKA

Mexanusm deiicmeusn

TodamuTuaub npencrasiser co60i MOIIHBIN, CEJIEKTHBHBIH HHTHOUTOP CeMEHCTBA SHyC-KHHa3,
obnaaromuii BHICOKOH CEJEKTHBHOCTHIO B OTHOIICHHM NPOYMX KHHa3 reHoma 4yenoseka. [lo
pe3yibTaTaM HcClieIOBaHHus KuHa3 ToGaUTHHUO HHIHOMpYeT siHyc-KuHas3kl 1, 2, 3 U B MeHbLIEH
CTENIEHH — THPO3WH-KHHa3y-2. B Tex wierkax, rje sHyCc-KHHa3bl IEpeJaloT CHIHAJ IapaMH,
ToGauUTHHUO NMPENOYTHTEIHFHO HHTHOUPYET Nepeady CHrHalla FeTepOJUMEPHBIX PELENTOPOB,
CBA3aHHBIX C SHYC-KHHA30#M-3 W/WIM SHyc-KMHa30i-1, oOmamas QyHKIMOHAIBHOM
CEJIEKTHBHOCTBIO B OTHOLICHHH PELENTOPOB, KOTOPhIE MEPENAIOT CUTHAIBI 4Yepe3 Iapbl sHyC-
KuHa3bl-2. IHruOupoBaHue siHyc-KMHa3bl-1 M sIHyC-KHHa3bl-3 MOJ JAeicTBHEM To(anuTuHHOA
OJI0KHpyeT mepeiady CHTHajla IMOCPEACTBOM OOLIMX PELENTOpPOB, COAEPXKALIMX raMMma-IenH, B
OTHOIIEHHH HECKOJBKHMX IMTOKHHOB, BKiouas WUJI-2, -4, -7, -9, -15 u -21. DTH LMTOKHHBI
BBIIOJIHAIOT HHTETPUPYIOIIYIO POJIb B IPOIIECCaX aKTHBALMH THM(OIUTOB, HX MpoIudepaiuy,
(YHKIMOHUPOBAaHUS M TOPMOXKEHHs IEpeJayd CHTHajla, YTO NPHBOAMUT K MOJYJIMPOBAHHIO
Pa3HOOOpa3HBIX aCIMEKTOB HMMYHHOTrO oTBeTa. Kpome Toro, WHrHOMpoBaHHE SHYC-KHHa3bl-1
IOPUBOJUT K OCIAaONeHHI0O INepefladyd CHTHala TMOJA  JCHCTBHEM  JOMOJHUTENBHBIX
IPOBOCTIAJIATEILHBIX IIUTOKUHOB, TakuxX kKak UJI-6 u UDH-y. Ilpu Gonee BHICOKOH SKCIIO3HLIUH
npenapara MHrHOMpOBaHHE IEpeladyd CHrHAlA SHYC-KHHA3bl-2 MPUBOJUT K MHTHOHMPOBaHHIO
nepeayy CUrHaJjia 3pUTPONIOITHHA.

Dapmakoounamuueckue 3¢ dhexmot

Jleyenue TOGAUTHHHOOM CONPOBOXKIACTCS HO303aBHCHMBIM CHMDKEHHEM ILHPKYIHPYIOLIIHX
HaTypalbHbeIX KuwuiepoB CD16/56+. PacueTHoe MakCHMalbHOE€ CHH)KEHHME JIOCTHIAeTcs II0
npomecTBud 0kojo 8-10 Hemens mociie Hadana Tepanud. OnucaHHbIE H3MEHEHHs OOBIYHO
paspemarwTcs CIycTs 2-6 Hemenb mocie OKOH4YaHus Tepanuu. JledeHwe TodaruTHHHOOM

COIIPOBOXAJIOCH JO0303aBUCHMBIM ITOBBIIIICHUEM KOJIHYECTBA B-kireTok. I3MeHeHus KoM4YecTBa



IUPKYyHpyIommX T-muMdomuToB ©H HX cyOmomynasuuid ObUIM HE3HAYMTENBHBIMH H
HEeNMmoCTOSHHBIMU. KITMHHYecKkoe 3HaYeHHE STHX U3MEHEHUH HEU3BECTHO.

U3menenue obmero cbiBOpoTouHOro ypoBHs IgG, M u A Ha npoTshHkeHHH 6-MECSYHOrO NepHoa
JICYEHHUs] MAIIMEHTOB C PEBMATOHIHBIM apTPUTOM ObUIO HEOOJNBIIMM, HE3aBUCHMBIM OT J03bI H
CXOJIHBIM C TAKOBBIM IPU IPUMEHEHHH U1anebo.

[Tocne neyenus ToHauUTHHUOOM MAKEHTOB C PEBMAaTOUIHBIM apTPHTOM OTMEYAIoCh OBICTpOE
CHIDKeHHEe ChIBOpoTouHOro C-peaktuBHOro 6enka (C-PB), 4ro coxpaHsioch Ha HNPOTSHKEHHH
BCero nepuoja yieyenus. Mismenenus yposus C-PB, oTMeueHHbIe NIpH JIeUeHUH TOPaIUTHHHOOM,
HE MPOXOAWIH B T€UYEHHE 2 HeJelNb IOCe OTMEHBI TEPAIlHH, YTO CBHJECTEILCTBYET O OoblIei
NPOJOJDKUTENFHOCTH  (papMaKkOJMHAMHUYECKOW aKTHBHOCTH II0 CPaBHEHHIO C IIEPHOJOM
IOJTy BBIBEJICHHUS.

AHaNOrHYHbIe H3MEHEHHS HaOIIOJAJIUCH Y AIIMEHTOB C ICOPHA30M.

Ananoruyssle u3MeHeHus B T-kietkax, B-kietkax u CPB B cBIBOpOTKE KpOBH HaOIIOJATHCE Y
NAllUEHTOB C AKTHUBHBIM IICOPHATHYECKUM apTPUTOM, OJHAKO OOpaTHMOCTh HE OLEHMBAIIH.
CyMMy CBIBOPOTOYHBIX HMMYHOIJIOOYJHHOB HE OICHHBAIM Yy TMALUEHTOB C AaKTUBHBIM
NICOPHATHYECKHM apPTPUTOM.

PapmMaKOKHHETHKA

ITlpodpune dapmakokuHeTnkn TodanuTHHHOA XapakTepu3yeTcs OBICTPHIM BCACBIBAHHEM
(MakcuMalbHas IUIa3MEHHAs KOHIEHTpamus aocturaercs B TedeHue 0,5-1 gaca), OGBICTpHIM
BBIBEZICHUEM (TIEPHO/I TTOJTYBBIBEICHHS OKOJIO 3 YacOB) U MPONOPLHOHAIBHBIM JI03€ YBEIHUCHHEM
CHCTEMHOM 3KCHO3UIMH. PaBHOBeCHass KOHLEHTpaIHs JOCTHraercs B TedeHHe 24-48 gacoB ¢
HE3HAYUTEIbHBIM HAKOIUICHHEM I0CIIe IIPUEMa JIBa pa3a B ICHb.

A6cop6uu.ﬂ u pacnpedenenue

TodauuTHHHO XOpOIIO BCackIBaeTCs, a €ro OHOJOCTYIMHOCTH cocTaBiseT 74 Y.

[Ipumenenue TodanutuHuOa ¢ mumei, Goraroi KHpaMu, HE COMPOBOXKAAIOCH H3MEHEHHAMH
IUIOIMIANH 1O KpUBOH «koHIeHTpaus-Bpems» (AUC), Toraa kak MaKCHMaJIbHasi KOHLIEHTPaIUs
(Cmax) B mwia3me KpoBH CHHXaercs Ha 32 %. B xiMHHYeCKHX HCClIEOBaHHAX TO(anuTHHHO
NPUMEHSTH BHE 3aBHCUMOCTH OT IIPHEMa ITHIIH.

CaaspiBanpe TopauuTuHHOA ¢ OeNKamMH IUTa3Mbl KPOBH cocTaBiseT npubmusurensHo 40 %.
TodauuTHHHO MPEeHMyINECTBEHHO CBA3BIBACTCS C ATbOYMHHOM M HE CBA3BIBAECTCS C 01-KHCIIBIM
[JTHKONPOTEHHOM. TodauuTHHHO B paBHOM CTENEHH paclpelesieTcs MeXIy 3PHTPOLHMTaMH H
IJIa3MOM KPOBH.

Memabonusm u évigeoeHue



Kimpenc Todanutuauba npumepro Ha 70 % OCyIIECTBISETCS IOCPEICTBOM MeTaboiM3Ma B
neyend ¥ Ha 30 % — SKCKpeuueil dYepe3 MOYKH B BHJIEC HEH3MEHEHHOro TodamuTHHHOA.
Merta6onusm TodanuTHHHOa NperMyInecTBeHHO omnocpenyercs uzopepmentom CYP3A4 u B
MmeHbuel crenend uzodpepmentoM CYP2C19. B mccnenoBaHuM MEYEHHOIO paJHOaKTHBHBIM
u3ortonoM TodanuTuHHOa, Oonee 65 % oT o0meld UMPKYIHMpYyIOWEH paauOaKTHBHOCTH
IPUXOIMIIOCH HAa HEU3MEHEHHbIH TOQauTHHHO, a ocTabHbIe 35 % — Ha 8 MeTaboIUTOB (KaXK IbIiH
— meHee 8 % ot oOmeit pagpoakTHBHOCTH). [Ipeanmosnaraercs, 9To Bce METabOJIHMTHI, KOTOPHIE
HaOJIONAIOTCS Y JKMBOTHBIX, OKa3bBaloT < 10 % moreHimanbHoe mHruOuposanue JAK1/3. ¥V
4eloBeKka He OOHapyXeHO cTepeo KoHBepcuH. DapMakosiorHueckas akTHBHOCTH CBs3aHa ¢
HeMeTabOTH3HPOBAaHHBIM TOQALIUTHHUOOM.

Pe3ynbTaThl MCCIENOBaHHN in Vilro CBHAETENBCTBYIOT O TOM, 4TO TOMAUUTHHHO SBISAETCS
cybcTparoM Juis Oenka MHOXECTBEHHOM JiekapcTBeHHOU ycroiuuBoctH 1 (MDR), HO He mis
Oenka ycToMYMBOCTH K paky MojouHoi jxene3sl (BCRP), momumentuaHOro nepeHocYHka
opranndeckux aHuoHOB 1B1 u 1B3 (OATP) win nepeHOCYHKOB OpraHMYeCKUX KaTHOHOB 1 1 2
tina (OCT), 1 B KIMHAYECKH 3HAYMMBIX KOHIIEHTpAlMsAX He sBiseTcs MHruoutopom MDRI,
OAT P1B1/1B3, OCT2, nepenocunkoB opranudeckux aHuoHOB 1 u 3 Tuna (OAT) umm Genka,
aCCOLMHPOBAHHOTO C MHO)KECTBEHHOM JIeKapCTBEHHOU ycToiYHBOCTBIO (MRP).
DapmakoKuHemuKa y nayUeHmos ¢ peeMamoudHbimM apmpumom

BBUIO yCTaHOBIIEHO, YTO y MAlHEHTOB ¢ peBMaTouAHbIM apTputoM AUC TodamutuHHOa npu
MHUHUMAIBHOH B MakcuManbHON Macce Tena (40 u 140 kr) oka3zanuch CXOAHBIMH C TaKOBOM y
naMeHToB Maccoit Tena 70 kr.

VY noxuneix namuenToB B Bozpacte 80 net mokaszarenb AUC oka3aiics MeHee yeM Ha 5 % BhIIe
10 CPaBHEHHIO C MAIHEHTAaMH B BO3pacTe 55 JieT.

V xenmua AUC Topanutiuauba Ha 7 % HUXKE 110 CPABHEHHIO C MY KYHHAMH.

[Tony4yeHHble MaHHBIE TAKXKE MMOKA3aIM OTCYTCTBHE CYINECTBEHHBIX pasmuuuii (<5 %) AUC
ToaruTHHHOA Y MAIHEHTOB €BPONICOUTHON, HETPOUTHON M a3HATCKOM pachl.

OTMeueHa MMOYTH JIMHEHHAS B3aUMOCBS3b MEXIy Maccoi Tena u 00beMOM paclpesie/ieHHs, YTo
NPUBOJUT K JOCTHXEHHIO Oosiee BBICOKOH Cmax B 0O0Jiee HU3KOH MHHHUMAJIbHOM KOHIIEHTpAIlMH
(Cmin) B mIa3sMe KpOBH Yy IAIlMEHTOB C MeHbINEH Maccoil Tena. OgHako 3TO pa3jiuyue He
paccMaTpuBaeTCsi KakK KIMHHYECKH 3HaYumoe. MeXuHIUBHIyanbHas BapuabenbHOCTh (%
k03hpunueHT u3MeHunBocTH) nokasaress AUC s TopanutuarOa cocTaiseT okono 27 %.
DapmakoKuHemuKa y HayUeHmoe8 ¢ AKMUGHbIM NCOPUAMUYECKUM APMPUMOM
[MTonmynsauuoHHbI (papMaKOKHHETHYECKUH aHATM3 TMALMEHTOB C AaKTUBHBIM IICOPHATHYECKHM

apTPUTOM MoOKazai, 4to cucteMHoe Bo3zaeiicTBue (AUC) TtodanuTunnba npH KCTpEeManbHBIX



3HaveHnsX Macchl Tena [(61 kr, 109 xr) (10" u 90 npouenTris B HaGope JaHHBIX MOMYJISAILMHA
nanueHToB)| ObUIO aHAJOTHYHO TAaKOBOMY Y MAaIMEHTOB ¢ Maccoil Tena 83,3 Kr. ¥V NOXHIIBIX
nanueHToB B Bozpacte 80 jet, cornacHo oneHkam, 3HadeHne AUC 6bu10 Ha 10 % BbIE, YeM Y
TAIMEHTOB cO cpeqHUM Bo3pactoM 50 siet. ¥ xeniuH 3HadeHne AUC, no oneHkam, 66010 Ha 5 %
HIDKE, YeM y MYX4HH. VIMeonmecs qaHHbIe TakKe MOKa3ald, YTO KaKue-THOO CyIeCTBEHHBIE
pa3nuyus B 3Ha4eHHAX AUC TodanuTrHnOa MeX /Ty MalMeHTaMU €BPOIICOUTHOM, HETPOMIHOH H
MOHTOJIOWJIHOM pac OTCYTCTBYIOT. VI3MEHYMBOCTH Y pa3HBIX IAIHEHTOB (IIPOLIEHTHBIH
ko3¢ ¢unuent Bapuanun) 3Hauenuit AUC mus todanutuauba, 10 OIEHKaM, COCTABISET OKOJIO
32 %.

DapmMaKoKuUHemMuKa y NayueHmos ¢ AKMUGHsIM AHKUNO3UPYIOULUM CROHOUNOAPMPUMOM
[NomynsauuoHHbI (apMaKOKHHETHYECKHH aHAIN3 MALMEHTOB C aKTHMBHBIM AaHKHJIO3HDPYIOLIMM
CTMOHIMJIOAPTPUTOM IOKa3aJl OTCYTCTBHE KIMHHYECKH 3HAYMMBIX pa3jiM4yMii B BO3JECHCTBHH
TopauuTHHHOA B 3aBHCHMOCTH OT BO3pacra, Beca, IOJa M pachl. Y MOXHIBIX MAlHEHTOB B
Bo3pacte 64 ner kiupeHc TodanuTHHHOa ObUT Ha 11 % HMKE 1O CpaBHEHHIO C MALMEHTaMHU B
cpenneM Bospacte 40 net. [To onieHkam, y MalHeHTOB XEHCKOTo I0JIa KIIHpeHe TodanuTHHHOa Ha
2 % BbIIIIE, Y€M Y TAI[HEHTOB MYJKCKOTO I10J1a, a y MAllHEHTOB a3HaTCKON packl KIIMPEHC IpenapaTa
Ha 10 % Hmxe, yeM y manmeHToB Apyrux pac. Ilo omenkam, BapuabensHOCTh 3HadeHHH AUC
TohanuTHHEOA MEXIy MAlMEHTAMH ¢ AHKWJIO3UPYIOIUM CIIOHIWIoapTpuToM (%o Ko3ddHIHEHT
BapHallMK) COCTABISAET NMPUMEpPHO 25 % NpH NMPUMEHEHHH Ipenapara B J103€ 5 M JiBa pas3a B
CYTKH.

DapmaKoKuHemuKa y nayueHmos ¢ nCopuazom

BeUIO ycTaHOBIEHO, YTO y MAIMEHTOB € ICOpHa3oM KiMpeHc TodpauuTuHHOa (26,7 1/4)
npHOIM3UTENBHO Ha 45 % BhIlIE, YeM y MAHEHTOB C peBMAaTOMIHBIM apTpuToM (18,4 1/4). O10
cootBeTcTBYET ToMy, 4T0 AUC TodanuTuHHOa y MAIHEeHTOB C IICOPHA30M IPHOIM3HTENIBHO Ha
30% Hmwke, YeM Yy TAIMEHTOB C PEBMATOMIHBIM apTPUTOM. MEXHUHIUBHIYaIbHAS
BapuabenpHocTh AUC coctaBiser npubnusutenbHo 28 %. Macca Tena He BIHMAET Ha KIMPEHC
topanuTHHHOA, B TO BpeMs Kak 00beM pacnpeleNieHus MOBBINACTCS NPH YBEIMYEHUH MacChl
TeNa. ITO MPUBOIUT K TOMY, UTO y IAIIMEHTOB ¢ O0Jiee HU3KOM Maccoi Tea Cpe/iHsis paBHOBECHAS
KOHLIEHTpaIHs TOGanuTHHHOA COOTBETCTBYET TAaKOBOH y MALHEHTOB ¢ Oosiee BBHICOKOH Maccoi
TeJla, MaKCHMaJIbHAs KOHIIEHTpaIis ToGaluTHHHOA BBIIE, 8 MUHUMAJIbHAs KOHLIEHTPALMs HUXKE,
YeM y MalKueHTOB ¢ OoJiee BHICOKOH Maccoii Tena. OIHAKO TaKoe pa3IHyie HE yUYHUTBIBACTCS Kak
KIIHHHYECKH 3HaunMoe. He ObU10 OTMEYeHO pa3inuuii B 3KCIO3UIMH TOGauTHHUOA IIPH OLIEHKE
MOYeYHOH QYHKINH (T.€. KIIMpeHCca KpeaTHHHHA) Y MAI[HEHTOB Pa3JIngHOr0 BO3pacTa, MacChl TeNa,

I1oJjia, pacel, 3THUYECKOU TIPHHAIJIC)KHOCTH U TAXECTH OCHOBHOT'O 3a00J1eBaHHS.



DapmakoKuHemuka y nayueHmog ¢ AKMueHbIM A36EHHbIM KOJUMOM

ITomynsanuoHHbIH (apMakOKHHETHYECKUH aHAJIN3 MALUEHTOB C S3BEHHBIM KOJIMTOM HE BBISBUII
KJIMHUYECKH 3HAYMMBIX H3MEHEHUH ypoBHS Bo3jeicTBus Todanutuanba (AUC) B 3aBHCHMOCTH
OT BO3pacTa, Macchl Teja, N0JIa ¥ pacoOBOW MPUHAVICKHOCTH. Bo3aelcTBHE Yy XeHIUH ObUIO Ha
15 % Bblme, YeM y My>X4YHH, a TAK)KE BO3JCHCTBUE y MAIMEHTOB a3MaTCKO# packl 66110 Ha 7,3 %
BBIIIIE, YEM Y IALIMEHTOB Apyrux pac. Habmoanace 3aBHCUMOCTE MEX/Ty Maccoi Tesia 1 06eMoM
pacnpeneneHus, npuBoasanias Kk 6onee BbICOKOW KOHUEHTPAUHH (Cmax) H Gonee HU3KOH (Cmin)
KOHLICHTPAIHHY y NAalMEHTOB ¢ MEHbIIEH Maccoii Tena. TeM He MeHee, 9TO pa3THyKe He CUUTACTC
KIMHHYeCKH 3Ha4yMMbIM. [To onenkam, BapuabensHocTh 3Ha4eHHH AUC Todamuruanda Mexmy
MAlMEHTaMH C 3BEHHBIM KOJHUTOM (ko3 dunueHT Bapuanuu B %) cocTaBisieT NpUOIH3UTEIEHO
23 % u 25 % npu npueme mpenapata B Ji03€ 5 MI JiBa pa3a B CyTKH H B o3¢ 10 mMr nBa pasa B
CYTKH, COOTBETCTBEHHO.

DapmaKoKuHemuKka y nayueHmog ¢ nONUAPMUKYIAPHBIM 106CHUTbHBIM UOUONAMUYECKUM
apmpumom (nfOHA)

[TomynsauuoHHbIH papMakKOKHHETHYECKHH aHAIM3, OCHOBAHHBIN Ha pe3yJIbTaTaX MCCIeIOBAHUM
IIpU IPUMEHEHUH TabeToK TodanuTHHUOA 5 MI, MOKPHITHIX IUICHOYHOH 000JIOUKOM, IBa pa3a B
CYTKH, TOKa3aJ, 4YTO HaOMIOJanach 3aBHCHMOCTh MEXAYy Maccoil Tena M KIMPEHCOM
TodanuTHHNO/00BEMOM paclipeieNIeHus, IPUBOSIIAs K 60olee HU3KUM 3HAYEHHSIM KIHMpEHCa H
obbeMa pacrpe/ieNieHus y MalMeHTOB ¢ MeHbIIEeH Maccoii Tena. ViMeromuecs JaHHbIE YKa3hIBalOT
Ha OTCYTCTBHE KJIMHHYECKH 3HAYUMBIX pa3nuuuii B Bo3jeWcTBuM TodaumutuHHOa (AUC) B
3aBHCHMOCTH OT BO3pacTa, pachl, oJia, THIIA MAlHEeHTa WIIX HCXOIHOMH TshkecTH 3aboneBanus. [lo
oueHkam, BapuabenbHOCTh 3HadyeHHi AUC todanmtuanba Mexry mamuentamu ¢ nfOHA (%
K03} HUIHEHT BapHaIlMK) COCTABISIET IPUMEPHO 24 Yo.

Hapywenue ¢pynkyuu nouex

VY DanMeHToB C JIETKHM, YMEPEHHBIM HJIH TSDKEJIBIM HapylleHHeM (YHKIHH MOYeK MOKa3aTelH
AUC oxka3anuce Bbime Ha 37 %, 43 % u 123 %, COOTBETCTBEHHO, [0 CPAaBHEHHIO CO 310POBBIMH
noOpoBobaMy. Y MAIMEHTOB C TEPMHUHAIBHOW CTaMed MOYEYHOH HEJIOCTaTOYHOCTH BKJIAJ
JHaTH3a B 0OLIMi KIIMpEHC TOGauUTHHIHOA OTHOCHTEIEHO HEOOIBIION.

Hapywenue ¢pynkyuu nevenu

V Man#eHToB C JIETKAM B YMEPEeHHBIM HapymenneM ¢yHkiun nedenn nokaszaremu AUC Ha 3 %
u 65 % npeBBIIAIN aHAJIOTHYHbIE MTOKA3aTeNH Y 3/10POBBIX JOOPOBOJIBLEB.

[TanueHTH! ¢ TSOKENBIM HapylIeHHeM (YHKIMH MEYEHH WM IMAlMEHTHI C I0JIOKUTEIbHBIMH
ceponorudeckumu npodamu HBV win HCV ne nsyyanuce.

Jemckuit 6o3pacm



WUccnenosanuii papmMakokuHeTHKH, 6e30macHOCTH U 3¢ dexTHBHOCTH TodanuTHHHOA y feTeil He
NPOBOIMIIH, 32 HCKJIIOYEHHEM MTAIHEHTOB JieTCKoro Bo3pacra ¢ mlOUA.
®apMakoKHHETHKA, 6e30macHOCTh U 3)(PEeKTHBHOCTh TOGAIUTHHHOA OLEHHBATHCH Y MALHEHTOB

nerckoro Boszpacra nKOUA B Bospacte ot 2 net g0 18 ner.

ITOKA3AHMSA K IPUMEHEHHIO

PeBmaTonaHbIi apTPHT

[Ipenapat Topapa® (TodanuTHHIG) MOKa3aH IS JeYeHHS B3POCIBIX MAIHEHTOB ¢ YMEPEHHBIM
WA TSDKEJIBIM aKTHBHBIM PEBMAaTOMJHBIM apTPHUTOM C HEAJeKBAaTHBIM OTBETOM HA OJMH WM
HECKOJIBKO 0a3MCHBIX MPOTHBOBOCHANUTENBHBIX npenaparos (BIIBIT).

IlcopuaTnyecknii apTpuT

IIpenapar Todapa® (TodanuTurm6) MoKa3aH Ui JeYeHHS B3POCIBIX MAMEHTOB C AKTHBHBIM
IICOPHATHYECKUM apTPUTOM C HEaJIeKBaTHHIM OTBETOM Ha OJIMH MK Heckonbko BIIBII.
AHKHJIO3HPYIOIIHH CIIOHIHW/IOAPTPHT

Ipenapar Todapa® (TodanuTurmG) MoKa3aH JUIA JIEYEHHS B3POCIBIX MAHEHTOB C AKTHBHBIM
aHKWIo3upyrommM crnoHamwioapTputoM (AC) ¢ HeaJleKBaTHBIM OTBETOM Ha TPAJAULIHOHHYIO
TEpaIuIo.

BasimeunsIii ncopuas

IIpenapat Todapa® (TodarmTuHIG) MOKa3aH U1 JedYeH s B3POCIbIX ¢ XPOHHYECKHM GIAIIE HBIM
IICOPHA30M YMEPEHHOM WM TSKENOH CTENeHH BHIPAXXCHHOCTH, KOr/la MOKa3aHa CHCTEMHas
Tepanus Wi GoToTepanus.

SI3BeHHBIH KOJHT

Ipenapar Todapa® (TodanuTHHKG) MOKA3aH I HHIYKIHOHHOK H MOIEPKUBAIOMEH Tepanuy
B3pPOCJIBIX MALMEHTOB C YMEPEHHBIM HWJIH TSDKEJIbIM aKTHBHBIM s3BeHHbIM KoyuToM (SK) ¢
HEJIOCTaTOYHBIM OTBETOM, IOTEPEH OTBETAa WM HENEPEHOCHMOCTBIO KOPTHKOCTEPOHJIOB,
aszatuonpuHa (A3T), 6-mepkantonmypuna (6-MII) wnu uHrHOHTOPOB (hakTOpa HEKPO3a Oy XOJIeH
(®HO).

IonuapTHKY IAPHBIH I0BEHHILHbIH HIHONATHYECKHI apTPHT

IIpenapar Todapa® (TodarmTuHuG) mMoKa3aH A JIEYEHHS AKTHBHOTO IOJHAPTHKYISPHOIO

IOBEHHJIBHOTO HauonaTuyeckoro aprpura (mlOWA) y nanueHToB B Bo3pacTte 2 JIET U CTaplie.

IIPOTUBONOKA3AHUSA
e [loBblmeHHas YyBCTBHTEIBHOCTD K TOQAUUTHHHOY HITH K TFOOOMY JIpyroMy KOMIIOHEHTY

Ipenapara;



Tsokenoe HapymeHue GpyHKIMH EYSHH;

Wudummposanue Bupycamu renatuta B w/wnm C (HaiHuue CepoIOTHYECKUX MapKepoB
HBV u HCV undexuun);

Kmmpenc kpearnauna mesee 40 Mi1/MuH;

OnHOBpEMEHHOE IPHMEHEHHE XKUBBIX BAKIIUH;

Cnemyer wu36eraTh  OJHOBPEMEHHOTO TNpHMeHeHHs npemapara Todapa® ¢
OHONOrHYEeCKUMH TpenapaTaMy, TaKMMH KaK WHTHOHTOpHI (hakTopa HEKpo3a OIMyXOJH
(®HO), anraronuctsl uaTepeiikuaoB (MJI-1R, NUJI-6R), MmoHOKIOHANEHBIE aHTH-CD20
anTtuTena, a”rtaroHuctsl WJI-17, anrtaronucrer WJI-12/MJI-23, aHTHHMHTErpHHBI,
CEJIEKTUBHBIE KO-CTHMYTHPYIOIIHE MOIYJIATOPHI, @ TAK)KE MOLHBIE HMMYHO/IETIPECCAHTHI,
TakMe Kak a3aTHONPHUH, IUKJIOCIHOPHH H TaKpOJHMMYC, IOCKOJIBKY Takas KOMOHHaIus
YBEJIHYUBAET BEPOSTHOCTH BHIPAXKEHHONH HMMYHOCYIIPECCHH M PHCK Pa3BUTHS HH(EKIUH;
Tsokenble wHEKIMH, aKTUBHBIE HMHQEKIMH, BKIIOYas JIOKAIbHBIC, TsDKENbIC
HH(EKIHOHHBIE 3a00JIeBaHHUS;

Jeduuut nakrassl, HENEPEHOCHMOCTH JIAKTO3bI, TTFOK030-TAIAKTO3HAsA MaTbabcopOLus;
bepemennocTts (6e3onacHOCTh ¥ 3)(PEKTHBHOCTH HE HCCIIEIOBAIIUCE);

[lepuon rpyiHOrO BCKapMITHBAHHS;

Herckuit Bozpact no 18 ner (6e3omacHOCTh U 3 PEKTHBHOCTH HE HCCIEIOBAINCH), 32
HCKITIOYEHHEM TMAIMEHTOB C MOJHAPTUKYJISAPHBIM FOBEHWIBHBIM HIHONATHYECKUM

apTPUTOM.

Todapa® 10 mMr 1Ba pa3a B CyTKH NPOTHBONOKA3aH NAIHEHTaM, Y KOTOPHIX €CTh OJHO HIIH

HECKOJIBKO U3 CIICOYIOIIHUX COCTOSIHUM:

Hcnonp3oBaHue  KOMOMHMPOBAaHHBIX  TFOPMOHAIBHBIX  KOHTPALENTHBOB  HIIH
3aMECTHTEJIbHOH rOPMOHAIBHOH TepanuH;

Ceprednas HEIOCTaTOYHOCTB;

Beno3nas Tpom603M60/Ms B aHaMHeE3e, a IMEHHO TPoMO03MO0/IHs IITyOOKHX BEH WM
JierogHasi SM00us;

HacnencrBeHHoe HapylieHHE CBEPTHIBAEMOCTH KPOBH;

310Ka4eCTBEHHOE HOBOOOPA30BaHHUE;

Haunemm, MOoABEPraroUeCsa 3HAYUTCIIbHBIM XUPYPru4€CKUM BMEIIATECIbCTBAM.



C OCTOPOXHOCTBIO
Ipenapat Todapa® ciemyeT NpUMEHATH ¢ OCTOPOXKHOCTHIO:
e [Ipu noBelneHHOM pucke nepdopanuu OpraHoB ey aoyHo-kumeuHoro Tpakra (JKKT)
(HampuMep, y MAalMEHTOB C IUBEPTHKYIHTOM B aHAMHE3e).

e VYV JHI] MOXHIOro BO3paCTa U NAMUCHTOB C CaXapHbIM IIPIaGCTOM B CBs3H C BBICOKHM

PHCKOM Pa3BHTHS HHYEKIHOHHBIX 3200 I€BaHHIA.

IIPHMEHEHHUE IIPH BEPEMEHHOCTH U B IIEPHO/] T'PYIHOTI'O BCKAPMJIMBAHHA

AJleKBaTHBIE, XOpOLIO KOHTPOJMPYEMBIE HCCIEJOBaHHA TNPHMEHEHHs TodanuTHHHOA Y
GepeMEeHHBIX XEHIMH He TpoBommmuck. IIpenapar Todapa® He ciemyer npuEMMATH BO BpeMs
O6epeMEHHOCTH.

KenmuHaM C penpoAyKTHBHBIM IOTEHIHAIOM CIEAYeT PEKOMEHJOBAaTh HCIOJIb30BaHHE
3 )eKTHBHBIX Cpe/ICTB KOHTpAIENIHH BO BpeMs Tepanuu npenaparoM Todapa® u B Teuenune nmo
MeHbIIIeH Mepe 4 HeJlenb moce MpHeMa oCeIHeH 036l Ipenapara.

Cnoco6HocTh TodanuTHHEOA MPOHHKATH B IPYAHOE MOJIOKO Y 4YelioBeka He u3ydeHa. Cremyer

IPEeKPaTHTh KOPMJIEHHE IPy/IbIO B IIEpHO/ Tepanuu npenapatoM Todapa®.

CnoCcos NPUMEHEHMA H 103bl

BHYTph BHE 3aBUCHMOCTH OT IIpHEMa ITHIIH.
AHKHJI03HPYIOIHI CIIOHAHIOAPTPHT
PexoMeHnioBaHHas J103a COCTaBJISET 5 M JIBa pa3a B JI€Hb.

PeBmaTonaHbIi apTpUT

IIpenapar Todapa® MOXHO NPHUMEHSTh B KayecTBE MOHOTEPANHH HIM B KOMOWHAIMH C
METOTpEKCAaTOM WM Jpyrumu Hebnonoruueckumu BIIBIL

PexoMenioBaHHas 1032 COCTaBJISIET 5 MI' JiBa pa3a B JE€Hb. Y HEKOTOPHIX NMAHEHTOB MOXET
noTpeboBaThCs yBeMHYEHHE 0361 10 10 Mr 1Ba pasa B JieHb, B 3aBUCHMOCTH OT KIMHHYECKOTO
OTBETa Ha TEPAIHIO.

JlBe Tabnerku npenapara Todapa® 5 Mr 6HosKkBHBaNEHTHBI OHO# TabeTke npenapara Topapa®

10 Mr ¥ MOTYT HCIIOJIB30BaThCs B KaUeCTBE aJbTEPHATHBEI OIHOM Tabierke npenapata Todapa®
10 mr.

IlcopnaTuyeckmii apTpHuT
Pekomenryemas no3a npenapata Todapa® cocTapnser 5 Mr iBa pa3a B CyTKH B KOMOHHAIIMH CO
cragaapTHbiMH cuHTeTHYecKUMH BMAPII (ccBMAPI]I).

Basime4HbIi ncopuas



PexomeHnoBanHas jo3a npenapata Topapa® i nedenus GIAmeYHOro rncopHasa yMepeHHOH
WK TSDKENOW creneHd cocrtamiseT 10 Mr aBa pasa B CyTkH (Takxke cM. moppaszen «Ocobbie
KaTerOpHH MAIlHEHTOBY).

JIBe Tabnerku npenapara Topapa® 5 Mr 6HOsKBHBaIEHTHBI O/1HO TabneTke mpenapara Topapa®
10 Mr ¥ MOTYT HCIIOJIB30BaThCS B Ka4eCTBE aNbTePHATHBHI OJHOH TabneTke nmpenapara Topapa®

10 mr.

SI3BeHHBbIH KOJIHT

PexoMenmyemas 103a npenapara Todapa® 11 nedenns B3pocIbIX NAIHEHTOB ¢ YMEPEHHBIM HITH
TSDKEJIBIM aKTHBHBIM SI3BEHHBIM KOJIUTOM cocTaBisieT 10 Mr mepopaibHO 1Ba pa3a B CyTKH IS
HMHIyKIHUOHHOM Tepanuu B Te€YeHHE He MeHee 8 Henelnb, 3areM 5 Mr Wik 10 Mr Ba pa3a B CyTKH
JUIS TIOJ/IEPXKUBAIOIIEH Tepalluy B 3aBUCUMOCTH OT T€PANEeBTHYECKOTO OTBETA.

JIBe TabneTku npenapara Todapa® 5 Mr 6HOSKBHBANEHTHBI O/IHOM TabneTke npenapara Todpapa®
10 MI H MOTYT HCIIOJIB30BAThCS B KA4eCTBE albTepPHATHBBI O/HO# TabneTke npenapara Todapa®
10 mr.

WHAYKIMOHHYIO TepanHio IpeKpaljaioT y IMAalHeHTOB, HE JOCTUTIIMX TEepareBTHYECKOro
sddexra x Henene 16.

Jlns pedpakTepHBIX MALMEHTOB, TAKHX KaK MALMEHTHI, KOTOPbIC HE OTBETH/IM Ha IPEIBLIYIIYIO
tepanuio uHruburopoMm ®HO, cnemyer paccMOTpeTh BONPOC O IPOJO/DKEHHH JICYEHHS C
NPUMEHEHHEM MOIep)KuBaromei 10361 10 Mr 1Ba pa3a B CyTKH.

TTalMenTHI, JUIA KOTOPHIX HE COXPAHHIICA TepaneBTHYeckuii 3¢ ekt npenapara Todapa® B n03e
5 Mr JIBa pa3a B CyTKH, OH MOXET OBITh JOCTHTHYT C TIOMOIIbIO MpHeMma npenapara Todapa® B
no3e 10 mMr Ba pasa B CyTKH.

B memoM, cremyer npHMEHATh caMyr HH3KYI0 3(QeKTHBHYIO H03y UId MOJIEpKaHUSA
TepaneBTH4YecKoro 3¢ dexra.

IoauapTuKyASpHBIH IOBEHHIbHbIH HINONATHYECKHI apTPHT

IIpenapar Todapa® MoXkeT NpHMEHAThCA B KayecTBE MOHOTEpANHH HIH B KOMOWHALWH C
METOTPEKCATOM.

Pexomenmyemas no3a npenapata Todapa® cocrasiser 5 mr aBa pasa B cyTku (cM. Tabnuuy 1
HUXE).

Ta6muma 1. Pexomennyemas no3uposka npenapata Todapa® wis nanuentos ¢ nFOUA B Bo3pacte

2 NIeT W cTapiie

Macca tena (kr) Pexxum nosuposanus

> 40 5 Mr /1Ba paza B CyTKH
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Koppeknusi 10351 B CBSI3H ¢ JIA00PATOPHBIMH OTKJIOHEHHAMH

Moxer mnorpeGoBaThcsi KOpPpeKIMs MO3bI WIH IpPEeKpalleHHe TEPalkd B Cllydae pa3sBHTHS
JI0303aBHCHMBIX ~ OTKJIOHEHHH  1abOpaTOpHBIX IOKa3aTeleif, BKIOYas JIUM(ONEHHIO,
HEHTPOIICHUIO U aHEMHIO (cM. Tabu. 2, 3 u 4).

He pexkomenmyercss HauHHAaTh TEpPANMIO Yy IAIMEHTOB C aOCONIOTHBIM YHCIOM HEHTPO(HIOB
(AYH) menee 1000/mMm> wmm ¢ ypoBHeM reMorobnna meHee 9 /. He pekoMen/yeTcst Ha9HHATS
TEpanuioO  INpernaparoM y  NAlMEeHTOB C  KOJNMYECTBOM  JTHM(OIMTOB  MeHee
500 KIeToK/MM?>.

Tabmuma 2. Koppekuus 10361 npu TEMQOIEHHH.

Camxennoe yucio taMpouuTos (cMm. pazaen «Ocodblie yKazaHHA»)

Pesyabrat ananusa (kaerox/mm3) Pexomenaanuu

Yucno mamponutos 6ospiie win pasHo 500 be3 uzmenenuit

Yucno numdormroB merbme 500 [Ipekpamenue neyeHus
(moaTBEpIKIEHO MOBTOPHBIM AHAIH30M)

Tabmuna 3. Koppekiws 10361 Ipr HEUTPONCHUH

Huskoe 3nauenne AYH (cm. pasgen «Ocodbie ykazaHus»)

JlabopaTopHoe 3Hauenue | Pexomennanun
(xaeTox/mMmm®)

AYH >1000 be3 usmenenwuii

AYH 500-1000 IIpr cTOoHKOM CHM)XKEHHH B 3TOM JHala3oHE CleIyeT CHH3HTh
JI03y HMIH OTMEHHTh IpHeM 1o poctwikenus AYH OGonee
1000 keTox/Mm>.

Jlns nanuenTos, noryyaomux Topapy® B mo3e 5 Mr 1Ba pasa B
CYTKHM, NPHOCTAaHOBUTH mpuem mnpenapara. [Ipy AYH Oonee
1000 kneTok/MM® B0306HOBHTH mpueM npemapata Todapa® B
J03e 5 Mr ZjBa pasa B CyTKH.

Jlns nammenToB, nonyyaromux Todapy® B no3e 10 mr 1Ba pasa B
CYTKH, YMEHBIIUTH 103y Mpernapara J0 5 Mr JIBa pa3a B CyTKH.
IIpu AYH Gonee 1000 k1eTOK/MM® yBETHYHTH TIPHEM TIperapara
Todapa® B mose 10 Mr mBa pasa B CyTKH, OCHOBBHIBAsCh Ha

KIIMHHYCCKOM OTBETEC HaA JICYCHHE.

AYH <500 [Tpexpamenue neueHus

(moATBEPKICHO MPH
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Huskoe 3nauenne AYH (cm. pasaen «Ocobbie ykazanus»)

JlabopaTopHoe 3HaueHue | PexoMennauun

(xaerox/mm®)

IIOBTOPHOH OIICHKE)

Tabnumua 4. Koppexiwst 10351 IpH aHEMHH

Huskoe 3Ha4eHne remorioduna (cm. pazaen «Ocobbie yKkazaHus»)

JlabopaTopHoe 3Ha4enue (r/nia) |Pexomennamun

> 9.0 r/mn u camxenne Ha 2 r/m1 | Be3 u3sMenenui

HJIH MCHEC

< 8,0 r/mn wu cHukenue Gonee | CreyeT NpekpaTHTh MpuMeHenue npenapata Topapa® no
4eM Ha 2 /U1 (IOATBEPXKACHO IPH | HOPMAJIU3allUH YPOBHS reMOrIo0uHa.

IIOBTOPHOH OIICHKE)

Oco0ble KaTeropun NANHEHTOB

Hapywenue ¢pynkyuu nouex

Eciu nosuposka npenapata Todapa® cocrasiser 5 Mr JBa pasa B CyTKH, peKOMEH/IOBaHHAA 1032
JUISL IAIJUEHTOB C TSDKEJIBIMH HapyIIEHUSAMH (YHKIIHH MOYEK COCTABISET 5 MI OZIMH pa3 B CyTKH
(cm. paspensr «Ocobble ykasanus» H «®Dapmakonoruueckue cBoicTBay). KoHKpeTHBIE
PEKOMEH/IAIMH IS KOKIO0T0 MOKa3aHHs MPeACTaBICHbI HHXKE.

Ecmu no3uposka npenapara Todapa® cocrapmnster 10 Mr 1Ba pasa B CyTKH, peKOMEH/IOBaHHAs /1034
JUIS TIAIMEHTOB C TSDKEJIBIMU HapyIIEHHUAMH (YHKIUH TOYEK COCTaBJISIET 5 MT JIBa pa3a B CyTKH
(em. paspmensl «OcobOble ykazanus» W «®Dapmakonorudyeckue CBOHCTBa»). KoHKpeTHBIE
PEKOMEHJIAIMH ISl KOXKIOT0 MOKa3aHUs MPEe/ICTaBICHBI HHXKE.

Peemamouonwiii apmpum

[TanmenTtam ¢ HapymeHHeM QyHKIIMH OYEK JIETKOM MM CpeIHEeH CTeNeHH TSHKECTH He Tpebyercs
KOPPEKIIHH JIO3BL.

Jlo3a npenapara Todapa® He o/mKHA NpeBBIIATH 5 MT JIBa pa3a B ICHb Y NALMEHTOB C TSHKEIbIM
HapymeHueM (QYHKIUH MOYeK (BKIIOYasi, HO HE OrpaHUYHMBASACH, MALHEHTOB, HAXOIAIMUXCA Ha
TeMO/IMATIH3E).

Ilcopuamuyecxuii apmpum

VY nmanueHToB ¢ HapyIICHHSMH (QYHKIMH MOYEK JIETKOW HIIH YMEPEHHOH CTENEHH KOPPEKIIHs
03B IpenapaTta He Tpebyercs. Pexomenmyemas n03a npenapara Todapa® cocrasnser 5 Mr oaus

pa3 B CYTKH JUIA MAIIUCHTOB C TAXKCJIBIMA HAPpYIICHUAMHA IMOYEYHOH (I)YHK].IPIH (BKJIIO‘Iaﬂ, HO HE

12



OrpaHUYHBasCh, AIIMEHTOB, HAXOJAIUXCA Ha reMoauanuse) (cM. pasaensl « OcoOble yKa3aHUSI»
1 «DapMaKoJIOTHYECKHE CBOMCTBAY).

Anxunosupyrowuii cnonounoapmpum

V nmanueHToB ¢ HapyIIeHUAMHU (YHKIHH NOYEK JIETKON MM CpeJHEN CTENEHH KOPPEKIHMS J03bI
npenapara He TpeGyercs. Pekomenmyemas no3a npenapara Todapa® cocrapnsier 5 Mr omuH pa3
B CYTKHM /I IIALIMEHTOB C TSDKEJIOM IIOYEYHOH HENOCTaTOYHOCTHIO (BKJIIOYasi, HO He
OrpaHU4MBasCh, NAIMEHTOB, HAXOJAIIUXCA Ha reMoauanuse) (cM. pasaensl «OcoOble yKa3aHUI»
1 «DapMaKoJIOTHYECKHE CBOWCTBAY).

bnaweunviii ncopuas

V nanueHToB ¢ HapymeHUAMH QYHKIHH 0YEK JIETKO#M M YMEPEHHOM CTENIEHH KOPPEKIIUS T03bI
npenapara He TpeOyercs. Y MalieHTOB C HapyIeHUsIMH (YHKIIHH IMOYEK TSHKEJION CTETNEeHH 032
npenapata Todapa® He nomKHA NpeBBIIATh 5 Mr ABa pasa B CyTKH (BKNIOYas, HO He
OrpaHHYHBAasiCh, NALMEHTOB, HAXOJAIIUXCS Ha reMoauanuse) (cM. pasaensl « Ocobble yKa3aHUS»
U «DapMaKoJIOTHYeCKUE CBOMCTBAY).

A36ennblil konum

V nanueHToB ¢ HapylIeHHSIMH GYHKIMH OYEK JIETKOH HIIH YMEPEHHOH CTEIIEHH KOPPEKIHS TO3bI
npenapata He TpeOyercs. s manueHTOB ¢ TSDKENBIMH HApYIICHHUSMH ITOYEYHOH (yHKIIHH
(BKJIFOYas, HO HE OrPaHHYMBASCH, TAMEHTOB, HAXOAIMXCS HAa TeMOIHAIIH3€E) PEKOMEH IyeMast
nosa npenapara Todapa® cocTaBnser 5 Mr 1Ba pasa B CyTKH, €CJIH IIPH HOPMAIBHO#H TI0YEYHOH
¢yHkuuu nanueHTy ObUto ObI HasHayeHO 10 Mr gBa pasa B CyTKH. PekoMeHayemas mo3a
COCTaBJII€T 5 MI' OIUH pa3 B CYTKH, €ClIH OBl IPH HOPMAIBHOH MOYEYHOH QYHKI[HH MAIUEHTY
6bUT0 OBl HA3HAYEHO 5 MT JIBa pa3a B CYTKH.

IlonuapmuxynapHulii 106eHUNbHBLI UOUONAMUYECKUT ADMPUM

V naiyueHToB ¢ HapyeHUAMH ()yHKIUH TOYEK JIETKOM HIA YMEPEHHOU CTENICHH KOPPEKIIHH 10361
He Tpebyerca. [ manueHToB ¢ TSHKENbIMA HapyIIEHUSIMH MOYeYHOH QYHKIHH (BKITIOYAst, HO HE
OrpaHUYMBasCh, NMALUEHTOB, HaXOAAIIMXCS HAa IeMOJHATHM3€E) peKOMEHIyeMas J03a Ipenapara
Todapa® cocraBnser 5 Mr oMH pa3 B CyTKH, €CJIH OBl IIPH HOPMAIBHHOH MOYEYHOH (ByHKIHH
NanueHTy ObUTo OBl Ha3HAa4eHO 5 Mr JBa pa3a B CyTKH (cM. pasznensl «OcoOble yKazaHHS» H
«®DapMaKoJIOrHYeCKUE CBOHCTBAY).

Hapywenue ¢yynkyuu nevyenu

V nanueHToB ¢ HapymeHUSAMH (YHKIHH MEYEHH JIETKOW CTENEHH TSHKECTH KOPPEKLMS O3B
npenapara He Tpebyercsa. Ecmu no3mposka mpenapata Todapa® cocrasnser 5 mr asa pasa B
CYTKH, PEKOMEHJOBaHHAasi J03a JUIi NAIMEHTOB C HApyMICHHSAMU IEYECHOYHOH (YHKIUH

YMepeHHOﬁ CTETIEHH COCTABJISET 5 MTI' OJTUH pa3 B CYTKH.
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Eciu nosuposka npenaparta Togapa® cocrapnser 10 Mr Ba pasa B CyTKH, peKOMEHIOBaHHAs
J103a Ul MAlMEHTOB C HAapyIICHUSIMH NEeYeHOYHOU (YHKIUH YMEPEHHOM CTENEHH COCTaBIIET
5 Mr /1Ba pa3a B CyTKH.

KoHkpeTHbIE peKOMEeHJalUH IS KaXKJ0T0 [MOKa3aHHsI IPEICTaBIICHBI HIDKE.

Peemamouonwviii apmpum

VY nan@eHToB ¢ HapyUIeHUSAMH (YHKIUHU IE€YEHH JIETKOH CTENEeHH TSHKECTH KOPPEKIHs JO03BI
npenapara He Tpebyerca. He cmemyer npumenats Todapy® y HanMeHTOB ¢ TSKETBIM
HapyuieHueM QyHkiuu nedenu. Jlo3a npenapara Todapa® He mo/mkHa IpeBHIIIATh 5 MT 1Ba pasa
B CYTKH y NAIHEHTOB C HapyIleHHeM QYHKIUH NIEYCHH CPEIHEN CTENEHHU THKECTH.
IIcopuamuyeckuit apmpum

V nanueHToB ¢ HapymeHHSMH (QYHKIMH NE€YEHH JIETKOW CTENMEHH TSHKECTH KOPPEKIHs JO03bI
npenapara He Tpebyercs. Ilpemapar Todapa® He pexoMeHIyeTcsi NPHHHMATh MAIMEHTaM C
TOKENBIMA HapylIIeHHAMH (QYHKIMH TledeHH. PekoMeHayemas no3a mpemapara Todapa®
COCTaBJISIET 5 MI' OJHMH pa3 B CYTKH Ui NAIMEHTOB C HApYLICHHSIMH NEYCHOYHOH (YHKIMH
yMepeHHo# creneHH (cM. pasaensl « Ocobble ykazanus» U « PapMaKoJIOrH4ecKue CBOUCTBAY).
Ankunosupyrowuii cnoHounoapmpum

VY manueHTOB ¢ HapyIIEHHSMH (YHKIMH NEYEHHU JIETKOW CTENEHH THKECTH KOPPEKIHS I03bI
npenapara He Tpebyercs. Ilpemapar Todapa® He pexoMeHIyeTcs NPHHHMATh NAIHEHTaM C
TOKENBIMH HapyIICHHSMH (YHKIMH NedyeHH. PekoMmeHayemas nosa npemapata Todapa®
COCTaBJISIET 5 MI' OJJMH pa3 B CYTKH JUIS NAIMEHTOB C HapyUICHHSAMH NEYCHOYHOH (yHKIHH
cpenHe creneny (cM. paszaensl «Ocobbie yka3aHus» H « DapMakoIOrHYecKHe CBOHCTBAY).
bnaweunwviii ncopuas

VY nanueHToB ¢ HapylIeHHUsAMH (YHKIUH IIEYSHH JIETKOH CTENeHH KOPPEKIUs JO3bI IIpernapara He
tpebyercsa. Ilpemapar Todapa® He pexoMeHayeTcs NpPHHHMATh MAMEHTaM C TSDKEJBIMH
HapyIIeHUAMH QYHKIHH MeYeHH. Y MAIMeHTOB C HAPYIICHUAMH (YHKIMHU NEYCHH YMEPEHHOM
crenenu j03a npenapata Todapa® He MomKHA MpeBHIMIATE 5 M /1Ba pasa B CYyTKH (CM. paszielibl
«Ocobple yxazanus» u «PapMakoJIOTHUECKHE CBOUCTBAY).

A3eennviil konum

V nmanueHToB ¢ HapyIEeHUsAIMH (QYHKIIHY [I€YEHH JIETKOH CTENICHH KOPPEKIHs A03bI Ipernapara He
tpebyercsa. Ilpemapar Todapa® He pekoMeHIyeTCs NPHHMMATH MAMEHTAM C TSDKEIBIMH
HapyIIeHUsMH (QYHKIMA medyeHH. JUIs MAaUMeHTOB C HApYIICHHSIMH IE€YCHOYHOH (YHKIHH
YMEpeHHOH CTEIeHH peKoMeHayeMas no3a mpemapata Todapa® cocrasnser 5 mr msa pasa B

CYTKH, €CJIM pECKOMEHAYEMas 103a IIpH HOpMaJIBHOﬁ MIEYESHOYHOM (I)YHKI.II/IPI coctasiser 10 mr 1Ba
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pasa B CyTKH, pEKOMEH {yeMas 103a COCTABIAET 5 MI' OJJHH pa3 B CyTKH IIPH PEKOMEHIyEeMOii 103e
5 Mr /1Ba pa3a B CyTKH IIPU HOPMAJILHOMU MEYEHOYHOH ()yHKIIHH.

Ilonuapmukynapnuiii 106eHUNbHBLU UOUONAMUYECKUL APMPUM

VY nanueHToB ¢ HapymeHUsIMH GYHKIUH IIEYEHH JIETKOM CTeNIeH: KOPPEKIIUs 0351 Ipernapara He
tpeGyercs. [Ipemapar Todapa® He pekoMeHIyeTcs NPHHAMATH MAIMEHTaM C TSKEIBIMH
HapyIleHUsMH (yHKuuH nedeHH. [ TAlMEHTOB C HApyIMIEHWUSAMH IEYEHOYHOU (YyHKIMH
Cpe/lHEH CTeneHn peKoMeH lyemas fo3a npenapata Topapa® cocrapmnser 5 Mr ouH pa3 B CyTKH,
€CIIM PEKOMEHIyeMasl 103a IIPH HOPMaJIbHOH IEYeHOYHO! (YHKIIHH COCTABIsAET 5 MTI' JiBa pa3a B
CyTKH (cM. pazzensl «Ocobble ykazanus» u « DapMaKkoIoru4ecKue CBOMCTBAY).

Oonosepemennoe npumenenue ¢ uHzubumopamu yumoxpoma P450 (CYP3A4) u
usopepmenmom CYP2C19

JUis moKasaHuii ¢ MaKCHMAaBHOM peKOMeHIyeMoit 1030i mpenapata Todapa® 5 mr gBa pasa B
CYTKH JUIs1 IIALIUEHTOB, MOJYYalOUMX CHIbHbIE HHTHOUTOPHI H30depmenta CYP3 A4 (manpumep,
KETOKOHA30JT) HJIH OJIUH HJIH 60JIee COMy TCTBYFOIMX IPENapaToB, YTO MPUBOIUT B 000HX CITydasx
K yMmepeHHOMY HHruoupoBanuio CYP3A4 u cunsHOMy HHruOupoBanuio uzodpepmenta CYP2C19
(sanpumep, $ryKoHa301), pekoMeHIyeMas o3a npenapara Topapa® cocrapnser 5 Mr omuH pa3s
B CYTKH.

KoHKkpeTHBIE pekOMEeHJalluH T KaX/J0TO MOKa3aHHs MPEICTABICHBI HIDKE.

Peemamouonwiii apmpum

VYV mnanueHTOB, MONyYarOmUX MOIIHbIE HHruoutopel u3opepmenta CYP3A4 (mampumep,
KETOKOHa301), 03a npenapara Todapa® He 10mKHA PEBHIIATE 5 MT' OIHH pa3 B JCHb.

VY nanueHToB, MOMYyYarOIIMX OIMH WIM HECKOJBKO COMYTCTBYIOUIMX IPENapaToB, CIIOCOOHBIX
ymepeHHO HHrubupoBath uzopepmeHT CYP3A4 u akTuBHO HHrHOMpOBaTh H30(QEPMEHT
CYP2C19 (manpumep, dirykonason), no3a npenapara Todapa® He 10/mkHA NpeBBIIATH 5 MT OIUH
pa3 B CYTKH.

Ilcopuamuyeckuii apmpum

Pexomenmyemas o3a npenapara Topapa® cocrapiser 5 Mr oMH pa3 B CyTKH JUIS TAlMEHTOB,
noxyvaromux cruibHble HHrHOuTOphl CYP3A4 (HanpumMep, keTokoHa30:m). PekoMenryemas 1o3a
npenapara Todapa® cocTaBnser 5 Mr ofuH pa3 B CyTKH JUIsl TAIHEHTOB, TOJTYYaIOIMX OJIUH HITH
Oosee COMyTCTBYIOIIMX IPENapaTroB, YTO NPHBOAUT B O0OOMX CiIydasXx K YMEPEHHOMY
uHrudupoBanmo CYP3A4 u cunpromy uaruOupoBanuio CYP2C19 (manpumep, ¢irykoHaszon).

Ankunozupyrowuii cnoHounoapmpum
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Pexomenyemas j03a npenapara Topapa® cocrapiser 5 Mr oMH pa3 B CyTKH /ISl MALMEHTOB,
noyvaromux cuibHble HHrHOUTOpEl CYP3A4 (Hanpumep, keTokoHa30:1). Pekomenayemas no3a
npenapara Todapa® cocTaBnser 5 Mr oiMH pa3 B CyTKH JUIS NAIHEHTOB, MOy YalOMHX OIUH HITH
Oonee COMyTCTBYIOIMMX MPENapaTroB, 4YTO IPHBOJUT B OOOHX CIy4asX K YMEpPEHHOMY
uHrudupoanuio CYP3A4 u cunpHomy uarubuposanuto CYP2C19 (nanpumep, ¢irykoHa3om).
Bnsiweunviii ncopuas

Josuposka npenapata Todapa® He 10/MKHA MPEeBBINATL 5 MT IBa pa3a B CYTKH JUI MAlMEHTOB,
noxyyvaronmx cuiibHble uHru6uTOpsl CYP3A4 (Hanpumep, keTokoHa3om). Jlo3upoBka npenapara
Todapa® He 10/WKHA IPEBBINATH 5 MT 1B pa3a B CyTKH JUIS NAIHEHTOB, Oy YarONIHX OJTHH HIIH
Oonee COMyTCTBYIOINMX MpPEeNapaTtoB, YTO IPHBOJUT B OOOHX CIy4asX K YMEPEHHOMY
uHrudupoBanuo CYP3A4 u cunsHomy uarubuposanuio CYP2C19 (manpumep, ¢irykoHaszon).
A3eennuiii konum

Jnst manueHTOB, nomy4aomux cuibHble HHrHOuTOpel CYP3A4 (HampuMep, KETOKOHA30II) HIIU
OJMH MM 0oJiee COMyTCTBYIOIMX MPENapaToB, YTO MPUBOJUT B 00OUX CIIy4asX K YMEPEHHOMY
uHrubuposanuio CYP3A4 u cunpHomy mHrubupoBanuio CYP2C19 (manpumep, ¢mykonason).
Jo3y npenapara Todapa® cremyer yMeHBIINTH [0 5 Mr Ba pasa B CyTKH, €CM NAlHEHT
npuruMaeT 10 Mr 1Ba pasa B cyTkH. Jlo3y npenapata Todapa® cieayeT yMeHBIIUTE 10 5 Mr o/H
pa3 B CyTKH, €CJIY NAI[MEHT IPHHAMAET 5 MT JIBa pa3a B CyTKH.

IonuapmukynapHuelil I06eHUNbHBLU UOUONAMUYECKUL apmMPUm

V nanueHToB, norydaonmx cuiibHbie HHTHOUTOpsl CYP3 A4 (HanpuMmep, KeTOKOHA30IT) HIH OJIHH
WM 60J1ee COMy TCTBYIOIMX MPENapaToB, KOTOPhIE MPUBOJAT KaK K YMEPEHHOMY HHTHOHPOBAHHUIO
CYP3A4, takx u k cuibHoMy wuHruOupoBanuio CYP2C19 (mampumep, ¢irykoHa30m).
PekoMenyemas J103a npenapara Todapa® cocrapnser 5 Mr ofuH pa3 B JIeHb, €CIH /1032 IIPH
HOPMAJIbHOM (yHKIIMH IOYEK COCTABIAET 5 MT JIBa pa3a B ieHb (CM. pa3zaensl «Ocobble yka3aHHsI»
U «PapMakoJIOrH4ecKre CBOHCTBAY).

Oonospemennoe npumenenue c undykmopamu yumoxpoma P450 (CYP3A4)

OnHOBpeMeHHOE NMpHMEHeHHe TohanuTHHHOA W MOIIHBIX HHAYKTOpoB M3odepmenta CYP3A4
(HampuMep, pudaMIUIKHA) MOXET NPHBOJUTh K CHIDKCHHIO WIH yTpare KIHHHYECKOH
s dexruBHOCTH (cM. paznen «B3auMoaeHCTBHE C IPYTHMH JIEKAPCTBEHHBIMH IpenapaTaMH).
OnHOBpeMeHHOE NpHMEHEeHHE TOYaUTHHHOA B MOIIHBIX HHAYKTOpOoB u3odepmenta CYP3A4 ne
PEKOMEHTyeTCH.

Braweunwiii ncopua3s y nayuenmos snoHCKOU U KOPeucKol HayuoHanbHocme

VY nanueHToB JaHHO#M KaTeropuy MOBBIIIEH PHCK Pa3BUTHS OmNoschiBarommero repueca. Cienyer

PacCMOTPETh BO3MOXHOCTh IPUMEHCHHS ITpErapara B 103€ 5 Mr JBa pa3a B CyTKH.
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Hoocunvie nayuenmot (> 65 nem)

Koppeknus 10361 y NanMeHToB B Bo3pacte 65 JIeT U cTapiie He TpeOyeTcs.

Jlemu

DddexruBrocts u GezomacHocTs mpemapata Todapa® B I03MpoBKe 5 Mr 1Ba pa3a B JeHb

oneHuBanach y nanueHToB ¢ mlOMA B Bo3pacre ot 2 siet 1o 18 ner.

IIOBOYHOE JIEHCTBHE

Haubonee yacTeIMM Cepbe3HBIMH HEXENATENbHBIMH PEaKIUSIMH, OTMEYaBIIMMHUCS Ha (oHe
Tepanuy TOQauuTHHHOOM y AHEHTOB C PeBMAaTOMIHBIM apTPHTOM, ICOPHATHYECKHAM apTPHTOM
H [ICOPHA30M, OBUIH Cephe3Hble HHPEKIIHH.

B uccnenoBaHMsX MHIYKIMOHHOM M MOJIEPXKHBAIOIICH TEpamHH BO BCEX TIpyIIax JICUYCHHS
HauboJiee pacIpOCTPAaHEHHBIMH KAaTerOPHSIMH CEpPhE3HBIX HEXENATEbHBIX peaKkmuil IMpu
A3BEHHOM KOJIMTE OBUIH HapyLIEHHS CO CTOPOHBI ey J0YHO-KHIIEYHOTrO TPAKTa ¥ HH(EKIHH.
PeBMaToMaHBIH apTPHT

VY DanueHTOB C pEBMATOMOHBIM AapTPHTOM CaMble 4YacThle HeXeJlaTelbHbIe pEeaKlIuH Ha
IPOTSHKEHUH TEPBBIX 3 MECALEB KOHTPOJIUPYEMBIX KIMHHUYECKUX HCCIENOBAaHHH (C pa3BUTHEM
Gonee yeM y 2 % ManUeHTOB, MOJTyYaBIINX MOHOTEPANTHIO TOGALUTHHHOOM HITH €10 KOMOWHAIHIO
¢ BIIBII), Bxmoyanu ronoBHy o 6016, HHPEKIHH BEPXHUX AbIXaTeIbHbIX IyTel, Ha30(apUHTHT,
apTepHAIbHYIO THIEPTEH3HUIO, TOIHOTY H JHAPEIO.

OTMeHa Tepanuu B TEYEHHE MEPBHIX 3 MECAIEB B CBA3HU C JMIOOO0H HeXenaTelbHOM peakiueil Ha
NPOTSHKEHUH JBOMHBIX CIIENBIX, IUIANe00-KOHTPOIUPYEMBIX HCCIIEIOBAHUN HIIM HCCIICIOBAaHUMN C
METOTPEKCAaTOM B KauyecTBe IIpemapara KOHTpois, morpeboBanack B 3,8 % cmydaeB i
NAIMEHTOB U3 rpymnsl TopanuTranba U 3,2 % Ui manueHToB W3 rpynnsl wianeto. CaMbMu
YaCTBIMH HEXXEJIaTeIbHBIMH PEaKIUsSMH, KOTOpbIE NMPHBETH K OTMEeHe TodauuTHHHOa, ObUH
uHpexuu. Cample dYacTble HWHQEKIHH, NPHBOAAIINE K OTMEHE TEpaluH, BKIIOYAIH
OIOSICHIBAIOIIHH repriec ¥ MTHEBMOHHIO.

Wudopmamus mo 6e30macHOCTH MOJy4YeHa Ha OCHOBaHMH omHoro kpymHoro (N = 4362)
PaHIOMHM3HPOBAHHOIO IOCTPErHCTPALMOHHOrO HccienoBaHus OezomacHoctn (PASS) y
nanueHToB ¢ PA B Bo3pacte 50 jieT i crapiie, ¢ XoTs Obl OJHHM JOIOJHUTENBHBIM (pakTopoM
CEpACYHO-COCYTUCTOr0 pHcKa ((akTopsl CepaedHO-COCYIHCTOrO pPHUCKa ONpPENENAIOTCS Kak:
KypEeHHE, HATHYHE apTepPUAIbHON T'MIIEPTEH3HH, CAaXapHOro auabeTa, OTATOIEHHbIH CeMEeHHBIN
aHaMHe3 [0 HIIEMHYecKoW OoNe3HH cepjla, HAJIWYME B aHAMHE3€ pPEBACKYJIApU3alHH,
UIyHTHPOBAHUS KOPOHAPHBIX apTepuii, HH(PApKT MHOKAp/a, OCTAaHOBKH CepAla, HeCTaOMIbHON

CTE€HOKapauH, OCTPOro KOPOHApHOIr0 CHHAPOMA W HAJIMYHUE SKCTPa apTHKYJIAPHBIX OCJIOXKHEHHUI,
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cBa3aHHBIX ¢ PA, Hampumep, y3enku, cuaapoM lllerpena, xpoHudeckas aHeMus, o60CTpeHHE
3a00eBaHMil JBIXaTENBHOW CHCTEMBI), M IOJYYaBIIMX CTaOWIBbHYIO (OHOBYIO 03y
METOTpeKcara.

ITarenTsl OBUTH PaHIOMH3UPOBAHBI B OTKPHITOM PEXXHME H IOMyYatd TODAUUTHHHO B J03€
10 Mr 1Ba pa3a B cyTkH, ToGauuTHHHO B J03€ 5 MT JiBa pa3a B CyTKH, Wik uHruoutop ®HO (u3
uHruéuropoB ®HO npumensiics wiu stadepuent S0 mMr 1 pa3 B Hezemo win agamumymat 40 mr,
NPUMEHSEMBIA OJMH pa3 B ABe Hejenu) B cooTHomeHud 1:1:1. ITlepBHYHBIMH KOHEYHBIMH
TOYKaMH CYHTAJIMCh MOATBEPXK/ICHHBIE 3JI0Ka4eCTBeHHBIE HOBooOpa3oBanus (uckmoydas HMPK)
Y [IOJITBEPXKICHHBIE CYIIECTBEHHBIE HEXKENIaTeIbHBIE IBJIEHHUS CO CTOPOHBI CEPJEYHO-COCY AUCTOM
cucreMbl (MACE). KymynaruBras 3a0071eBaéMOCTh ¥ CTAaTHCTHYECKAsK OIEHKA KOHEYHBIX TOYEK
MacKHpoBaHbl. J[i3aifH Hccne0BaHus OCHOBAH Ha M0JICYETE KOJHYECTBA CITy YHBLIMXCS COOBITHI
U Taxke Tpebyet, 4ToObl o MeHbIeH Mepe 1500 manueHToB 3aKOHYMIIH HAOIIOIeHHE B TCYCHHE
3 ner. Jleyenune TopauuTHHIOOM B 103€ 10 MT 1Ba pa3a B CyTKH OBUIO MPEKPAIIEHO, U MAIIHEHTOB
NEPEKIIOYAIH Ha JIedeHHe TOQalUTHHHOOM B JI03€ 5 MT J1Ba pa3a B CyTKH H3-3a MOJIyYEHHOMH
HHGOPMAIIHH O 10303aBUCHMOM ITOBHIIIEHHH YaCTOTHI Pa3BUTHS JIETOYHON SMOOIIHH.

IlcopnaTuyeckuii apTpuT

ITpn akTHBHOM IICOpHATHYECKOM apTpHTE HaHOOJIee YaCTO PErHCTPUPYEMBIMH HEXelaTeTbHbIMH
peakuusMH B Te4eHHe NepBbIX 12 Heaenb B IUIANE00-KOHTPOIHPYEMBIX KIMHHYECKHX
UCCIIEIOBAHUAX (BO3HUKAIOMUMH y > 2 % NalMeHTOB, NOMy4YaBIIMX TOGAIUTHHUO, C YacTOTOH
He MeHee 4yeM Ha | % mnpeBblmaomeld 4acToTy y MAallHeHTOB, MOJYy4YaBIOHX IUianebo) ObuH
OpOHXMT, Juapesi, AUCIEINCHs, MOBBILECHHAsS yYTOMJIIEMOCTh, TOJIOBHas 0o0Jib, Ha30(apHHIHT,
¢dapHHTHT.

[IponeHT nmanueHTOB, MPEKPAaTHBLIMX JICYCHHE H3-3a KaKUX-THOO HeXeNaTeNbHBIX peakiui B
TEYEHHE IEpBBIX 12 Hezmenb ABOMHOIO CIIENOro, IUIanebo-KOHTPOIMPYEMOro HCCIEeJOBaHUSA
coctaBui 3,2 % I8 TMAlMEHTOB, NMPUHHUMAOMMX TopauuTHHHO u 2,5 % IS MalUeHTOB,
npuHAMaonmx Iiane6o. Haubonee pacmpoctpaneHHo# HHeKimei, KoTopas NPHBOAWIA K
IIPEKPAICHHUIO TEpaliH, ObLT CHHYCHT.

O6mui#t npopuns Ge30macHOCTH, HaOMIOAeMBIif y MAIHEHTOB C AKTHBHBIM IICOPHATHYECKUM
apTPUTOM, NPOXOJUBIIMX JIe4eHHE TOYAUTHHHOOM, COOTBETCTBYET NPOo(UIIO 6€30MacCHOCTH Y
NAIIHEHTOB C PEBMATOUHBIM apPTPUTOM.

AHKHJIO3HPYIOIHHA CIIOHIHJIOAPTPHT

Ilpumenenne TodamuTHHuOa 5 Mr jgBa pa3a B CyTKH H3y4aics y HAlMEHTOB C aKTHBHBIM
AHKHJIO3UPYIOUIHMM CIIOHIMI0AapTpUTOM (AC) B paHIOMU3UPOBAHHOM JIBOHHOM CJIETIOM IL1ane6o-

KOHTPOJIUPYEMOM  KJIMHHYECKOM wHcchenoBaHud ¢asel 3 (uccnemoBanme AC-I) u B
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PaHJIOMH3UPOBAHHOM JBOWHOM CJIENIOM IUIAne00-KOHTPOIMPYEMOM HCCIIEIOBAHMH JHAla30Ha
103 ¢aser 2 (Mccnenoanue AC-II).

B uccrnenoBanune AC-I GbUTH BKIIFOYEHBI MAIIMEHTHI, Y KOTOPBIX OBbUI HEaJeKBAaTHBIH OTBET Kak
muaumyMm Ha 2 HIIBII. UccnenoBanue AC-I Bkimouano B ceds 16-HenenbHbIH EpUoJ IBOMHOTO
CIIETIOrO JIEYEHHsl, B T€YEHHE KOTOPOro MAIMEHTHI MOTydYayd TOQAUUTHHHO B J03€ 5 MI' HIIH
ruiane6o JIBa pa3a B CYyTKH, U 32-HeeNIbHbIA OTKPHITHIA IIEPHO/ JICYCHH ], B TE4EHHE KOTOPOIO BCE
NAIUEeHTH! MOJTydaTd ToGanuTHHUO B 03€ 5 MT J1Ba pa3a B CYTKH.

B uccnenosanue AC-II ObUTH BKIIIOYEHBI MAIIMEHTHI C HEANEKBATHBIM OTBETOM KaK MUHHMYM Ha
2 HIIBII. OT0 KIMHHYECKOE HCCIIEIOBAHUE BKIIIOYAIO B ceOs 12-HenenbHbIH NepHo ABOHHOIO
CJIETIOrO JIeYeHHs, B TeY€HHE KOTOPOro MallHeHTHI MOTyYald ToQauuTHHUO B 103aX 2 MT, 5 MT,
10 mr wim miane6o ABa pa3za B CYTKH. JTO HCCIIEJOBaHHE TAKXKE BKIIIOYATIO 4-HEIEIbHBIH IIEPHO/
JIaJIbHEHINEro HaOJIIOICHHS.

B nmomynsmun 6e30macHOCTH KOMOWHHPOBAHHBIX KIMHHYECKHX HccnenoBaHuil ¢asel 2 u dasbl 3
B 001meii croxunocTd 420 manueHToB mojyJard TopauuTuHub B 1o3ax 2 mr, 5 mr wim 10 mr 1sa
pa3a B cyTku. M3 Hux 316 nmanueHTOB noxy4anu TodanuTHHUO B 103€ 5 MT 1Ba pa3a B CYTKH B
Teyenue J10 48 Henens. Cpenu 3THX 316 nanueHToB 253 MoTyYaiy Je4eHue B TeueHHe 6 MecsleB
WIH JIoNble, a u3 9TuX 253 mauueHtoB 108 nomydanu jedyeHue B TeueHHE 12 MecsleB HIH
nonbime. B KOMOMHHPOBAaHHOM JIBOMHOM CJIENIOM IUIAne00-KOHTPOJIHPYEMOM IEpHOJE
uccienosanus 185 manueHToB OBUTH PaHJIOMH3HPOBAHEI U MOJTyYaH JIeYeHHE TOGAUTHHUOOM B
JI03€e 5 M iBa pa3a B CyTKH, a 187 ObUIH paHIOMH3HPOBaHbI H NOTyYallH IUIanedo B TEYEHHE CPOKa
1o 16 menens. Jlomyckanock commyTcTByromiee JedeHne crabuwibabiMu qo3amu BITBIT, HIIBIT win
KopTHKOocTepouioB (<10 mMr/ neHs). B uccnemyemMyio nomy isiuio, CoCTosy o u3 420 nanuesTos,
PaHIOMHU3MPOBAHHBIX H MMOJy4YaBuX TodanuTuaub, Bonwm 13 (3,1 %) nanueHToB B Bo3pacre 65
ner u crapure u 18 (4,3 %) MaMeHToB C cCaxapHbIM 1Ha0ETOM Ha HCXOIHOM YPOBHE.
BasimeuHnbIil ncopuas

VY manueHToB C MCOpHAa30M HauOojiee YaCTHIMH HeXeNaTeIbHBIMU PEaKUUsAMH Ha IPOTSHKCHHH
nepBeix 12-16 Hemens (¢ pasBuTHeM Oosiee yeM y 2 % MAIMEHTOB, IMOJIYYAIOIMX TEPAITHIO
TodanuTHHHOOM M Kak MHHEMYM Ha 1 % BbIme, yeM HabMoJanoch Y NalUEHTOB, IOy YalomMX
wiane6o) Ha GpoHe npuMeHeHHs TohaunTHHHOA ObUTH THapest, HHPEKIUH BEPXHUX JbIXaTeIbHBIX
MyTei, MOoBBIIeHHEe aKTUBHOCTH KpeaTuH(pochokunaspl (KPK), KoHLIEHTpaluK XOJIeCTEPHHA B
IUIa3Me KPOBH, TUIIEPXOJIECTEPHHEMHUS, THIIEPIIAITHICMHUS U TOJI0BHAs O0JIb.

Kon4ecTBO ManmeHToB, Y KOTOPBIX Tepamuio TOGanuTHHHOOM HEoOX0auMO OBUIO OTMEHHUTH

BCJIC[ICTBHE PpA3BUTHs MOOOYHBIX peaklWi B TedeHHe NepBbIX 12-16 Henens Tepanuu B
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KIIMHHYECKHX HCCIIEIOBAHUAX COCTABIUIO 3 % MO cpaBHEHHUIO ¢ 4 % ManMeHTOB, MOy YaroIUX
iane6o.

HaubGonee yacTeiMH HHQEKIHAMH, NPUBOAALIIMMH K OTMEHE Tepamnud, ObUIM ITHEBMOHMI,
UHQEKIIMH MOYEBOTO TPAKTA M OMOSACHIBAIOIIUH reprec.

SI3BeHHBIN KOJIHUT

HexenatenbHble peakiuu, KOTOPhIE Pa3BHBATMCH HE MEHEE, 4eM Y 2 %o MalMeHTOB, IOy YaBIIUuX
todaruTHHUO B 103e 10 Mr J1Ba pa3a B CYyTKH, C 4YaCTOTOH He MeHee 4eM Ha 1 % mpeBbIIaromei
YacTOTy Yy MAIMEHTOB, MOJIyYaBIIMX IUIae00 B HCCIEOBAHUSAX MHAYKLIHOHHON TEpaluH
(uccnenoBanuss OCTAVE Induction-I, OCTAVE Induction-Il u OCTAVE SUSTAIN)
NpE/ICTaBIsUTH co00i TMOBBINIEHHE YpPOBHSA KpeaTHH(OCHOKHHA3Hl B KpPOBH, Ha30(apHHIUT,
IIUPEKCHUIO H FOJIOBHYIO OO0JIB.

B HccnenoBaHusAX MHIYKIMOHHOH M TOJNCPXKUBAIOIIECH TEpamMHM BO BCEX Ipymmax JIeYEHHS
HauOoJiee pacHpOCTpaHEHHBIMH KaTErOPHAMH CEpbe3HBIX HEeXeIaTeNbHbIX peakuui Obum
HapylIeHHs CO CTOPOHBI JKENyJIOYHO-KHIIEYHOr0 TpakTa © HHpexuuu, Haubonee
pacnpoCTpaHEHHO! Cephe3HOM HeXeNaTeIbHOW peakiuei ObUI0 yXyIIIeHHe S3BEHHOT0 KOJIUTA.
B KOHTpOIHpyeMBIX KIMHHYECKHX HCCIIENOBAHHAX A3BEHHOIO KOJHMTAa OBLI 3aperucTpHpoBaH 1
Cllyyail paka Ipyad y MalMeHTa, MOJyd4aBmero Imanebo, ciayd4ad oOpa3oBaHHsS COJHIHBIX
3JI0Ka4eCTBEHHBIX HOBOOOpa30BaHMil WM JTHM(POM y NAIHEHTOB, MOJTy4YaBIIMX TO(AIUTHHHO,
OTCYTCTBOBATH. B J0ONrOCpPOYHOM pacIIMpEeHHOM HCCIEJOBAaHHH Y MAIHEHTOB C S3BEHHBIM
KOJIUTOM, TTOJTy4aBIIMX TO(aIuTHHUO, ObUTH 0OHapYKEHBI 3JI0Ka4eCTBEHHBIE HOBOOOpa30BaHus,
BKJIFOYasi COJIH/IHBIE 3JI0KAYeCTBEHHBIE HOBOOOPAa30BaHHA U JIUM(POMBI.

B wmccnenoBaHusAX MHAYKIMOHHOH M NOJICP)KUBAIOMIECH Tepamuu Haubosiee dacTas NpHYHMHA
IpPEeKpaIeHHs UCCIIEIOBAHUS 3aKII0YANIach B YXYAIIEHHH S3BEHHOTO KOJIUTA. 32 HCKIIOYEHHEM
NpeKpalleHus MpUeMa Ipenapara o NpHYruHe YXyAINCHUs SI3BEHHOTO KOJIHMTa JOJIs MAlUeHTOB,
NPEeKPaTHBLIMX JICYCHHE HM3-3a KaKHX-THOO HeXelaTeJNbHBIX peakiuii, cocTaBhia MeHee 5 % B
mo6o# U3 rpynn, NnpuHAMaBLIei ToGauTHHUO Wi M1ane6o B 3THX UCCIEIOBAaHUAX.

O6mmii npoduns Oe3omacHOCTH, HAOMIOJAEMbIH Yy TMAIMEHTOB C S3BEHHBIM KOJIMTOM,
IPOXOJUBIIUX JIeYeHHE TO(PAUUTHHUOOM, COOTBETCTBYeT Mpoduimo 6e30macHOCTH IpPH BCEX
[IOKa3aHUAX Mpenapara, CoAepxaiiero TopanuTuHuo.

IHoauapTHKYJSIPHBIH I0BEHWILHBIH HIHONATHYECKHH apTPHT

Crnenyromue naHHble MO Oe30macHOCTH OBUTH OCHOBaHBI Ha JIBOWHOM ClieroM Iuianebo-
KOHTPOJIHPYEMOM KIIHHHYECKOM HccienoBanuu ¢asel 3 (uccienoanue pclJIA-I) ¢ yqactuem 225
nanueHToB ¢ MIOUA (56 mamueHTOB MYXKCKOro mojia u 169 mamueHTOB XXEHCKOro Iojia) B

Bo3pacte oT 2 10 18 net, monmy4yaBmux ToGauTHHUO B J103€ MO 5 MI' WJIH SKBHBAJIECHTHYIO J103Y,
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pacCYATaHHYIO Ha OCHOBaAaHUH MACCHI TEJIa MMAllU€HTA, IBa pa3a B CYTKH C HJIH 6e3 COHYTCTBYIOLIICﬁ
TE€panud METOTPEKCATOM.

Yacrora HexenaTeIbHbIX peal(mm pe€acTaBji€Ha 1o CHC}I}'IOIIICﬁ Knaccmbuxauun:

OyeHb YacTeie >10%

Yacreie >1%u<10%

HeuacTrie >0,1%u<1%

Penkue >0,01 %u<0,1%

Ouensb pekue <0,01 %

Her cBenenmii HEBO3MOJXXHO OIPEJENTUTh Ha OCHOBE HMEIOLIHXCS JAHHBIX

B kaxmoil 4acTOTHO# rpynie HeXelaTelbHble PEaKIHH MPEICTABJICHBI B MOPSIKE CHUXKCHHS
CEpBE3HOCTH.

Hugpexyuonnvie u napazumapusvie 3a601€6aHUA: Yacmble — TMHEBMOHHS, OIOSCHIBAIOIIMMA
reprnec, OPOHXHT, TPUINI, CHHYCHUT, HHPEKIMH MOYEBOrO TpaKTa, Ha30(apHHTUT, (HapUHTHT;
Heyacmovlie — TyOepKyle3 (B TOM 4HCIE JHCCEMHHHPOBAHHBIH TyOepKyies), NUBEPTHKYJHT,
IHEIOHE(PUT, BOCHAJICHHE TOAKOXKHOM JKHPOBOM KIETYAaTKH, BHPYyCHas HHQPEKIHUS, IMPOCTOM
repriec, BUPYCHBIN FaCTPOIHTEPHT; pedKue — CENICHC, TyOepKyJie3 EHTPaIbHONW HEPBHON CHCTEMBI
(IHC)*, oHuedamut®, HekpoTH3UpyOmMi  (acUUUT’, KPHNTOKOKKOBBIA  MEHHHIHT?,
JMCCEMHHHUPOBAHHBIA TyOepKyJie3, ypocencuc?, MHeBMOHHUS, BbI3BaHHAsA Pneumocystis jiroveci,
ITHEBMOKOKKOBasi ITHEBMOHHA", OaKkTepHalbHAs MHEBMOHHUS, CTaQHIOKOKKOBas OakrepueMus’,
aTHNUYHas WHQEKIHs, Bb3BaHHAsA MHKOOaKTepHsAMH®, WH(EKIHS, BHI3BAHHAS KOMIUIEKCOM
Mycobacterium avium®, nuromeranoBupycHas uHpekuus, Oaktepuemus®, OakTepHaIbHBIH
apTput’. Cpe/ii Mal¥eHToB, PHHAMABIIHX TOQAHTHHAG, YacTOTa cephe3HbIX HHdeKmmil 6bu1a
BBILIIE Y JIMI cTapiie 65 set, yeM y Ui muaame 65 ner.

Co cmoponsl cepoeynHo-cocyoucmoii cucmemsl. yYacmvle — TIOBBIIIECHHE apPTEPUAIBHOTO
JIaBJICHHUS; Heyacmble — BEHO3Has TpoMO03IMOomHs™.

Co cmoponbl nuwesapumenvHol cucmemsl: yacmoie — 60Ib B )KUBOTE, PBOTA, FACTPHT, AHapes,
TOIIHOTA, JUCIIETICHS.

Co cmoponsl obmena sewjecms: yacmvle — TUNEPIUNHNAEMHUS; Heyacmbvle — NUCTHITHIEMHS,
JIeTH/IpaTalus.

Co cmopoHbl HepeHOIl cucmembl: Yyacmble — TOJIOBHAs O0JIb; Heyacmble — MapecTe3usl.
Icuxuueckue paccmpoiicmea: newacmoie — GECCOHHHIA.

Co cmoponbl CcKenemuo-MblUeYHOU CUCMEMbl U COCOUHUMENbHOU MKAHU: 4Yacmble —
apTpaliTuM; Heyacmvle — OOJNIb B MBIIIAX H KOCTSX, TEHIWHHT, OTEK CyCTaBOB, MBIIIEYHOE

HaIllpsDKCHHUE.
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Co cmoponbsl Kposu u tumpamuyeckoil cucmemsl: yacmole — AHEMHSL; Heyacmbule — JIEAKOIICHHS,
HEHTpONEHHUs, TUMPOTEeHHS.

ITonTBepX/IeHHBIE CIyYaH CHIDKEHHS YHCIa JTUMQOIHMTOB 10 ypoBHs MeHee 500 KieTok/mm’
COIPOBOXXIATUCH YBETMYEHHEM YaCTOTHI OABEPraBIIHXCS JICYCHHIO H CEPhE3HBIX HHPEKIHM.
He BbIBIEHO KakoH-IHOO 4YETKOW 3aBHCHMOCTH MEXIy HEHTpPONCHHEH M BO3HHKHOBEHHEM
Cephe3HBIX HHGEKIIHIA.

Co cmopoHbl UMMYHHOU CUCMEMBL: Heyacmble — TUIIEPYYBCTBUTEIBHOCTD .

Co cmopoHbl ObixamenbHOU cucmemsl. yacmole — Kallellb; Heyacmoele — OJBIIIKA, 3aCTOMHbIE
SIBJICHHS B IPH/IATOYHBIX M1a3yXax HOCA.

Co cmopoHbl KONHCHBIX NOKPOB08: yacmbyle — ChIlb; Heyacmble — KOXKHBIH 3y ]I, SpUTeMa.

Co cmopoHbl nevenu u Hcen4egvleoOAUUX nymeii: Heuacmole — XXUPOBOU Iemnaros.
Jobpokauecmeennsle, 310KauecmeeHHbvle U HeymMOYHeHHble HO6000paszoeanua (8KnO4an
KUCMbL U NOUNGL): Heyacmble — PaK KOXXH, HE CBSI3aHHBIH C MEJTAHOMOM".

Hapywenua, eviaenennsvle npu KIUHUYECKUX U N1AOOPAMOPHBIX UCCNE006AHUAX: HaACMble —
NOBBIIIEHHE KOHIeHTpauuu rammariytamuirpancdepassl (ITT), KOK, xonecrepuna kposu (B
KJIMHHYECKHX HCCIIEOBAHUSAX BIIEPBbIE OTMEYANIMCh IOC/IE IEPBOrO0 Mecsla TEpalnud H B
JAIbHEHINEM OCTaBAJIMCh CTAaOWIIBHBIMH), IOBBIIIEHHE MacChl Tella; Heyacmvle — IOBBIIICHHE
aKTHBHOCTH (EpMEHTOB IICYECHH, TMOBBIIICHHE AaKTHBHOCTH TPaHCAMHHA3, IIOBBHIIICHHE
KOHIICHTPAIl[Md KpeaTHHHHA B IUIa3Me KPOBH, HapylleHHe (YHKIMOHAIBHBIX MPOO IEYeHH,
MOBBIIICHHE KOHIEHTpauuu JumonporenoB Hu3koi miotHoctH (JIITHIT). Ilpu mosenmenun
aKTHBHOCTH IE€YE€HOYHBIX ()epMEHTOB CHIDKeHHE 03I comyTtcTBylomero bIIBII, ormena wim
CHIDKEHHE J03bl ToQamMTHHHOA NPUBOJAWIA K YMEHBIICHHIO HJIM HOPMalM3allid JaHHOIO
napamerpa.

Obuwue HapywieHUA U peaKyuu 6 mecme 66€0CHUA. Yacmvle — JIMXOPANKa, YTOMIIIEMOCTb,
nepudepruIeCKHe OTEKH.

Tpaemel, uHMOKCUKAUUU U OCNONCHEHUA MAHURYIAYUN: Heyacmbvie — PaCTSHKEHHE CBS30K,
pacTsHKEHHE MBIIII.

3 HexenarenbHble JIEKAPCTBEHHBIE PEAKIIMH OBUIM 3apEerHCTPHPOBAHBI TOJIBKO B OTKPBITHIX,
JOJITOCPOYHBIX, JOMOTHUTENFHBIX HCCIIEOBAaHHUIX; TO3TOMY ObUIa OIIEHEHA YacTOTa 3THX
HEe)XeJaTe bHbIX JIEKAPCTBEHHBIX PEAKIHii B X0/I€ PaHJOMHU3HPOBAHHBIX HCCIIEIOBAHHH (a3bl
3.

YacToTy OaKkTepHaIbHBIX apTPUTOB ONpENE/SUIM [0 KOMOMHHPOBAHHOM YacToTe JUIA

MNpEANOYTHTEIIBHOTO TECPMHUHA 6aKTCpHaJILHOFO )51 I/IH(I)CKIIPIOHHOI‘O APTPHUTOB.
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Pak KoXu, HE CBSI3aHHBIH C MENAHOMOM, OBUI YCTaHOBJIIEH B Ka4yeCTBE HeXelaTeIbHON
nekapcTBeHHOH peakuuu B 2013 r.; Pak KoXH, HE CBSI3aHHBIH ¢ MEJIAHOMOH, HE SBIISAETCS
IIPEANOYTUTEIbHBIM TEPMHUHOM: YaCTOTA ONPEEIIAETCS ITyTeM KOMOMHUPOBAHHUSA YacTOT JUIS
NPEANOYTHTEIBHBIX TEPMHHOB 0a3aTbHOKJIETOYHBIN PaK M IUIOCKOKJIETOYHBIH paK KOXH.
JlaHHBIE CTIOHTAHHBIX COOOIEHUH (HAOIIOAAINCH TAKHE PEAKIHH, KaK aHTHOHEBPOTHYECKHUH
OTeK M KpanmuBHHIA). HekoTopble peakiuu HaOMIOJAINCH TAKke B paMKaX KIMHHYECKUX
HCCIIENOBAaHUH.

Beno3nas tpoM603MOomus BkOYaeT B cebs JierouHyro 3MO0NMI0 ¥ TpoMO03MOOIHIO

rIyOOKHX BEH.

IIEPENO3HPOBKA

OnbIT nepego3upOBKY IPH MPUMEHEHUH TOPAUTHHHOA OTCY TCTBYET.

Jleyenne — cuMNTOMaTHYECKOE U MOJUIepXXUBaomee. B ciyyae nepe1o3upoOBKH peKOMEHIYEeTCS
KOHTPOJIb COCTOSTHHS MALHEHTA Ha NIPEJMET Pa3BUTHS MPH3HAKOB ¥ CHMIITOMOB HEXeJIaTeTbHBIX
peakuuii. [Ipu pa3BUTHH HeXeNaTeNbHBIX PEaKUHil, CIeAyeT Ha3HAYHTHh COOTBETCTBYIOIILYIO
Tepanuio. Cnenuduyeckoro aHTHAOTA HE CYIIECTBYET.

JlanHble Mo apMaKOKHHETHKE y 3I0POBBIX JOOPOBOJIBIEB, MOTYyYaBIIMX OAHOKPATHBIE JO3BI 10

100 Mr, CBHAETENBCTBYIOT, YTO OKOJIO 95 % OT BBEIEHHO# 10351 BBIBOJHUTCS B TeYeHHE 24 4acoB.

B3AMMOJIEMCTBHE C JIPYTHMH JIEKAPCTBEHHBIMM IPENTAPATAMH

B3aumojeiicTBus, BIHAIOMHAE HA NpuMeHenne npenapata Todapa®

ITockoneky TodanuTHHHO MeTabonu3upyercsa moja aeiictBueM uszodepmenta CYP3A4, BecbMma
BEPOSATHO B3aUMOJCHUCTBHE C IpenapaTaMy, KOTOpble WHTHOMPYIOT WJIH MHAYIHPYIOT JaHHBIA
u3opepment. Ilpn OoqHOBpeMEHHOM NpPHMEHEHHWH C MOINHBIMH HMHTrHOMTOpaMH H30depMeHTa
CYP3 A4 (Hanpumep, KETOKOHA30JIOM), & TAKXKE TPH OJJHOBPEMEHHOM IIPUMEHEHUH C OJTHUM WA
HECKOJIBKHMH yMepeHHbIMH HHruOuTopamu uzodpepmenta CYP3A4 u MOIHBIME HHTHOHTOpaMH
uzopepmenta CYP2C19  (mampumep, ¢uykoHa3oioM) 93Kcmosunus  TodanuTHHHOA
yBenuuuBaercs (cM. pasgen «Croco® nmpumeHeHHs H J103b1»). OIHOBpEMEHHOE NPUMEHEHHE
KeToKoHa3zona (MomHoro wuHruOuropa wu3opepmenta CYP3A4) u omHOKpaTHOH JO3BI
todanutiHanOa nosemmaer AUC u Cpax Todamutuanba Ha 103 % u 16 %, COOTBETCTBEHHO.
OnHoOBpeMeHHOe npuMeHeHHe (irykoHa3oma (ymMmepeHHoro uHruouropa uzodpepmenta CYP3A4,
a Ttakke MomHoro wuHrubutopa wusopepmenta CYP2C19) ypemuuumBaer AUC u  Chax
todauuTuauOa HA 79 % U 27 %, COOTBETCTBEHHO.

Ilpy onHOBpeMEHHOM NPUMEHEHHH C MOINHBIMH HWHAyKTOpamu wu3odpepmenta CYP3A4

(HanpuMep, puGaMIHIAHOM) OSKCHO3MIUA TodamuTuHHOa ymeHbmmaercs. OJHOBpPEMEHHOE
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npuMeHeHue pudamnunuaa (MomHoro uaaykropa uzodpepmenta CYP3A4) camxaer AUC u Crax
topanutuanba Ha 84 % u 74 %, coorBeTcTBEHHO (CM. pasien « Criocod MpUMEHEHHS U T035I»).
BeposarHoctes BrnusHusS uHruburopoB uszodpepmenta CYP2C19 wmm P-rnukonporenHa Ha
(dapMaKOKHHETHKY TodaluTHHIOA Maia.

OnHOBpeMEHHOE NpUMEHEHHEe Takpoimmyca (cmaboro uHrubmropa uzodepmenta CYP3A4)
yBenuuuBaeT AUC todauutnauba Ha 21 % u cHmKaeT Cmax TOdamutuHHOa Ha 9 %.
OnHOBpeMEeHHOE IPHMEHEHHE UKIIOCTIOpHHA (YMepeHHOro HHrHOuTopa n3odepmenta CYP3A4)
yBenuuuBaeT AUC todanutinauba Ha 73 % u cHIKaeT Cmax TodanuTHHEOa Ha 17 %.
OnHOBpeMEHHOE MHOTOKpaTHOE MPUMEHEHHE TOPAUTHHHOA U MOLIHBIX HMMYHOJEIPECCAaHTOB
y DalMeHTOB C PpEBMATOMIHBIM apTPUTOM, IICOPHA30M, IICOPHATHYECKHM apTPHTOM,
AQHKHJIO3UPYIOLIMM  CHOHIMIOAPTPUTOM, S3BEHHBIM KOJMTOM WJIH IOJHAPTUKYJISIPHBIM
IOBCHWJIbHBIM HIHONATHYECKHM apTPHTOM HE H3Y4aJloCh.

OnHOBpEMEHHOE MPUMEHEHHE ¢ MeTOoTpekcaToM (15-25 Mr MeToTpekcaTa OJuH pa3 B HEJIENIO) He
OKa3bIBaeT BIUAHHUA Ha (PapMaKOKUHETHKY TOanuTHHHOA.

B3zauMoaelicTBHS, MpH KOTOPHIX TOPANUTHHHO BJHSAET HA (PAPMAKOKHMHETHKY JIPYrHX
npenaparTos

UccnenoBanus in vitro mokasaid, 4To TOQanMTHHAO B KOHIIEHTpAIMX, Jaxe Oonee yeM B 80 pa3
NPEBHINAONIHX PaBHOBECHYIO Cmax 00mero todanutuHnbOa, BOZHUKAIONIYIO NPH NPUMEHEHUH
Smr m 10 Mr gBa pa3a B JeHb TodanMTHHHOA y NMAMEHTOB C PEBMATOMIHBIM ApPTPHTOM,
IICOPHATHYECKUM apTPUTOM, IICOPHA30M, S3BEHHbHIM KOJHTOM M IOJHAPTHKYJIPHBIM
IOBCHWIbHBIM HIMONIATHYECKAM apTPHTOM, CYLIECTBEHHO HE HMHTHOMpYeT M HE HHIyLHMpYyeT
aKTHBHOCTh OCHOBHBIX IIpernapaTtoB, metaboim3upyeMbix nuroxpomamu (CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6 u CYP3A4). JlanHble pe3ynbTaThl ObUIH NOATBEP)KICHBI
HCCIIC/IOBAaHUSMHU JICKAPCTBEHHOTO B3aUMOMEHCTBHUS in Vifro, KOTOpHIE IOKAa3aH OTCYTCTBHE
U3MEHEeHHH (apMaKOKHHETHKH MHIa30JlaMa, BBICOKOCEJIEKTHBHOTO cyOcTpara H3o(epMeHTa
CYP3A4, npu oqHOBPEMEHHOM NIPUMEHEHUH ¢ TOGAIUTHHHOOM.

JlaHHBIE in Vifro NOKa3pIBAIOT, YTO TO(MAIMTHHHO HE HMHTHOHUpPYET aKTHBHOCTb OCHOBHOTIO
YeJIOBeYeCKoro (epMeHTa, MeTabONHU3MPYIOIEro JIEKapCTBEHHBIE CPENCTBA, YPHIAMH S-
madocoar-rmokyponosmwntpanchepassr (YI'T) [VITIAL, YIT1A4, VITIA6, YITIAY9 u
VI'T2B7], B KoHueHTpamusix, B 250 pa3 mNpeBHIIAIOMUX pPaBHOBECHYIO Cmax 00Imero
tTohanuTHHIOA, BOZHUKAIONIYIO IpH puMeHeHn: 5 Mr 1 10 Mr 2 pasa B ieHb TodaruTHHUOA Y
NAIlHEHTOB C PEBMATOMIHBIM apTPUTOM, ICOPUATHYECKHM apTPHTOM, IICOPHA30M, S3BEHHBIM

KOJIUTOM H IOJHAPTHKYJIAPHBIM IOBECHHUJIbHBIM HJIUOIIATHYCCKUM apTPUTOM.
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JlaHHBIE in vitro moKa3aiu, 4YTo ClIOCOOHOCT TODALMTHHIOA B TEPAIEBTHYECKHUX KOHIIEHTPALMAX
MHIHOMpOBAaTh TaKHe IEPEHOCYMKH KaK P-IJIMKONPOTEHH, OpraHHYeCKME aHHOHHBIE
TPAHCIIOPTHBIE IOJIMIENTH/IBI, OPraHUYEeCKHE AHHOHHbBIC WM KaTHOHHbIE NMEPEHOCYMKH OYEHb
HH3Ka.

OnHOBpeMEHHOE IPUMEHEHHE C TOQAUUTHHAOOM He OKa3bIBAJIO BIMAHUS Ha (papMaKOKHHETHKY
HEPOPABbHBIX KOHTPAICITHBOB, JIECBOHOPrecTpelia U STHHUICTPAANOIA Y 30POBBIX YKEHIIHH.
OnsoBpeMeHHOE MpUMeHeHHe TOoQaMTHHUOA C METOTpEeKcaToM B J03e 15-25 Mr omuH pa3s B
Henemo cHmkano nokaszatemd AUC u Cmax MeToTpekcara Ha 10 % u 13 %, COOTBETCTBEHHO.
Jlannble M3MeHEHHs (apMaKOKHHETHKH METOTpeKcara He TpeOOBaM KOPPEKIHH JO03bI, JIHOO
n000pa HHAUBUYAIBHBIX 03 METOTpEeKcaTa.

VYV  DanMeHTOB C  PEBMAaTOMJHBIM  apTPUTOM, IICOPHA30M, S3BEHHBIM  KOJIMTOM H
NOJIMAPTHKYJIAPHBIM OBEHWIBHBIM HIHOMATHYECKHM apTPUTOM KIMpEHC To(daluTHHHOA C
TEYEHHEM BPEMEHHU HE H3MEHSIICA. DTO CBHJECTENBCTBYET O TOM, YTO TOQAIUTHHUO HE BIUIET HA
akTuBHOCTH H30(epMeHTOB CYP y 3THX nmanmentoB. Takum oOpa3oM, MalOBEpOSTHO, YTO
OIHOBpPEMEHHOE NpHMeHeHHe cyOcTpaToB u3opepmenToB CYP ¢ TodauuTuHHOOM mpHBEAET K
KIMHUYECKH 3HAYMMOMY YBEJIMYCHHIO HX MeTaboNM3Ma y IAlMeHTOB C pPEBMATOHIHBIM
apTPUTOM, IICOPHA30M, $3BEHHBIM KOJMTOM M  IOJHAPTUKYJSPHBIM  IOBCHUJIGHBIM
uauonarudeckuM aprputoM. ComyTcTByIomui npreM TodanuTHHHOA He OKa3bIBaJl BIMSHHS Ha
(dapMaKOKHHETHKY MeT(OpMHHA, CBHIETENBCTBYS, YTO TOQAIMTHHHUO HE BO3IEHCTBYET Ha

nepeHocuuk opranudeckux katuoHoB (OCT2) y 3m0poBbIX 10OpOBOIBIIEB.

OCOBBIE YKA3ZAHHSA

KomM0nHHpoOBaHHOE NpHMEHEHHE ¢ JPYTHMH NPOTHBOPEBMATHYECKHMH CPeICTBAMH
[lpumenenue mpenapara Togapa® He H3yyanoch M €ro NpHUMEHEHHs CIeAyeT H30erath y
NAlMEHTOB C PEBMATOHIHBIM apTPUTOM B KOMOMHAIuu ¢ OHONOrHYeCKUMH Oa3HCHBIMH
npotuBopeBMatHueckuMu npenaparamu (BIIPII), Takumu xak WHrHOMTOpHI (akTOpa HEKpO3a
omyxomu (PHO), antaroructs! uaTepneiikuna (UJ)-1R, anraronnctel UJI-6R, MOHOKJIOHAJIBHEIE
aututena K CD20, cenekTUBHbIE MOIYJIATOPHI KO-CTHMYJISIMA ¥  BBICOKOAKTHBHBIE
UMMYHOJENPECCAHTHI, HANpUMEp Aa3aTHONpPHH, LMKJIOCIOPHH H TAKPOJIHMYC, IOCKOJIBKY
CYILIECTBYET PUCK YCHJIEHUS HMMYHOCYIIPECCHH C IOCIECIYIOIHM yBEIHUCHHEM PUCKA Pa3BUTHS
UHGEKIHH.

IIpn npumenennn Todaruruanba B kombunauu ¢ MTT nabmonanace 6osee Bbicokas 4acTora

HeXeJaTeNIbHbIX SIBJICHUH, YeM [IPU NPHMEHEHHH TOGaIUTHHHOA B BHIE MOHOTEPAITHH.
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[Ipumenenue TodanuTHHUOA HE H3YyYaOCh U €r0 MPUMEHEHHs ClieayeT u30eraTh y MaldeHTOB
nfOUA B koMOHHaIMH ¢ OHOJIOrHYECKHMH Oa3HCHBIMH IPOTHBOPEBMATHYECKHMH TIpenapaTaMu
(BIIPII), takumu kak aHTaroHHCThl MJI-6R, cenekTHBHbIE MOIYJATOPHI KO-CTHMYJIALHH H
BBICOKOAKTHBHBIMH UMMYHOJICTIPECCAaHTAMH, HAIIPUMED a3aTHONPHH H IHKJIOCIIOPHH, IIOCKOJIBKY
CYLIECTBYET PUCK YCHJICHHUS HMMYHOCYIIPECCUHH C MOCIIEAYIOUIMM YBETHYCHUEM PUCKA Pa3BUTHS
uHpexum.

IIpumenenune TodaruTHHIOa HE H3YdJaIoCh U €r0 IPHMEHEHHS CllelyeT u30eraTs y MaHeHTOB C
AHKWIO3UPYIOIIUM  CIOHIWJIOAPTPUTOM B KOMOWHAIMH ¢ OHONOrHYeCKMMH Oa3HCHBIMH
IIPOTHBOPEBMATHYECKUMHU npenaparaMu (BITPII) WM BBICOKOAKTHBHBIMH
MMMYHOJIECTIPECCAaHTaMH, HAaIlIpUMEP a3aTHONPUH U IUKJIOCIIOPHH.

O6mue nudpexnuun

HaubGonee 4yactbiMu HHEKIHAMH, OTMEYaeMbIMH Ha ¢(oHe NpuMeHeHHs TodamuTHHHOa Y
NAlMEHTOB C PEBMATOMIHBIM apTPUTOM, ObUTM HMHQEKIMH BEPXHUX IbIXaTENBHBIX IyTEH M
Ha3zodapuHrut (4,1 % u 3,4 %, COOTBETCTBEHHO).

Haubonee yacteiMu HMHQEKIMIMH, OTMEYaEMBIMH B T€YECHHE NepBbIX 12-16 Hemenb Tepanuu
TOQAIMTHHAOOM TAIMEHTOB C TICOPHA30M, ObUTH Ha30(apUHIHT W HHQEKIMH BEPXHHX
JbIXaTeNbHBIX myTeil (Hazogapuurut B 7 % u 8 % ciaydaeB npu npumeHeHuH 5 Mr u 10 mr
TodaruTHHUOA Ba paza B CYyTKH, COOTBETCTBEHHO H HH(EKIIUH BEPXHUX JbIXaTeNbHBIX IyTEH B
4 % u 5 % cnyyaeB npu npuMeHeHuH 5 Mr u 10 mMr todauuTHHHOa aBa paza B CyTKH,
COOTBETCTBEHHO).

Cepbesnbie nHpexkHH

VY nan@eHToB, MONYYalOIUX HMMYHOMOIYJIATOPHI, BKJIIOYas OMOJOrMYecKHe Ipenaparsl M
TOQanMTHHUO, OTMEYEHBI Cephe3Hble, a HHOIJ]a W CMepTeNbHble HHQEKIUH, BBI3BAaHHBIE
OaKTepHaNbHBIMH, MHKOOAKT€pHAILHBIMH, TI'PHOKOBBIMH, BHPYCHBIMH MM  HHBIMH
OIIOPTYHUCTHYECKUMH BO30yauTeNsiMHA. CaMble YacThble Cephe3HbIe HH(EKIHH, OTMEYEHHbIE IPH
NPUMEHEHUH TOQAIMTHHHOA, BKITIOYAIOT ITHEBMOHHUIO, HH(EKIHIO MOYEBBIX IyTEH, BOCIIAJICHHE
MOJKOXHOM KJIETYATKH, OMOSCHIBAIOMMUI reprec, OpOHXHUT, CENTHYECKUN INOK, AUBEPTUKYIIMT,
raCTPOSHTEPHUT, ANNECHIWIHMT M Ccerncuc. M3 dYucna ONmopTyHHCTHYECKHX HHGEKIHH IpH
DpPUMEHEHHH TodauuTHHHOA OTMEYEeHBI CiIyyad pa3sBHTHS TyOepkysiesa H  Jpyrux
MHKOOAKTepHAIBbHBIX HHQEKIMiA, KPHNTOKOKKO3a, T'HCTOIUIa3MO3a, KaHIHW03a IHINEBOJA,
OMOSICHIBAIOIIETO JIMIIAsi C TOPAXEHHEM pa3MYHBIX J€pMaTOMOB, LUTOMETAJIOBHPYCHOM
uHpexu, BK-BupycHoii nHpekuun 1 mucTepruo3a. Y HEKOTOPBIX NMAI[HEHTOB C PEBMATOUIHBIM
apTPUTOM OTMEYaJM JUCCEMHUHHPOBAaHHBIE 3a00JIEBaHUS 4Yallle BCEro MPH OJHOBPEMEHHOM

NPAUMCHCHHH HMMYHOMOIYJIATOPOB - METOTpEKCaTa HJIM TIIOKOKOPTHKOCTEPOUAOB, KOTOPBIC
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caMu 1o cebe u B JIONOJHEHHE K OCHOBHOMY 3a00JICBAaHHIO PEBMATOMUIHOMY apTPHTY MOTYT
npezapacnonaratb K pa3BuTHIO HHekiuid. Taxke BO3MOXHO pa3BUTHE U HHBIX CEpPBE3HBIX
uH(eKuui, KoTopsle He OBUIM 3apErHCTPUPOBAHbI B KIIMHHYECKHX HCCIIENOBAaHUAX (Hampumep,
KOKIIMIUOMHKO32).

B ogHOM KpymHOM paHIOMH3HPOBAHHOM MOCTPETHCTPAIIMOHHOM HCCIEOBAaHUU 0€30IMacHOCTH
(PASS) y maumentoB ¢ PA B Bo3pacte 50 ner u crapuie nmo KpaiHed Mepe ¢ OJHHM
JIOTIOTHUTENIBHBIM ~ ()aKTOPOM ~ PHCKAa  CEpAEYHO-COCYIUCTHIX 3a00NEeBaHMM  NAIlMEHTOB,
NOJTy4aBIIMX TOGAIMTHHUO, 0 cpaBHeHHIO ¢ HHrHOuTopoM ®HO Habmoaanock 10303aBUCHMOE
yBeJIWYEHHE YUCIIa Cephe3HbIX HHpekuuil. HekoTopsle U3 3THX cepbe3HbIX HHPEKIUH MPUBEIH K
CMEpTeNIbHOMY HCXonQy. B mHccrnemoBaHMM Takke coobmanock 00 ONMOPTYHHCTHYECKHX
UHPEKIUAX.

Ipenapar Togpapa® He ciemyeT NpUMEHATh y MAMEHTOB C AKTHBHON MH(EKIHMEH, BKIIOYas
nokaneHele HHekumu. Ilepen npumeHeHmeM mpemapata Todapa® criemyer OLEHHTH
COOTHOIICHHUE PHUCK/MONb3a OT TEPANUH y MAIMEHTOB C XPOHHYECKOH HJIM PELHIMBHPYIOIICH
uHpekuet, mocine KOHTakTa ¢ OONbHBIM TyOepKylie3oM HaIM4MeM TOKEIOH MK
ONNOPTYHHCTHYECKOW HHQPEKIMH B aHaMHe3e, y MAlMEHTOB, KOTOPBIE XXWIM HIH HEIaBHO
IOCETHJIM JHJEMHYHBIE PalOHBI MO TyOepKyse3dy HIM MHKO3aM, a TaKXKe y MalHeHTOB C
IPEe/IPaCIOJIOKEHHOCTRI0O K pa3BUTHIO HHpexkiuu. [lanmmentsl nomnexar BHHUMAaTEIbHOMY
HaOJIIOZIEHHIO HA MpeJMET pa3BHTUSA NPU3HAKOB H CHMITOMOB HH(EKIHMHM BO BpeMs H IOCIE
Teparuu mipeniapatoM Todapa®. Todapy® cremyer BpeMeHHO OTMEHHTH, €CIH y NAUMEHTA
Pa3BHIIACH Cephe3Has HHPEKIUs, OMNOPTYHHCTHYECKAs HHPEKIUS WK CEICHUC, 10 TeX MOop, MoKa
He OyJIeT yCTaHOBJIEH KOHTPOJIb HaJl COCTOsIHAEM nanueHTa. [Ipu pa3BuTHH HOBOH HHGMEKIHH Ha
done npumenenus npenapara Todapa® namEeHT NOMTEKHT OBICTPOMY H  IIOJHOMY
JUAarHOCTHYECKOMY  OOCIENOBaHMIO IO  AHAJOTMH €  [AlMEHTOM,  CTPajaroliuM
uMMyHonedumuroM. [loka3zaHo HazHaYEeHHE COOTBETCTBYIOLIEH aHTHOAKTEpHAIBLHOM TEpaInuy, a
TAKOKe TIIATETbHOE THHAMHYECKOE HaOIOICHHE.

[TockoNbKy MOXXWIIbIE MAMEHTH! M MAIHEHTHI C CAXapHbIM JUabeToM OOBIMHO XapaKTepU3YIOTCS
Ooee BBICOKOI 4acTOTO# pa3BUTHA HHPEKIHIA, B IIOJOOHBIX CIydasx Takxke clIemyeT coOmoaaTh
OCTOPOXHOCTB. TaKke peKoOMeHIyeTcsi COOMoaaTh OCTOPOXKHOCTD IIPH MPHMEHEHUH Ipenapara
y NAMeHTOB C XPOHHYECKAMH 3a00JIeBaHWSIMH JIETKHX, TaK KaK OHH MOTyT ObITh Goiee
NoABEeP)KeHBI HHPEKIHUAM. B KIHHAYECKHX HCCIIEIOBAHUAX H BO BpeMs IOCTPErHCTPALIHOHHOIO
NPHMEHEHHs Tpenapara coo0malioch O CIydYasX pPa3BHTHS HHTEPCTHIMAIBHOIO 3a00/eBaHHA

JICTKHUX (B HEKOTOPBIX ClIy4dadaXx C JICTAJIbHBIM PICXOIIOM) Yy NAMCHTOB, MOJIYYaOMIHUX TEPAITHIO
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ToanuTHHUOOM, HHTHOUTOPOM SAHYC-KHHa3. TeM He MeHee, poJlb HHTHOHPOBaHHS SHY C-KHHA3bI
HEH3BECTHA.

Puck mHpEKIHH MOXET MOBBIIATHCSA IPU YBEITHYCHUH CTENCHH TSDKECTH JTuMoneHuu. B atom
Clly4ae NpH OLEHKE WHIMBHAYAJIBHOTO PUCKA Pa3BUTHUSA HHQPEKUMH CleIyeT NPUHHMATh BO
BHHMAHHE KOJHMYECTBO JIMMQPOLHUTOB. YCIOBHS OTMEHBI IIpenapaTta W KpHTEPHH KOHTPOJSL
maMdoneHuH omucansl B pazaene « Criocobd NpUMEHEHHUS U I03BI).

Tybepkyne3

Ilepen npumeHenueMm npenapata Todapa® cremyer OLEHHTH COOTHONIEHHE PHCK/IONB3A OT
TEpanHH y NMaleHTOB ¢ TyOepKye30M B aHaMHe3€, Y MALUEHTOB, KOTOPBIE XKUJIM HIIH HEJABHO
NIOCETHJIH SHJIEMHYHbIE PaliOHBI IO TyOepKyie3y.

Ilepen npumeHeHueM npenapata Togapa® ciemyer mpoBecTH o0GCIEIOBaHHE HA MPEAMET
NPU3HAKOB JIATEHTHOM WM aKTUBHOM TyOepKyie3HO#H HHEKIUH B COOTBETCTBUH C JIOKATbHBIMH
PEKOMEHIAIMSIMH.

ITanMeHTsl C JaTeHTHBIM TyOEpKyJNe3oM Iiepel HauanoM Tepamuu Tmpenapatom Todapa®
IIOJUIEXAT CTAaHIapPTHON aHTUMUKOOAKTEpHAIbHON TEPaIUH.

Ilepen HayanoM Tepanuu npenaparoM Togapa® y NalMEHTOB ¢ JATEHTHHIM WM AKTHBHBIM
TyOepKyjie3oM B aHamMHe3e, IIpH OTCYTCTBUM IOJTBEPXKICHHS aIeKBaTHOro Kypca
POTHBOTYOEPKYJIE3HOH Tepamuu, a TakkKe Yy MNAlMEHTOB C OTPHLATEIBbHBIM pE3YyIbTaTOM
WCCIIEZIOBAaHHS HA JIATCHTHBIA TyOepKyie3, HO HanuuueM (aKTOpPOB pHCKa TyOepKyie3HOH
HH(EKIHH, CIeayeT MPOBECTH COOTBETCTBYIOIIYIO NPOTUBOTYOepKyiesHyto Tepanuio. Ilpu
NPUHATHA pEIICHHS OTHOCHTENBHO HEOOXOJUMOCTH IpPOBENCHHS IPOTHBOTYOEPKYIJIE3HOM
TEpanMH y KaXIOro KOHKPETHOrO TIIalMeHTa PEKOMEHIYETCs IPOKOHCYJIBTHPOBATHCA C
bTHU3HaTPOM.

[TanpeHTHl MOMNIEXAT THIATENHHOMY HAOMIOJEHHIO HAa IPEJAMET Ppa3BHTHSA IIPH3HAKOB
TyOepKyie3a, BKIIOYas MAIlMEHTOB C OTPHLATEIbHBIM pPEe3yJbTaTOM TeCTa Ha JIATEHTHBIA
TyOepKyJe3 10 Hayaya TepanuH.

PeakTuBanus BUpYCHbIX HHpeKIHH

PeakTuBanus BHPYCHbIX HHQeKimil omucana npu npumeHeHuu Ttepamuu bBIIBIL. Ciyvan
peakTHBAl[MM BHpyca repreca (HampuMep, OMOSCHIBAIOLIErO Trepreca) TakXkKe OIMCaHbl B
KIHHUYECKHX HMCCIeoBaHuAX TodanuTuHub6a. B ogHOM KpynmHOM paHIOMH3HPOBAHHOM
IIOCTPErHCTPAMOHHOM HccienoBanuu GesonacHocti (PASS) y manuentos ¢ PA B Bospacte 50
JeT W CTapiie 1Mo KpailHell Mepe ¢ OJHHM JONOJHUTEIBHBIM (PaKTOPOM pHCKa CEpHAEYHO-
COCYIUCTHIX 3a00JI€BaHMi Y MAIIHEHTOB, MOJTyYaBIIUX TOGauTHHHO, HAOMOAANOCh YBEITHYCHUE

CITy4aeB OIOSACHIBAIOIIETO repreca 1mo cpaBHeHuto ¢ uaruoutropom ®HO. B nocTMapKeTHHIOBBIX
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HCCIIEZIOBAHUAX COOOIIAIOCh O Cly4asX peakTHBAIllMM BHpyca remaTuTa B y mMamueHToB,
NOTy4aBIMX Tepanuio TodauuTuHHOOM. Biusaue TtodauuTuHHOa HA  peaKTUBAIHIO
XPOHHYECKOT0 BHPYCHOTIO I'elaTHTa HEU3BECTHO. [[alHEHTOB C MOJIOKHUTEIBHBIM PE3yJIbTaTOM
TeCTHpPOBaHMs Ha renatuthl B 1 C HCKIOUMIIM U3 KIMHHYECKHX HecnenoBaHuid. [lepen Haganom
Tepanuu npenapatoM Todapa® cieayeT mpoBecTH CKPHHHHT Ha MpeIMET HANHYHSA BHPYCHOTO
renaTura.

B xiIMHHYECKHX HCCIeNOBaHUAX TOQAIMTHHUOA y MNpeACTaBHTENEH SIMOHCKOH M KOpPEHCKOM
HALMOHATBHOCTEH 0TMeYaroTcs 60Jiee YacThle CITydad Pa3BHTHUS OMOSCHIBAIOIIETO repreca, YeM y
IpeACTaBUTENEH APYTHX HAIHOHAJIBHOCTEH.

YacToTa nosBIECHUS ONMOSICHIBAIOLIETO repreca MOXET YBETHYHTHCS Y NAIlUEHTOB C JUIUTEIILHBIM
aHAMHE30M PEBMAaTOMJHOTO apTPHTA, KOTOPHIE paHee MOJydayid JBa U Oonee OHOIOrHMYECKHX
BIIBIT; y nanmenTos ¢ AYH menee 1000 kneTox/mm>.

Benosnas TpoM603Mbo1Hsn

Benosnas Tpom6osm6bomus (BTD) Habmoaanacs y mamueHTOB, IPHHAUMABIIUAX TOQAIUTHHHO B
KIMHAYECKUX MCCIICNOBAaHUAX W IOCTPETHCTPAlMOHHBIX OTYeTaX. B  OJHOM KpymHOM
paHIOMH3UpOBaHHOM HcclieioBaHuu PASS y manumenToB ¢ PA B Bo3pacre 50 et wim crapiue, ¢
XOTs ObI OZTHUM JONOTHUTENBLHBIM CEPACYHO-COCY TUCTHIM (paKTOPOM pHCKa, IAIIMEHTHI MOy YaIid
neyeHue ToQaUTHHHOOM B JI03€ 5 MT JiBa pa3a B CyTKH, TodanuTHHUOOM B 03¢ 10 Mr 1Ba pasza
B cyTku uiu uHruburopom ®HO. B maHHOM HccnenoBaHuH HaGMIOAAToOCh /10303aBHCHMOE
NOBBIIIEHHE YacTOTHI Pa3BUTHA JieroyHoi sMOomuu (JIJ) y manmeHTOB, KOTOpBIE MOIyYald
Tepanuio TodamuTHHUOOM B cpaBHeHMH ¢ Tepanuedi uuHruburopamu PHO (cMm. paspen
«Ilo6ounoe nefictBue»). Muorue ciyqaro JID ObUTH Cepbe3HBIMH M HEKOTOpBIE CIIyYaH HMENH
JIeTaJIbHBIA UCXOL.

Crydqau JIO B 3TOM HCcne1oBaHHH OBUTH 3apErHCTPUPOBAHBI Yallle y MAIlHEHTOB, IPHHUMAIOIIUX
TOQauUTHHUO, MO CpPaBHEHHIO C JPYTHMH HCCIeIOBaHUAMH TodauuTuHuOa (cM. paszgen
«Ilobo4noe neiicTBHEY).

Cny4au Tpom6o03a rimy6okux BeH (TI'B) Habmomanuces Bo Bcex Tpex rpynnax NanueHToB JaHHOTO
uccrnenoBanus (cM. pasznen «llobounoe neiicTBue»).

HeobxonuMo mNpOBOJMTHE OLEHKY MAIMEHTOB OTHOCHTENBHO (AaKTOPOB pPHCKAa BEHO3HBIX
TpoMOO3MOOIHYECKUX SBICHHH 1O Hayala JIEYCHHs M TEPHOAMYECKH BO BpEMs JICYCHHS.
Heo6xomumo nmpuMmensTh npenapaT Todapa® ¢ 0CTOPOXHOCTBIO Yy NOXWIBIX NAUMEHTOB H Y
MAlMeHTOB, UMEIOLIUX Apyrue ¢axkTopsl pucka (cM. pasgen «Croco® MpUMEHEHHS W JI03BI).

Heobxonumo OGe3oTinararesibHO IPOBOJUTH OLICHKY ITAIIMCHTOB C IpU3HAKaMH M CAMIITOMaMH
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BTD u ormenuts TodanuTuHHO y manmeHTOB ¢ momo3peBaeMbiM BTD, BHe 3aBHCHMOCTH OT
IPHMEHSIEMOH J103bI WK TOKa3aHHSL.

OcHoOBHBIE HeXKeJIaTeJIbHbIE CepAeYHO-COCYAHCTBhIe CcOObITHS (BKJIOYas HHPApPKT
MHOKapaa)

B oxHOM KpymHOM paHIOMHU3UPOBaHHOM HccienoBanud PASS y mamuentos ¢ PA B Bo3pacre 50
JeT W CTapiie 1Mo KpaiHed Mepe C OJHHM JOMOJNHHTENbHBIM (PAKTOPOM pHCKa CEpACYHO-
COCYIHCTBIX 3a00JIeBaHHI NAIMEeHTHl MOMy4Yantd TodauuTHHUO 5 Mr JBa pasa B [ICHb,
todarutiHHuG 10 Mr nBa pasa B meHb wid uHruOutop ®HO. OcHoBHbIE HeOGNIaronpusTHbHIE
cepaeyno-cocyaucteie coobitust (MACE), Bkmoyas HHGapKT MHOKap/ia, HabIIOAaINCh BO BCEX
TpeX Ipylnmax JICYCHUS B 3TOM HCCIEJOBAaHUH. Y TAIIMEHTOB, NOJyYaBIIHX TO(AuMTHHHO, 110
cpaBHeHHIO ¢ HHrHOuTOpoM ®HO Habmoxanocs yBenudeHne yucia HedaTanbHBIX HHPAPKTOB
muokapaa. MACE, Biirodasi, HHQapKT MHOKap/ia, Yallle BCTPEYAIHUCh Y MOXHIIBIX NallMEHTOB
NAlMEHTOB, KOTOpble KypAT B HacTosIee BpeMs WIM B mpomuioM. Clexyer nposBIisTh
OCTOPOXHOCTh IPHU JICYCHHH MOXWIBIX MAlMEHTOB, MAllUEHTOB, KOTOPhIE KYPAT B HACTOSAIIEE
BpEeMsI HJTH B IIPOIILIOM, a TaK)XKe MAI[HEHTOB C IPYTHMH (pakTOpaMH pHCKa CepAEYHO-COCY IMCTHIX
3a00IeBaHHM.

3n0kavecTBeHHble H JuMdonpoandepaTuBHbie 3a00jeBaHHA (32 HCKJIIOYEHHEM pakKa
KOXH, He OTHOcsmuecs K mejianome (PKHM))

I[lepen HavasoM TepanuH NAHEHTOB C CYIIECTBYIOIHM 3JI0KaYECTBEHHBIM HOBOOOPa3OBaHHEM
WIM JIQaHHBIMH O 3JIOKAYeCTBEHHOM HOBOOOpa3OBaHMHM B aHaMHE3€, KPOME H3JIEYEHHOIO
HeMenaHoMHoro paka koxu (HMPK), wim npu paccMOTpeHHH BO3MOXHOCTH IIPONOJDKEHHS
Tepanuu npenaparoM Todapa® y nammeHToB €O 3710Ka4€CTBEHHBIM HOBOOOPA30BaHHMEM CIIEIyeT
YUHTHIBATH PHCKH H TIPEHMYINECTBA Jedenus npenaparoM Todapa®. CymecTByeT BO3MOXHOCTS,
yto Todapa® BiuseT Ha 3aMHUTY OpraHU3Ma OT 3JI0Ka4YECTBEHHBIX HOBOOOPA30BaHMIA.
Anxunosupyrowuii cnonounoapmpum

B KOMOMHHpPOBAaHHOM MOMYJIAIMHA 0E30MacCHOCTH, cocTosmmed u3 1 1uiane60-KOHTPOIUPYEMOro
KIMHAYECKOTO HuccnenoBanus ¢a3sl 2 u 1 1iane6o-KOHTPOJIMPYEMOro  KIHHHYECKOrO
uccieoBanus ¢a3sl 3 Cpeid NAHeHTOB C AKTUBHBIM aHKHJIO3HPYIOIIUM CIIOHHIOAPTPHTOM Y
420 manueHToB, NoTy4YaBmuX TopauuTHHUG 10 48 Henensb (233 manueHTo-JIeT HAOMIOICHN), HE
ObUTH BBISBIEHBI 3JI0KAYECTBEHHBIE HOBOOOpa3OBaHMsA, 3a HMCKIIOYEHHEM paKa KOXH, He
oTHocsmmerocs Kk Menanome (PKHM).

VYV DanMeHToB, MOJyYaBUIMX JiedeHHe TO(GAUUTHHHOOM, OBUIM 3aperucTpHpOBaHbI CIIydau
TMMGOMBI M Y TAIMEHTOB, MOJyYaBIIUX TOMAIMTHHUO B OONBIIOM paHIOMHU3HPOBAHHOM

uccienoanuu PASS, y nanuerToB ¢ PA B Bo3pacre 50 seT u cTapiue 1o KpaiiHel Mepe ¢ OJJTHHM
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JIOTIOJTHATETEHBIM (DAaKTOPOM pHCKa CepeYHO-COCYIUCTHIX 3aboeBanuii. HecMoTps Ha TO, 4TO Yy
NAIMEHTOB C PEBMATOMIHBIM apTPHTOM, OCOOEHHO C BBICOKOAKTHBHOM (opMoii 3aboneBanus, Uy
NAIIMEHTOB C MICOPHA30M MOXKET HaOoaaThesi Oosiee BBICOKHH PHCK (B HECKOJBKO pa3 BBIIIE)
Pa3BUTHS JIMM(OMEI 10 CPABHEHHUIO C OOILIEH MOy IsAnUei, poib ToGauuTuHUOa, eClli TaKoBast
HMEETCs, B pa3BUTHH JTUM(OMEBI HE YCTaHOBJICHA.

Pak nerkux Habmojajics y NAaUMEHTOB, MOJY4YaBMKX TodamuTHHUO. Pak nerkux Taxke
HaOmofiaicss y MAlMeHTOB, MOMy4YaBIIMX TO(arUTHHHO, B OOJBIIOM paHIOMHU3HPOBAHHOM
uccienoanuu PASS y nanmentoB ¢ PA B Bo3pacrte 50 neT u crapiie o KpaifHei Mepe ¢ OJHUM
JIOTIOJTHUTEIEHBIM (paKTOPOM pHCKa CEpACYHO-COCYAUCTHIX 3a00I€BaHU; YBEITMYCHUE CIIyYacB
paka JIeTKHX HabIroaJioch Y MalHeHTOB, MoTy4YaBmuX TodanuTuHuO 10 Mr 1Ba pasa B IeHb IO
cpaBHeHHIO ¢ uHHrubutopom ®HO. U3 30 ciaydaeB paka JerkuX, 3aperucTpUpPOBAaHHBIX B
HCCIIC/IOBAHUH y MALUEHTOB, MPUHHUMABIINX TOGanuTHHHO, Bce, KpoMme 2, ObUTH y NallUeHTOB,
KOTOpBIE KYPHJIM B HACTOSINEE BpeMs WM B MPoUIoM. [TanueHTs! ¢ peBMaToOUIHBIM apTPHTOM
MOTyT OABEpraThes 60siee BHICOKOMY PHCKY Pa3BHTHS paka JIETKHX, 4YeM 00mIas Moy Ismusl.

B KIMHHYECKHX HCCIIEOBAHUAX W MOCTPETHCTPAIMOHHOM IepHOAE ObUIM 3aperucCTpHpPOBaHBI
CJTy4au pa3BHTHS APYTHX 3JI0KAYECTBEHHBIX HOBOOOpa30BaHMii, BKIIIOYas (HO HE OTPaHUYHUBASCH)
pak rpyau, MeJIaHOMY, paK MpeJCTaTeIbHOM JKeJe3bl ¥ paK IMODKEITYJOYHOH HKeTe3bl.

Bimsiane Tepanmuu npemapatoM Todapa® Ha pasBHTHE W TeyeHHE 3JI0KAYECTBEHHBIX
HOBOOOpa30BaHUI HEU3BECTHO.

Cnenyer co0monaTh OCTOPOXKHOCTD MPH JICYEHHH MAIIMEHTOB MOXKUIOT0 BO3PAcTa, MAlHEHTOB,
KOTOpBIE KypsAT WIM KYPHIH B IPOIUIOM, a TaKXKe IMAHEHTOB C APYTHMH (aKTOpaMH pHCKa
3JI0KaYEeCTBEHHBIX HOBOOOpa30BaHHIA.

B 6onbmoM parnnoMusupoBaHHOM uccienoBanuud PASS y manuentoB ¢ PA B Bo3pacte 50 ner u
cTapiie Io KpaiHell Mepe ¢ OJTHHM JONOJHUTENBHBIM (aKTOPOM pHCKa CEPAECYHO-COCYIMCTHIX
3aboneBaHui HabMIONAIOCH YBEIHYEHHE 3I0KAYECTBEHHBIX HOBOOOpa30BaHHH (32 HCKIIIOYEHHEM
PKHM) y nanmeHToB, mojydYaBmuX TopamuTHHHO, Mo cpaBHeHHIO ¢ HHruOutopom PHO.
3nokayecTBeHHbIE HOBOOOpa3oBaHus (3a uckmodenneM PKHM) game BcTpedanucs y mOXKHIBIX
NAIIMEHTOB H y NMAI[HEHTOB, KOTOPbIE KYPHJIM B HACTOSIIEE BPEMS HIIH B IIPOIILIOM.

Pak koxu, He oTHOCAmHAIics k Mesanome (PKHM)

Coobmanock o ciay4yasx passutusi PKHM y nanueHToB, MOy Yarom#X TEPAnHio TOGaHTHHUOOM.
PKHM Takxe ObUTH 3aperHCTPUPOBaHbI B OOJBIIOM paHIOMH3HPOBaHHOM HccnenoBanun PASS
y maieHToB ¢ PA B Bo3pacte 50 yieT u ctapiue 1o KpaiHel Mepe ¢ OJHHM JOIOTHHUTEIHHBIM

q)aKTOpOM PHUCKa CEPACYHO-COCYAUCTBIX 3aboneBanuii. B 3TOM HcclieoBaHUH Yy NalHuCHTOB,
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MOJTyYaBIINX To<baunfnun6, no cpaBHeHHIO ¢ uHruouropom ®HO, Habmonanock yBeaHueHHe
obmero xonuuectBa PKHM, BriIOYas miockokaeTo9nbIi pak koxu. [Tockonbky yactota PKHM
BBIIIE Yy MOXWIBIX JIoAed W y mnamueHToB ¢ aHamHe3om PKHM, crnenyer cobGmonars
OCTOPOXKHOCTh IIPU JICYEHHH TaKUX MALKUEHTOB. PeKkoMeHIyeTcsi MPOBOJUTH NEPHOAMYECKOE
obcneoBaHHe KOXKH Y MALMEHTOB C MOBBIIICHHBIM PHCKOM Pa3BUTHS pakKa KOXH.

Todauutnau® B no3upoBke 10 Mr aBa pa3a B CyTKH NMPOTHBOIOKA3aH MAIlHEHTaM C BBHICOKHM
PHCKOM JierouHo# smbomu (cM. pazaen «IIpotuBonokasanus»). JlonoJTHUTENEHBIME HaKTOPaMH
pHCKa, KOTOpBIE CIIEyeT YYHMTBHIBATH IPU OINpENeNeHHH pucka pa3BuTus JID y namnuenra,
ABJIAIOTCS IIOXKHJION BO3pAcT, OXKUPEHUE, KypeHHE H HMMOOHITH3AIIUS.

Cay4yan nepdopauun opranos JKXKT

B KIMHHYECKUX HCCIIEIOBAaHHSAX, B TOM YHKCJIEe B OOJIBIIOM paHIOMH3HPOBAHHOM HCCIIEIOBAHHH
PASS y mnamuentoB ¢ PA B Bo3pacre 50 ner W crapumie, 1mo KpaiiHeH Mepe, ¢ OIHHM
JIOIIOJTHUTEIbHBIM @aKTOPOM pPHCKa CEpIEeYHO-COCYIHCTBIX 3a00JIeBaHHI OMHCAHBI CITydYaH
nepdoparun oprasoB XXKT. Pons HHrHOHpOBaHUS SHYC-KHHA3bI IPH STHX SBJICHASAX HEU3BECTHA.
Takue ciryyan B OCHOBHOM OBUIH ONHUCaHBI KaK nepdopanus JHBEPTHKYIIA, IEPUTOHHT, abcuecc
B OpIOIIHO¥M MOJIOCTH M aNneHJUUAT. Bce ManueHTh ¢ peBMAaTOMIHBIM apTPHTOM, ¥ KOTOPBIX
pasBmiiack nepdopamnus opranoB JXKKT, momyydand conyTCTBYIOLIYIO TEPAITHIO HECTEPOUIHBIMA
IIPOTHBOBOCHIAIATEILHBIMH npenapaTaMu (HIIBII) W/unH ITIOKOKOPTUKOHJAMH.
OTHOCHTENBHBIN BKJIAJ] COMYTCTBYIOIEH TepaNHy U NPUMEHEHHS TOGAUUTHHHOA IIPH Pa3BHTHH
nepdopamuu opranoB JKKT HemsBecteH. YacToTa pa3BUTHSA TAKHX OCJIOXXHEHHH y MAIUEHTOB C
IICOpHA3oM, COIJIACHO JAaHHBIM KIMHHYECKHX HccienoBaHuii, coctaBiser 0,09 cimydaes/100
NalUEHTO-JIET.

Todapy® crnemyeT ¢ OCTOPOXKHOCTBIO NPHMEHATh y NAIMEHTOB C IIOBBIIEHHBIM PHCKOM
nepdoparuu opranoB JXKKT (Hanpumep, y NAlIHEHTOB € AUBEPTHKYJIATOM B aHaMHe3e). [larueHThI
C HOBBIMH cUMIITOMaMH co cTopoHbl opranoB JXXKT nmojuiexar HemeyieHHOMY 00CIIeIOBaHHUIO IS
panHero BbuiBieHHs mnepdopauun opranoB JKKT. B ximHMYeckux HcClieIOBaHHAX
AHKWJIO3UPYIOIIEro CIOHIMIOAPTPUTa He ObUIO BBISBIICHO ciydaeB nepdopamnuu oprasoB KKT
cpeau 420 manueHToB, NOMy4YaBIUX ToGauuTHHUO B TeueHue 10 48 Henens (233 manmeHTO-J1eT
HaOmoNeHHS ).

IlepesombI

[lepenombl HaOMOAATHCH y MAMEHTOB, IOJMYYaBIIMX TOQAIUTHHUO B KIMHUYECKHX
HCCIIEIOBAHUAX U B IOCTPETHCTPALIMOHHBIN MIEPHOI.

B KOHTpOIMpyeMBIX KIIMHHYECKUX HCCliefoBaHusX da3bl 3 y nanueHToB ¢ PA B TeueHue nepuoja

ot 0 10 3 MecsIeB YacTOTa MEPEIOMOB Y IMALUEHTOB, MOTy4YaBIIMX TOGauTHHUO 5 Mr 1Ba pa3a B
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JeHb, TopanuTuHuO 10 Mr 1Ba pasa B JeHb | uianebo coctasisuia 2,11, 2,56 u 4,43 nauueHToB ¢
cooprTisaMu Ha 100 PY's, COOTBETCTBEHHO.

B GonbmoM panpomusupoBaHHOM ucciieoBanuu PASS y nanuenToB ¢ PA B Bo3pacrte 50 ner u
cTapiie o KpaifHeil Mepe ¢ OJJHHM JIONOJHUTENBHBIM (PaKTOPOM pHCKA CepeYHO-COCYAUCTHIX
3abosieBaHuil MepesoMbl HaOMIOJATKHCH B TPyNIax JiedeHus TOQauuTHHHOOM M MHTHOMTOpaMHU
®HO. Cnenyer mposBIATH OCTOPOXHOCTH y MALMEHTOB C HM3BECTHBIMH (aKTOpaMH pHCKa
IIEPEIOMOB, TaKMX KaK IIOXKHJIbIE MAI[MEeHTHl, NAIlHEHTHl JXEHCKOro IIoJla M IAIHEHTHI,
IIPUHUMAIOLIHE KOPTHKOCTEPOHBI.

Puck cepaedHo-cocyHCThIX 3200/ 1eBaHui

[TanueHTHl ¢ peBMaTOMIHBIM APTPHUTOM IIOJBEPKEHBI IOBBIIIEHHOMY PUCKY BO3HUKHOBEHHS
HapyIIEHUH CO CTOPOHBI CEPAECYHO-COCYIUCTOM CHCTEMBI, H Yy TaKMX MaIlMEHTOB CIEIYyeT
KOHTPOJIMPOBATh (PaKTOPHI pUCKa (HAPHMEP, apTEPUANBHYIO THIIEPTEH3UIO H THIIEPIIUITHIEMHIO)
B paMKaX OOBIYHOTO CTAHJAPTHOT'O JICUCHHUSI.

®epMeHTHI NeYeHH

IIpu neyenun TOoManUTHHHOOM Yy HEKOTOPHIX MAIIMEHTOB HAONIOAATOCH YBEJIHYCHHE HYaCTOTHI
NOBBIIICHHUS YPOBHEH NMeUYeHOYHBIX (pepMeHTOB. ClielyeT ¢ BHHMAHHUEM IOAXOJUTH K BOIIPOCY O
Hayajse JiedeHMs TpemapatoM Todapa® y TNalMeHTOB C TOBHIIEHHBIMH YPOBHSAMH
ananuHaMuHOTpaHcdepassl (AJIT) wmm acmapraramuHorpancdepassl (ACT), ocobenHo npu
HayaJle ITpPUMEHEHHUs Ipernapara B KOMOHHALMH C MOTEHIMAIBHO I'eNaTOTOKCHYHBIMHU
JICKapCTBEHHBIMH TIperapaTaMH, TakKMMH Kak MetoTpekcar. Ilocie Hauvana nedeHus Juis
BBISBJICHHS NOTEHIMAIbHBIX CIy4YaeB JICKAPCTBEHHOIO MOPAXECHHS IEYEHH DPEKOMEHIyeTCs
OCYIIECTBIATH Ha MOCTOSSHHOW OCHOBE KOHTPOJIb OMOXHMHYECKHX IOKa3aTeNel (pyHKIHH IeYEeHH
¥ OBICTPO yCTaHABJIMBATH BO3MOXHbIE IIPHYHHBI OBBIIICHHS YPOBHEH IIE4YEHOYHBIX HEPMEHTOB.
Ecmu mojo3peBaeTcs JIEKapcTBEHHOE NOPaKEHHE TEYeHH, yedeHue mnpemapatroM Todapa®
CJIelyeT IPUOCTAaHOBUTH IO HCKIIIOYEHHUS 3TOr0 JAUArHo3a.

I'nnep4yBCTBHTEILHOCTH

Y  panueHToB, NpUHEMAOMMX  TodamuTHHUO,  HaOmomamMch  TakHue  peaKluH
THIIEPYYBCTBHTEIBHOCTH KaK aHTHOHEBPOTHYECKHH OTeK W KpanmuBHHIA. Hekoropsle ciy4au
OLIEHUBAJIUCH KaK cepbe3Hble. BONBIIMHCTBO peakiiuii BO3HUKAJIO y NALUEHTOB C MHOXKECTBEHHOM
ajeprueii B anamuese. B cilydae BO3HHKHOBEHHSI CEPbE3HON PEaKIUU ITHIIEPYyBCTBUTEIBHOCTH
HEOOXOJMMO  HEMEJICHHO IpEeKpaTHTh NpUMEHeHHe TodanuTuHHOa [0  BBIABICHHA
NOTCHIUAIBHON MPUYUHBI HIIH IPHYHH.

JlaGopaTopHble moka3aTesn
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Jlumghoyumpr: cllydan CHEKEHHs 9Hcia TAMPOIMTOB 710 YpoBHsS MeHee 500 KieTok/MM® GbUTH
CBs3aHBI C YBEJTMUYEHHEM YaCTOTHI CEPbe3HBIX HH(EKLHUii, KoTopble moTpeboBanu Tepamuu. He
PEKOMEH/lyeTCs Ha4YMHATh Tepanmuio npenapatoM Todapa® y manmMeHTOB ¢ HH3KHM YHCIIOM
mamdonutoB (1. e. menee 500 kierok/mMm’). Eciu y mammeHTa MONTBEPXKIEHO CHIDKCHHE
aGCOMOTHOrO 4Hcna JTUMPOIHUTOB O YpoBHA MeHee 500 KIETOK/MM, JleYeHHe mpermapaToM
Togapa® ne pexomenyercs. YpoBeHb THM(OIMTOR HEOGXOIUMO KOHTPOIHPOBATH HA HCXOTHOM
YPOBHE H 3aTeM Kaxkable 3 Mecsaua (cM. pazzaen « Criocod mpuMeHEHHUS U T03bD»).

Heiimpogpunvi: neyenue ToanuTHHHOOM CONMPOBOXKIATOCH YBEIHYECHHEM YaCTOTHI PAa3BHTHS
Heiitporennu (< 2000 KIeTok/MM’) 0 CpaBHEHHIO ¢ Miane60. HaunHaTh TedeHne mpenapaToM
Todapa® nanueHTOB ¢ HH3KOI KOHNEHTpanUel HeiiTpopunoB (AUH Meree 1000 keTok/Mm?) He
pexoMenayercs. Y manueHToB, nonyyaomux npenapat Todapa® B mo3uposke 10 mMr 1Ba pasa B
ZIeHb, co cToikuM cHmkenreM AUH 10 500-1000 knetox/Mm® cieyeT CHH3HTH 103y IIpernapara
Todapa® mo 5 Mr 1Ba pasa B ieHb 710 HocTHXKeHHs KoHneHTpammu AUH Gonee 1000 xieTox/MM>,
V nauuenTtos, nonydarommx npenapat Todapa® B 103upoBke 5 Mr 1Ba pasa B JieHb, CO CTOHKHM
camwkenneM AYH no 500-1000 kneTox/MM® cremyeT NMpeKpaTHTh JIeYeHHE 1O NOCTHKEHHS
konuentpauud AYH Gonee 1000 k1etok/mMm>. Y NMalMEHTOB ¢ MOATBEPXKICHHBIM a6COMIOTHEIM
yncioM HeltpopunoB meHee 500 KIeTOK/MM® JledeHHE He PpEKOMEHIyeTcs. YPOBEHbB
HEHTPODHIIOB ClIeyeT KOHTPOJIHPOBATh HAa HCXOIHOM YPOBHE M Iocie 4-8 Henenb Tepamnuu, a
3aTeM Kax/sle 3 Mecsua (cM. paszaensl «Criocob npuMeneHus u 103b», «[lobouHoe neiicTBHEY).
T'emozno6un: He PEKOMEHAyeTCs HAYMHATh Tepanuio npenaparoM Todapa® y mammenToB ¢
HU3KHM YpOBHEM remoriobuna (mesee 9 r/mm). Jleuenme mpemapatom Todapa® cremyer
IPEKPAaTUTh y MAIlHEHTOB C YPOBHEM remMorjiobuna mexee 8 r/m, ub0 MpH CHIDKEHUH YPOBHS
remoriobuHa Ha 2 /1 u Oonee Ha QoHe yedeHus. ['eMOrIOOHH ClieyeT KOHTPOJIMPOBATh Ha
HayaJIbHOM 3Talle Tepanuy, nocie 4-8 Helenb Tepaluy, a 3aTeM Kaxable 3 mMecsma (cM. pasjen
«Croco® npUMEHEHHUS B JO3b1»).

Jlunuowi: nedenue ToGaUTHHUOOM CONPOBOXKIAETCS MOBBIICHHEM YPOBHS JIMIIHJIOB KPOBH -
obmero xonecrepuna, xonecrepuna JIITHII, a Taioke XonecTepuHa JHIONPOTEHIOB BBICOKOM
wiotHoctd (JITIBIT). Makcumanbubiii 3¢dekr oObMHO OTMedancs B TedyeHHe 6 Heaenb.
ITossnuenue obmero xonecrepuna, xonecrepura JIITHII u xonecrepuna JIIIBII taxxe 6put0
3aperuCTPUPOBAHO B OOJIBIIOM paHIOMH3HPOBAaHHOM HccnenoBanuu PASS y manuentos ¢ PA B
Bo3pacte 50 ner M crapiue, no KpaitHe#f Mepe, C OJHUM JIOIOJHHTENBHBIM (AKTOPOM pHCKa
CeplIeYHO-COCY TUCTHIX 3aboneBaHuii. OUEHKY JMIHIHBIX AapaMeTPOB CIIEAYET BBIIOIHATH IO

MMPpOHICCTBHH OKOJIO 4-8 Henenp mocie Hadajia TEpaIuu. HpHMCHeHHC CTaTHHOB Y INAIUCHTOB C
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NIOBBIIIEHHOM KOHIEHTpaluel obmero xonecrepuna u xonecrepura JIITHIT va gone tepanuu
npenaparoM Todapa® no3posger K0CTHYD HCXOMHBIX TTOKa3aTEIeH.

Baknunanuu

Wndopmarus mo BTOpUIHON TPaHCMHCCHH HHGEKIUH IIPH BBEICHHUH J)KUBBIX BaKI[HH MAllHCHTaM,
MOJTy 9alOIMM TO(GaUTHHUO, 10 HACTOSIIEr0 BpEMEHH OTCYTCTBYET. He pekoMeH /TyeTcst BBOJHUTh
XMBBIE BaKIMHBI OJHOBpeMeHHO ¢ mpemapatoM Todapa®. Pexomenmyercs, 4To6sl 10 Hauana
npuMenenns npenapara Todapa® Bce manMeHTH! BBITONHUIHM HEOOXOMMMYIO HMMYHH3ALMIO B
COOTBETCTBHH C COBPEMEHHBIMH PEKOMEHJAIMsIMH IO BaKIHMHAIMH. [IpoMexyTox Mexiy
BaKIMHAlMEH KMBBIMH BaKI[MHAMM M HA4aJOM Tepamud TOQAUUTHHHOOM IOJDKEH
COOTBETCTBOBaTh HMMEIOIIMMCS PYKOBOJACTBAaM IO BakKIMHAlMH B OTHOLICHHM MAIMEHTOB,
TIOJTy YaIOLIMX TEPAHI0 HMMYHOMOIYTHPYIOIMMH cpeicTBaMU. COracHO 3THM PYKOBOICTBaM,
€CIIM BBOJMTCS XMBas BaKI[HHA OT onosckiBaroniero repreca (herpes zoster), ee cieyer BBOIUTH
TOJIBKO MAllHEHTaM C JJOKyMEHTHPOBAHHBIM B aHaMHe3€ Cliy4yaeM 3a00JeBaHHs BETPAHOH OCHOi
WM NAlHEHTaM, CEpPONO3UTHBHBIM B OTHOIIIEHHH BUpPYCa BETPSHOMH ocIbl. Bakiunamnuio cienyer
IIPOBOJMTSH [10 MEHBIIEH Mepe 3a 2 HEJIENH, HO MPENIOYTUTENBHO 32 4 HEJIEeNH 10 Havyasla Tepanuu
UMMYHOMOJY THPYIOLUIHUMH CPEJICTBAMH, TAKAMH KaK TOQAIIUTHHHO.

ITanueHTHI ¢ HApY I eHHEM PYHKIIHH MOYEK

B xiMHAYECKHX HCCIeN0BaHUAX TOQAIUTHHHO HE H3YYalld y MAaIMEHTOB C HCXOHBIM KIMPEHCOM
KpeaTuHHHA MeHee 40 Mi/MuH (pacyeT npousBoauics o gopmyne Kokpodra-I'onra) (cMm. paszaen
«IIpoTHBONIOKA3aHUAY).

ITanueHTHI MOKHIIOro BO3pacTa

[TanmeHTH MOXHKIIOTO BO3pacTa B LEJIOM IOABEPXKEHBI MOBHINIEHHOMY PHCKY BO3HHKHOBEHHS
HEXeJaTeJIbHbIX SBJICHHH, KOTOpble UMEIOT Oojiee TSHKENMYIO CTENEHb, MOITOMY IIPH JICYCHHH
MAIHEHTOB MOXHUJIOTO BO3pacTa CliefyeT CoOMoaaTh OCTOPOXHOCTh (cM. pasaen «Ilobounoe

JIEHCTBHUEY).

BJIMSAAHUE HA CIIOCOBHOCTbH YIIPABJISAATh TPAHCIIOPTHBIMH CPEJICTBAMH, MEXAHH3MAMH
UccnenoBanus BiusHusA TohanuTHHEOA Ha CIOCOOHOCTD K YIIPaBJICHUIO aBTOMOOHIIEM H paboTe

C ME€XaHU3MaMH HE MMPOBOJUIIHCE.

DOPMA BBIITYCKA
Tabnerku, mOKphITHIE IUICHOYHON 0007109K0H, 5 Mr U 10 Mr.
ITo 56 TabieTok B 6aHKy U3 MOTMITHIEHA BBICOKOH IIIOTHOCTH C KPBIIIKOH 3aBHHYMBAIOLIEHCS U3

[OJINDTUJICHA BBICOKOW IUIOTHOCTH C HHIOYKIIHOHHBIM  BKJIQIBIIIEM H3  MaTe€pHalia
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KOMOMHHPOBaHHOT0 KapToH/Bock/AJI/TID u ¢ cuikaresieM B cTike u3 GpuiabTp-Oymaru. Ha 6anky
HAKJIEMBAIOT THKETKY U3 OyMaru 3THKETOYHOU MIIH MHCYEH, HIIH CaMOKJIESIIYIOCS STHKETKY.
ITo 14 TabneTok B KOHTYpHYIO SYEHKOBYIO yNakoBKy (OmmcTep) u3 (OJIBIH ATIOMHHHEBOM H
Matepuana kom6uHHpoBaHHOro OITA/AJI/TIBX.

ITo 1 Ganke mwmm mo 4 Omucrepa BMECT€ C HHCTPYKIHMEH MO0 MEIUIMHCKOMY MPUMEHEHHIO
NOMEINAOT B KAPTOHHYIO MTAYKy HJIH B a4YKy U3 KapTOHA rO)pUPOBAHHOTO.

Ha xapToHHy!0 mMayKky MOXeT ObITh HaHECeHa ITHKETKA KOHTPOJIS IIEPBOr0 BCKPBITHA.

YCJIOBHSA XPAHEHHA:
ITpu Temnepatype e Boime 30 °C.

XpaHUTD B HEJOCTYITHOM JUIS JIETEH MECTE.

CPOK I'OJHOCTH: "G PO
o
T
2 roxa. SKCTIEPTHBIA OTYE 5
NEVCTBUTEJEH JU18 JAHHOM| &
He npuMeHSTH 110 HCT€YEeHHH CPOKa FOHOCTH. e BEPCHMH JIOKYMEHTA __?:1
0000000003
YCJI0BHS OTIIYCKA:
OTnyckarT 1o perenty.

MPOU3BOJAUTEJb U OPTAHU3ALIMA, IPUHAMAIOIIAS NPETEH3UHM NOTPEBUTEJIEN
000 «IICK ®apmay, Poccus

FOpuouueckuii aopec

141983, MockoBckas obnacTb, r.0. JlyoHa, r. Jlyoua, yi. [Iporpammucros, a. 5, ctp. 1.
Aopec mecma npouseoocmea

MockoBckas 0611, r.0. JlyOHa, r. JlyOna, yiu. [Iporpammuctos, 1. 5, ctp. 1.

Ten.: 8 (800) 234-16-99.

E-mail: pv@rusbiopharm.ru.

BJAJEJEN PETHCTPAIIHOHHOI'O YAOCTOBEPEHUA
Memup¢p Papma Ist. JITa.
Wupus, 110063, Heto-/lemu, paiion ITacuum Buxap, Hanpotus ['ypaBapa, oKOIBHBIH 3Tax, B-

2/13.
150413

Benmymmii MeHeDKep 10 perucTpanun

nekapcTBeHHBIX cpesicTB OO0 «IICK ®dapmar
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