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0 MEIUIMHCKOMY IIPHMECHEHHIO JICKAPCTBEHHOIO IIpCIiapata

Towapa®

PErMCTPALIMOHHBIN HOMEP:

TOPIOBOE HAUMEHOBAHME: Todapa®.

MEXK/IYHAPOJHOE HENMATEHTOBAHHOE HAUMEHOBAHME: TodanuTtunud.

JIEKAPCTBEHHASI ®OPMA: TaOJICTKH, IOKPHITHIE IIEHOYHOH 000JI0UKOI.

COCTAB HA 1 TABJETKY:

Hurpensenrss KosuuecTBO, MK
Smr 10 mr
Meiicmeyrowee sewecmeo:
Topanurrarba acmaprar (B epecuere Ha TOGaUTHHUO) 7,13 (5,0) 14,26 (10,0)
Bcnomozamensnoie senmjecmea:
| JlakTo3ssl MOHOrUApaT 61,307 122,614
) ;‘Ti[ejIJ}Ionoza MnKpOKpHCTaJmnqecxaﬂ (tun 102) 98,063 196,126
.| Kpockapmernosa HaTpus 20,000 40,000
.| [omokcamep 407 7,500 15,000
AHa;pH;{ naypuicysdar 4,000 8,000
Marnug cfeapaT 2,000 4,000
Macca siopa mabnemxu: 200,000 400,000
ITnenounan o6onouxa Hosomuxc I'en I11-105028 (H/] pupmoy):
THIIPOMEIUIo3a 2,880 5,760
MaKporoJt 0,360 0,720
TpI;IaHeTPIH 0,360 0,720
JIAKTO3bI MOHOTHAPAT 0,720 1,440
THTaHa JHOKCH] 1,680 3,360
Ob6uaa macca maonemku: 206,000 412,000




COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 28.04.2023 N= 8184
(Bxonsuwmit M3 N24236438)
ONMUCAHHE (Bxopswmit M3 N24236438)

benwvie wunn I[1o4YTH Oenbie KpyTJIbI€ [ABOSIKOBBIIIYKJIBIC Ta6JICTI(I/I, INOKPEITBIC IJICHOYHOM

06051049K0H. Spo TabneTKH OeJOro WK MOYTH OEJIOro UBeTa.
MAPMAKOTEPANIEBTUUYECKAS MPYTIIIA: CENIEKTUBHBIE HMMYHOEIIPECCAHTHL.
Kojx ATX:. LO4AA29.

®APMAKOJIOTUYECKHE CBOHCTBA

dapmakogUHAMUKA

Mexanusm Oeticmeun

Todauutnuub npeacTaBiseT cOO0H MOIIHBIN, CEIEKTUBHBIA HHTHOUTOP CEMEHCTBa ﬂHyc-KﬁHas,
o6naaomuii BEICOKOH CEJEKTHBHOCTBIO B OTHOLICHHH NPOYMX KHMHA3 reHoma dgesoseka. Ilo
pe3yJipTaTaM HCCIIENOBaHMs KHHA3 TOQAuTHHUO HHIHOUpYyeT AHyc-KuHashl 1, 2, 3 1 B MEHbIICH
CTEIIEHH — THPO3WH-KHHa3y-2. B Tex Kierkax, rjie sHyc-KHHa3bl NepefaloT CHTHAT [apaMu,
TO(AIUTHHHO MPEAMOYTUTENPHO HHIHOUpPYET [Iepeaady CHIHaJa [eTEPOJIUMEPHBIX PEETOPOB,
CBA3aHHBIX C SHYC-KHMHA30#-3 W/WiM  sHyc-KMHa30#-1, o6magmas  QyHKUHOHAIBHOM
CEJIEKTUBHOCTHIO B OTHOUICHHWH PEIENTOPOB, KOTOPHIE MMEPENAIOT CUIHAJIBI Yepe3 Maphl sSHyC-
KuHa3bl-2. MHrubupoBanue sHyC-KMHA3bl-1 W sHyc-KHHa3bl-3 mox jeiicTBHeM TodanuTHHHOA
OJOKUpyeT Mepeaady CHCHANA TOCPEICTBOM OOLIMX PELENTOPOB, COAEPKALIMX raMMa-Ieny, B
OTHOIICHUH HECKOJBKMX HUTOKHUHOB, BKirowas MJI-2, -4, -7, -9, -15 u -21. OTH UUTOKUHBI
BBIMOJHSIOT HHTErPUPYIOILYIO POJib B MpoLeccaX aKTUBALMK JHM(OLUTOB, UX MPOoIHpepaluH,
(YHKIMOHUPOBAHHS W TOPMOXKEHHS MEpefadd CHIHaua, YTO IPHUBOAUT K MOJTyJINPOBAHUIO
pasHOOOpa3HBIX acleKTOB MMMYHHOro oTBeTa. KpoMe TOro, MHrHOMpOBAaHME SIHYC-KHHA3BI-1
OPUBOMUT K  OCHabJICHHIO Mepefaydl CUTHaja IOX  JACHCTBHEM nononnnfenmmx
IPOBOCHAIUTENFHBIX HUTOKUHOB, Takux kKak WJI-6 u UDH-y. IIpu 6osee BBICOKON IKCIIO3UIMU
npenapara HHrHOMpOBAHHME Mepe/laul CUTHANa SHYC-KMHA3bI-2 HNPHBOJUT K HMHIMOMPOBAHMIO
nepejavy curHana 3pIrITpOH03TI/IHa:

Kax UHrHOWTOp SHYC-KMHA3bl-1/THpO3UH-KHHA3bI-2-3aBUCUMOM mnepenaun curyanos HM®Ho,
todauTaHuO OyIeT MoIyaMpoBaTh BBEIpaOOTKy M nedictBue MPHa. To@aunmmﬁ TaKKe
HaIpsSIMYIO MHTHOUpYeET nepenady curaanoB MJI-6, BaxxHOro MearaTopa JUXOPaJKU M PearcHTOB
ocrpoﬁ (ba3bl, # HEKOTOPBIX IIATOKHHOB (a uMeHHo, WJI-15, MJI-21, MJI-23), uto, B cBOIO 04€EpEs,
CHHKAET KOJIMYECTBO LMTOKMHOB, BBIEseMbIX T-xenmepusmvu kinetkamu 17 tuna (T.e. @HOo,
NI 17a, UJI-17f, NJ1-22), koTOopble y4acTBYIOT B IATOTE€HE3E OCTPOI0 PECIMPATOPHOrO JUCTpECC-

cuaapoma (OPJIC). Kpome Toro, TodamumTHUHHO HaNpsiMyIO IOAABISLET Hepelavyy CHIHAIOB
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eHmmposke. T RAEbH kHetor 1 ritta, 4to, B

CBOIO O4Yepellb, CHHXKACT KOJUYECTBO IHTOKHUHOB, BBICBOOOKIaEMBIX KJIETKaMU T-XeHHCpHBIMI/I

knerkamu 1 tHma (T.e. ®HO0, WJI-2, UPHy). Takum oOpa3oMm, OXHAAETCS, YTO HESHCTBHE

TO(baI_[I/ITI/IHI/I6a Ha HECKOJIBKHX KOHTPOJIbHBIX TOUKAX YMEHBINUT MHOTHC MPOBOCHAIIUTEIILEHBIC

IyTH, BeIylIue

K [OPOrpecCHpPYIOIIEMY TOBPEXKACHHIO JICTKHX,

NPOSIBJICHUIO HOBOM

KOPOHaBMpYCHOH uH(pekiuu, Ber3agHoi COVID-19.

Dapmaxoounamuyeckue IPphexmol

JleueHnue TO(baHI/ITI/IHI/I60M COIIPOBOXIAACTCA MO0303aBUCHMBIM CHHXXCHHCM ITUPKYJIHPYOIMUX

HaTypaibHbiX kwwiepoB CD16/56+. PacueTtHoe MaxcuManbHOE CHIDKCHHE IOCTUIAeTCA MO

IpOUIECTBHUH OKOJIO 8-10 wenmenp mociie Havana TEpAIIiu. OnucaHupie H3MEHEHHS OOBIYHO

paspearoTcst CiryCcts 2-6 HeJenb MOCiHE OKOHYaHUS TEpaIIiu. Jleuenue TO(baHI/ITI/IHI/I6OM

COIIPOBOXXJAIOCH JO303aBUCHUMBIM ITOBBIIHEHUEM KOJIHYCCTBA B-knerok. M3MeHeHHs KOJTUYECTBA

nupkympyromux  T-mum¢onuToB M HX CyOmomynsmud ObUIM  HE3HAUMTENbHBIMH U

HEeoCTOSHHBIMH. KITHHIYeCcKoe 3HaYeHHE ITUX

H3MEHECHHUI HEU3BECTHO.

W3meneHue o6uiero ceisopoTounoro yposHs IgG, M i A Ha npoTsHKEHUH 6-MECIYHOTO MepUoa

JICYCHUS MAUCHTOB C PEBMATOUIHBIM apTPUTOM 9300 HGﬁOJIBUII/IM, HE3aBUCHUMBIM OT JO03bI H

CXOOHBIM C TAKOBBIM IIpH IPUMECHEHHUA nnaue60.

ITocne nedyenus TO(i)aHI/ITI/IHHGOM NaIHEHTOB C PEBMATOMIHBIM aPTPUTOM OTMEYATIOCH 6BICTpO€

camkenne ceiBopoTounoro C-peaktusHoro oenka (C-Pb), 4To coXpaHAnOCh Ha MPOTSHKCHAH

BCEI'o Ne€pnoaa JICYCHUA. Hzmenenuns YpOBHA C-

PB, oTMeUeHHbIE IPH JieUeHHH TOGAIUTUHHOOM,

HE MPOXOJUIIH B TCHCHHC 2 HeJEeNb IIOCIE OTMEHEI TEpandu, 94T0 CBHACTECIBCTBYET O oonbIei

IPOAOJDKUTEIIBHOCTH (bapMaKonuHaanecxoﬁ AKTHBHOCTH II0 CpaBHCHHIO C I[IE€PpHOIOM

IIOJIYBBIBCACHU .

AHaoruyHple H3MEHEHHUS Ha6mo;1annc5 Y HNaOHEHTOB C IICOPUA30M.

Ananoruyssle usMenenus B T-xierkax, B-kierkax u CPb B chiBOpoTKE KpOBH HAOIIONAIHCH Y

NalUCHTOB C AKTHBHBIM IICOPHATHYCCKUM apTPUTOM, OIHAKO O6paTIrIMOCTb HC OLCHHBAJIU.

CyMMy CBHIBOPOTOUYHBIX HMMYHOIJIOOYJIMHOB
MICOPHATHYECKUM apTPUTOM.
dapmaxkoKkHHETHKA

[Tpoduns

HEC OICHHUHBAJIA Y MNaIlUCHTOB C AKTHUBHBIM

(papMaxoxkuHeTHKH TO(anuTHHUOA XapakTepu3yeTcs OBICTPBIM —BCAaCHIBAHHEM

(MakcuMasbHAs IUTa3MEHHAs KOHIEHTpaluus jgocturaercs B TedeHue 0,5-1 dgaca), OBICTpBIM

BBIBEICHUEM (TIEPHO/I TOJIY BHIBEICHUS OKOJIO 3 9acOB) M IIPONOPIIHOHANIEHBIM 103€ YBEIHIECHHEM

CHUCTEMHOH 3KClo3uiuy. PaBHOBeCcHAs KOHIIEHTpAIMs JOCcTUraercs B TeueHue 24-48 dacoB ¢

HE3HAYMTECIIBbHBIM HAKOIINICHHEM IIOCIIC IIpHEMaA ABa pa3a B ICHb.
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Abcopbuus u pacnpedenenue (Bxomauwwmi M3 N°4236438)

TogamuTHHEG XOPOINO BCACKIBACTCS, @ ero GHONOCTYIHOCTh COCTaBseT 74 %.

[Ipumenenne ToganuTHHIOA ¢ MUIIEH, GoraTod Xupamu, HE COMPOBOXKAANIOCH H3MEHCHHUAMU
IUTOIIA/M IO/ KpUBOH «koHueHTpanusi-spems» (AUC), Toraa kax MakcuMabHast KOHIIEHTPALHs
(Cmax) B IUIa3Me KpOBH CHIDKaercs Ha 32 %. B WIMHHYECKHX HCCIENOBAHMAX ToaruTUHIO
IIPHMEHSJIA BHE 3aBUCHMOCTH OT [IPUEMA MHIIH.

Cas3piBaHHe TohanuTUHHOa ¢ OenKamu IUIa3Mbl KPOBH COCTaBJsieT NpuOMu3uTensHo 40 %.
TodaruTHHEUO MPEMMYILECTBEHHO CBA3BIBACTCS C abOYMHHOM H HE CBA3BIBAETCH C O.1-KHUCIBIM
rEKONpoTedHoM. TohanuTHHHO B paBHOH CTENEHH PACIpPENENSeTCsS MEXIY SPUTPOLUTAMH U
J1a3MO# KpOBH.

Memaboausm u gvleederue

Kmupenc Todanutuanba npuMepro Ha 70 % oCymIecTBIAETCS MOCPENCTBOM METabo/IM3Ma B
meueHn # Ha 30 % — OJKCKpeLue# Yepe3 MOYKH B BHJE HEHM3MEHEHHOro TodanuTHHHOA.
MeTabonusM TodauuTaHEOA IPEeUMYINECTBEHHO omocpenyercs usodepmentom CYP3A4 u B
Mmenbiei cremenn uzopepmentom CYP2C19. B mccienoBaHuy MEYEHHOIO paz[HoaKTnBi{bm
u3oTonoM Todanuruauba, Oomee 65 % OT o0OWEH HUPKYIUPYIOWEH paIroaKTHBHOCTH
NPHUXOAMJIOCH Ha HEM3MEHEHHBIH TOQanuTHHUO, a ocTambHbIe 35 % — Ha 8 MeTaboIMTOB (KaXIBIH
— MeHee 8 % oT oOmiell paauoakTHBHOCTH). [Ipeanonaraercsi, 4To Bce METabOJMTBL, KOTOPHIE
HabIIOAAIOTCS Yy KUBOTHBIX, oKaspBaroT < 10 % moteHumansHoe murubuposanue JAKI1/3. ¥V
yeJioBEKa He OOHApyXeHO cTepeo KoHBepcuH. PdapMmaxonoruyeckas akTHBHOCTH CBs3aHa C
HeMeTab0IM3MPOBAHHBIM TOPAIUTHHHOOM.

Pe3ynsTaThl MCCNENOBAHUN in VilFo CBUINETENBCTBYIOT O TOM, 4TO TOGANUTHHHO SBIAETCA
cybcTpaToM st Gelka MHOXKECTBEHHO# JiekapcTBeHHOH ycrodunsoctu 1 (MDR), HO He it
Oenka ycToWynBOCTH K paky Monounoi >xene3pl (BCRP), monumenTuaHOro mepeHOCUrKa
opranuyeckux aHuoHoB 1B1 1 1B3 (OATP) unu nepeHOCUHKOB OpraHHYeCKHX KaTHOHOB 1 1 2
tana (OCT), U B KNIMHMYECKH 3HAYMMBIX KOHUEHTpAuusx He sBisercs unruouropom MDRI,
OAT P1B1/1B3, OCT2, nepenocunkoB opranmdeckux aHunoHOB | u 3 tuna (OAT) mim 6enka,
aCCOLIMUPOBAHHOIO ¢ MHOXXECTBEHHOH JiekapCcTBeHHOH ycToiunBocThioO (MRP).
DapmMaKoKuUHeMUKa y NAYUEHMOE C PEGMAMOUOHBIM ApMPUMOM .
BeU10 ycTaHOBNIEHO, 4T0 Y HanmeHToB ¢ peMatouaHbiM aptputoM AUC todamuTrHnbOa mnpu
MUHAMAIBHOW 1 MakcuMansHOW Macce Tena (40 m 140 Kr) oxasauch CXOOHBIMH C TAKOBOH Y
HaIMeHToB Maccolt Tena 70 Kr.

V noxunbsix nanuentos B Boszpacte 80 ser mokaszarens AUC okazancs MeHee 4eM Ha 5 % BbIIle

IO CPaBHEHHIO C NAllUEHTaMHU B BO3pacTe 55 JieT.
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TlosydeHHble NAHHBIE TaKKe NOKA3aId OTCYTCTBHE CYIIECTBEHHBIX pasiuimii (<5 %) AUC
TohanuTHHEGA y NAIMEHTOB eBPOIIEOMIHOM, HETPOMIHON i a3HATCKOU PackL.

OTMeueHa OYTH JIMHEHHAsS B3aUMOCBA3b MEXJIY MacCoi Tena H 00bEMOM pacnpeneneﬁm, 410
IIPEBOMHT K NOCTIKEHUIO Gosee BEICOKOH Cmax B 60JIEC HU3KON MUHMMATBHOH KOHUIEHTPALKH
(Cmin) B IUIa3Me KPOBHM y NAIMEHTOB C MeHbIIEH maccodt rena. OpHaKo 3TO pas3iu4yue He
paccMaTpHBaeTCsl Kak KIMHAYECKH 3HAYMMoe. MeXHBAMBUAyanbHas BapuabenbHocTs (Yo
xosddumment u3meruuocty) nokaszarens AUC s Todanuturmba cocTaBiser okono 27 %.
DapMaKoOKUHEMUKA Y RAYUEHMOG C AKIMUEHBIM HCOPUAMUYECKUM APMPUNIOM

[lonmy IAuuoHHbI (papMAKOKHHETHYECKHH aHANK3 NALMEHTOB C aKTUBHBIM ICOPHMATHYECKUM
apTpUTOM MoKasal, 4to cucTemHoe BoszeicTeue (AUC) Todanutraiba [PH SKCTPEMANBHBIX
sHauenusx maccs exa [(61 kxr, 109 xr) (10™ 1 90™ npouenTwis B HaGOpe JAHHBIX MOIYJISAHH
NaIWeHToB)] OBLIO aHAJIOTMYHO TAKOBOMY y IIAIIMEHTOB C Maccod Tena 83,3 Kr. Y IMOXWIBIX
manuenTos B Bospacre 80 yet, cornacHo oueHkaM, 3Hagenne AUC 6puto Ha 10 % Bbume, yeM y
TANUEHTOB cO cpeaHuM Bo3pactoM 50 set. Y sxeHmruH 3Hadenue AUC, o onenkam, ObUI0 Ha 5%
HIDKE, 4eM y MyxuuH. VIMeromumecs JaHHBIEe TaKkKe MOKA3aIH, YTO KaKue-IMOO CYIeCTBEHHBIC
paznuyus B 3nadenusx AUC TodaruTiHrba Mex Ty NalMeHTaMy €BPOIEOUIHON, HErPOMIHOM 1
MOHTOJIOMIHOM pac OTCYTCTBYIOT. VI3MEHYHBOCTH Yy pa3HBIX HAlMEHTOB (IIPOLECHTHBIH
ko3 ¢uiment Bapuanuu) 3Haderuit AUC jurt TopauuTuHuba, 00 OLEeHKaM, COCTABISIET OKOJIO
32 %.

DapMaAKOKUHEMUKA Y RAUUEHMO8 C AKMUEHBIM AHKULO3UPYIOULUM cnonduﬂo‘apmpumom
[Tony nAnuoHHbI (hapMaKOKHHETHYCCKU aHaNM3 MAlUEHTOB C aKTHBHBIM aHKHIIO3UPYIOUIHM
CIIOHJIMIOAPTPUTOM [OKA3a1 OTCYTCTBHE KIMHHYECKH 3HAYHMBIX Da3iHuMii B BO3NeHCTBHH
todanuTHHIOa B 3aBHCHMOCTH OT BO3pacTa, Beca, MOJA M pacel. Y MOXHJIBIX MAIMEHTOB B
BospacTe 64 jneT KmpeHc TodanuTrHuOa 6601 Ha 11 % H¥DKe 10 CPaBHEHHIO C ITAIMCHTAMHA B
cpeanem Bospacte 40 net. I1o oneHKaM, y MalueHToB XEHCKOro Moj1a KNMpeHCe TohauuTHHIba Ha
2 % BBILIE, UEM Y [IAIIMEHTOB MY)KCKOTO II0JIa, 8 Y MAIIMEHTOB a3UaTCKOMN pachl KIIMPEHC Ipenapara
Ha 10 % HuXe, 4eM y IAalMEeHToB Apyrux pac. Ilo onenkaM, BapuabensHoOcTs 3HavyeHudH AUC
To(auuTHHEOA MEXIY MANUEHTAME C aHKHJIO3UPYIOIIM CIIOHIHT0apTpHTOM (Yo KO3 GUIHEHT
BApHAIIMM) COCTABIAET NPUMEPHO 25 % NpH IPUMEHEHMH Iperapara B Jo3e 5 Mr IBa pasa B
CYTKH.

DapmakoKuHemuKa y RAYUEeHmos ¢ HCOPUa3om

BEUIO YCTaHOBJIEHO, YTO y MNAMEHTOB C IMCOPHA3oM KiMpeHc Ttodauuturuda (26,7 11/4)

IPUOIU3HUTENBHO Ha 45 % BBIIE, YeM Y MallMeHTOB ¢ PeBMAaTOMIHBIM apTputoM (18,4 n/9). 3T
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cootBercTByeT ToMy, uTo AUC TodanuTuHuO4
30% HmKe, 4YeM y DAlMEHTOB C pPEBMATOMAHBIM apTPUTOM. MeXHHAMBUIYTbHAST
sapuabensHocts AUC coctapisier npubmusutenbio 28 %. Macca tena He BIMACT HA KIHPEHC
TodauuTHHKOa, B TO BpeMs Kak 00BEM pACHpe/e/ieHts IIOBBINAETCS MPU YBETMYCHUH MacChl
Tena. DTO MPUBOIHUT K TOMY, YTO Y HALHEHTOB ¢ 00J1ee HU3KOM MacCoil TejIa CpeAHss paBHOBECHAS
KOHIEeHTpaus ToalTHHIOa COOTBETCTBYET TAKOBOM y MAIMEHTOB ¢ 0ojiee BHICOKOH MaccoH
TeJla, MAKCUMaTbHAs KOHIIEHTpaMs TOGaUuTHHIOA BBIIIE, a MUHAMAJIHHAS KOHIICHTPAIHSI HUXKE,
YeM y MalueHToB ¢ 6oee BRICOKON Maccoil Tesa. OJJHAKO TAKoe pasiuyMe HE YYUTHIBACTCS Kak
KIHHAYECKH 3HauuMoe. He ObII0 0TMEUEHO pa3iuyrii B SKCIIO3UIMH TOGAUTHHUOA [IPH OLIEHKE
o4eyHoM QyHKIMH (T.€. KIMPEHca KPeaTHHUHA) Y NIAIIMEHTOB PAa3IMYHOr0 BO3PACTa, MacCHI TeNa,
110714, Pachl, STHUYECKON HPHHAUIKHOCTH U THKECTH OCHOBHOTO 3a00/IEBAHHS.
DapMaAKOKUHEMUKA Y NAYUECHINOE C AKMUGHDIM A36EHHBIM KOJIUMOM

IMomynsanuonHbi (papMaKOKUHETHICCKUA aHAU3 [ALMEHTOB C A3BEHHBIM KOJIUTOM HE BBIABHAI
KIMHAYECKH 3HAUMMBIX U3MEHEHuH ypoBHs BosaeiicTus Todamutuanba (AUC) B 3aBUCHMOCTH
OT BO3pacTa, MacChl Tejla, oJia M PacoBOM IPHHAUICKHOCTH. BozelicTBre y *eHIMH ObUIO Ha
15 % BbIilIe, YeM y My>X4YHH, a TAK)K€ BO3IEHCTBHE Y MALMEHTOB a3HaTCKoi packl 610 Ha 7,3 %
BBIIIIE, YeM y NAMERTOB APYruX pac. Habimonanacs 3aBHCHMOCTB MEXTy Maccoi Te1a i 06beMoM
pacripeieNieHus, NpuBosas K 6onee BHICOKOH KOHIEHTPAMH (Cmax) U 60Jee HU3KOH (Crin)
KOHIEHTpAIIKY Y AIlAEHTOB ¢ MEHbUIEH Maccoif Tena. TeM He MeHee, 9TO pa3MyKe He CYNTACTCH
KIuHM4Yeckd 3HauMMbM. [lo onenkam, BapuabensHocTh 3HadeHnid AUC TodanuTHHIOa MEXTY
MIALMEHTAMHE C A3BEHHBIM KOJIUTOM (KO3(QHUIHEHT BapHaliK B %) COCTABIAET NPHOIU3HTEIBHO
23 % u 25 % npu pHeMe mpenapara B 03¢ 5 M J(Ba pa3a B CYTKH U B go3e 10 Mr jaBa pasa B
CYTKH, COOTBETCTBEHHO.

DaApMAKOKUHEMUKA Y NAYUEHMOE C NOJUAPMUKYIIAPHLIM I06EHUNbHLIM UOUONAMUYECKUM
apmpumom (nfOHA)

Moy AsSuOoHHBH (hapMaKOKHHETHUSCKUHA aHaNKU3, OCHOBAaHHBIM Ha pe3yJbTaTaX HCCIENOBaHMN
IIpY IIpUMeHeHHH TabseTok TodannTrHiba 5 MI, MOKPBITHIX IUVICHOYHOH 000I04KO#, IBa pasa B
CYTKH, II0Kasajl, 9YTO Ha0moJanach 3aBHCHMOCTh MEXIY Maccoil Tena U KIMPEHCOM
todanuTHHHOA/00HEMOM pacnpeneNieHUs], IPUBOSIIAL K 00Jiee HU3KHM 3HAYCHUAM KIIMPEHCa U
obbeMa pacrpeziesieHus y MalueHTOB ¢ MEHbIIeH Maccoil Tena. ViMeromuecs: JaHHbIE YKa3bIBAIOT
Ha OTCYTCTBHE KIMHMYECKH 3HAYMMBIX pasnuuuii B Bo3jeiicrBuu TodanutuHnOa (AUC) B
3aBUCUMOCTH OT BO3PacTa, Pachl, oJjia, THIIA TAIlHEHTA I UCXOIHOH TshkecTH 3aboneBaHus. [To
oleHKaM, BapuabenbHOCTh 3HayeHud# AUC todamutunnba mexay naumentamu ¢ nlOHA (%

K03 pHIMeHT BapHaluK) cocTaBseT npumMepHo 24 %.
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DapMaKOKUHEMUKA Y NALUERMOE C HOBOU KO, 7 1b't &;d;lil’(;ﬁ co VID—
19

JlanHbe 0 (apMaKOKMHETHKE y MAIHEHTOB C HOBOH KOPOHABHPYCHOH MH(pEKLHEH, BBI3BAHHOM
COVID-19, oTcyTCTBYIOT.

Hapywenue (yrnkyuu nouex

Y NAUHMeHTOB C JIETKUM, YMEPEHHBIM HIIH TSKEJIBIM HApyUICHUeM (QYHKIMH MOYeK noxa3arenln
AUC oxa3asuch Bbime Ha 37 %, 43 % u 123 %, COOTBETCTBEHHO, 10 CPABHEHHIO CO B,HOpOBBIM:I/I
no6poBosbliaMi. Y MalHEeHTOB ¢ TEPMUHAIBHON CTaJMeH MOYCYHOW HEIOCTATOYHOCTH BKnaQI
JMaNu3a B 00K KIIHPeHC TOGAUTHHIOA OTHOCHTENBHO HEOOBIION. ,
Hapywenue yuxyuu neuenu
VY HanueHTOB C JIEMKUM U YMEpPEHHBIM HapyierneM ¢yHkun nedenu nokazatend AUC Ha 3 %
65 % npeBblla aHATOTHYHbIE [T0Ka3aTeNH Y 3J0POBBIX HOOPOBOIIBIEB. i
[MTaneHTsl ¢ TOKENBIM HapylIICHUEM (YHKIHH I[EYEHHM HIIM IALHEHTHI C HOJIO)KI/ITCJII:HBIM?I/I
ceponoruyeckumu mpobamu HBV wmm HCV e usyvanucs. |
Hemckuii 6o3pacm

Hccnenopanuii papMakOKHHETUKH, Oe30macHocT | dddekTuBHOCTH TodanMTHHIOA y AeTek ﬁe
TIPOBOIMIIH, 32 HCKITIOUEHHEM [TALIHEHTOB JIeTCKOro Bo3pacta ¢ nfOUA. ‘

dapmakokuHeTHKa, 6e300acHOCTh ¥ 3G HEKTUBHOCTS TOQAMTHHIOA OLEHHBAIIMCH Y [AHEHTOB

nerckoro Bospacra ¢ nFOMA B Boszpacte ot 2 jiet o 18 ner.

ITOKA3AHUSA K IPUMEHEHHIO
PeBmaToupHsIi apTpUT
IIpemapar Todapa® (TodanuTaub) MOKa3aH I JIEYEHHs B3POCIBIX MAIHEHTOB ¢ YMEPEHHBIM

HIIH TSOKEJIBIM aKTHBHBIM PEBMATOUJIHBIM apTPHTOM C HEAACKBATHBIM OTBCTOM HA OJHUH HJIM

HECKOJIBKO 0a3sMCHBIX MPOTHBOBOCIATMTENBHBIX IpenapaToB (BIIBII).

IlcopuaTnveckuii apTpuT

IIpenapat Todapa® (TodarnuTHEUO) MOKa3aH U JEYEHUs B3POCIBIX HALUMEHTOB C AKTHBHBIM
[ICOPHATHYECKUM apTPHTOM C HEaJeKBaTHBIM OTBETOM Ha omm win Heckonbko BIIBIL.
AHKHWI03UPYOIIHIl CHIOHAWI0OAPTPUT

[Ipenapar To@apa® (TodaruTHHAG) MOKA3aH JUIA JTEUYEHHS B3POCHBIX MAIUEHTOB C AKTHBHBIM
aHKWIO3UpyionmM crnoHauwioapTputoM (AC) ¢ HeaneKBaTHBIM OTBETOM HA TPaJAMLUOHHYIO
TEPAIHIO.

bJasime4YHblii ncopuas
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ITpenapar Todapa® (TodauuTrHUG) TOKa3aH [
IICOPHA30M YMEPEHHOH WM TSDKENOH CTENEHH BBHIPAKEHHOCTH, KOTAa MOKa3aHa CHCTeMHas
Tepamus Win GoToTepanus.

SI3BeHHBIH KOJIHT

Ipenapar Todapa® (TopauuTunu6) mokasaH LI HEIYKIHOHHON H MOIEP)KABAIOIIEH Teparuu
B3pOCHIBIX MAIMEHTOB C YMEPEHHBIM MM TSDKENBIM aKTHBHBIM A3BeHHBIM KonurToMm (JK) ¢
HEJOCTaTOYHBIM OTBETOM, IIOTEped OTBETa MK HEIEPEHOCHMOCTBIO KOPTHKOCTEPOHJIOB,
azaruonpuna (A3T), 6-mepkanTtonypuna (6-MII) wia HHrHOUTOPOB (haKTOpa HEKPO3a OIyXOJIeH
(®HO).

IoJMap THKYASIPHbII I0BEHHILHBIA HINONATHYECKHH aAPTPUT

IIpermapatr Togapa® (todauuTuaub) HOKa3aH IS JICUCHHS AKTUBHOTO MOJMAPTHKYIIIPHOIO
IOBEHMJIBHOTO Hanonatryeckoro aptpurta (itfOMA) y manueHToB B Bo3pacte 2 JIET U CTaplie.
Hosas koponasupycuast uadexuus, spizseannass COVID-19

Hosas koponaBupycHast uH$pexnus, ezpanHas COVID-19 y rocnutanusupoBaHHbIX B3pOCIBIX
HAIMEHTOB C JIETKHM/CPEIHETDKEIBIM TeUCHHEM M (pakTopaMH pHCKa TDKEIOr0 TEYEHHs HIpPH
HAJIMYUY ATOJOTHYECKHX M3MEHEHUH B JIerkuX, cooTBeTcTByomux KT1-2, Ho He moiyyaronmx
WHBa3MBHYIO MM HEHMHBA3UBHYIO BEHTIIAIMIO HJIH 3KCTPAKOPHOPATPHYIO MEMOpaHHYIO

oxcuresanuio (OKMO).

IIPOTUBOIIOKA3AHUSA

e [loBBIIEHHAs YYyBCTBUTENBHOCTE K TOQAMUTHHUOY WM K JIFOOOMY JPYyroMy KOMIIOHEHTY
npenapara;

e Tspxenoe HapyureHue GpyHKIUH IEYECHH;

e Hudunuposanue Bupycamu renaruta B w/mmu C (Haiuuue cepoOrHYECKHX MapKepoB
HBV u HCV ungexkuun);

o Kimpenc kpeaTuHuna MeHee 40 MI/MHH;

e OnHOBpPEeMEHHOE IPUMECHEHHUE KUBBIX BaKIHH;

o Cnenyér u3berarb  ONHOBPEMEHHOTO IpUMeHeHMs mpemapata Todapa® ¢
OHOIOrMYECKIMHE TperaparaMy, TAaKUMH KaK MHIHOUTOpH! (hakTopa HEKPO3a OITyXOJIH
(®HO), anraronuctsl untepeiixuaos (UI-1R, NJI-6R), monowionansabie anTH-CD20
anturena, anrtaronmctel WJI-17, antarommcter WJI-12/WMJI-23, aHTUHHTErpUHBL,
CCJIEKTHBHBIC KO-CTUMYJIHPYIOIIUE MOLYJISTOPHI, a TAK)KE MOIHBIE UMMYHOJEIPECCAHTBHL,

TaKHC KaK a3aTHOIPHH, IMUKIOCIIOPHUH H TﬂKpOHPIMyC, IMOCKOJIBKY Takxas KOMOUMHAITHS
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YBEJIHYMBAET BEPOSTHOCT BBIPAXKEHHO YHOCYIIPECCHI H prCK Aé:;%;‘mnﬁ MHEKIHH;

e Tmxensle WHQEKIMH, aKTHBHBC HH(EKIMH, BKIIOYasd JIOKAIbHBIC, TSKEIBIC
HHEKIHOHHbIE 3a00JIEBaHHU;

e JlepHIHT JTAKTa3b!, HEIIEPEHOCUMOCTD JIAKTO3BI, [JIFOKO30-IaJIaKTO3HAaA MAIbabcopOLusL;

e BepemenHocts (6e30macHOCTS U 9 HEKTHBHOCTD HE HCCIIEN0BAIKCE),

e [lepuon rpyAHOro BCKapMJIMBaHMS,

e Jlerckuii Bo3pact no 18 ser (Ge3omacHOCTh M 3()(EKTHBHOCTh HE HCCIENOBAIMCEH), 33
HCIUTIOYEHNEM ITALMEHTOB C IOJHAPTHKYJSAPHBIM IOBEHMJIBHBIM HIAMOIATHYECKHM
ApTPUTOM.

Todapa® 10 Mr aBa pa3a B CyTKH IpPOTHBONOKA3aH IMAlHEHTaM, Yy KOTOPBIX €CTh OIHO MK
HECKOJIBKO U3 CJIEAYIOIIX COCTOSHHUM:
O. e Hcnons3oBanpe  KOMOHHHPOBAaHHBIX  [OPMOHAJIBHBIX  KOHTPAlENTUBOB MK
3aMECTUTEIbHOM rOPMOHAILHON TepaIny;

o (CepneyHast HEJOCTATOYHOCTD;

e Benosnas TpomGo3MGoHs B aHaMHE3€, @ HMEHHO TpoMO03MO0IHUs ITyOOKHX BEH HIIH
JerovHas 3MOOJIHS;

e HacrencTBeHHOE HapyIEHUE CBEPTHIBAEMOCTH KPOBH;

e 3J0KavYecTBEHHOE HOBOOOPA30OBAHUE,;

L4 HaHHeHTLI, HOABEPrarouueca SHAYUTCIBHBIM XUPYPIrUICCKUM BMCIIATEIBCTBAM.

C O0CTOPOXXHOCTBIO
Ipenapat Todapa® cienyer NpUMEHSTH C OCTOPOKHOCTEIO:
Q e Ilpu noBBIIEHHOM puCKe Nephopaluy OpraHoB xeryouHo-kumednoro tpakra (KKT)
(HampuMep, y TAIMEHTOB ¢ JUBEPTHKYJIMTOM B aHAMHE3E).
e YV JMI[ MOXHJIOrO BO3pacTa M MAIlMEHTOB C CaXapHbIM JHA0ETOM B CBSA3H C BBICOKHM

PUCKOM pa3BUTHS HH(YEKIHOHHBIX 3a00JIeBaHU.

IIPUMEHEHUE ITPU BEPEMEHHOCTHY U B MEPUOA I'PYJTHOIO BCKAPMJIMBAHUA
AJleKBaTHEIE, XOPOINO KOHTPOJUpPYEMBIC HCCICAOBaHHS IPUMEHEHHs TodauuTHHHOa Y
BepeMeHHBIX JKEeHIIMH He npoBoxmiuck. Ipemapar Todapa® He ciepyeT HpUHMMATH BO BpeMs

OCpPEMECHHOCTH.
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Xenmpaam ¢ penpoXyKTUBHBIM IIOTEHIIHA;
3¢ PEeXTUBHBIX CPEICTB KOHTPAIIEHLMU BO BPEMS TEPAIIUy IperapaToM Todapa® u B TeyeHHE 1O
MEHBIIEH Mepe 4 HeeNb IociIe IpueMa IOoCAeHEH 0351 Ipenapara.

Crioco6HOCTh ToQalUTHHMOA [IPOHUKATH B [PYJHOE MOJIOKO y 4einoBeka He usydeHa. Cremyer

IIpeKpaTHTh KOPMIICHHE IPyIbIo B IepHoJ Teparuu npenapatom Todapa®.

CrnoCcos NPUMEHEHUSA U JO3bI

BHYTpb BHE 3aBUCHMOCTH OT [IpUEMA ITHIIH.
AHKWIO3HPYIOIMHU# CIOHAHI0APTPHT
PexomeHjoBaHHas 1032 COCTaBJIsIET 5 MT JIBa pas3a B JICHb.

PesmaTounpubiii apTpuT

ITpemapar Todapa® MoxHO anMeHHTL B KayecTBE MOHOTEpAllMM WM B KOMOWHAIMH C
METOTpeKCcaToM WiiH ApyrumMu Hebuonorundgeckumu BIIBIL

PekoMeHI0BaHHAS 1032 COCTaBJIET S5 MI JBa pa3a B JCHb. Y HEKOTOPHIX NALUEHTOB MOKET
notpeboBatbes yBenuueHue fo3bl o 10 Mr aBsa pasa B J€Hb, B 3aBUCMMOCTH OT KJIHHHYECKOTO
OTBETA HA TEPAIIHIO.

JlBe Taberky npenapara Todapa® 5 Mr 6HOIKBUBAIEHTHBI OJIHOM TaGJETKe IIpenapara Todapa®
10 MI B MOTYT HCIIOJIB30BATHCA B KAUECTRE ANBTEPHATHBEI OAHOM TabneTke mpemapara Todapa®
10 mr.

IlcopuaTuyeckuii apTpUuT

Pexomenyemast no3a fipenapata Todapa® cocrasiser 5 Mr fBa pa3a B CyTKH B KOMOMHAIIMHA €O
cranmaptabMi cuaTeTHYecKIME BMAPII (ccBMAPIT).

basimeunslii ncopuas

PexoMenoBanHas no3a npenapata Todapa® ms NedeHus GIIAMEYHOro NMCOpPHA3a yMEPEHHOH
WM TSDKETOM cTenenu cocrapiisieT 10 Mr iBa pasa B cyTku (Taioke cM. mofpaszmen «Ocobpre
KaTerOpHH MMallUEHTOBY).

JlBe Tabuerky npenapara Todapa® 5 Mr 6M09KBUBANEHTHEI OIHOH TabneTke npenapata Todapa®
10 MI B MOTYT HCIIOJIB30BaThCS B KAUECTBE AbTEPHATHBEI OJHOM TabeTke mpemapara Todapa®
10 mr.

S3BeHHBIH KOJIMT

Pexomernyemas no3a npenapata Todapa® mns nederus B3pocibIX NAHEHTOB ¢ YMEPEHHBIM HIIH
TSDKEJIBIM aKTHBHBIM SI3BEHHBIM KOJIUTOM cocTaBisieT 10 Mr nmepopaibHO [Ba pa3a B CYTKH UL
HHJIyKIIHOHHOH TEepanuy B TEUCHHUE He MeHee 8 Hezelb, 3ateM S5 Mr wiu 10 Mr aBa pa3a B CyTKH

JIIsL HOI[L[Cp)KI/IBaIOHIeﬁ T€paluu B 3aBUCUMOCTH OT TepaHCBTH‘{éCKOF O OTBCTA.

10
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Jlse TaGnerxu mpenapata Todapa® 5 Mr Guosk

10 MI ¥ MOTYT HCIIOJIB30BAThCS B KAYECTBE ANBTEPHATHBEI OJJHOM TaOJIeTKe mperapara Todapa®
10 mr.

MHIYKIHOHHYIO TEepaldio [PEKPAINaloT y NalMeHTOB, HE JOCTHIIIMX TEpaneBTHYECKOro

s¢dexra x Hexene 16.

Jns pedpaxTepHBIX MAHEHTOB, TAKUX KaK MANMEHTHI, KOTOPbIC HE OTBETUIIH Ha MPEABIIYINYIO
tepammio uaruburopom ®HO, ciemyer pacCMOTPETh BOMPOC O MPOXODKCHHH JICYECHHS C
IpUMEHEHHEM Mo IepxuBatomme# 10361 10 Mr iBa paza B CyTKH.

[TarueHTsL, /Ul KOTOPBIX HE COXPaHMIICA TEPANCBTHIECKUH ad et npemapara Togapa® B no3e
5 Mr JBa pasa B CYTKH, OH MOXET OBITh JOCTHIHYT ¢ MMOMOLIBIO pHeMa Ipernapara Todapa® B
no3e 10 mMr 1Ba pa3a B CyTKH.

B menoM, clexyer NPHMEHSTh caMylo HH3KYI0 3(QQEKTUBHYIO 103y JUId [OJIEPIKAHUS
TepameBTHIecKoro sgdexra.

Ioiap THKYASIPHBII I0BeHUIbHBIH HAMONATHYECKUI apTPHT

Ipenapar Todapa® MOXET NPUMEHATHCA B Ka4ecTBE MOHOTEpAIMH WIM B KOMOHHAILMH C

METOTPEKCATOM.

Pexomerayemas qo3a npemapara Todapa® coctapnser 5 mr aBa pasa B CyTKd (cM. Tabmuiy 1

HUXE).

Tabnuua 1. Pexomenyemas go3uposka npemnapata Topapa® ans namuenTos ¢ nfOVIA B Bo3pacte

2 jieT u cTapue

Macca tena (kr) Pexym 1o3upoBanust

> 40 5 Mr ABa pa3a B CyTKH

Hoas koponaBupycHasi uH¢exuus, sbizangas COVI-19

PexoMenayeMas o3a npenapara Topapa® s B3pocisix namuenTos cocrapiser 10 Mr asa pasa
B cyrku B Teuenue 14 gHedl. TodanuTuHMO JOMKEH NPUMEHATBCA TOJBKO Y
COCIIHTAIM3HPOBAHHBIX AIIMEHTOB M 1101 HAOOJCHHEM Bpadei-ClIeUaIUCTOB, UMEFOIIMX OMbBIT
JleUeHus JagHOoTo 3a6oneBanus. Ecu BbIMCKa U3 CTallHOHApa MTPOUCXOAUT IO 3aBepuIeHus 14-
JHEBHOIO MEPHO/IA JIEYeHHS, IIPHEM TO(PaUTUHIOA CIeyeT MPEeKPaTUTh.

JlBe Tabnerku mpenapata Todapa® 5 Mr GHOIKBHBANEHTHBI OJIHOHN TabJIETKE Ipenapara Todapa®
10 MI' ¥ MOTYT HCIIOJIB30BATECS B KAYECTBE AFTEPHATHBBI ONHOM TabieTke npenapara Topapa®

10 mr.

Koppekuus 10361 B CBSI3U ¢ J1a00paTOPHBIMH OTKJIOHEHHAMH

11
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iePTebata B Cydae

Ja€ pa3BUTHUS
BKIOYas  JTUMQOIEHUIO,

Mosxer moTpeboBaThCs KOPpPEKLUS O3Bl H
J0303aBUCHMBIX  OTKJIOHEHHWH  JTabOparOpHBIX  IOKa3aTelew,
HEHTPOIIEHUIO ¥ aHeMHIO (cM. Tabu. 2, 3 u 4).

He pexoMeHIyeTcsi HAYMHATH TEPAIMIO y MANMEHTOB C abCONIOTHBIM YHCIOM HEHTPOHIOB
(AYH) menee 1000/mm® um ¢ ypoBHeMm remornobuna menee 9 r/mr. Jins noxasarus «Hosas
KopoHasupycHast nubeknus, BpizBaHHasg Covid-19» He pekoMmeHIyeTcs HauyHHATH TEPAIMIO y
[IAHHUEHTOB C YpoBHeM remorioouHa MeHee 8 r/mi. He pekoMeHIayeTcs HaYMHATH TEPAIlHIO
IIpenapaToM y MaUeHTOB ¢ KOJIHYECTBOM JMM(OLHUTOB Mmeree 500 KIeToK/MM’.

Tabmuua 2. Koppekiust 1035l Ipy TUMQONEHUY.

Cumxennoe 1ucio Jumponutos (cMm. pazaen «Ocobbie yKazaHum»)

Pesyabrar ananmnsa (kjieTox/mm>)

Pexomennanmuu

Yucno mamdormros > 500

be3 usMeHeHuit

Yucno mamdormros < 500

[IpexpanieHue JeueHus

(MOATBEPKICHO MOBTOPHBIM aHAIU30M)

Ta6nuua 3. Koppexius J03bI Dy HEUTPOIICHUH

Huszkoe suauenue AYH (cm. pazgen «Ocodbie ykazanus»)

JlabopaTtopHoe 3uavyeHue | PexoMenganmm

(xneTox/mm3)
AYH >1000
AUYH 500-1000

be3 n3MeHeHuit

[Ipx CTOMKOM CHHXXEHUHM B 3TOM JAMaa3’oHe CIENYET CHU3UTH
J03y MM OTMEHHTh IpueM a0 jpocTipkeHus AUH OGonee
1000 xreTox/mm>.

st manmenToB, nonyyarommx Todapy® B mo3e 5 Mr mBa pasa B
CYTKH, IIPHOCTaHOBHTH Hpuem npenapara. IIpu AYH OGomnee
1000 keTox/MM® BO306HOBUTH mpHeM mperiapata Todapa® B
J103€ 5 MI" 1Ba pa3a B CyTKH.

Tt manmenToB, nonydaoumx Todapy® B moze 10 Mr jiBa pasa B
CYTK¥, YMEHBIIUTH JI03y Iperapara A0 5 ML [(Ba pa3a B CYTKH.
[Ipu AUH 6onee 1000 kneTok/MM® yBENIMYUTH [IpUEM IIpenapara
Todapa® B mosze 10 Mr mBa pasa B CYTKH, OCHOBBIBASCH Ha

KIIMHAYECKOM OTBETC Ha JICUCHUC.

AYH <500 [Ipekparienue JedeHus \

(MoaTBEPKACHO MPU

12



Huskoe snauenne AUYH (cm.

JIaGopaTopnoe 3naueHue | Pexomenpanuu

(kerox/mMm>)

IIOBTOPHOM OLIEHKE)

Tabmuna 4. Koppexuust 1036l IIpY aHEMAH

Huskoe 3Ha49eHHe reMoriodnna (em. pazaes «Ocodble yKazaHUuA»)

Jlab6opaTopHoe 3nauenue (r/na) | Pexomenpanuu

> 9.0 r/n1 v cHuxerue Ha 2 T/ | be3 u3aMeHeHui

HJIH MCHEC

< 8,0 r/mn wim cumxenue 6osiee | CiielyeT peKpaTUTh MPUMEHEHUE NpenapaTa Todapa® mo
geM Ha 2 1/t (IIOATBEPIKICHO IPHU | HOPMATM3AIUH YPOBHS [eMOITIOOHHA.

IIOBTOPHO#H OLIEHKE)

Oco0ble KaTeropuu MNAIHEHTOB

Hapywenue (yynkyuu nouex

Ecii no3upoBka npenapara Topapa® coctasiser 5 Mr iBa pasa B CyTKH, PEKOMEHIOBaHHAs 11032
JUIS TALMEHTOB ¢ TSOKEIBIMU HapyIIEeHUSIMU (QYHKIUH [T0YEK COCTABIIET 5 MI OJMH pa3 B CYTKU
(cM. pasgensi «Ocobble ykasauums» U «®PapMmakonoruyeckue CcBOHCTBa»). KoHKpeTHBIE
PEKOMEHJAIUH TSI KAXKHEOr0 MOKa3aHus [PEICTaBICHEI HIKE.

Eciu no3upoBka nperapara Todapa® cocrapnser 10 mr jiBa pasa B CyTKH, PEKOMEH/(OBaHHAs 1034
JUISL [TAIIMEHTOB C TSDKEJIBIME HapYIIEHHSAMA (GYHKUMH ITOYEK COCTABIIAET 5 MI' IBa pa3a B CYTKH
(cM. pasmensl «OcoOble  ykazanusi» U «®DapMakoyioryueckue cBoicTBa»). KoHKpeTHbIE
PEKOMEHJAUH JJIS KAXKAOTO IOKa3aHusl IPEeICTaBICHb! HIDKE.

Pegumamouonwiii apmpum

[TanpenTaM ¢ HapyeHueM QYHKIHE [OYeK JETKOM MK CpeaHei CTelIeHH TSDKECTU He Tpebyercs
KOPPEKIIMH JA03bIL.

Jo3a npenapara Topapa® He T0o/DKHA MPEBBINATH 5 MT Ba pa3a B JIeHDb y NALHEHTOB ¢ TOKETBIM
HapyIneHneM (QYHKIMA ITOYeK (BKIIOYAs, HO HE OrPAHUYMBAACH, NMALMEHTOB, HAXOMAINKXCS Ha
reMoinamnse).

Ilcopuamuueckuit apmpum

Y namueHToB ¢ HAPYUICHHAMH (QYHKIHUM MOYEK JEerKOH WM YMEPEHHOHM CTENEHH KOPPEKIHs
J03BI [Ipenapara He Tpebyercs. Pekomen ryemas no3a npernapara Topapa® coctasmuste 5 Mr oauH

pa3s B CYTKM JUIsl NAUMEHTOB C TSDKETIBIME HapyLICHUSMH IOYeUHOH QyHKIUMH (BKIIIOYAs, HO HE

13
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1 «DapMaKoJIOrHIEeCKUE CBOMCTBAY).

AHnKuno3upyowjuii CnoHOuL0apmpum

VY nauueHToB ¢ HapymeanM'n yHKIHY TOYEK NETKOH MM CPEHEH CTEINEeHH KOPPEKIUs 035
npenapara He Tpedyercs. Pexomenayemas 103a npemapara Todapa® cocTaBnseT 5 Mr OiMH pa3
B CYTKM I DAUHEHTOB C TOKENOH IOYEYHOH HENOCTaTOYHOCTBIO (BKIIFOYAs, HO HE
OTpPaHHMYUBASCH, AIUEHTOB, HAXOMIIIIUXCS Ha reMoiuatu3e) (cM. pasjenbl «OcoOble yKasaHus»
1 «DapMaKONOTHYECKUE CBOUCTBA). |
brnaweunviit ncopuas

V nanpeHToB ¢ HapyIIEHUIMHE (YHKIHH II0YEK JIETKOM WIIH YMEPEHHOH CTENCHH KOPPEKIIH JO3BI
npenapara ke Tpedyercs. Y MalHeHTOB ¢ HapyIEHUAME QYHKIHUH OYEK TSDKEJIOH CTEIeHU 1033
npenapata Todapa® He pobKHa npeBBlINATE 5 MI ABa pasa B CyTKHM (BKIIOYas, HO He
OTPaHUYKBASsICH, HAKEHTOB, HAXOAINUXCS Ha reMouanuse) (cM. paszesnl «Ocobble yKrasasHus»
1 «DapMaKoONOTHYECKHE CBOUCTBAN).

A36ennblil Koaum

V nanuenToB ¢ HapyUIeHUIMH (QyHKITUH TOYEK JIETKOX WIIH YMEPEHHOM CTEMEHH KOPPEKIHS T03bI
npenapara He TpeOyercs. [ MALMEHTOB C TSDKENBIMH HApyHICHHSAMM MOYEYHOH (yHKIMH
(BKJIFOUAs, HO HE OIPAHMYUBASCH, MAIMEHTOB, HAXOMSAIIHXCS HAa [EMOIHANIM3E) PEKOMEH Ty eMast
no3a mpenapara Todapa® cocrapiser 5 Mr 1Ba pa3sa B CyTKH, €ClId IIPU HOPMAJIBHOR ITOYEIHOMH
ynxuumn manuenty Oputo Obl HasHadeHo 10 Mr fBa pasa B CyTkH. Pexomennyemas no3a
COCTABJISIET 5 MI OJHH pa3 B CYTKH, €ciid OBl IPU HOPMAIBHOW [0YEHYHOH (QYHKIMH MalUEHTy
OBUI0 OBl HA3HAYEHO 5 MT JIBa pa3a B CYTKH.

Tonuapmuxynaprulii 08eHUNbHBLI UOUONAMUYECKUL aPMPUM

V nanueHToB ¢ HapyIIeHusIMH §YHKIHH 0YeK JIETKOi T yMEPEeHHO! CTENEHU KOPPEKIMH 10351
He Tpedyercs. J{is ManueHToB ¢ TSHKETBIME Hapy IIEHUSIMH [IOUCYHOH (yHKIMH (BKIIIOYas, HO HE
OrpaHUYMBAasICh, MAIMEHTOB, HAXOMAIIUXCS Ha reMOJHAIN3€e) PEKOMEHyeMas J[03a mpernapara
Todapa® coctaBiseT 5 MI OMH pa3 B CYTKH, €CJIM Obl IPU HOPMAIBHOM MOYeHHOH (GyHKIMH
naguedTy OBUTO OBl Ha3HAYEHO S5 M JBa pasa B CyTKU (cM. paszfenbl «OcoOble yKasaHus) H
«DapMaKoJIOTHYECKHE CBOUCTBAY).

Hoesas xoponasupycnas ungexyus, evizsannai COVID-19

Y nauMeHToB ¢ HapyIIeHHSIMH (QYHKIMH MOYEK YMEPEHHON HIIH TSHKEJIOH CTENEHH KOPPEKIHs
1036l HeoOxoauMa (cM. TabJHIly S5 HipKe). Y DAlMeHTOB C HapyIeHUAMH QyHKIMH [TOYEK JIETKOM
CTEINeHU KOPPEKIHS JO3BI Iperapara He TpedyeTcs.

Hapywenue ghynkyuu neuenu
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V HanfeHToOB ¢ HapYUICHUSMH QYHKUMH [EYEHH JIETKOH @re'ﬁ*eﬂﬁ“ﬁmecﬁﬁ “%Coboéknm JI03BI

nmpenapara He TpeOyercs. Eciu no3upoBKa Impenapara Togapa® coctapiser 5 Mr mBa pasa B
CYyTKH, PEKOMEHIOBAHHAs 033 U [AUEHTOB C HapyIICHUSMH I[EYECHOYHOH (YyHKUHH
YMEPEHHOH CTENEHH COCTABISIET 5 MI' OJIMH pa3 B CYTKH.

Eciu nosuposka npenapata Todapa® coctasmser 10 Mr mBa pasa B CyTKH, peKOMEHIOBaHHAS
J103a JUIS TAIHEeHTOB C HApPYIIEeHHSIMH ITeYeHOYHOH (QyHKIMM YMEPEHHOH CTENEHH COCTaBJIACT
S Mr 1Ba pa3a B CyTKH.

KoHKpeTHBIe peKOMEHTAIUH TS KaXI0T0 NOKa3aHUs [IPEICTABIEHBI HIKE.

Pesmamouonviii apmpum

VY manueHToB ¢ .HapyIHeHI/IS{MI/I GYHKIMHM TEYeHH JIETKON CTEIEeHU THKECTH KOPPEKUHS O3B
npenapata He TpebOyercsa. He ciexyer npuMeHATH Tohapy® y HamueHTOB ¢ TKEIBIM
HapymienneM ¢ymxuun nedenn. Jlosa npenapara Todapa® He momKHa IpeBbIIATH 5 MI 1Ba pasa
B CYTKH y MAIMEHTOB C HAPyIIEHHEM (yHKIUH NeYEHH CPEIHEH CTENEHH TDKECTH.
Ilcopuamuueckuii apmpum

V manueHToB ¢ HApYIICHHAMH (YHKIUH IEYCHH JIETKOM CTENEHM TSKECTH KOPPEKUHS O3Bl
npenapara He tpebyercs. I[Ipemapar Todapa® He pexoMeHmyeTcss NPMHEMATh NALHEHTaM C
TSDKEJIBIME  HapyIneHWsIMH (QyHKIHMM medeHH. PexoMenayemast J[o3a mpenapara Todapa®
COCTaBJIAET 5 MI OJMH pa3 B CYTKHM JUIS IAIMEHTOB C HAPYIICHHSMH I€YCHOYHOH (yHKIHH
yMepeHHo# crenenu (cM. pasaenst «Ocobbie ykasaHusiy i « PapMaKoIorHyeckue CBOKCTBAY).
AHKUNOUPYIOWUTI CHOHOULOAPMPUM

V nanueHToB ¢ HApPYIICHHSIMH (DYHKIIMH MEYEHH JIETKOH CTEICHH TSOKECTH KOPPEKIHUS JO3bI
npenapara He Tpebyercs. IIpemapar Todapa® He pekoMeHTyeTcs NPUHUMATh NALCHTAM C
TSDKEJIBIMA  HapylueHusMd QyHKIMH nedeHH. PexomennyeMast mosa mpemnapara Todapa®
COCTABIISIET 5 MI OJMH pa3 B CYTKH JUIA IAIIHCHTOB C HApyIUCHUSMHU INEUYCHOYHOH (QyHKIMH
cpenneit crenenu (cM. pasnensl «Ocolbie ykasanusy U « PapMaKkoIOrHYeCcKHe CBOMCTBAY).
bnaweunviit ncopuas

V nauueHToB ¢ HapyIIeHAIMHE (yHKITUY IEYECHH JIErKOH CTENEHH KOPPEKIUA N03bI Iperapara He
tpebyercs. Ilpemapar Todapa® He peKOMEHAYETCS NPUHAMATH HALMEHTaM C TSDKEIBIME
HapyIICHUAMH QYHKIMY MedeHu. Y DanueHTOB ¢ HapyIUeHHSIMH (QYHKIHH NEYEHH YMEPEHHOU
cremeHH fo3a npermapata Topapa® He JoJKHA IPEBBIIATH 5 MI' J(Ba pa3a B CyTKH (CM. pa3Iesbl
«Oco0ble yrazaHus» U «DapMakoIOrHueckue CBOMCTBaY).

S36ennblil KoUm

V nanueHToB ¢ HapyHeHusIME (QYHKIUH NEUCHU JIETKOH CTENCHM KOPPEKIMS O3Bl IIperapara He

tpebyercs. IIpemapar Todapa® He pexoMmeHIyeTcs NPHHMMATH MAUMEHTaM C TSKETBIMH
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HapylueHusMd QyHKnpu nedeHd. Jma man
yMEpPEHHO! CTEeNeHU peKOMEeHIyeMas [103a Iperapara Togapa® cocrapnsier 5 Mr mBa pasa B
CYTKH, €CJIM PEKOMEH/IyeMast 103a P HOPMaJIbHOH neyeHouHoH ¢yHkuu cocraiset 10 mr 18a
pasa B CYTKH, peKOMEH/{yeMas J03a COCTABILIET 5 M OJIMH pa3 B CY TKH IIPX PEKOMEH/yeMOii 103¢
5 Mr JIBa pa3a B CyTKH OpH HOPMAIBHOH TEUCHOYHOU QyHKIHH. '
TonuapmukynspHelii 106eHUNbHBLY UOUONAMUYECKUU ADMPUM

V NauuMeHToB ¢ HapyIeHAIME QYHKLUE [IEYCHHU JIETKOH CTeEHH KOPPEKIH J(03BI [IpETapaTa He
Tpebyercs. IIpemapar Todapa® He pexoMeHIyeTcs NPUHHAMATh MAUMEHTaM C TSDKEIBIMH
HApyIIEHUIMH (QYHKIWH mevyeHd. [ NanMeHToB ¢ HApyMICHHSAMH INEYECHOYHOH (GyHKUuM
cpenHeif cTeneHy peKxoMeHTyeMmas o3a npenapata Topapa® coctasister 5 Mr 0tuH pa3s B CyTKH,
ecu peKOMeHzxyéMas{ 1032 IIPH HOPMAJIbHOM MeYeHOYHOU (PYHKIMHU COCTaBIIIET 5 MI' JBa pa3a B
cyTkH (cM. pasgensl «Ocobbie ykazanus» U «PapMaKoorudyeckue CBONCTBa).

Hoeas xoponasupycnas unghexyus, evizeannas COVID-19

ITpenapar Topapa® He pexOMEHIYeTCA NPUHEMATH NAMEHTaM C TOKEIBIME HapylICHHMH
¢yHKUMK meyeHH. PexoMeHIanuy Mo HO3MPOBKE Ipenapara A NMalHdeHTOB ¢ HapyLICHUAMA
yHKIMH IEYCHH JIETKOM MM CpeHER CTeNeHH: PEACTABIECHB] B TaOIMIE 5 HIDKE.

Tabiuna 5. Kpurepuu koppexuuu 1036/ BpemenHoro npekpamienus jedenust/ [Ipexpamenus

JNeyeHus?

JlabopaTopHbIit 3unauenue Pexomennanus
nokasatess/ CocrosaHue/

Bzaumoneiicreue

JlabopaTopHbIe OTKJIOHEHHS

AGCOMOTHOE YUCIIO > 250 kneTox/mm’ be3 uzmenenuit
JUMQOUHUTOB < 250 xneTox/mMm? [Ipexpammenue tedeHus

ADCONMIOTHOE YHCIIO > 500 KJICTOK/MMj be3 n3menenuii
HeHTpouIoB < 500 xIeToK/MM> [Tpexpamenue nedyeHus

["eMormoOuH > 8.0 r/wr’ be3 n3Menenuit
< 8,0 r/n’ [Ipekpalienue TeYeHus

YpoBeHb TpaHCAaMHHA3 AJIT wmu ACT <5 x BI'H be3 uzmenenuit
AJIT wma ACT > 5 x BI'H BpemenHo npexkparurh

JeYeHUe, IPOBECTH
oOcrieioBaHuE U

pacCMOTPETh
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BO3MOXXHOCTE OTMEHBI
TodauuTHHOA
benbie KpOBSIHBIE KIETKH > 1000 xreTox/Mmm> be3 namenenuit
< 1000 kneTox/mMm> [Ipexparienue eyeHus
Oco0ble KaTeropuy NalUeHTOB
Hapymenue QyHKIHMY HEYEHH
Hapyirenue GyHKUUE NEYEHH JIETKOH be3 uzmenenui
CTEIICHH
Hapymenne ¢pyHKIHH EYEHH 5 Mr JBa pa3a B CyTKH
CpEeIHEN CTENECHH
Hapymenue ¢pyHKIHN 09EK
Hapymenue QyHKIMHU T0YEK JIETKOM be3 usmeneHuni

crenenn (pCK® > 60 m/mun/1,73 M

u <90 wr/mun/1,73 M%)

Hapyinesue ¢yHKITHE [TOYEK THKENOH | 5 MT Ba pasa B CYTKH
crenens (pCK® < 30 mu/mun/1,73 M%)
uiu cpenueit crenenu (pCK® < 60

vu/mun/ 1,73 M?)

JlekapcTBeHHbBIE B3aUMOAeiicTBUSA

OIHOBpPEMEHHOE [IPUMECHEHHE C 5 Mr Ba pasa B CyTKH
cuabHBIME HHTEONTOpaMu CYP3 A4,
T KOMOWHANUeH YMEpeHHOTO
uarubutopa CYP3A4 u cuipHOrO

uaruouropa CYP2C19

Coxpamenus: AJIT — anannnamuanotpancepasa, ACT — acnmapraramunotpancepasa, pCK® —
pacueTHast CKOpocTh KiryboukoBoi ¢unbrpanuu, BI'H — Bepxusasa rpanuia HOPMEL

a Eciu abopaTtopHOe OTKJIIOHEHHE CBS3aHO, BEpPOSTHO, C OCHOBHBIM 3a00JIEBaHHEM,
CIIElyET PACCMOTPETH PUCKH K TOJB3Y HPOJOJDKEHHS MpHeMa TohaluTHHHOA B 3TOH Ke MM

CHHIKCHHOH J103€.

Oonospemennoe npumenenue ¢ uHzubumopamu yumoxpoma P450 (CYP3A4) u

usogpepmenmom CYP2CI19
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JUist OKa3aHUi ¢ MAKCHMATBHOH peKoMenyeloll o30i Npelapata TOapa® 5wt ba pasa B

CYTKH JUTA IAMEHTOB, Oy YaiOMKX CHIbHBIE HHrHOuTOps! H3opepmenta CYP3A4 (Hanpumep,
KETOKOHA30JI) HIIK OJIMH HJIH 60JIe€ COILy TCTBYFOLIHX IIPEapaToB, YTO IPHBOIMUT B 000HX CIIyYasx
K yMepeHHoMy urruoupopanmio CYP3A4 u cuurbHOMy HHrHOHpoBarHo u3opepmenta CYP2C19
(manpumep, (ryKoHa30T), peKOMEHTyeMas 1032 Ipernapara Tocapa® cocTapger 5 Mr O(UH pa3
B CYTKH.

KoukpeTHble peKOMEHAAINH JUIA KaX/0r0 MOKa3aHHUs! [IPEACTaBIICHBI HHXKE.
Pesmamouonwii apmpum

V manueHToB, IONy4Yalouux MouiHble uHruouroper uzopepmenta CYP3A4  (manpumep,
KETOKOHa301), 03a npemnapata Todapa® He J0IIKHA IPEBBIULATE 5 M OJHH pa3 B JEHB.

V [alueHToB, MOMYYAOIIMX OIWH WK HECKOJIBKO COIYTCTBYIOIIMX MPENapaToB, CIOCOOHBIX
ymepenHo uurubuposate usodepmenr CYP3A4 u aKkTMBHO HHTHOMpOBAaTH H30(EpMEHT
CYP2C19 (uanpumep, ¢irykoHazo), o3a Ipenapara Togapa® He K0MKHA IPEBBIIATE 5 MI OJUH
pa3 B CyTKH.

Ilcopuamuueckuit apmpum

PexoMmenyemas no3a npemnapara Todapa® cocrapnser 5 Mr omuH pas B CyTKH IS [AIUEHTOB,
nonyyaroumx cubibie uaraoutopsl CYP3A4 (Hanpumep, keTokoHasoi). Pekomengyemast no3a
npenapata Todapa® cocTaBnger 5 Mr oMl pa3 B CyTKH JUIS IALUEHTOB, OJTYYAIOIUX OJUH HIIH
Gonee COMyTCTBYIOIMMX MpENaparoB, 4YTO MPUBOAMT B OOOHX CIydasX K yMEpPeHHOMY
unru6uposanmo CYP3A4 u cuibroMy uarubuposanuio CYP2C19 (Hanpumep, GirykoHa3om).
Anxunosupyrowuii cnoHounoapmpum

Pexomenjyemasi fo3a nperapara Todapa® cocTaBiseT 5 Mr oJMH pa3 B CYTKA JUISl MAHEHTOB,
nosyyaromux crbHbie uHruouTopsl CYP3A4 (Hanpumep, keTokoHas3oi). Pexomenyemas noza
npenapata Todapa® cocTaBiser 5 Mr OfH pa3 B CyTKH JUIA NAIKEHTOB, [OJYYAMOIUX OAMH HIH
Gojiee COMYTCTBYIOIIMX IIPEIIapaToB, YTO IPHBOJUT B OOOHX CiydasX K YMEPEHHOMY
unruduposanuio CYP3A4 u cunsaoMy unrnouposanuio CYP2C19 (wampumep, GurykoHa30I1).
braweunwiii ncopuas |

Jo3uposka npenapara Todapa® He T0MKHA MpeBBIIATH 5 MI™ [Ba pasa B CyTKU IS [IALHEHTOB,
nonyyaromux cubHele HHruouTopsl CYP3A4 (Hanpumep, keTokoHasou). J(03upoBKa penapara
Todapa® He I0oDKHA MPEBHIIATE 5 MT' {Ba Pa3a B CYTKH JUIS NAMEHTOB, MOJIYYAIOIIMX OUH WX
0ojiee CONMYTCTBYIOIIMX MpPENaparoB, YTO [PUBOAUT B OOOHUX CIydasX K YMEPEHHOMY
unrubupoBanuio CYP3A4 u cunsromy uaruduposanuio CYP2C19 (wanpumep, iykonason).

Hzeennwtii konum

18



COOTBETCTBYET SKCNEPTHOMY OTUETY

= 20 NnA ]
OT L0058 £UL0 Iv- O 1045

(Bxoomuuia M3 N24236438)
J1s manueHToB, MOJIyYalouMX CHIIbHBIE HHIMOUTOPEI CYP%A'Zi‘ﬂra'l‘Ibnﬁenrf K“%TOKBHaz»on) WA

OJIMH K 6oJiee COIyTCTBYIOIMX [PEnaparoB, YTO NPHBOJUT B 00OUX CIIy9asx K YMEPEHHOMY
urruGuposarmo CYP3A4 u cunbHoMy wHrubuposatmo CYP2C19 (wanpumep, ¢rykoHason),
jo3y mpenapata Todapa® cremyer yMeHbUIMTS O 5 MI [Ba pasa B CYTKHM, €CIM MAIMEHT
anHnMaeT 10 Mr xBa pa3a B CyTKH, 103y mpenapata Todapa® ciefyeT yMEHBIIUTS 10 5 MI OJIHH
pa3s B CyTKH, €CJIM MALMEHT IPHHUMAET 5 M IBA pa3a B CyTKH.

Ionuapmukynaphvlii 106eHUNLHBIL UOUONAMULECKUU APMPUM

V nanueHToB, Nonyyaromux cuibibe HHruouTopsl CYP3 A4 (Hampumep, KETOKOHA30T) WK OIHH
HITH 60JIee COMYTCTBYIONIUX [IPENAPaTOB, KOTOPBIE IIPHBOAT KaK K YMEPEHHOMY HHIHOHPOBAHHIO
CYP3A4, Tax u Kk cwibHomy unrubuposanuio CYP2C19 (mampumep, durykonason),
pEeKOMEHyeMast z{oéa npenapara Todapa® cocrasinsier 5 M OfMH pa3 B I€Hb, CCIM 1032 MPH
HOpMaJIbHOM (HYHKIHHK MOYEK COCTABIIAET 5 MI 1Ba pa3a B IeHb (cM. pasjensl « OcoObie yKasaHHs»
1 «DapMaKoJIOru4ecKue CBOUCTBa).

Oonoepemennoe npumenenue ¢ unoykmopamu yumoxpoma P450 (CYP3A4)

OHOBpPEMEHHOE TpUMEHeHne TodalMTHHIOA K MONIHBIX MHAYKTOpoB m3opepmenta CYP3A4
(ganipumep, pupaMIMIHAHA) MOXET IPUBOJMTH K CHIDKEHHIO HIM yTpare KIMHHYECKOM
s¢pdexTuBHOCTH (CM. pasien « BsaumoaeicTBre ¢ APYTHMHE JIEKapCTBEHHBIMH IIpENapaTaMH).
OnHOBpeMEHHOE IPUMeHeHHe ToGanuTHHIGA 1 MOIHBIX HHIYKTOpOoB H30hepmenta CYP3A4 ne
pPEKOMEHTyeTCsl.

Brawieunvlii ncopuas y nayueHmos snoHCKOU U KOpeticKou HayuOHANbHOCMEU

V naIueHToB JaHHON KaTeropHH IIOBHIIEH PHCK Pa3BUTHS OmoschiBaromiero repneca. Cueayer
paccMOTpPETh BO3MOKHOCTH IPAMEHEHHS Iperiapara B 03¢ 5 M [Ba pa3a B CYTKH.

Ioocunvie nayuenmut (= 65 1em)

Koppekuus 10351 y MAIMEHTOB B BO3pacTe 65 JIeT U cTaplie He TpeOyeTcsl.

Iemu

SddexTHBHOCTh H 6Ge30macHOCTs mpemaparta Todapa® B 103MpoBKe 5 Mr jBa pasa B JCHb

oleHuBaitacs y maiuentos ¢ IFOMA B Bospacre ot 2 net o 18 jer.

IOBO4HOE JEHCTBHUE
HauGonee 4acTBIMH CEPBE3HBIMH HEXETAaTeJIbHBIMH PEaKIMsIMU, OTMEYaBINUMHCI Ha (oHe
Tepanuy TOPAATHHHOOM Y ITALUEHTOB C PEBMATONIHBIM aPTPUTOM, IICOPHATHYECKHM apTPUTOM
U [ICOPHA30M, OBLTH Cepbe3HbIE HHPEKIHH.

B wucciaemoBaHusX MHAYKIIMOHHOW M TOJJIEP)KUBAIOMIEH Tepaldy BO BCEX IPYNNAX JEYECHUS

HanboJee pacnpoCTpaHEHHBIMUA KaTE€rOpHUAMHU CEPHE3HBIX HEXKEIATCIbHBIX peaKuHﬁ IIpH
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SI3BEHHOM KOJiuTe OBUTM HapyLIEHHs CO CTOPO

CepbesHble HHPEKIUH, BKIIOYAs CEIICHC, BEHO3HYIO TPOMOOIMOOIIHIO, 8 TAKKE HEXETATEIbHBIC
SBJICHHS, CBA3AHHBIE C JJAOOPATOPHBIMU OTKJIOHEHHSIMH, BKITIOYAs MAMQOICHHIO ¥ MOBBIIICHHE
YpOBHS TpAHCAMMHA3, HAONIOJATMCH y NALMCHTOB C HOBOH KOPOHABHUPYCHOH HH(eKuuei,
serzBanHOl COVID-19, mony4aBmux TohanuTHHEO, U ABIAIOTCA H3BECTHBIMH HEXENATEIbHBIMH
JIEKAPCTBEHHBIME peakiusIME TOQAUTHHHOA.

PeBmaTouaubIi apTPHT

V IauMeHToB ¢ PEBMATOMIHBIM AapTPUTOM CaMble YaCThIC HeXeJaTeNbHble pEaKluH Ha
NIPOTSKEHMH MEPBBIX 3 MECSIEB KOHTPOJIHPYEMBIX KIMHHIECKHX HCCIENOBaHUH (C pa3BUTHEM
6osee yeM y 2 % ManUeHTOB, MOJLyYaBIIHX MOHOTEPAITHIO TOQAUTHHUOOM HIIH €r0 KOMOMHALHMIO
¢ BIIBII), BKiFo"anu roJoBHY 0 006, HHGEKIMH BEPXHUX JBIXaTebHBIX MyTeH, Ha30()apHHIUT,
apTepUAIBHYIO THIICPTEH3HIO, TOLIHOTY H JHApEIO.

OTMeHa Tepanud B TEUCHHE MEPBBIX 3 MECSIEB B CBA3HU C JIFOOOH HeXeNnaTeabHO# peakuueil Ha
IPOTSHKEHUH JBOMHBIX CIETBIX, [UTaNe60-KOHTPOIMPYEMBIX HCCIIEAOBAHMH UIIM UCCIIEJOBAHHH C
METOTpEKCAaTOM B KayecTBe Ipemapara KOHTpoisi, Iorpebopanack B 3,8 % ciydaeB st
NANHEeHTOB U3 Ipynnsl Topanutuauba u 3,2 % JUst NauMeHToB U3 rpyninsl miane6o. CaMbMu
YacTHIMH HEXENATeNbHBIME PEaKIUAME, KOTOpbIe HpUBENH K OTMeHe TodanuTuHuba, ObUM
ungexuud. Campie vacTble HH(EKIMH, NPUBOIAMME K OTMEHE TEpalud, BKIOYAIH
OIMOSICHIBAIOUIME reprec U MHEBMOHHUIO.

Uudpopmanus nmo 6Ge30MacHOCTH NONydeHAa HA OCHOBaHHW omHoro kpymHoro (N = 4362)
PaBHJIOMU3MPOBAHHOTO [OCTPETHCTPAMOHHOro HccienoBaHus Oesomacroctu  (PASS) y
manuenToB ¢ PA B Bo3pacte 50 JieT WM cTaple, ¢ XOTs ObI OHUM TONOJHUTENBHBIM (PaKTopoM
CEpHAEYHO-COCYAUCTOr0 pucka ((HakTOphl CEpAEYHO-COCYIHCTOr0 PHCKAa OIPENENSIOTCS Kak:
KypeHHe, HAINUHE apTepHAIbHON IMIePTEeH3HH, CaXapHOTo AMA0eTa, OTATOIIEHHbBIH CEMEHHBIM
aHaMHe3 [0 HIIeMHYecKoit OoJie3HW ceplla, HaJIM4YMe B aHaMHE3E péBacxyMpnzaunn,
IIYHTHPOBAHUs KOPOHAPHBIX apTepHii, HHGapKT MUOKApAa, OCTAHOBKH CEp/lla, HECTAOHUIIBHOM
CTEHOKApAUHU, OCTPOro KOPOHAPHOTO CHHAPOMA H HAIMYHE 3KCTPA apTHKYJISAPHBIX OCJIOKHEHUH,
cBa3auHbX ¢ PA, manpumep, y3enkd, cuapom [llerpena, XxpoHudeckas aHEMHs, 0OOCTpEHHE
3a00JIEBAHUM  JBIXATENLHOM CHUCTEMBI), M IIONYYaBIIHX CTAaOWIBHYIO (OHOBYIO J03Y
METOTpeKcara.

[ManmenTs! GbuH PaHJOMH3HPOBAHEl B OTKPHITOM peXHMe U MOJydYald TOGALUTHHHO B H03€
10 Mr 1Ba pasa B cyTKH, TodanuTHHUO B 03¢ S MI 1Ba pa3a B cyTKH, wid uarudurop O®HO (u3
urruouropos ®HO npuMensuics wiu starepuent S0 Mr 1 pa3 B Hexemo wiH afaiuMmymab 40 mr,

IIpEMEHSIEMbIA OJMH pa3 B IBe Henenw) B cooTHouieHHH 1:1:1. IlepBHYHBIMM KOHEYHBIMU
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¥ IOATBEPKIEHHBIE CyIIECTBEHHbIC HEXeENaTeIbHbIE BJIEHUS CO CTOPOHBI CEPAEYHO-COCY IUCTOH
cucrembl (MACE). KymynstusHas 3a6051€Ba€MOCTh M CTATUCTHYCCKAs! OCHKA KOHEYHBIX TOUEK
MacKupoBaHsL. J{M3ailH HCCieJOBAHMs OCHOBAH Ha ITOJICYETe KONWYECTBA CILy YUBIIHXCS COOBITHM
¥ TaKXe TpeOyeT, yToOb! 1o MeHbiueit Mepe 1500 mauneHToB 3aKOHYMIM HaOJIOICHHE B TCUCHHE
3 net. Jleuenue TodamuTHHUOOM B 03¢ 10 Mr J(Ba pasa B CyTKH ObUIO IIPEKPALICHO, U AI[HCHTOB
TIepeKIIoUaIi Ha JiedeHne TohaluTHHIOOM B JI03€ 5 MI JIBa pa3a B CYTKH H3-3a IIOJIyYCHHOHU
rH(OpMAIMK O J0303aBUCHMOM IIOBBILICHHH YaCTOTHI Pa3BUTHA JIECOYHON IMOOIIHH.

IlcopuarnyecKuii apTpuT

[Ipu aKTUBHOM IICOPHATHIECKOM apTPUTE HaubOJIee YacTO PErUCTPUPYEMbIME HEXeIIaTeIbHBIMK
peaKnusMH B TEYCHHME IEPBBIX 12 Hemenb B  ILIANEO0-KOHTPOIMPYEMBIX KJTAHAIECKHX
HCCIIEOBAHUAX (BO3ZHMKAOIMMHU y > 2 % MalHeHTOB, NOMy4YaBIINX TOQANUTHHHO, C YaCTOTOM
He MeHee yeM Ha | % IpeBBINAIOmEH 4acTOTy Y NAlMEeHTOB, NMOJIYYaBIIMX IUIanebo) ObLd
" OPOHXHT, Juapes, JAMCIEICHs, MOBBINICHHAS yTOMJIAEMOCT, rOJOBHAA 60Jb, Ha30(apHHIUT,
$apuHruT.

[IpoLEeHT MauMeHTOB, NPEKPATUBLIAX JICUCHHE H3-332 KaKMX-JIHOO HEXENATEeNbHBIX peakiuid B
TeyeHue NEpBBIX 12 Hemenab ABOWHOTO CIEINOro, ILIaneb0-KOHTPONUPYEMOIO HMCCHENOBAHMS
coctaBua 3,2 % U1 HANMEHTOB, NPUHHMAIOMMX TohamutuHUO u 2,5 % i1 NalnueHToB,
IPUHUMAIOIIUX IUTane6o. Han6oflee pacripocTpaHeHHOH HH(eKIueH, KoTtopas IPUBOAMUNA K
[peKpalIeHUIO Tepaiy, ObLT CHHYCHT. |
O6wmuit npoduis 6e30macHOCTH, HaOMOJAEMbIH y HNAlMEHTOB C AKTUBHHIM IICOPHATHYECKHM
ApTPUTOM, IIPOXOMBIIKX JIEUCHHE TOGAUTUHHOOM, COOTBETCTBYET HIPOPHIIO OE30MACHOCTH Y
[AIHEeHTOB ¢ PEBMATOUIHBIM apTPUTOM.

AHKWIO3MPYOMHANA CIOHAUI0APTPHT

[Mpumenenue todamuriaEba 5 Mr ABa pasa B CYTKH H3y4aloCh y NALMEHTOB C aKTHBHBIM
AHKMJIO3MPYIOIHM cOoHIuIoapTpuToM (AC) B paHIOMH3HPOBAHHOM ABOHHOM CIIENOM ITanebo-
KOHTPOJIUPYEMOM  KJIMHHYECKOM mHcciexoBauud ¢assl 3 (uccnemoamme AC-I) um B
PaHJOMH3HPOBAHHOM JIBOMHOM CIIEIIOM 1are00-KOHTPOJIUPYEMOM HCCIICAOBAaHUH JHaNa3OHa
103 ¢azer 2 (Mccnenosanue AC-II).

B uccnenosanne AC-I 6bUTH BKJIIOYEHBI MAIMEHTHI, Y KOTOPBIX OBUI HEQIEKBATHLIA OTBET Kak
murumyM Ha 2 HIIBIL. WccnemoBanue AC-I Brirouano B cebst 16-HenenpHbIH IepHoI ABOHHOIO
CJIETIONO JIEUEHHS, B TEYECHHE KOTOPOro MAIHEHTHI IMOJIyYad TOQanuTHHHO B J03€ 5 MI HJIH
ianebo 1Ba paza B CyTKH, B 32-HeIEIbHbBIA OTKPBITHII [IEPHO JIEYEHHU, B TEYCHHE KOTOPOTro BCE

HalMEeHTH! MOJIy4aTd ToGanuTHHUO B J103€ 5 MI JIBa pa3a B CYTKH.
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2 HIIBIL. DT0 KIMHUYECKOe MCCIENOBAaHUE BKIIFOYATO B ce0sl 12-HeleNbHBIA EPUOI IBOKHOTO

B uccienoanue AC-II 65UTH BKIFOUEHEI AL SRR Bretoht et 'MHHhM M Ha
CJIETOTO JICYSHUS, B TeUEHHE KOTOPOTO MAalMEHThl MOIy4yai ToQaluTHHUO B 103aX 2 MT, 5 MT,
10 Mr wix miane6o 1pa pasa B CyTKA. JTO HCCIeJOBAHHIE TAKKe BKIIOYANIO 4-HeIeIbHbIH IEPUOL
JabHEeHIIero HabItoICHUS.

B monyisiue 6e300acHOCTH KOMOMHMPOBAaHHBIX KIHHHYECKUX HccienoBanui Gassl 2 u dassl 3
B 06meit cnoxxaocTy 420 nanuenTos nonyyand TodanuTHHIO B 1o3ax 2 Mr, 5 Mr uwid 10 Mr xsa
pasa B cyTku. V3 HEX 316 mamueHToB mony4am ToGauuTHHUG B 103€ 5 MI [(Ba pa3a B CYTKHU B
teueHue 10 48 nenens. Cpemu 91uX 316 maruenTtos 253 moyyany JeYeHUe B TeICHHE 6 MecAUEB
WIH JoNblue, a u3 3TuxX 253 manuentos 108 monydanu jedeHwe B TeYeHHE 12 MecslEB WIH
monbpine. B KOMOMHHPOBAaHHOM JBOMHOM CIENOM IUIALE00-KOHTPOJIMPYEMOM [EPHOME
rccienoBaus 185 manueHToB OBLIH PAHIOMU3HPOBAHEI H IOy YaJIH JieueHHe TOQanuTHHUOOM B
103€ 5 MT [[Ba pa3a B CYTKH, a 187 OpUIH paHOMU3UPOBAHBI H [IOJTy YaJIH IIAIE00 B TEYEHHE CPOKa
7o 16 Henenb. JlomycKkanoch CONyTCTBYIOMIEE JIeYeHHE crabmnsaeMe go3amu BIIBII, HITBII min
KopTHKOCcTepouioB (<10 Mr/ nens). B ucenexyemyro nomy IsIumio, COCTOAIYIO 13 420 malueHTos,
paHIOMH3HPOBAHHBIX M [IOJyYaBIIHX ToaruTuau6, Bonwm 13 (3,1 %) manueHToB B Bo3pacte 65
net u crapure U 18 (4,3 %) manueHToB ¢ caXxapHbIM JHabeTOM Ha HCXOJHOM yPOBHE.
bJasimevHblil ncopuas

V nmanmeHTtoB ¢ mcopuasoM HauboJiee YacTHIMH HEXKEJATeNbHBIMH PEaKIUsAMU Ha IPOTHKCHHN
nepseix 12-16 memens (¢ pasButHeM Oosee yeM y 2 % NANMEHTOB, MOJYYalOIMX TEparuio
To(anuTHHUOOM ¥ KaKk MUHEMYM Ha 1 % BbIlIe, 4eM HaOJIOAAJIOCh Y IMAHEHTOB, MOJIYJalOUIHNX
anedo) Ha ¢poxe npuMeHeHus ToparnuTiHHuOa ObUTH Auapes, HHPEKIHK BEPXHUX ABIXaTENbHBIX
IyTeH, MOBBIICHHE aKTUBHOCTH eraTnH(boé(boana%I (KOK), xoHIEHTpalMK XOJECTEPHHA B
I1a3Me KPOBH, MHIIEPXOJIECTEPUHEMHSL, THITEPIUIHAEMHUS U TOJIOBHAs OOJIb.

KonuuecTBO MAlMEHTOB, Y KOTOPHIX Tepanuio ToGanuTHHHOOM HEoOXOIuMO OBUIO OTMEHHMTH
BCJICACTBHE pa3BUTHS MOOOYHBIXK, peakIHii B Te4yeHHE MEpBbIX 12-16 Helmens Tepanuu B
KJIMHHYECKHX HCCIIEIOBAaHUIX COCTABILUIO 3 % no cpaBHEHHIO ¢ 4 % MaUEHTOB, [TOJIyYarolHX
manedo.

Haubojiee uyacThiMd HMHQEKUMSMH, MPUBOJIIMMH K OTMEHE TepaluH, ObUIM ITHEBMOHHH,
HH(EKIHE MOYSBOTO TPAKTA U ONOSICHIBAIOIIUI repIec.

S3BeHHbLIA KOJIHT

HesxenarenbHbIE SBICHH, KOTOPHIE Pa3BUBAIUCH HE MCHEE, YeM Y 2 % HalUeHTOB, IOy 4aBIIHX
TopauuTrHub B o3¢ 10 Mr 1Ba pasa B CyTKH, C 4YaCTOTOH He MeHee yeM Ha 1 % mpeBpruaromiei

qacToTy Yy HaHUuCHTOB, IIOJIYYaBIIUX mwianebo B HCCIeOOBAaHUSIX I/IH,HyKI_[I/IOHHOf"I TE€pamnunu
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[IPEJICTABIUIN OGO IOBBINEHHE YPOBHs KpeaTHH(OCHOKUHAEI B KPOBH, Ha30(apHHTHT,
MIHPEKCHUIO U TOJIOBHYIO 60JI.

B uccleqoBaHHAX HMHAYKIMOHHONW M IOJUIEP)KHBAIOLIEH Tepamud BO BCEX IPYNIaAX JIECHCHHS
HanboJlee PACIPOCTPAHEHHBIMU KATeTOPHAME CEPHe3HBIX HEKENATENbHBIX PeaKUuid ObLTH
HADYIIEHHS CO CTOPOHBI JKEyIOYHO-KMINEYHOro TpakTa U  HHGbexuud, Haubosee
PacIpOCTPaHEHHOM Cephe3HOM HeXeNaTeIbHOM peakiyedl OpUI0 YXyAICHHE A3BEHHOTO KOJIATA.
B KOHTpOJHpPYEMBIX KIHHHYIECKUX HUCCIICIOBAHUIX S3BEHHOTO KOTUTA OBUI 3aperucTpUpoBaH 1
ciydaif paka IpyJu y TANUEHTa, IONydYaBHIEro mianebo, ciydau oOpasoBaHUS COJHMIHBIX
3JI0KAYECTBEHHBIX H03606pa30BaHI/H?I Wik TuMGOM y MAIHEHTOB, MONYYaBIIMX TO(auUTHHHO,
OTCYTCTBOBaJM. B JI0NrOCPOYHOM pACHIMPEHHOM HCCIIENOBAHAM Y MAIUEHTOB C S3BEHHBIM
KOJIUTOM, MOJTyJaBIIHX ToQauTAHUO, GbUTH OOHAPYKEHBI 3JI0Ka4EeCTBEHHBIE HOBOOOpa30BaHHusI,
BKJTIOUAS CONIMAHBIE 3JI0KAYECTBEHHBIE HOBOOOPa3OBaHHUS M JIMMGOMEL

B wuccnenoBaHMaX HHIYKIMOHHOH H nozmepﬁmsalomeﬁ Tepanuy Haubosee JacTas NPUYMHA
peKpalCHHs UCCIIeI0BAHUS 3aKII0YaNach B yXyIEHHH A3BEHHOTO KOJUTA. 32 HCKIIFOUCHHEM
IpeKpanIeHys] IpuemMa nperapara o MpHYMHE YXYNIIEHHs S3BEHHOrO KOJIHUTa OIS MTAalUeHTOB,
NMpEKpaTHBLIEX JICYEHHE U3-3a KAKUX-JIHOO HENeENaTeNbHbIX PeaKiui, cocTapuia Menee 5 % B
mo6oit U3 rpymI, npuHAMaBineil ToGauuTHHUO HIM MIanebo B STUX HCCIIECAOBAHUSIX.

O6muit mpodmib Oe30macHOCTH, HAOMOJAaeMBbIl Yy MAlMEHTOB C A3BCHHBIM KOJIMTOM,
IPOXOMMBIIMX JIEUeHHE TOGAUUTHHHOOM, COOTBETCTBYET MPOQHIIO GE30MacHOCTH HpPH BCEX
NOKa3aHUAX [penapara, CoAepxKalero TohpauuTuHub.

HonnaanKleﬂpﬂbm I0BEHWJILHBIH HIHONATHYECKHI APTPUT

Crenyromue JaHEBIE 0O O€30MaCHOCTH OBLTM OCHOBaHBI HA JBOMHOM CIETOM ILIane6o-
KOHTPOJIMPYEMOM KJIMHHYECKOM HCCIeloBaHuH (a3bl 3 (uccnenopanue pcJIA-I) ¢ yqactuem 225
nanuenToB ¢ nfOUA (56 mamuedToB MYXXCKOro noja U 169 MamuMeHTOB MEHCKOro Ioja) B
Bozpacte 0T 2 mo 18 Jyiet, mony4aBimux ToGaUTHHUO B I03€ IO 5 MI' UM S9KBHBAJICHTHYO J03Y,
PACCYUTAHHYIO HA OCHOBAaHMHU MACChI TeJia [IAIIUEHTa, {Ba pa3a B CyTKHU C WK O€3 COILy TCTBYFOIIEH
TEpaIyi METOTPEKCATOM.

YacToTa HexeNnaTeabHbIX peaKm/n‘/'I NpeacTaBjiCHa 110 CIIEny 10)11 (5% Knaccn(bnxaunnz

Ouenp yacTbie >10%

YacTble >1%u<10%
Heuyactele >0,1%u<l1%
Penxue >0,01 % u<0,1%
Ouensp penxue <0,01 %
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Her cBeneHuit HEBO3MOXHO ONPEIENHUTH

B kaxmoif 4acTOTHOH IpyIlle HEXenaTelbHble PEAKIUH [IPEACTABICHBI B MOPSIKE CHHKCHUS
CEpBE3HOCTH.

Hugexyuonnsle u napasumapnsie 3a601€6AHUA 4ACMble — TMHEBMOHHS, OMOSCHIBAIOIIMH
reprec, GPOHXHT, TPHII, CHHYCHT, HH(EKIMH MOYEBOrO TPAKTA, Ha30(papHHIHT, (apHHIHT;
neuacmule — TyOepkyne3 (B TOM 4HCI€ AMCCEMHHMPOBAHHBIA TyOepKyles), JMUBEPTHKYJIMT,
nueNOHeQPHT, BOCHAICHHE [OAKOKHON KUPOBOH KIETIATKH, BHPYCHAS HH(EKIus, MpoCTor
repriec, BUPYCHBIH FaCTPOIHTEPHUT; peoKue — CETICUC, TYOEepKyJIe3 UeHTpallbHON HEPBHOH CHCTEMBI
(IHC)?, ouuedammt®, HEKPOTH3HPYIOMME  (acuuur’, KPHITOKOKKOBBIA MEHHHTHT?,
JMCCEMMHHPOBAHHBINA TyOepKyiie3, Ypocencuc®, MHEBMOHMS, BhI3BaHHas Prneumocystis jirovecl,
[IHEBMOKOKKOBAs THeBMOHHSA?, GaKTepHalbHAas [MHEBMOHHS, CTAa(HIOKOKKOBas OaKTepHEMHUS',
aTHNMYHAA MH(EKIWs, BbI3BAHHAS MHKOOAKTEpUSIMM®, HUHQEKIHs, BBI3BAHHAS KOMIIIEKCOM
Mycobacterium avium®, uuToMeranoBupycHas HHGeKIMs, OakTephuemus’, OaKTepHaIbHbIHA
aptput®. Cpely MAHEeHTOB, IPUHMMABIINX TOQAHTHHIG, YaCTOTa Cephe3HbIX HHpeKuuii ObL1a
BBILIE Y JIMII CTapIie 65 JeT, 9eM y JIMI MiIaure 65 NeT.

Co cmoponst cepoeuHo-cocyOUCmoll CUCMEMbL: 4acmble — TOBBIUCHHE apTEPHAIBHOIO
JaBJICHHUS; Heyacmbpie — BeHO3Hast TpoMO0aMOomust™.

Co cmopoHbL RULESAPUMENbHO CUCmeMbL: Yacmble — 00JIb B )XMBOTE, PBOTA, TaCTPHT, Hapes,
TOLIHOTA, UCTICTICHSL.

Co cmoponsl obmena eewecms. uacmule — THIEPIHNUIEMUS; Heuacmple — JACTAITHICMHUS,
JETHIpaTalms.

Co cmopoHbL Hep8HOUL cuCmeMbl: yacmule — FOJIOBHAs 00JIb; Hewacmble — MApECTe3nsl.
Hcuxuueckue paccmpoiicmea: Heuacmoie — 6ECCOHHAIIA.

Co cMOpOHBL CKelemHO-MbIMEYHOU CUCIEeMbl U COCOUHUMEIBHOU MKAHU: udcmble —
apTpaIrHu; Heuacmwvle — 0ONHb B MBIUINAX U KOCTSAX, TEHAHHHUT, OTEK CYCTaBOB, MBIIICIHOE
HaIpsHKCHUE.

Co cmoponbl Kposu U IuM®Pamu4ecKkoil cucmemsl: 4acmeie — aHEMHUS; HeYacMble — IEHKONICHUS,
HEUTPONEHHS, TAMPOTICHHUSI.

[TonTBEpXIEHHBIE CIlyyad CHIDKCHHs 4uciia TUMGOLHUTOB o ypoBHA meHee 500 KIETOK/MM>
CONPOBOXKIATHCH YBEMYECHAEM YaCTOTHI 10ABEPraBLIKXCS JIEYEHHIO H CEPhE3HBIX HHPEKIMUH.
He BbIABIIEHO KaKoi-THOO YETKOH 3aBUCHMOCTH MEXIY HEHTPOICHHEH M BO3ZHHKHOBEHHEM
CephEe3HBIX HHQEKIHIA.

Co cmoponst UMMYHHOU CUCIEMbL: He4acmble — TAIIEPIYBCTBHTEIBHOCTE .
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Co cmopoHbl 0bIXAMENbHOU CUCHEeMbL. 4aCMbL
SIBJIEHHS B MIPHUAATOYHBIX [1a3yXax HOCA.

Co CIOpOHbL KONHCHBIX HOKPOBOE: HACHble — ChIllb; HEUACHble — KOXKHBIH 3y ]I, IpUTEMA.

Co cImopoHbL neYeH U U HeeHe6bl600AULHX nymeil: Hevacmble — XKUPOBOH renaros.
Jlobpoxauecmeennole, 3/10KA4ECMEEHHbIE U HEYMOYHEHHbIE HOB000PA306AHUA (exnouan
KUCHbL U HONIUNBL): Hevacmbple — PaK KOXKH, He CBSI3aHHBIN C MENTAHOMOK".

Hapywenus, 6vlaéienHble npu KIUHUYECKUX U JABOPAMOPHBIX UCCTCO06AHUAX: HACMblE —
IOBbIIIeHNe KoHUeHTpanau rammaritytamimitpanchepassl (ITT), KOK, xonecreprunra KpoBH (B
KIIMHAYECKUX HCCIIEJOBAHUAX BIIEPBBIE OTMEYAJIHUCH IIOC/E IEPBOrO Mecsia TEepalnud H B
NMaNbHEHIIEM OCTaBaNKCh CTAOMIIBHBIMH), NMOBBIIIEHUE MACChHl TENA; Heuacmvle — IOBBIIICHHE
AKTHUBHOCTH (GepMeHTOB meyeHH, IMOBBUUEHHE AKTHBHOCTH TPaHCaMMHA3, MOBBIICHAC
KOHUEHTPAIMY KpeaTHHMHA B IUIa3Me KPOBH, HapylieHHe (yHKIHOHATHHBIX P00 MEUCHH,
MOBBIIICHUE KOHIIEHTpauH junonporennos Huskoit miotsoctd (JIITHIT). Ilpu nossmieHun
AKTHBHOCTH NMEYEHOYHBIX (PEPMEHTOB CHIDKEHHE 03bl comytcrByiomero BIIBIL, ormena
CHIDKEHHME J03bI TOdaruTHHHOA NPUBOAMIA K YMEHBIICHHIO MM HOPMAIHM3ANHH JaHHOIO
napameTpa.

Obwue HapywieHus U PeaKyuu 6 Mecme 66e0eHUA: Yacmple — JUXOpajaKa, yTOMISEMOCTS,
nepudepuyeckue OTEKH.

Tpaemol, UHMOKCUKAWUU U OCONCHEHUA MAHURYIAYUN: Hedacmble — PACTSDKCHHE CBS30K,
pacTsHKEHUE MBIIIL.

2 HexenaTelbHbIe JEKapCTBEHHBIE PEaKiMK OBUIM 3apeTHCTPHPOBAHBI TOJBKO B OTKPBITHIX,
JOITOCPOYHBIX, JOMOJHATENBHBIX HCCIENOBAHMAX; O3TOMY ObLIa OLEHEHA YacToTa ITHX
HE)KeJIaTeNbHBIX IEKAPCTBEHHBIX PEAKIMM B XO/I€ PaHIOMH3HPOBAHHEIX HCCIIEA0BAHUH (asbl
3.

YactoTy OakTepHaIbHBIX APTPUTOB ONpENe/SUIM 10 KOMOHMHHDOBaHHOM dacToTe s
IPEAIOYTUTENHHOTO TEPMUHA OAKTEPHAIBHOIO B HHPEKIHOHHOTO apTPHTOB.

Pak KOXH, HE CBA3aHHBIA C MEIAHOMOM, OBUI YCT@HOBJEH B KadeCTBE HEXENaTeJLHOH
nexapctBeHHOM peakiud B 2013 r.; Pak KoM, HE CBA3AHHBIN C MEJAHOMOH, HE SIBJISCTCS
IIpeIOYTHTEHHEIM TEPMUHOM: YaCTOTa ONpeNeNAeTcs Iy TeM KOMOMHUPOBAHHS YACTOT JUL
IPEANOYTHTENHHBIX TEPMUHOB 0a3aJIbHOKIETOUHbIN PaK H IIOCKOKJIETOYHBIA PAK KOXH.
JlaHHbIE CIOHTAHHBIX COOOIICHHUH (HabFOJaIiCh TaKUe PEAKLIUH, KaK aHTHOHEBPOTHYCCKUH
oTeK W KpamuBHHUA). HekoTopele peakuuMy HaOMIOJATHMCH TAKKE B paMKax KIHHHYECKUX

HUCCIICAOBAHUH.
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ri1yOOKHX BEH.

IIEPENO3UPOBKA

OMBIT NepeA03UPOBKH [IPH IPAUMEHEHHH TOQAUTHHHOA OTCYTCTBYET.

JleyeHue — CHMIITOMATHUYECKOE U nomepxmBanmee. B ciry4dac Hepezzompomcn peKOMeHIIyeTCSI
KOHTPOJIb COCTOSIHUS NAIlHCHTA Ha IPEAMET pa3BUTHA IIPU3HAKOB U CHMIITOMOB HEXEJIAaTCJIIbHBIX
peaKHHﬁ. HpH pa3sBUTHH HEXKCIIATCIIbHBIX peaKumVI, CJICAYEeT Ha3HAYUTH COOTBETCTBYIOLIYIO
TEpaIumo. CHCIJ;I/IQ)PI‘{CCKOFO AHTHUOOTA HE CYINECTBYCT.

HaHHLIC o Q)apMaKOKI/IHeTI/IKe Y 3I0POBBIX ,ZIO6p0BOJIbIIeB, NOoJIydaBImiux OIOHOKpATHEIC JO35bI JO

100 Mr, CBHAETEIBLCTBYIOT, 9TO OKOJIO 95 % OT BBEJICHHOM TO3BI BHIBOAMTCS B T€YEHHE 24 4acoB.

B3AUMOAENCTBHE C APYTUMHU JIEKAPCTBEHHBIMHU IIPEIIAPATAMU

B3anmoeiicTBUA, BIAsIIOMEE Ha npuMeHenue npenapata Todapa®

[TockonbKy TodamuTurub MeTaGonmsupyercs mon AeficrueM mzodepmenta CYP3A4, Becbma
BEpOATHO B3aMMOJEHCTBUE C IpenapaTaMi, KOTOphIE HHTUOMpPYIOT MM WHIYLHUPYIOT NaHHEIM
usopepment. [Ipd OJHOBPEMEHHOM MPHMEHEHHH C MOIMIHBIMH HHTHOHTOpaMU HBO(bepMeHTa
CYP3A4 (nanpumep, KETOKOHA30JIOM), @ TAK)KE IIPH OXHOBPEMEHHOM IPUMEHEHHH C OJTHUM HJIH
HECKOJbKHMH yMepeHHbIMH HHrubutopamu uzodepmenta CYP3A4 u MONIHBIME HHTHOUTOPAMH
msopepmenta CYP2C19  (wampumep, QuiykoHa3omoM) —SKkcmosuuust — TodaluTaHHOa
yBenmumBaetcs (cM. pasmen «Crmoco® IpuMeHeHHs M J03b1»). OJHOBpeMEHHOES MPUMCHEHHE
KeTOoKOHazona (momuoro uHruburopa wusodepmenta CYP3A4) U  OOHOKPATHOH O3B
todparuturuba moppimaer AUC u Crax Todammruanba Ha 103 % u 16 %, COOTBETCTBEHHO.
OnHOBpEMEHHOE pUMeReHHe GIryKoHasoia (yMepeHHoro naruburopa nsopepmenta CYP3A4,
a Takke MolnHoro umHruobmropa wusodpepmenta CYP2C19) yBennthaeT‘ AUC u Cpax
topanuTuunba Ha 79 % u 27 %, COOTBETCTBEHHO.

I[Ipn OAHOBPEMEHHOM IpPHMEHCHUH TO(ALUTHHHOA C CHIBHBIM HHTHOMTOPOM H30(hepMeHTa
CYP3A4 umu xoMmOuHanmed ymepensoro urrudbutopa usodpepmerta CYP3A4 u cunpHOTO
uaruouTopa n3opepmenta CYP2C19 HeobxomuMa KOPPEKIHs 036! ToGamuTHEROA (CM. pasie
«Crrocob mpuMeHEHHS U TO3bI»).

[Ipy ONHOBPEMEHHOM IMPHMEHEHHH C MOLIHBIME HHAykTopamu m3opepmenta CYP3A4
(manpuMep, pu(AMIHALKAHOM) O3KCIO3UIHA TOQAUMTHHMOA YMEHBIIAETCSL. OgHOBpeMeﬁHoe
npuMeHeHue padamnmipza (MomHoro neaykropa uzodepmenta CYP3A4) camxaer AUC 1 Crax

todanurianba Ha 84 % u 74 %, cooTBeTcTBEHHO (M. pasjien «CHocod NpUMEHEHHUS i I03BD»).
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(Beanaumd M3 Ned236428)
BeposTHOCT BIMSHHES HHIHOHTOPOB H30(epMeHTa CYP2ETS Wit P-Hittxotiporensa wa

HOMY OTYETY

¢apMakOKHHETHKY TOQanuTHHHOA MaIa.

[Ipumenenve TohaUUTHHAOA HE DPEKOMEHIYCTCS Yy IMAlHEHTOB, MPUHAMAIOMIMX MOIIHBIA
unnyktop usodepmenta CYP3A4 (manpumep, pudammuiyH, 38epoooi IIPOBIPSABIICHHBII) HITH ¥
MAIMEHTOB, KOTOPBIE NMPEKPATHIIA [PHEM MOIIHOrO HHAYKTOpa M30(epMeHTa CYP3A4 menee
yeM 32 28 JHel I 5 TIepHOIOB IOy BLIBEAEHHUS IO IPHEMA [IEPBOiT 036l TOGAUUTHHHOA.
OHOBpEeMEHHOE NpUMEHEHHe TakpoimMyca (craboro mErHOMTOpa HM30(hepMeHTa CYP3A4)
ypemmauBaer AUC Ttodanurunuba Ha 21 % u cHmKaeT Cmax todanutnanba Ha 9 %.
OZXHOBPEMEHHOE IPUMEHEHHUE [UKIOCTIOPHHA (YMEPEHHOT0 HHTHOUTOpa H30(QepMeHTa CYP3A4)
ysenuunBaeT AUC Todanutunnba Ha 73 % u cHIKaeT Cmax To(anuTrauba Ha 17 %.
OZIHOBpPEMEHHOE MHOTOKPATHOE MIPHMEHEHHE TOYalMTUHHOA U MOIUHBIX HMMYHOJICIIPECCAHTOB
y MAaldeHTOB C pPEBMATOMJHBIM apTPUTOM, IICOPHA30M, MCOPUATHYECKMM apTPHUTOM,
AHKUIO3UPYIOIMM  CHOHIMJIOAPTPUTOM, A3BEHHBIM  KOJNMTOM HWJIM  MOJHAPTHKYJISIPHBIM
JOBEHHJIBHBIM HIHONATHYECKUM aPTPUTOM HE H3yqano}:b.

OHOBpEMEHHOE PUMEHEHHE ¢ MeToTpeKcaroM (15-25 MT MeToTpekcara OluH pa3 B HeJeNo) He
OKa3bIBACT BIHAHMSA Ha (apMaKOKHHETHKY TOhalUTHHHOA.

B3aumopaeiicTBus, TPH KOTOPHIX TOoPauMTHHHO BJHAET HAa (APMAKOKHHETHKY APYIHX
npenaparos

VcclieioBasus in vitro HOKa3alM, 4To ToQauuTHHUG B KOHIIEHTpALHsIX, Jaxe 6omee qem B 80 pas
MPEBBIMIAIOIIAX PABHOBECHYIO Cmax 001IEro TopanuTHHEOa, BO3HAKAOIIYIO IPH NPUMEHEHUH
S5mr u 10 Mr gpa pasa B jgeHb TOGaUMTHHHOA y NAIMEHTOB € PEBMATOMIHBIM aApTPUTOM,
IICOPHATHYECKMM  apTPUTOM, IICOPHAa30M, A3BEHHBIM KOJMTOM U  [OJHAPTHKYJAPHBIM
JOBCHH/IGHBIM HIMOIATHYECKHM AapTPHTOM, CYIIECTBEHHO HE HHTHOMpYET M HE HHIyUHUpyeT
aKTHBHOCTH OCHOBHEIX MpENapaTtoB, METabOIM3HPYEMBIX I_II/ITOXpOMaMI/Il (CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6 u CYP3A4). JlanHble pe3yIbTaThl OBUIN IIOITBEPKACHBI
HCCIIEIOBAaHMAMHE JIEKAPCTBEHHOTO B3aUMOJCHUCTBHS in Vilro, KOTOPHIC IIOKa3ajl OTCYTCTBHE
M3MeHCHMH (papMAKOKHHETUKH MH/a30jaMa, BBICOKOCENEKTHBHOro cybcrpara u3odepmeHTa
CYP3A4, npy 0IHOBPEMEHHOM NPHMEHEHUH ¢ TOQauMTHHHOOM.

JlaHHBIE in Vitro TIOKa3bIBAIOT, YTO TO(QAUMTHHHO HE HHIHOMPYET AKTHBHOCTH OCHOBHOIO
YesIoBeyeckoro (epMenTa, MeTabONM3UPYIONIEro JIeKapCTBEHHBIE CPENCTBa, YDHIUH S-
nudochar-rmokypornoswitpancdepasst (YI'T) [VITIAL, VIT1A4, YITIA6, VITIA9 u
VI'T2B7], B KkoHIEHTpauusx, B 250 pa3 OpEBBIUAIOMEKX paBHOBECHYIO Cmax 00mIero

To(aMTHHAGA, BO3HMKAIOUIYIO IPU IpHMeHeHnd 5 Mr 1 10 Mr 1Ba pasa B IeHb TodauutuHuba y
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[AMERTOB C PEBMATOMIHBIM apTPHTOM, MCOPMATHYECKHM AR, edputsoM - srBennBIM

KOJIUTOM H MOJHAPTHKY/ISPHBIM IOBEHH/ILHBIM HTHONATHICCKUM apTPUTOM.

JIaHHbIE in Vitro MOKA3aiIH, 4TO CLOCOOHOCTH To(GaurTHHIOA B TEPANeBTHYECKUX KOHICHTPALUAX
MHTHOMpPOBAaTh TAKHE [EPCHOCUYMKM Kak P-IJIMKONPOTEMH, OpPraHMYeCKHe aHHOHHBIC
TPAaHCTIOPTHBIE IIOJNMIENTHAB, OPTAHHIECKHE AHAOHHBIC MIIH KAaTHOHHBIE HEPECHOCIHKH OYCHD
HH3Ka.

OIHOBPEMEHHOE TIPHMEHEHHE ¢ TODAUTHHHOOM HE OKa3BIBAIO BIMSHAS Ha HapMAKOKMHETUKY
TepOpaTBHBIX KOHTPALENITHBOB, TEBOHOPrecTpeNa i STHHIIICTPaJHOoIa Y 3/0POBBIX JKEHIIUH.
OnHOBPEMEHHOE HPHMEHEHHe TOpauUTHHIOA C METOTPEKCAaTOM B J103€ 15-25 mr onuH pa3 B
geneno crmkano nokasarend AUC u Cmax MetoTpekcata Ha 10 % u 13 %, COOTBETCTBEHHO.
JlaHHble M3MEHEHHs (hapMaKOKMHETHKH METOTPEKcaTa He TpebOBald KOPPEKLUUH JO3BL, JIHO0
mo00pa WHANBH Y AJIBHEIX 03 METOTPEKCara.

Y DpanueHToB ¢  PEBMAaTOMAHBIM  apTPUTOM, [COPHA30M, S3BCHHBIM KOJMTOM H
NOJMAPTHKYJIAPHBIM FOBEHMIBHBIM UAMONATUYECKAM apTPUTOM IKimpeHc Ttodauutununba ¢
TeYEHHEM BPEMEHH He U3MEHICA. DTO CBUACTENLCTBYET O TOM, YTO TOPAIUTHHHUG HE BIUSCT Ha
akTHBHOCTH m30(epmentoB CYP y stux nanuentoB. TakuMm 00pa3soM, MalOBEpPOATHO, 4TO
OJHOBpEMEHHOe TpuMeHenue cy6erparos u3odepmentop CYP ¢ TopaumruHuGoM npuseneT K
KIMHAYECKH 3HAYMMOMY VBEIHUEHHIO HX MeTabosin3Ma y IaUeHTOB C PEBMATOMIHBIM
apTpHTOM, [ICOPHA30M, A3BEHHBIM KOIMTOM H  [OJMAPTHKYJSIPHBIM  IOBCHHJIBHBIM
HHONaTHIeCKHUM apTpuToM. COMyTCTBYIOMMIA NpUeM ToQanuTHHUOA HE OKa3bIBaNl BIMAHAA HA
(hapMaKkOKMHETHKY MeT(GOPMUHA, CBHUACTENBCTBYS, YTO TOQAUMTHHUO HE BO3NCHCIBYET Ha

nepeHoCYHK opramuueckux katuoHoB (OCT2) y 3M0poBEIX IOOPOBOJIBLEB.

OCOBBIE YKA3AHMSA

TO'(I)a[II/ITI/IHI/I6 HE U3y4aJiCd U €ro OPUMEHEHHUS CIIEAYCT I/I36€:I‘aTb Yy IIalUCHTOB C OCJIa6JICHHI>IM
HMMYHHTETOM, C NOATBCPXKIACHHBIMHU I/IMMyHO,IIe(bH[II/ITHBIMI/I COCTOSHHUSMHA HJIK Y ITAIUCHTOB,
IIpHHUMAIODIAX CHJIBHOIIeﬁCTBy}OHlHe HMMYHOICTIPECCAHTDI (HaanMep, a3aTHOIIPHH,
III/IKJIOCHOpI/IH), Apyrue I/IHI‘H6I/ITQpBI SIHYC-KHHAa3 W OHoJIOrnyYecKue Ipenaparsl, HaIpaBJICHHbIC
Ha HUTOKHUHBI, B-xierku win T-KHCTKH, H3-3a BO3MOXXHOCTH YCHJICHUS HMMYHOCYIPECCHH U
IOBBUIIEHHS PUCKA HHPEKIUU.

HaHI/IeHTBI, IIOJTyYaromue AKTUBHOE JICHECHHEC II0 IIOBOAY JIO00ro  3JIOKaAYECTBEHHOIO
HOBOOOpa3oBanuss WIH JuMdonponudepaTHBHOro 3a0oyeBaHUs], HE JODKHBI IOJy4aTh
TodaruTUHHO.

Komﬁmmponam{oe MPHMEHEHHE ¢ JIPYTHMHU NPOTHBOPEBMATHYIECCKHMH CPEACTBAMHU
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PEeBMATOMIHBIM  apTPUTOM B KoMmOuWHamum  C OMOJOTHYECKMMH  Oa3HCHBIMU
npotusopesmarwyeckumy npenaparamu (BIIPII), Taxumu xak UHraouTOpH! (hakTopa HEKpO3a
omyxoiu (PHO), AHTATOHUCTEL urtepneiikuna (UII)-1R, anraronucts MJI-6R, MOHOKTOHATBHBIE
autatena Kk CD20, celeKkTUBHBIE MOXYJIATOPHl KO-CTUMYJISIIMM M  BBICOKOAKTHBHBIC
MMMYHO/ENPECCAHTHl, HAlPAMEP a3aTHONPHH, MHKJIOCHOPHH H TaKpOIMMYC, IOCKOJBKY
CYIIECTBYET PHCK YCHJICHHS MMMYHOCYIIPECCHH C HOCIENYIOIIMM YBETMICHACM PUCKA Pa3BUTHA
HHpEKIUH.

Ipu npumenenau TodannTuenOa B kombunauun ¢ MTT gabmoganack 6oyiee BEICOKas 4acToTa
HEXeNATeNbHBIX SBJICHUH, YeM [IPH NpUMEHEeHUH ToQaluTHHHOA B BH/IE MOHOTEPAITHH.
[IpuMeneHue ToGanuTHHAOA HE M3Y4aIOCh U €ro IPUMEHEHHUS CICIyeT u30eraTh y MalUEHTOB
nfOUA B KoMOUHALUY ¢ OHOJOrHYECKUMH Oa3HCHBIMH IIPOTHBOPEBMATHYECKUMU IIpENapaTaMu
(BIIPII), Taxumu kak aHTaroHUCTHl MJI-6R, CeNEKTHBHBIC MOIYJATOPBI KO-CTUMYJANMH H
BBICOKOAKTHBHBIMH HMMYHOJEIPECCAHTAMH, HATIPUMED a3aTHOIPUH U IHKIOCIIOPHH, MOCKOJbKY
CYIIECTBYET PUCK yCUIICHHS HMMYHOCYTIPECCHH € IOCIEAYIONIUM YBETMICHHEM PUCKA Pa3BUTH
uHbexImn.

[Ipumenenue TohanuTHHEOA He H3yYaIoCh H €TI0 IPUMEHEHHS CIICAY ST H30EraTh y MAIUEHTOB C
AHKMJIO3UPYIOLMM = CHOHAIOAPTPUTOM B KOMOHHANHM C OHONOrMYeCKMMHU Oa3HCHBIMHU
HPOTHBOPEBMATHYECKUMHU npenaparaMmu (BITPIT) HIH BBICOKOAKTHBHBIMH
HMMYHO/IETIPECCaHTaM¥, HAaIIPHMED a3aTUOIPUH ¥ IUKJIOCIIOPHH.

Oo6uue uadexuun

Haubosiee 4acThIMH HHOEKIHAMYE, OTMEYacMbIMM Ha (OHE NpHUMEHeHHs TodauuTAHKOa Yy
IAIMEHTOB C PEBMATOMIHBIM ApTPUTOM, ObUIM HH(QEKIMH BEPXHHX [BIXaTeNbHBIX IyTeH U
rasodapuurut (4,1 % u 3,4 %, COOTBETCTBEHHO).

HauGonee 4acThIMH HH(MEKIHUAME, OTMEYaeMbIMH B TEYeHHE NepBbIX 12-16 Hemenp Tepamuu
TOQAIUTHHAOOM TNAIMEHTOB C [ICOpHa3oM, ObUIM Ha30(apUHTHT d HHQCKIMH BEPXHUX
IBIXaTEbHBIX yTell (Hasodapuurut B 7 % u 8 % ciydaeB npd npumeHenuu 5 mr 1 10 mr
TodanuTHEHOA BA pa3a B CyTKH, COOTBETCTBCHHO H HH(EKIMHM BEPXHUX ABIXATCIBHBIX My TEH B
4 % u S % ciayyaeB mpu mpumeHeHud 5 Mr u 10 Mr todanmuTuHHOa 1Ba pasa B CYyTKH,
COOTBETCTBEHHO). |

Cepbe3nbie HHPEKIHH

V [alMeHTOB, MOMYYAIOMUX HMMYHOMOIYJIATOPBI, BKJIIOYAs OHONOTHYECKHe MpernapaTsl H
To(GanUTHHUO, OTMEYEHBI CEpbe3HBIC, a MHOLNA M CMEpTENbHbe HHQEKIHH, BbI3BAHHLIC

6aKTepI/IaJIBHBIMI/I, MI/IKO6aKTepI/IaIII)HBIMH, I‘pI/I6I(OBBIMI/I, BHPYCHBIMH 58] 84 HHBIMH
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OMIIOPTYHUCTHYECKUMHU BO30Yy nuTeNsamMu. CaMbl
MPUMCHEHHH TO(ANUTHHKHOA, BKIIOYAIOT IMHEBMOHHIO, HH(EKIHIO MOYEBBIBOAANIMX IIyTeif,
BOCMAJIEHHE HOJAKOXHON KJIETYATKH, ONOACHIBAIOIIMH reprec, OpOHXHT, CENTHYECKHH INOK,
AUBEPTUKYJIUT, TaCTPOIHTEPUT, ANNECHIUMUMT H CercHc. M3 d9mcna ommopTyHHCTHYECKHX
HHQEeKUMi IpH NpUMEHEHHH TOGAUTHHIOA OTMEUCHEI CIlyYau pa3sBUTHS TyOepKyiesa i IPYrux
MHUKOOAKTEpHANbHBIX HMHQEKIMH, KPHUITOKOKKO3a, THUCTOIUIA3MO3a, KaHAWAO03a IMIIEBO/A,
ONOSCHIBAIONICTO JIAIAS C MOPAKEHHEM PA3IMYHBIX AEPMATOMOB, IMTOMETATOBHPYCHOIM
unQexunn, BK-upycrolt nadexumn u nucrepruosa. Y HEKOTOPHIX MALMEHTOB ¢ PEBMATOMIHBIM
apTPUTOM OTMEYAIH IHCCEMUHHUPOBAHHBIE 3a00JIEBaHMS 4Yalle BCEro NPH OIHOBPEMEHHOM
MPUMEHEHUH HMMYHOMOYJIITOPOB - METOTPEKCAaTa MM [IIOKOKOPTHKOCTEPOHIOB, KOTOpPBIE
caMd 0 cebe W B JIONOJHEHHE K OCHOBHOMY 3a00JIEBAaHHIO PEBMATOMIHOMY apTPHTy MOTYT
pejpacronaraTh K pa3BUTHIO uH(eKkuuid. Taxke BO3MOXHO pa3BHTHE M HHBIX CEPHE3HBIX
HH(eKuui, KOTOphie He ObUIM 3apErHCTPUPOBAHBI B KIMHAYECKMX HCCIEIOBAHUAX (HAIIPUMEP,
KOKIUAMOMHKO3Q).

B omHOM KpynmHOM paHZOMH3MPOBAHHOM IOCTPEHCTPALMOHHOM HCCIEJOBAaHHM GE30MACHOCTH
(PASS) y naumentoB ¢ PA B Bospacte 50 ser u crapuie mo KpaifHed Mepe ¢ OIHHM
IOTONIHATENBHEIM  (PAaKTOPOM pHCKa CepIEYHO-COCYMCTHIX 3a00JeBaHMl y MalHeHTOB,
I0JlyYaBIIMX TOQanuTHHUO, 110 cpaBHEHHUIO ¢ HHrHOuTOpoM OHO HabMOAANIOCH T0303aBHCHMOE
YBEJIHYCHHE THCIa cepbe3HbIX HHpekuuit. HeKoTopsIe B3 3TUX cephe3HbIX MH(EKIH IpHBETH K
CMEpTEJILHOMY HMCXOXy. B HccienoBaHMum Taioke cooOWaANock 00 OIMOPTYHUCTHYECKHUX
uH}peKnusIx.

3a HCKIIIOYEHHEM HOBOH KOPOHAaBHPYCHOM uH(pekuuu, BoBannoii COVID-19, Toganutuau6 He
ClledyeT HA3HAYATH MANMEHTAM C [IOJ03PEBACMBIMH MK [OATBEPKACHHBIMH aKTHBHBIMH
CHCTEMHBIMH GaKTepHaIbHBIMH, IPUOKOBBIMH HITH BUPYCHBIMH HH(EKIMAMHE, BKIIIOYAS, TOMHMO
IPOYEro, AaKTUBHYIO HH(EKIHMIO OIOSACHIBAIOIIETO Tepreca; MOATBEPIKICHHBIH aKTHBHBIA
TyOepKyJie3 HIIM MCTOPHIO HEeaJIeKBAaTHO JICYEHHOTO TyOepKyie3a; noarsepxaenasie HBV, HCV
mi BUY urdexiuu. [epen npumenennem npenapata Todapa® cienyer oneHUTs COOTHOIEHHE
PHCK/IIONB3a OT TEpaliy ¥ MAIHEHTOB C aKTHBHBIMU CEPhE3HBIMA MHPEKIMAMHU, KPOME HOBOMH
KOpoHaBUpycHOH HHGeknuu, BbiBaHHOH COVID-19, ¢ XpOHHYECKOH WIM peluauBHpPYIOLIEit
uHeKIueH, rocie KOHTakTa ¢ OONBHBIM TyOEpKyJIe30M, HAIMYHEM TSDKEION MK
ONIMOPTYHUCTHIECKOH HMH(EKLHH B aHaMHe3e, y MAlMEHTOB, KOTOPHIE XHIM HJIM HEIaBHO
MOCETUIA SHNEMUYECKUE PAOHBI MO TyOEpKyse3y HIM MHKO3aM, a TAKXE Y IIAlMEHTOB C
IPEPacIONOKCHHOCTRIO K passuTHIO HHG(ekmuu. [lanueHTs! mOANEXaT BHUMATENHHOMY

Ha6JIIOI[eHI/IIO Ha MpEAMET pa3BUTHUs IIPHU3HAKOB H CHMIITOMOB I/IH(I)CKIII/II/I BO BpEMs H IIOCIIE
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Teparmy mpenapatom Togapa®. Todapa® c
pa3BHIIACH Cephe3Hast HH(EKIKs, OMNOPTYHUCTHYECKAs HHPEKIMS MM CENICHC, /IO TeX NOp, [I0Ka
He GY/IeT YCTaHOBIIEH KOHTPOJIb HAIl COCTOSIHHEM ManueHTa. [Ipu passuTum HOBOH MH(EKIUY HA
dome mpumenerms npemapata Todapa® mauMEHT HONIEXAT OBICTPOMY | MONHOMY
IMArHOCTHYECKOMY  OOCIENOBAHUIO IO  AHAIOTMM € [AlMEHTOM,  CTpaJarolluM
umMyHoMeduuToM. [TokasaHo Ha3HAYEHHE COOTBETCTBYIOMIEH aHTHOAKTEPHAIbHOM TepaluH, a
TaKXKe TIIATeNIbHOE THHAMHYECKOE HAOTIOICHHUE.

ITockoNbKY MOXHNbIE MAMEHTH M MAMEHTHI C CAXapPHBIM JUabeToM OOBIMHO XapaKTepU3yIOTCs
foliee BEICOKOM 4acTOTOM pa3BUTHS HH(EKIHii, B TOTOOHBIX CIyYasX TaloKe CIEIyeT CoOJI0JaTh
OCTOPOXHOCTh. Takke peKOMEHyeTcs COONI0JaTh OCTOPOKHOCTH NP MPUMEHEHUH [perapara
y MAIHMEHTOB C XPOHUYECKUMH 3200 I€BaHUAME JIETKHX, TaK KaK OHM MOT'YT OBITH

Ipemapar Topapa® He ciemyeT MPUMEHSTH y MAUKMEHTOB C aKTMBHOW HH(eKmwei, BKIOYAs
NoKansHble MH(eKumH. Ilepen mnpuMeHenmem mpemapata Todapa® criemyer OLEHHUTH
COOTHOIIEHUE PUCK/TIONB3a OT TepalH Yy MAlMEHTOB C XPOHMYECKOH MM pEelHIUBHPYIOLIEH
uHQeKuped, [ocae KOHTaKTa C OOJNIBHBIM TyOEpKyJe30M HalM4HeM THKEIOH UM
ONMOPTYHUCTHIECKOH HHGEKIMH B aHAMHE3€, y MAalUEHTOB, KOTOPBIE JKUIIM HIH HEIABHO
[OCETHIM SHAEMHUYHBIE PalOHBl MO TyOepKyJiesy MIM MHKO3aM, a TaKXe y UAlHMEHTOB C
IIpeJIpacIioIOKEHHOCTRIO K pa3BuTui0 HHpexmuy. IlaumeHTs ndmemar BHUMATEIEHOMY
HAONIOJEHUIO HA MpPEAMET Pa3BUTHS OPHU3HAKOB U CUMIITOMOB MH(EKIHH BO BpeMs U IOCIE
Tepamuu npenapatom Todapa®. Todapy® ciemyer BpeMeHHO OTMEHHTh, €CIH Y TAlMEHTa
pa3BUIach cepbe3Has HHOEKIMs, OMIOPTYHUCTHYECKast HHGEKIUs MM CEIICUC, 10 TeX [10p, HoKa
He OyJIET YCTAHOBJIEH KOHTPOJIb HaJl COCTOSIHUEM IanuesTa. [Ipu pa3Butuu HOBOH HHGEKIIHHT Ha
done mpuMenenus npemapata Todapa® NauMEHT MOMIEKHT OBICTPOMY = H  MOJHOMY
JEATHOCTAYECKOMY ~ OOCTENOBAHMIO [0  QHAIOTMM  C  [AIWEHTOM,  CTPaJaoIIuM
ummyHoneumuToM. [lokazaHo Ha3HAYCHUE COOTBETCTBYIOIIEH aHTHOAKTepHATILHON Tepanuy, a
TAKKe TIATEIbHOE JUHAMHYECKOE HAOI0ICHHUE.

IToCKOJIBKY ITOXKFUIbIC MAIEHTHI U MAIIAEHTHI C CaXapHbIM JHa0eToM 00BIYHO XapaKTepH3yOTCs
OoJiee BRICOKOM 4acTOTOM pa3BUTHs HHPEKUHH, B TOZOOHBIX CIydYasX TakXKe CIeLyeT COOMOonaTh
OCTOPOXHOCTH. Tarke pekoOMeHIyeTcsl COOJIONaTh OCTOPOKHOCT IPH IPHMEHEHUH IpenapaTa
y TAIMEHTOB C XPOHMYECKMMH 3a00NEBAHUAMH JIETKHX, TaK KaK OHH MOLYT ObiTh Gonee
HOJBEPXKEHB! HHOEKIHAM. B KIMHUYECKUX HCCIIEI0BAHUAX H BO BpeMs IOCTPETHCTPALIHOHHOIO
IpHMEHEHHsl Mpenapara cooOIIaoch O CydYasX pa3BUTHS HHTEPCTHUIIMAIBHOTNO 3a00JIeBaHUs

JICTKHUX (B HEKOTOPBIX CiIy4dasaX C JIETAJIbHbBIM I’ICXOIIOM) Yy DaHCHTOB, IMOJNYYarINUX TEpaIluio
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TohauuTHHUOOM, HHTHOUTOPOM sIHyc-KuHa3. T
HEH3BECTHA.

Puck undexnun MOPET TTOBBIIATCS IIpH YBEJIMYCHHH CTENEHH THKECTH JMMQomeHuu. B atom
cilydae IpH OLEHKE WHIMBHAYAIBHOTO PHCKA DAa3sBHTHA HHQPEKIHMM Cle/lyeT NPUHHUMATH BO
BHMMAHHE KOJIMYECTBO JTUMQOIMUTOB. YCIOBHA OTMEHBI IperapaTta H KPHTEPHH KOHTPOJIL
nuMQoneHAy omKucaHbl B pasjene « Crmocod NpUMEHEHHS | J103b1».

Tyb6epky.ies

Ilepex mpuMeReHmeM mpernapata Todapa® creayer OLEHHTh COOTHOIICHHE PHCK/MONB3a OT
TEpanuy y MalleHTOB C TyOepKyJIe30M B aHAMHE3E, Y MAllMEHTOB, KOTOPHIC KUK WM HEJaBHO
IIOCETHITH HJIEMUYHEIE PaifOHBI IO TyOEpKyIe3y.

Ilepen mpumenenmem mnpemapata Todapa® ciefmyer mposecTd 0OCIEIOBaHHE Ha MPEIMET
IIPU3HAKOB JIATCHTHOM WM aKTHBHOM TyOepKyJIe3HOH HHPEKIMHA B COOTBETCTBUY C JIOKAIBHBIMU
pPEKOMEHAALUAMH.

[ManpeHThl ¢ JNaTeHTHBIM TyOepKyJie3oM IMepel HayajioM TepamuM IpernapaToM Togapa®
IOJIEXKAT CTAHNAPTHOM aHTUMHUKOOAKTEpUANIbHOM TEpanuy.

Ilepen HavanoM Tepanuu npénapaTOM Togapa® y manueHToB € JATEHTHHIM WM AKTHBHBIM
TyOepKyJe3o0M B aHamHe3e, I[IPH OTCYTCTBHHM IIOATBEPXKAEHHS AaJEKBATHOIO  Kypca
IIPOTHBOTYOEPKYJIE3HONH Tepanmuy, a TaKkKe y MAalHEHTOB C OTPHIATENBHLEIM PE3YJIBTATOM
HCCIIENIOBAHHs Ha JIATEHTHHIA TyOepKyie3, HO HauudueM (aKTOpoB pHCKa TyOepKyJe3HOH
UHPEKIMHA, CIEAYeT NPOBECTH COOTBETCTBYIOLIYIO MPOTHBOTYOEpKylesHyio Tepanuro. Ilpu
IPHHATHA PENICHHs OTHOCHTENHHO HEOOXOAMMOCTH MPOBEACHHMS NPOTUBOTYOEPKYIIE3HOH
Tepami y KaXAOr0 KOHKPETHOr0 MallHeHTa PEKOMEHAYETCS IPOKOHCYIBTUPOBATHECA C
GbTH3HATPOM.

[TanwienTsl TOUIEXKAT TINATENFHOMY HAOMIOAEHUIO HAa IMPEOMET pPa3BHTHS IIPU3HAKOB
TybepKkyie3a, BKIIOYas MAHMEHTOB C OTPUIATENBHBIM pPE3yJNbTaToOM TeCTa Ha JIATEHTHBIA
TyOepKyJe3 10 Havyaia TEpanuu.

PeaxkTnBanus BHPYCHBIX HH(EKIUMH

PeaxkrtuBanus BUpYCHbIX HHGekuuit omucana npm npumeneHun Tepanuu BIIBII. Ciyyam
peakTHBAIlMd BHpyca repreca (HampuMep, OIOSCHIBAIOIIETO TepIeca) TaKXKe OIHMCaHbl B
KJMHHYECKUX HCCIEIOBAHUAX Toq)aumnﬂﬁ6a. B omHOoM KpymHOM | PaHXOMU3UPOBAHHOM
ﬁOCTperHCTpauHOHHOM ucciaenosanuu 6esomacuoctu (PASS) y maumenToB ¢ PA B Bospacte 50
JeT W Crapine 0 KpaifHeidt Mepe ¢ OJHMM JOIMOJHUTENBHBIM (aKTOPOM pHCKAa CEpACHHO-
COCYAHUCTHIX 3a00JIEBaHUI Y MALHEHTOB, [IOIyYaBIIMX TOGaUTHHHO, HaOMOAAIOCh YBEINYEHHE

CJIy4aeB ONOSICHIBAIONIETo repiieca no cpaBHeHuIO ¢ HHruouropom ®HO. B mocTMapkeTHHIOBBIX
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CMEPTHOMY OTYETY
INe 8184

;-4.1.)

bl :
HCCIICIOBAHUAX COOBIIANOCH O CIy4asX pedKTHBALMH BpyCE Heidtad B -V tatmenTos,

[ONyYaBIIMX Tepanuio TodauuTuHHOOM. BnusHue TodauuTnHHOa Ha  peaKTHBALMIO
XPOHHYECKOTO BHPYCHOIO refmaTuTa HEW3BeCTHO. I[aMeHTOB C IOJIOXHUTENBHBIM PE3YIHLTATOM
TECTHPOBAHUS Ha renaTUThl B 1 C MCKITIOUMIN U3 KIIMHAYECKHX uccnenoBanuii. llepen nayanom
Teparuy npenapatom Todapa® creayeT NpoBECTH CKPHHHMHI Ha MpEeAMET HAIUYUS BUDPYCHOTO
renaTura.

B KIMHHYECKHX HCCIIEOBAHUIX TOPAUUTHHHOA y MPEICTABUTENCH SAIMOHCKOH H KOPEHCKOH
HAIMOHANBHOCTEH 0TMEUalOTCs 60Jiee YacThie CIyYau pa3BUTHsI OIIOSACHIBAIOILETO IepIieca, YeM Y
[pEICTaBUTENIEN APYTUX HALMOHAILHOCTEM.

YacToTa HOSBJICHHS OMOSICHIBAIOIIETO TepIeca MOXKET YBEIIMYUTECS Y MMALIMEHTOB C JUIMTEJIbHBIM
AHaMHE30M PEBMATOMIHOIO apTpHUTa, KOTOpHIE paHee MONy4alM JBa U Ooyiee OHOJOTHYECKHX
BIIBIT; y nauuentos ¢ AUH menee 1000 xretox/mm>.

Benosnas Tpom003MO0Hs

Benosnas tpom6osmboius (BTI) Habioganachk y ManpeHToB, MIPUHUMABIINX TOMALUTUHUO B
KJIMHUYECKHX HMCCICOBAHMSX M [OCTPEFHCTPAIlMOHHBIX OTYeTaX. B OJHOM KpyHHOM
paHIoMu3HpoBaHHOM HccienoBanui PASS y mamuentos ¢ PA B Bospacte 50 net uwnu crapiue, ¢
XOTs GBI OJTHUM JIOTIOJTHUTEIHHBIM CEPACIHO-COCY TUCTHIM (PAKTOPOM PHCKa, IAITHEHTHI IOy Yalu
JedeHue TopanuTHHAOOM B 03¢ S MT JiBa pa3a B CyTKH, TodanuTHHHOOM B o3¢ 10 Mr aBa pasa
B CyTku i uHruouropom ®HO. B maHHOM HCCIENOBAHUY - HAOMIOAATOCH JX0303aBHCHMOE
IOBBIICHHE YaCTOTHI Pa3BUTHs JierouHoi smbosimu (JID) y manueHTOB, KOTOpHIE MOIYYaTH
Tepamuio To(GalMTAHHOOM B CcpaBHeHHH ¢ Tepanmeit umaruburopamu OHO (cm. pasnmen
«ITobounoe neiictBuey»). MHuorue ciydaro JID ObUtH Cephe3HBIMH M HEKOTOPBIE CIIyYad HMETH
JIETAJIBHBIA UCXO/I.

Cryyau JID B 3TOM HCCeI0BaHHM OBUIH 3apETHCTPHPOBAHEI Yallle Y MAllUeHTOB, IPHHUMAIOIHX
ToanuTHHUO, MO CpPaBHEHHIO C APYTHMH HCCIENOBAHUSMH TodanuTHHUOA (CM. pasjen
«ITobouHoe neiicTBrEY).

Cnyuau Tpom603a rimyookux BeH (T1'B) HaOGmomanucey Bo Bcex TpexX Ipymax MaHeHToB JaHHOIO
uccienoBanus (cM. pasaen «Ilobounoe neiicTeuen).

HeoOXxoauMoO MPOBOJUTH OIEHKY MAIlMEHTOB OTHOCHTEIBHO (DaKTOPOB pPHCKAa BEHO3HBIX
TPOMO0IMOONMYECKHX SBICHUH [0 HAYaua JIEYEHHS M IEPUONMYECKH BO BPEMS JIEUCHMUSL.
Heo6xoaumo npuMeHsTs npenapat Todapa® ¢ 0CTOPONKHOCTBIO Y MOXHIIBIX IALHMEHTOB H Y
HAIMEHTOB, UMEIOMMX Apyrue ¢axropsl pucka (cM. pasjen «Crmocod NMpUMEHEHUS U T03bI»).

H€O6XOI[I/IMO 6e3oTnararesibHO [IPOBOJHUTE OUCHKY MNAHUCHTOB C IIpH3HAKaMU U CHMIITOMAMH
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COOTBETCTBYET 3KCMEPTHOMY OTHETY
ot 28.04.2023 N= 8184

' (BxopamwsiA3 Ned 2 3R432)
BTD u oTMeHHTH TOGAUMTHHHO y MALUUEHTOH C [IO)I03DCBE MM BT, 'Bhe“LzaBncvhwocm 0T

IIPUMEHSIEMOH KO3BI WM MIOKa3aHHs.

TodauuTHHIG He U3yHaics, W ero PUMEHEHHs CleJlyeT H30erarh y NalUeHTOB ¢ TPOMOO30M B
aHaMHe3e WM MOATBEPIKACHHBIM TPOMOO30M B HACTOSAIIMA MOMEHT BPEMEHH, a TaKXKe Y
MAIMEHTOB ¢ HapyLICHWEM CBEPTHIBAEMOCTH KPOBH B JIMYHOM H CEMEHHOM aHamHe3e IepBO
CTENEeHH pOJICTBA.

TopauuTHHuG ClexyeT HPUMEHATh TOJBKO y B3POCIBIX [OCHUTANM3HPOBAHHEIX NALMEHTOB €
HOBOH KopoHaBupycHoW wuHdekuumed, BbpBaHHOK COVID-19, KkoTOpBIE  MOJIyHarOT
aHTHKOAryJAHTHYIO mpodwraktuky BTOD. He crmenyer NpHMEHATH OSCTPOrEHCOIEPIKAIIUE
KOHTPALEIITHBHI B TeYeHUe 48 4acoB 10 Hayaa Je4eHHUs WM BO BpeMs Jiedenus. [Ipu nosisiennu
KJIMHHYECKHX [IPU3HAKOB Tp0M6035 Ty OOKUX BeH/MOONHH  JIETOUHOH apTepuu IpHEM
ToQanuTUHEOA CIEAYET NPEKPATHTh, HAIHEHTOB CIeAyeT He3aMeIJIUTENBHO O0CIenoBaTh U
Ha3HAYUTH COOTBETCTBYIOLIEE JICUCHHUE.

OCHOBHbIE HEKEIATEIbHbIE CEPIEYHO-COCYAMCTbIe cOObITUS  (BKJIOYAs mubapm‘
MHOKAP/A) |

B 0HOM KPYIIHOM paHIOMH3MpOBaHHOM Uccienosanuy PASS y marmenTos ¢ PA B Bospacte 50
JET W cTrapiie IO KpaiiHed Mepe ¢ OJHHM MOIOJHHTENBHBIM (aKTOPOM PHCKa CEpACYHO-
COCYJMCTBIX 3a00NeBaHUM MalMEHTHl MoNyYand ToQGauuTHHHO 5 Mr JBa pasa B JEHb,
todanuturu6 10 Mr gsa paza B neHb win uHrHOUTOp ®HO. OCHOBHBIE HEONATONPHUATHBIE
cepneuno-cocynucteie cobsitust (MACE), Biimoyast HHGAapKT MMOKapa, HaOIIONalkCh BO BCEX
Tpex Ipynnax JeYeHus B 9TOM HCCIENOBaHWH. Y HAlUEHTOB, MOMy4YaBIIMX TOGALUTHHHUO, MO
cpaBHeHMIO ¢ uHrubuTopoM ®HO Habmoqanoch yBeNHUCHHE Yucia HedaTalbHBIX HHPAPKTOB
muokapna. MACE, Bxirodas, uH(apKT MHOKapAa, Jalle BCTPEYANHCh Y IOXKHUIIBIX [IAHEHTOB U
HAMEHTOB, KOTOphlE KypsAT B HACTOsIIee BpeMs WIM B npouutoM. Cremayer mnposBIATH
OCTOPOXXHOCTH IIPH JICYCHUH IMOXKHJIBIX HAlHEHTOB, NAlMEHTOB, KOTOPBIE KYPAT B HACToOsLIee
BpEMS HUIK B IIPONIJIOM, & TAKXKE MALMEHTOB C JPYTUMH (PaKTOpaMH PHCKa CEPAEUHO-COCY IUCTHIX
3a00JICBaHHH.

310xavecTBeHHbie H JmpouposudeparuBabie 3a0ojieBaHdA (32 HCK/IOYEHHEM paka
KOKH, He oTHOcamuecs K menanome (PKHM))

[Tepen HaYamOM Tepanvu MALMEHTOB C CYIIECTBYIOMUM 3JI0KaYeCTBEHHBIM HOBOOOPa30BaAHUEM
WIM JAQHHBIMH O 3JIOKAUeCTBEHHOM HOBOOOpA30BaHHH B aHaMHE3e, KpPOME H3JIEYCHHOIO
HeMenanoMHoro paka koxd (HMPK), wnu npu paccMOTpEHHM BO3MOXKHOCTH HPOJOJDKEHHS

Tepanuu npenapatoM Todapa® y nanuenToB co 30Ka4eCTBEHHBIM HOBOOOPA30BAHMEM CIEyeT
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YUUTHIBATH PUCKH U IPEHMYIIECTBA JICYCHUS I
gto Todapa® BIMAET Ha 3aMIMTY OPraHU3MAa OT 3JI0KAYeCTBEHHBIX HOBOOOPa3OBaHHIA.
AHKunosupyowuii cCRoHOUNOapmpum

B xoMOMHHpPOBAHHOM [OMYJIAIMH GE30IaCHOCTH, COCTOsIIEH U3 1 Iuanebo-KOHTPOIHpPYEMOro
KIHHAYECKOTO  HCCIIe OBAHHS dazer 2 w1 1ane60-KOHTPOIHPYEMOTO KIMHHYECKOIO
ucceoBanus $assl 3 Cpejd NAMeHTOB € aKTHBHBIM AHKHMIIO3UPYIOIIMM CHIOHIUIIOAPTPUTOM Y
420 1anyMeHToB, MONy4YaBunX TopanuTHHuo 10 48 Henens (233 manueHTo-JIeT HAOMIOAEHH)S), He
ObUIM BBHIABJIEHBI 3JI0KAUECTBEHHBIE HOBOOOpPA3OBaHMS, 34 HCKIIOYECHHEM paka KOXH, HE
otHOCsmerocs k Menanome (PKHM).

Y naumeHTos, nonyanme neyeHne TO(AIMTUHHOOM, OBUIM 3aperMCTPHPOBAHBI CIIy4aH
auM$poOMBl B Y HAUUEHTOB, NOJYYaBIIMX TOQAUUTHHHO B OONBUNIOM paHIOMH3MPOBAHHOM
uccienosannu PASS, y manuento ¢ PA B Bo3pacre 50 niet u crapuie 1o KpaiHei Mepe ¢ OIHEM
JOIOJIHUTEIEHBIM (PAKTOPOM pHCKa CEpAEYHO-COCY TUCThIX 3aboneBanuii. HecMoTps Ha To, 4TO Y
IIAIMEHTOB C PEBMATOH/IHBIM apPTPUTOM, OCOOEHHO € BEICOKOAKTHBHOM (opMoii 3a0071€BaHus, U Y
MAIHEeHTOB C MCOPHA30M MOYKeT HaOroIaThesi 60Jiee BBICOKHH pHCK (B HECKOJBKO pa3 BBIIIE)
pa3BUTHS JIUM(POMBI 10 CPABHEHHIO C OOIIEH MOMyJIsIMei, posib TOQAUTHHUOA, €CII TAKOBas
UMEETCs, B pa3BUTHHU JIUM(OMBI HE YCTaHOBJICHA.

Pax nerxkux HaOMIOZaICS Yy MAIMEHTOB, MHONydYaBIMHX TogamuTuHUO. Pak jerkux rtaxxe
HAOJIONAICS Y TMAIMEHTOB, MOJy4aBHIMX TO(GauUTHHUO, B OOJBIIOM pPaHAOMU3MPOBAHHOM
uccienoBannu PASS y manuenTo ¢ PA B Bo3pacte 50 ner u crapiie no KpaliHeH Mepe ¢ OJHUM
JNOIOJHUTEIBHBIM (aKTOPOM PUCKA CEpIEYHO-COCYAUCTHIX 3a00NIeBaHu; yBEIHUCHHE CIIy4aeB
paka JIETKHX HaOJII0aI0Ch ¥ MaHeHTOoB, onyJaBmux TodamutiHHub 10 Mr 1Ba pasa B A€Hb 110
cpaBaeHHIo ¢ uHruOutopom ®HO. M3 30 cimydaeB paka JIErKuX, 3aperuCTPHpPOBAHHBIX B
HCCIIEHOBAHNH Y ITAMEHTOB, IPHHUMABIIIX TO(GAIUTHHUO, BCe, KpoMe 2, ObUIH y [allUECHTOB,
KOTOpBIC KYPHJIH B HACTOSIIEE BpeMs WM B MpouuioM. [[aiueHTsl ¢ peBMaToUIHbIM apTPHTOM
MOTYT IIOJIBEpraThcs 00Jiee BBICOKOMY PHCKY pa3BUTHA pakKa JIETKHX, 9eM 0011ast Oy JISHSL.

B KIHMHHYECKHX HCCIECHOBAHHUSAX H IMOCTPETHCTPAllMOHHOM MepHojie ObUTH 3aperucTpHpOBAHEI
ClTy4YaH Pa3BUTHS JAPYTHX 3JI0Ka4eCTBEHHBIX HOBOOOPa30BaHUM, BKIIFOYas (HO HE OrPAaHUYUBASICh)
paK rpy.Id, MeJIaHOMY, pak MpeAcTaTebHOM XKee3bl U paK IMODKETyJOYHON KeTe3bl.

Brusune Tepammu mpemapatoM Togapa® Ha pasBuTHE ¥ TedeHHE 3JIOKAYECTBEHHBIX

HOBOOOpPa30BaHUM HEU3BECTHO.
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COQTBETCTBYET 3K(
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KOTOpBIC KYypST WA KyYpWIH B [IPOINJIOM, & TaKXE MaouEHTOB ¢ JPYIHMH (baKTOpaMI/I pHCKa

Crenyer cobmroaTh OCTOPOXKHOCTE IIPH JIeye 4aé:’r'a:' rat
3JI0Ka4eCTBEHHBIX HOBOOOPA30BaHHM.

B 6ospLIoM paHAOMUA3MpOBaHHOM HccienoBanuu PASS y manuentos ¢ PA B Bospacte 50 et u
crapiie 1Mo KpaiHe# Mepe ¢ OXHHM IONOJNHUTEIBHBIM (PAKTOPOM PHCKa CEPHEIHO-COCYAUCTHIX
3aboJeBaHil HabIIOAANOCH YBeIHYCHHE 3TI0KaYeCTBEHHBIX HOBOOOPa30BaHuil (3a MCKIIIOYEHHEM
PKHM) y naumeHToB, mojiy4aBmux TOGamuTHHUO, 1Mo cpaBHeHuIo ¢ uHruburopom OHO.
3n0KkauecTBEHHBIE HOBOOOpazoBanus (3a uckimodyenueM PKHM) yame BCTpeyanuce y mOMKHIbIX

MMAIfHEHTOB U y NMAIUCHTOB, KOTOPBIC KYPHUJIA B HACTOALIECS BPEMS HIIH B IIPOIIJIOM.

Pak xoxd, He oTHOCsmuiics k mesaHome (PKHM)

Coo6manock o ciydasnx passutist PKHM y nanueHToB, moty4arolix Tepanuio ToPauuTHHIOOM.
PKHM raxoke ObUIM 3apeTHCTPUPOBAHbI B GOJIBIIIOM PaHIOMHU3WPOBAaHHOM HccienoBaHuu PASS
y nanuentoB ¢ PA B Bo3pacte 50 yieT ¥ crapme no KpaiHed Mepe ¢ OZHHUM JONOJHHTEIbHEIM
¢axTopoM pHCKa CepIeYHO-COCYIUCTBIX 3a00JieBaHUM. B 3TOM HCCIEIOBaHMM y HAlMEHTOB,
HOJy9aBmuX ToGauuTHHUOG, Mo cpasHeHHIO ¢ uHruburopom ®HO, mHabmonanocs yBeauyeHue
o6iero koymmvectsa PKHM, Bmioyast milockoKIeToUHbIH pak koxu. [TockonbKy yacToTa PKHM
BBILE y MOXMIBIX JoAed u y mnauumentoB ¢ amamHesom PKHM, caenyer cobmonpats
OCTOPOXKHOCTEH TIPH JICUEHHHM TAaKHX NAlUEHTOB. PexoMeHIyercss IPOBOAHMTH IEPHOAMYECKOE
o0ce[0BaHUE KOXKH Y MAIMEHTOB C MOBBIIIEHHBIM PUCKOM Pa3BUTHUS pPaKa KOXH.

Todauuraau6 B go3upoBke 10 Mr aBa pasa B CyTKHM NPOTHBOIIOKA3aH NALMEHTaM C BBICOKHM
PUCKOM JIErouHo# sm60smu (cM. pazaen «[IpotuBomokazanusy). JlonosHuTensHbMU GaKTOpamMK
pHCKa, KOTOpHIE CIIEAyEeT YYUTHIBATh MPHU ONpEICIICHHH PHCKA ﬁaanTHﬂ JID y mnamuenra,
SBJISTFOTCSA TIOXKUJION BO3PACT, 0XKHPEHHE, KypeHHUEe U MIMMOOMITH3aIHs.

Cay4au nepdopanuu opranos KKT

B KIMHHYECKHX HCCIEIOBaHMIX, B TOM 4Kciie B O0JBIIOM paHAOMH3UPOBAaHHOM HCCIIECIOBAHUU
PASS y mnanuentoB ¢ PA B Bospacre 50 yer u crapme, mO KpalHEH Mepe, C ONHHM
JOIMOJTHUTEIEHBIM (aKTOPOM pHCKa CEpIeYHO-COCYAUCTHIX 3a00JeBaHUI ONMUCAHBl CIydad
nepdopanuun opragoB XXKT. Posis HHrHOMpOBaHUS SIHYC-KUHA3BI [IPY 3THX SBICHUSX HEH3BECTHA.
Takue ciydan B OCHOBHOM ObUTH OIMMCAHBI KaK Hepdopanusl IUBEPTUKYJIIA, IEPUTOHUT, abcLecce
B OpIOLIHOM MOJIOCTH M aIlleHIUIMT. Bce ManueHTsl ¢ peBMAaTOMIHBIM apTPHTOM, Y KOTOPBIX
pasBmiacek rnepdopauus oprasos XXKT, momydanu cOmyTCTBYIOIIYIO TEPAIHIO HECTEPOHIHBIMHU
IIPOTHBOBOCIIAIATEIBHBIMH mpernaparaMmu (HIIBII) W/unu [JIFOKOKOPTHKOUIAMH.
OTHOCHUTENLHbIN BKIIA/ COIyTCTBYIOLIEH TEPAIMK H IPUMEHEHHS TOPAUTAUHUGA IPH Pa3BUTHH

nepdopanun opraHos XKT neussected. YacTtoTra pa3BUTHS TAKUX OCIOKHEHUH y MALMEHTOB C
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COOTBETCTBYET 2KI( ‘: IOMY OTHETY
ot 28.04 3N b
(Bxponswi M h—6 '-*;-
NICOPHA30M, COMIACHO NaHHBIM KIHHHYCCKUXL MCCIETOBAHUN Aeo¢thrnser 0.0 cnvqaen/ 100

HanUeHTO-JIeT.

Tobapy® clefyer ¢ OCTOPONHOCTBIO IPHMEHSATh y NAlHEHTOB C HOBBIIEHHBIM DPHCKOM
nepdoparuu opranos XKT (Hanpumep, y DalEEHTOB ¢ JUBEPTUKYIIATOM B aHaMHe3e). [TaiueH ol
C HOBBIMH CHMIITOMaMH HJIK YCYT'YOJICHHEM CYHIECTBYIOLIMX CHMIITOMOB CO CTOPOHBI OPraHOB
XKT momiexxar HeMEIJIEHHOMY 0OCIEHOBaHHIO JUISL PAHHETO BBISBICHHS epQOpallii OPraHoB
XKT. B KIMHHYECKUX UCCIIETOBAHMSX aHKUIO3UPYIOIIEro CIIOHIMIOAPTPUTA HEe OBLIO BBIBICHO
ciayyaes nepdopammu opranoB JKKT cpexu 420 mamueHTOB, MONydaBmuX TOQaUUTHHHO B
teueHune 10 48 Henenp (233 manueHTo-JIeT HabIIOACHHUS).

Ilepesombl

[TepeoMsl HabmofanuMch Yy MAlMEHTOB, IOTYYaBIIMX TO(QAUMTHHUO B KIHHHYECKHX
HCCIICIOBAHUSX H B IOCTPETHUCTPALMOHHBIN IEPUOL.

B KOHTpONUpPYEMBIX KIIMHHYECKHX HCCIeNoBaHusAX (a3l 3 y nanueHToB ¢ PA B TeueHne nepuosa
ot 0 110 3 MecsAIeB YacTOTA IIEPEIOMOB Y MAI[HEHTOB, IOy YaBIIHX TO(GAUTHHUO 5 MT iBa pa3a B
nedb, Todpanuraau6 10 Mr Ba pasa B aeHb H IU1anedo cocrasiia 2,11, 2,56 u 4,43 nanueHTos ¢
cooprrusamu Ha 100 PY's, cooTBETCTBEHHO.

B GoapuroM panaoMusupoBasHoM uccieoBannd PASS y manuentos ¢ PA B Bospacte 50 set u
cTapiie 1o KpaiHei Mepe ¢ OJHHM JOMOJHHUTENbHBIM (aKTOpOM PHCKa CEpAeYHO-COCYAMCTHIX
3a00JIeBaHMil TIEpESIOMBI HAOMIOAATACH B TPyNIax JIeYeHUS TOPAUTUEUOOM M UHTHOHTOpaMHU
OHO. Crnenyer mposBISTE OCTOPOXKHOCTH Yy MAI[MEHTOB C U3BECTHBHIMH (PakTOpamMu pHCKa
[EPEIOMOB, TAaKHX KaK [MOXXWIbIe MAlHEHTHl, NallMeHTHI JKEHCKOTO [OJa W IAIHEHTHL,
IPUHEMAIOIIHE KOPTHKOCTEPOHIBL.

Puck cepevano-cocyaucTbIx 3200 1eBanuii

[ManpeHTh ¢ pEeBMAaTOWAHBIM APTPUTOM IOABEPXKEHB! HNOBBIIEHHOMY PHCKY BO3HHUKHOBEHHS
HapyIIeHHH €O CTOPOHBI CEPACYHO-COCYNHCTOH CHCTEMBI, M y TaKHUX IIAHEHTOB CIEAYET
KOHTPOJMPOBATH (HPaKTOPBI pUcKa (HAIIpHMED, apTEPUATIFHYIO THIEPTEH3UIO U THIICPIUIMIEMHIO)
B paMKax OOBIMHOIO CTaHJIAPTHOIO JICYEHHUS.

®epmeHTHI HEYeHH

[Tpu nedeHnn TOGAUUTHHUOOM y HEKOTOPBIX MAlMEHTOB HAOIIOAANOCH YBETHUYEHHE 4YacCTOTHI
HOBBIMICHUST YPOBHEH MeueHOUHBIX (epmeHTOB. CliefyeT ¢ BHUMaHHEM MOAXOJHUThH K BOIIPOCY O
Hayase JieueHHs mperapatoM Togpapa® y NaNHMEHTOB C MOBBHINEHHBIMH YPOBHAMH
anaauHamuHoTpanchepasnl (AJIT) wim acmapraramunotpancepassl (ACT), ocobeHHO mpH
Hayajie MPUMEHEHHs [pernapata B KOMOHWHAIMH C IOTEHUHAIBHO TeNaTOTOKCHYHBIMHU

JICKApCTBCHHBIMHU IIp€niapaTaMd, TaKHMH KaK METOTPCKCAT. [locme Havama neyeHHs JUIA
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COOTBETCTBYET 3KI

oT 25.04

BBIIBJICHUS MMOTEHIMAIBHBIX CIy4aeB Jiexap
OCYLIECTBIIATH HA MOCTOSHHON OCHOBE KOHTPOJIb OHOXMMUYECKHX MOKa3artenel QyHKUMY NIeYeHH
1 OBICTPO YCTaHABJIUBATH BO3MOKHBIEC IIPUYMHBI HOBBILICHUS YPOBHEH MEYEHOUHBIX PEPMEHTOB.
Ecnu noz(03peBaeTc;1 JICKAPCTBEHHOE TOpaXKEHHE IedeHH, jedeHue mnpemaparoM Todapa®
CIIeAyeT MPUOCTAHOBHTH IO UCKIIOYEHHS 3TOT0 JUarHo3a.

I'anep4ayBcTBUTEIbHOCTH

v MalME€HTOB,  [PUHUMAIONMX  TOQAUUTHHMO,  HAOMIOJANHCh  TaKkHe  pEaKiluH
THIEePUyBCTBUTEIBHOCTH KaK aHTMOHEBPOTHYECKHH oTek M KpamuBHMIA. Hexoropsle ciyvad
OLIEHMBAIMCH KaK cepbe3HbIe. BOJBIMMHCTBO peakiyii BO3HUKAJIO y HAlUEHTOB C MHOXKECTBEHHOM
ajuleprueii B anamuese. B ciiyuae BO3HUKHOBCHHS CEPhE3HOH PEaKIHK TUIIEPIyBCTBUTEIBLHOCTH
HeOOXOUMO HEMEUIEHHO IPEKpaTHTh MpUMEHeHHe TodaluTHHHOA 1O  BBIABIICHHUS
NOTCHUUANBHOM NpUYHHBl WM [OpuyuH. [lalmueHTsl ¢ NOATBEPKACHHOM auieprued Ha
ToaruTUHUO He NOJDKHBI IPHHUMATE IIperapar.

JlaGopaTopHble nokazareu

Jlumgpoyumer: CIIydal CHIXEHHS 9HCia JTEM(OUHTOB 10 ypoBHsA MeHee 500 KieTOK/MM® GBLTH
CBS3aHBl C YBEJIMYEHHEM YaCTOTHI Cephe3HBIX MH(GeEKuui, KoTopsle noTpeboBanu Tepanuu. He
PEKOMEH/yeTcs HAYMHATH Tepammio mpemapatoM Togapa® y MalMEHTOB ¢ HU3KHMM YHCIOM
naMdomuToB (1. e. Menee 500 xierox/Mm®). Eciu y NampeHTa IMOATBEPIKAEHO CHIDKECHHE
aGCOIOTHOTO YHCia THMMQOIHETOB J0 YpoBHA MeHee 500 KIETOK/MM’, JedeHHe MpernapaToM
Todapa® re pexomernyercs. YpoBeHs TUMPOIUTOB HEOGXOAUMO KOHTPOJIHPOBATh Ha HCXOJHOM
YpPOBHE U 3aTeM Kaxaple 3 Mecsua (cM. pasaen «Cnocod npuMeHeHUs U J03bI»).

Hesimpoguner: nedenne TOGanuTHHAGOM COMPOBOX/IAIOCH YBENMUYEHHEM YACTOTHI Pa3BHTHSA
Heitrporenny (< 2000 keTok/MM>) Mo cpaBHeHHIO ¢ Mane6o. Haunnats NedyeHue IpenapaToMm
Todapa® narmenTos ¢ HU3KOi KoHIEHTpanueil Helitpodunos (AUH meree 1000 KneTOK/MM?) HE
pexoMeHayeTcs. V manuesToB, noygaomux npenapat Todapa® B mosuposke 10 Mr 1pa pasa B
JieHb, co cToiikuM cHmkerreM AUH o 500-1000 xnertox/MM® ciiefyeT CHU3HTH 03y Ipernapara
Todapa® 1o 5 Mr JBa pa3a B 1eHb 0 AOCTIKeHH: KoHnenTpamuu AUH 6onee 1000 kneTox/mv>,
V manuenTos, nomydaromux npenapat Todapa® B 103upoBke 5 MT [Ba pasa B [I€Hb, CO CTOMKMM
camkeaneM AUH mo 500-1000 wretok/Mm® ciefyeT HpeKpaTdTh JieYeHHe A0 JOCTHIKEHHS
konnenrpanuux AUH Gonee 1000 knerox/mMm>. YV NAlMEHTOB ¢ NOATBEPKACHHBIM aOCOTIOTHBIM
apenoM  Heiftpoduios Menee 500 KneTOK/MM® JleYeHHME HE pEKOMEHIyeTcs. Y pPOBEHb
HEHTPOPUIIOB ClieryeT KOHTPOJIHPOBATh HA UCXOJHOM YPOBHE H mocie 4-8 Henens Tepamud, a

3aTeM Kaxasle 3 Mecsua (cM. pasneisl «Criocod mpuMeHeHus U 103b», «IlobouHoe neficTBUEY).
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Temo2n06un: He PEKOMEHIYETCs HAYMHATH TEPAIHUIO IpeABHTE i S hapa® - Hatientos ¢

HH3KAM ypoBHeM remornobuna (mexee 9 r/mm). Jleyenuwe mpemapaToM Todapa® cnemyer
PeKPATHTH Yy MAIMEHTOB ¢ YPOBHEM reMOInobuHa Menee 8 I/, NubO0 MPH CHIKCHUH yPOBHS
remoryiobuna Ha 2 r/mi u 6onee Ha ¢oHe NeyeHus. [ eMOrnoOuH clieyeT KOHTPOJIMPOBATh Ha
HAYANHHOM 9Talle Tepalluy, nocie 4-8 Helelb TepaluH, a 3aTeM Kaxple 3 Mecsia (CM. pasfien
«Crocob mpUMEHEHHS U I03b1»).

Junuowl: nedenue ToGAUTHHUOOM COMPOBOMKIAECTCS IMMOBBILICHUEM YPOBHS JiI/Il'II/IIIOB KpOBH -
ob1ero xoiecrepuna, xoiecrepuna JIITHII, a Taioke XoJeCTEpHHA JIMIONPOTEHIOB BBICOKOH
wrorHoets  (JITIBIT). Maxkcumanbasii 3@QexT 06bMHO OTMeyancs B TedeHHe 6 Helelb.
[ToBsimenue obiiero xosectepuna, xonectepuna JIIITHIT u xonecrepuua JIIIBII Tarke ObL1O
3aperuCTPHpPOBAHO B GONBIIOM PAHIOMH3UPOBAHHOM HCCie0BaHUH PASS y manueHTos ¢ PA B
BospacTe 50 JeT M crapiie, O KpaiHe# Mepe, ¢ OJHUM JOHOJHHTENBHBIM (HaKTOpOM pHCKa
CEpIEYHO-COCYIUCTBIX 3a0oeBaHui. ONEHKY JUIHIAHBIX [apaMeTpoOB CIEXYCT BBIIONHATE II0
IIPOLIECTBHM OKOJIO 4-8 HezeNb mocne Havyala Tepanuy. [IpuMeHeHie CTaTHHOB Y MAIUEeHTOB C
IOBBIIIEHHOH KOHIEHTpaued obuiero xonecrepura u xonecrepuna JIITHIT na Qoue tepanuu
nperapatoM Todapa® no3sonseT 1OCTHYS HCXOMHBIX TOKa3aTENeH.

Baxuunamuu

WudopmMaiys 1o BTOPHIHOM TPAaHCMHUCCHH HHGEKIMM HPH BBEICHUH JKUBBIX BAKIIH TAIIUCHTAM,
TIOJTy YaroIuM TohanuTHHIO, 10 HACTOSIIET0 BpEMEHH OTCYTCTBYET. He pekomeHryeTcst BBOIUTH
JKMBbIE BaKIMHBI OJHOBpEMEHHO ¢ mperapatom Todapa®. Pexomenmyercs, 4ro0bl 10 Hadaja
npuMeHeHHs npenapata Todapa® Bce MauMeHTH! BBUIONHUIN HEOOXOIMMYIO HMMYHH3AIMIO B
COOTBETCTBMH C COBPEMEHHBIMH PEKOMEHJALHSMHU [0 BaKIMHALHMU. IIpOMEXYTOK MEXIy
BaKIMHAUMEH JKABBIMM BAaKIMHAMH M HAYaioM Tepauud TOQaUUTHHHOOM  JOJDKEH
COOTBETCTBOBATH HMMEIOIIUMCS PYKOBOJACTBAM IO BaKIMHALMKM B OTHOLICHHH [AlMEHTOB,
Oy YAIOIUX TEPAIMI0 UMMYHOMOLYTHPYIOMUME cpeicTBaMu. COIJIaCHO 3TUM PYKOBOJCTBAM,
eciI¥ BBOAMTCS JKUBas BaKLMHA OT OMOsCHIBatomero repreca (herpes zoster), ee cieyer BBOIUTD
TOJNBKO MAlHEHTaM ¢ JOKYMEHTHPOBAHHBIM B aHAMHE3€ CIIy4aeM 3a00JIeBaHUs BETPAHOM OCIION
MU [AIlUEHTaM, CEPOIO3UTHBHBIM B OTHOLIIEHHH BUpPYCa BETPSHOM ocnbl. BakuuHanuio cienyer
IPOBOMTH [T0 MEHbIIIEH Mepe 3a 2 HEREJIH, HO IIPEANIOYTHTENILHO 32 4 HEJ(ENHU JI0 HaYasla Teparuy
- MIMMYHOMO/IY JTUPYIOIUMH CPEACTBAMH, TAKAMH KakK TO(GanuTuHUO.

IManuenTel ¢ HapymeHueM GyHKUHH OYEK

B KIMHHYECKHX UCCIIENOBaHUAX TOGAMTHHIO HE U3yJalld y MAHEHTOB ¢ UCXOJHBIM KITHPEHCOM
KpeatuHuHa Meree 40 Mi/MuH (pacyeT npou3poamwics no Gopmyine Koxpodra-T'onra) (eM. pasae

«IIpoTuBOMIOKA3aHU»).
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1a00paTOPHKBIX MOKa3aTesieit

Heo6X0AMMO OIEHMBATh COCTOSHME MALMEHTOB HA HCXOJHOM YPOBHE H B JalbHEHIIeM B
COOTBETCTBHH C JIOKAJIGHOW NPAaKTHKOM HAOMONEHUS 3a INaldeHTamd. PexoMeHIaluH
OTHOCHTENHHO KOPPEKIMH JO3bl y TAlHEHTOB C IEMAaTOJOTHYCCKUMHU, IIOYEYHbIMH U
eYeHOYHBIME JTAG0PAaTOPHBIMU OTKJIOHEHHSAMHU OIHucaHbl B paspene «Crocod mpuMeHEHHs H
1036». Heo6XouMMO MPOBOAUTE TEPalHio M HAONIOAEHHE 3a MAalMCHTaMH B COOTBETCTBHH ¢
KJIMHAYECKHUMHU PEKOMEHIAIHSIMH.

TIanMeHThI MOKUIOr0 BO3PACTA

[TanueHTsl MOXKUIOr0 BO3pacta B LEJNOM ITOJBEPKEHB! MOBBINCHHOMY PHUCKY BO3HHUKHOBEHMS
HexXeIaTeNbHbIX SBJICHHUN, KOTOpPbIe UMEIOT 0oJiee TKEIYIO CTENEHb, MO3TOMY IpH JICYCHHH
MAHEHTOB MOXHJIOr0 BO3pacTa CiedyeT coOmoaars ocTopokHOCTh (cM. pasgen «lloGotroe
JICHCTBHEY).

IlpuMeHeHue y NALMEHTOB, KOTOPHIM Tpe6ye1“cn‘ HHBA3MBHASL WJIM HEHHBa3HBHAs
BEHTIISIIHS WM YKCTPAKOPIOPaIbHAas MeMOpanHas okcurenamus (IKMO)
TopauuTHHUG U3yHAICS TOJIBKO Y TOCHMTAIM3MPOBAHHBIX B3POCIBIX IMAlMEHTOB, KOTOPHIM HE
Tpe6oBaTach HEMHBA3MBHAS BEHTUISILIS, HHBa3HBHAA MeXaHHUecKas BeHTHsus Wi SKMO.
TodaruTHHHG He JODKEH NPUMEHSTECS Y NAleHTOB, KOTOPEIM B Hayasle Tepanuu Tpebyercs

HEHHBa3HUBHAas BEHTUWIALMA, UHBA3HBHASA BCHTHIIUA HIIU OKMO.

BJMSIHUE HA CIIOCOBHOCTH YIIPABJISATh TPAHCIIOPTHBIMU CPEACTBAMH, MEXAHU3IMAMMU
UccnenoBanust BIUMSHUA ToPaUTHHAOA HA CIIOCOGHOCTD K YIIPaBJICHHIO aBTOMOOMIIEM U paboTe

C ME€XaHH3MaMH4 HE IIPOBOAUIIHCH.

®DOPMA BBITYCKA

Tabnerk, MOKPHITHIE TUIEHOYHOM 0060104K0H, 5 Mr 1 10 Mr.

[To 56 TabneToK B GaHKy M3 MOJUITHIICHA BRICOKOH INIOTHOCTH ¢ KPHIIIKOM 3aBUHYMBAIOIICHCS U3
NOMUATHUIEHA BBICOKOM IUIOTHOCTH C HMHAYKIMOHHBIM BKJIAQJIBIIEM K3 MaTepHaia
KOMOHHHPOBAaHHOTO KapToH/Bock/AJI/IID 1 ¢ cunukareieM B cTuke U3 puibTp-Oymaru. Ha Gauky
HAKJICHBAIOT 3TUKETKY U3 OYMaru 3THKETOUHOHN WM MHCYEH, MIIM CAMOKJIEAIIYOCS ITHKETKY.
[To 14 TabneTok B KOHTYPHYIO S4eHKOBYIO yHakoBKy (Onucrep) u3 (ojbru alfOMHHHEBON U
Mmarepuana kombunuposansHoro OITA/AJI/IIBX.

ITo 1 Gaske wiu mo 4 OnucTepa BMECTe ¢ HHCTPYKIHEH IO MEIMUMHCKOMY [PHMEHEHHUIO
[IOMEMIAIOT B KAPTOHHYIO MMAYKY MM B AYKy U3 KapTOHa roGpHpPOBAHHOIO.

Ha KapTOHHYIO Ma4YKy MOXET OBITh HAHECEHA 3THKETKA KOHTPOJIS IICPBOTO BCKPBITHA.
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YCI0BUS XPAHEHUS

[Ipu Temneparype He Boie 30-°C.

XpaHI/ITB B HCAOCTYIITHOM JUIsL JIETEH MecTe.

CPOK roqHOCTH
3 rozna.

He IPHMCHATD 110 UCTCYCHHUH CPpOKA M'OJHOCTH.

YcC0BUs OTIIYCKA

OTITycKaroT 110 pelenTy.

[IPOU3BOAUTEJIb M OPT AHM3ALUS], IPUHUMAIOIIAS IPETEH3UU ITOTPEBUTEJIEIR
000 «IICK ®apmay, Poccus

FOpuouueckuii adpec

141983, Mockosckas obmacs, r.0. JIy6ua, r. JlyGua, yi. [IporpaMMHCTOB, 1. 5, crp. 1.
Aopec mecma npouzeoocmea

Mockosckas 061, r.0. Jly6Ha, r. JlyOua, yi. IIporpammuctos, 1. 5, ctp. 1.

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

E-mail: pv@rusbiopharm.ru.

BJIAI[EJIE[I PET’HCTPALIMOHHOI'O YAOCTOBEPEHUSA
Menud¢p Papma I[1st. JITI.
Wunusa, 110063, Hero-enu, paiton [Macuum Buxap, HanpoTus ['ypaBapa, HOKONBHEIA 3Tax, B-

2/13.

IIpencraBurens OO0 «I[ICK dapmar baxxarnoBa A.M.
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