COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 30.07.2024 N2 1601

WHCTE yKHH}In OCNEOOBATENEHOCTE 0002)

1O MEJUIUHCKOMY INTPUMEHEHUIO JIEKAPCTBEHHOTI'O [TPETTIAPATA
Neuutadbun Diabpa®

PerncrpanuoHHblii HOMep:
Toprosoe HanmeHoBanue: Jlerurabun Dabha®
MeskayHapogHOe HeIATeHTOBAHHOE M/ IT'PYNIIMPOBOYHOE HAMMEHOBAHHUeE:
JIeruTaduH
JlekapcTBenHnasi popma: nrodunu3at As IPUTrOTOBICHUS KOHLIEHTpATa AJs
MIPUTOTOBJICHUS pacTBOpa AJsi HHY3Uil
Cocras:
B 1 mu1 mpenapaTa conpepxkuTCs:
Heticmsyrowee sewjecmeo. nenutadbus - 50,0 mr
Bcnomozamenvuvie gewecmea: xanus puruapodocdar, Hatpus ruapokcua, 1M pactBop
XJIOPUCTOBOJAOPOAHON KUCIIOTHI.
Onucanue
JInodunuzupoBaHHas Macca WM HOPOIIOK OT OENIOro 10 MOYTH OENIoro IBETA.
dapmakoTepaneBTH4Yeckass rpynmna: I[IpoTuBoomyxosneBbie CpeICTBA; AHTUMETAOOIUTHI;
aHaJIOTH MUPUMUINHA.
Kon ATX: L0O1BCO8.
DapMaKoJIOrHuecKue CBOMCTBA
®dapMakoAHHAMHKA
Jenutabun (5-a3a-2’-I1€OKCUIUTHANH) — aHAJIOT HYKJIEO3WAa IUTHAWHA, KOTOPHIH B MaiblX
J103aX CEJIEKTUBHO mojaBisier akTuBHOCTh JIHK-Meruntpancdepassl, uyTO HPUBOIUT K
TUIIOMETUIMPOBAHUIO IIPOMOTOPOB  T'€HOB-CYIPECCOPOB, UX PpEAaKTUBALMH, HWHAYKIHUH
KJIETOYHOM  Tu(QepeHIMpPOBKM MIM K CTApeHUI0 KJIETOK C  MOCIeAylomed  ux
3arporpaMMHPOBAHHON IMOEINbIO.
DapMaKOKHHETHKA
[TonmynsimonHbIe papMakKOKMHETUYECKUE TapaMeTphl ieiuTadrHa OblUIN MOJyYEHBl B X0/I€ TPEX
VICCIIE/IOBAHMH, B KOTOPHIX MPUMEHSIICS S-THEBHBIN PexXuM 03upoBanns (20 Mr/M? B TeueHne |
qyaca, 5 JIHEH, Kaxzaple 4 HENenu) M B XOJ€ HCCIEAOBAHMS, B KOTOPOM HCIIOJIb30BAJICA 3-
JHEBHBIH pesxuM 103upoBanns (15 Mr/mM? B TeueHue 3 4acoB, Kaxkble 8 YacoB, 3 JHsA, Kak/Ible 6
HEJIeNIb) Y TMAllMeHTOB C OCTPBIM MHEIOUIHBIM Jieiiko3oM (OMJI) u MuenoaucIIacTHIeCKuM
cuaapomom (MJIC). Ilpu mnATHAHEBHOM peXUMe J03UpOBaHUA (HapMaKOKWHETHUYECKHE
napaMeTpsl JeluTadruHa OIICHUBAIMCH Ha MATHIA JIEHb MEePBOro MUKIIA NedyeHus. O0mas 103a Ha

IUKT JTedeHWs paBHamack 100 wmr/m?.  TIpm  TpexXJHEBHOM pEXHME JO3UPOBAHHS
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LSS N

Jle4eHus, TIocyIe BBEJICHH MepBoii 10361 O6mas 1032 Ha UK JIedeHus cocTaBsia 135 mr/m?,

Pacnopenenenne

®apMaKOKMHETHKA JlequTabrHa mocie BHYTPUBEHHONW MH(Y3UU MPOAOIKUTEIbHOCTRIO 1 4 (5-
JTHEBHBIA pexuM) wid 3 49 (3-IHEBHBIM PEXKHM) OMHUCHIBAIACH JIMHEHHOW JIBYXKaMEpHOM
MOJICJIbI0, XapaKTepU3YIOIICICsl OBICTPHIM BBIBEJICHUEM MperapaTa U3 IEHTPAIbHONW KaMepbl U

s

M?)

OTHOCHUTEJIBHO  MEJUICHHBIM  pacmpeieiieHueM U3  nepudepudecKkoi

70

KaMephl.

CpPEIHECTAaTUCTUYECKOr0  ManueHTa  (Bec Kr/moBepxHoctb  Tenma 1,73

(bapMakOKMHETHUECKHE TapaMeTphl AeluTa0uHa MpUBEICHBI HUXeE, B Tabmule 1.
Tabmuua 1. CBoxHBIE JaHHBIC MO TMOMYJISIMOHHBIM (PapMaKOKMHETHYECKUM IIapaMmeTpaM s

CPEIHECTAaTUCTUYECKOrO MalUeHTa (5-AHCBHBIN U 3-THEBHBIN PEXKUMBI)

5-THEBHBIN PEXKUM 3-ITHEBHBIA PEXKUM
[Tapametp Osxunaemoe 95 % ClI OxugaeMoe 95 % ClI
3HA4YCHNE 3HAYCHHE

Cmax (ur/mu) 107 88,5-129 42,3 35,2 -50,6
AUCcum (ur | 580 480-695 1161 972-1390
B/MIT)
t1/2 (munH) 68,2 54,2-79,6 67,5 53,6-78,8
Vdss (L) 116 84,1-153 49,6 34,9-65,5
CL (1/3) 298 249-359 201 168-241

AUC = mnomaap noj KpUBOH «KOHILIEHTpaLMsI-BpeMs» B IIJIa3Me

CL = o6uuii KimpeHc B Opranusme

Cmax = MakcuMasibHasi HaOro1aeMast KOHIICHTPaIus

t1/2 = KOHEYHBII ATUMHUHAIIMOHHBIN TTEPUO]T TTOJTYBBIBEICHUS

Vdss = cpennuii 00beM pacrpeiesieHrs] B PABHOBECHOM COCTOSIHUH

JleuntabuH JE€MOHCTPUPYET JIMHEHHYI0 (apMakOKMHETHKY, MOCJe€ BHYTPUBEHHON HH(QY3UH
paBHOBECHAs KOHLIEHTpauMs nocturaercs B mpegenax 0,5 u. MoaenupoBaHue mokasasuo, 4To
(bapMakOKMHETHYECKHE MapaMeTphl HE 3aBUCENN OT BPEMEHH (T.€. He M3MEHSUIUCH OT LIMKJIA K
LUKITY), TaKKe MPU 3TUX PEKHUMax IO3UPOBaHUS HE HAOMIOJANOCh KyMyssiinuu. JlenutabuH B
He3HauuTenbHOU creneHu (< 1 %) cBa3biBaeTcs ¢ Oenkamu Ia3mbl. Vdss nenutabuHa y
SBJISIETCS

He

OHKOJOTHYCCKHX OOJIBHBIX IIOKa3aTcjIeM pacupCacJICHUA Ipemnapara B

nepudepuyeckux  TKaHSX. BBISIBIICHO  CBHJICTEJILCTB  3aBUCHMOCTH  ITOKa3aTeseu

(dhapMakOKMHETHKH OT BO3pacTa, KIWpPEHCa KpeaTHHWHA, 00Iero OunupyOWHAa WM CTaauu
3a00JIeBaHMUA.

Merabonusm
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B knerkax  genuTabWH  TOJIBEpraeTcs nocné%éggﬂigﬁyi 'TE%%E%;)IEEH%B%;%IHIO

docdoknHazamMu 10 COOTBETCTBYyIOmero Tpudocdara, Kotopeiii BerpamBaercs JIHK-
nonumepaszoii B JIHK. C yyerom naHHBIX 0 MeTaboIM3Me, MONYYEHHBIX in Vitro, pe3yibTaThl
Macc-0a1aHCOBOTO MCCIIEOBAHUS CBUIETEILCTBYIOT O TOM, 4TO IUTOXpoM P450 He yuacTByeT B
MeTabonusme neruTabuna. OCHOBHOM MyTh MeTabonu3ma JeruTabruHa, CKopee BCEero, CBA3aH C
JI€3aMUHUPOBAHUEM [IUTHIMH/E3aMUHA30! B MMEYCHH, IMOYKAX, YMUTEINU KAIICYHUKA U B KPOBH.
PesynbraThl Macc-0alaHCOBOTO HCCJEIOBAHMSA Y YEJIOBEKa IIOKa3alHM, YTO HEU3MEHEHHBIN
JIenuTaOuH B mia3Me cocTaBisieT npumepHo 2,4 %. OcHOBHBIE LHUPKYJIUPYIOIINE META0OIUTHI
nenuTabrHa cuuTarTes (apMaKoJIOTHYeCKHd HEaKTUBHBIMH.

[TpucyTcTBUE 3TUX METAa0OJIMTOB B MOYE COBMECTHO C BBICOKMM OONIMM KJIMPEHCOM U
HE3HAYUTEJIbHBIM BbIBEJICHUEM HEM3MEHEHHOIro BellecTBa moukaMu (~ 4 % BBEJAEHHOH J103bI)
yKa3blBaeT Ha CYIIECTBEHHbIH MeTab0onu3M BemiectBa in vivo. Kpome TOro, naHHble
MOJly4YeHHBbIE 1N Vitro MOKa3bIBalOT, YTO JEUUTAOWH SIBISETCA IUIOXUM cyocTpaTtom anst P-
riukonporenna (P-gp).

BeiBenienue

Cpeanuii KJIMpeHC BelleCTBA M3 IUIa3Mbl KPOBH IIOCJIE€ BHYTPUBEHHOTO BBEICHUS
OHKOJIOTUYECKUM OOJBHBIM cocTaBiisii > 200 j1/4ac ¢ yMEepeHHbIM HHANBUAYAIbHBIM pa3opocoM
(Koadpdumment Bapuanmu (KB) mpumepro 50 %). B HemsMeHEHHOM BHUJE, MO-BHIUMOMY,
BBIBOJIUTCS JIMIITh HE3HAYUTEIbHAS YaCTh BBEJCHHOTO JCIIMTa0WHA.

PesynbTaThl Macc-0alaHCOBOTO MCCIENOBAHHS C PAaJAMOAKTHBHBIM ~*C-JeHUTaOUHOM Y
OHKOJIOTHYECKUX TAIMeHTOB TMoka3anu, 4ro 90 % BBemeHHON m03b1 aenutabuna (4 %
HEM3MEHEHHOTO Tperapara) YKCKPETUPYIOTCS TIOYKAMH.

Oco0ble TPVIIILI TAIUEHTOB

dapMakOKMHETHKA JeUTa0uHa B rpynnax OOJbHBIX ¢ HAPYIECHUSIMU (DYHKIIMU MTOYEK U eYSHU
B CIIEI[MAJIbHBIX MCCIIEI0OBAaHUAX HE M3ydanach, UCCIIEAOBAHUI 3aBUCUMOCTH (hapMaKOKUHETUKU
OT T10J1a, BO3PACTa M Pachl allUEHTA HE IPOBOIUIIOCH.

Toowcunvle nayuenmul

[MomynsauoHHbIN (apMaKOKMHETHUYECKUH aHAIN3 MOKa3all, 4To (papMaKOKMHETHKa JelUuTabuHa
HE 3aBHCHUT OT Bo3pacTa (u3yvaics nuana3oH ot 40 no 87 nert, cpennee 3Hauenue 70 ner).

Ilon

[TonmyasiuoHHbI  (hapMaKOKUHETHUECKUH aHalu3 JeuuTabuHa He BBIABHI KaKUX-JIHOO
KJIMHUYECKH 3HAYMMBIX PA3TUUUN MEXKIY MYyKUMHAMU U JKEHIIWHAMH.

Paca
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OpHako rpynmnoBoi (papMaKOKMHETUYECKHI aHaIM3 yKa3blBaJl HAa TO, YTO paca HE OKa3bIBasa
BUAMMOTO 3¢ (dekra Ha (hapMaKOKWHETHKY AennTaOuHa.

Ileuenounas nedocmamounocms

dapMakOKMHETUYECKUN aHaIU3 JeunuTabuHa y NAlMEeHTOB C ME€YEHOYHOW HEeJAO0CTaTOYHOCTBIO
OTIENbHO HE ImpoBojwica. Pe3ynpTaThl Macc-0alaHCOBOI'O HCCJIENOBAaHUS y YEJIOBEKa U
HKCIEPUMEHTHI in Vitro, yOMHUHABIIHNECS BBIIIE, YKa3bIBaloT, uTo n3opepmeHTsl CYP450 Bpsin
JM y4acTBYIOT B MeTabonu3Mme geuuraduHa. Kpome Toro, orpaHnueHHbIe JaHHbIE, IOJTY4YEHHBIE
IPY HOMYJIAUOHHOM (PapMaKOKMHETHYECKOM aHaJIu3€, YKa3bIBalOT Ha OTCYTCTBUE I0CTOBEPHON
3aBHCUMOCTH (DapMAKOKMHETHYECKUX TapaMeTpoOB OT YpOBHs oOImiero OuiaupyOuHa, HECMOTPS
Ha IIMPOKUN Juana3oH ypoBHS OuwnupyOuHa. CieaoBarenbHO, MaJOBEPOSITHO, YTO BBIBEJIECHUE
neuutabuHa OyneT U3MEHATHCS Y HallMeHTOB C IEYEHOYHOM HEe0CTaTOUHOCThIO.

Iloueunasn nedocmamoynocmo

®apMaKOKMHETUYECKUN aHaIu3 JAeUUTadMHa y MalKUeHTOB C IOYEYHOH HEJ0CTaTOYHOCTHIO
OTIENbHO HE TpoBomwiIcs. [lonmyisuoHHBIN (apMaKOKMHETUYECKUH aHAU3 OTPAHUYCHHBIX
UMEIOIUXCA JIaHHBIX [0 JeHMTa0MHYy HE YKa3blBaeT Ha JOCTOBEPHYIO 3aBHUCHUMOCTb
(apMaKOKUHETUYECKUX MapaMeTpOB OT KJIMpPEHCa KpeaTHHUHA - MOKa3zaTels (YHKLUUU MOYeK.
CrnenoBarenbHO, MAJIOBEPOSTHO, YTO BBIBEICHUE JAeIMTaOWHA OyAeT U3MEHSTHCS y MAlMEHTOB C
[IOYEYHON HENOCTATOYHOCTBIO.

Iloxka3zaHus K NPUMEHEHHIO

- Jleuenune muenonucruiactuueckoro cunapoma (MJZIC) Bcex THUNOB y paHee JICYEHBIX U HE
JICUEHBIX B3POCIBIX MAIlIEHTOB;

- JIeYEHUE BIIEPBBbIE JUATHOCTHUPOBAHHOTO MEPBUYHOIO MM BTOPHUYHOTO (MO KiacCU(PHUKAIUN
BO3) octporo MueiaouaHoOro jeiko3a y B3pocibIX MalMEHTOB B BO3pacTe oT 65 JIeT U cTapiue.
IIporuBonokasanus

- ['unep4yyBCcTBUTENBHOCTD K JELUTAOMHY WUJIH JIFOOOMY KOMIIOHEHTY Ipernapara;

- 0EpEMEHHOCTh U MEPUO IPYIHOTO BCKApMIIMBAHUS;

- neTckuid Bo3pacT 110 18 et (3 PeKTUBHOCT U 6€30MaCHOCTh HE YCTAHOBJIECHBI).

C 0CTOPOKHOCTHIO

- [leyeHoyHast HETOCTATOUYHOCTb;

- TshKelas oYevyHasi HeJOCTaTOYHOCTh;

- TsDKeTble 3a0osieBaHUs cepiaua (B TOM 4Hcie 3a0ojieBaHMs cep/la ¢ 3aCTOHHON cepaedHoi
HE/I0CTaTOYHOCTBIO B aHaMHe3e, 3a00JIeBaHUs Cep/lla B CTa UM JIEKOMIIEHCAIIUN );

- MUEJIOCYIIPECCHSL.

IIpumeHeHnne npu 6epeMEHHOCTH U B NMEPUO/I TPYIHOT0 BCKAPMJIUBAHUSA
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(NOCNEQCBATENEHOCTE 0002)

bepemennocmo

KenmmnaaMm, CrmocoOHBIM K  JETOPOXKIEHHUIO, CIEAyeT PEKOMEHIIOBATh IOJIb30BATHCS
3¢ (hEeKTUBHBIMU CPEJICTBAMHU KOHTpAILCTIIMKM W W30erarb OCpEeMEHHOCTH B MEPHOJ] JICUCHUS
neuTabuHOM (B TOM YHMCie MPH JICUEHUH JeUUTAOMHOM IOJOBOro mapTHepa). [laHHble Mo
HCIOJIb30BAaHUIO JIeIUTa0uHA Y OepeMEHHBIX JKeHIIMH OTCYTCTBYIOT. MccienoBanus nokasaiu,
YTO JIeUUTAaOUH OKa3bIBAE€T TEPATOTEHHOE JECUCTBUE Y KPbIC U MbllIel. [loTeHImanbHbIi puck y
yenoBeKa Hem3BecTeH. [IpueM aenurabuHa Bo BpeMs OepeMEeHHOCTH MTPOTUBOMIOKa3aH. B cirydae
pa3BUTHA OEpPEeMEHHOCTH B MEpUOJ JICUEHHUs CJelyeT HEeMEJICHHO OTMEHUTh Ipemnapar.
[TarueHTKaM 1€TOPOAHOIO BO3pacTa CleyeT PeKOMEH1I0BaTh O0OPAaTUTHCS 32 KOHCYJIbTAIUEH 110
KPUOKOHCEpBAIlMU SAMIIEKICTOK [0 Hayajla JedeHus naeuutabunoMm. HewusBecten mnepuon
BPEMCHH TIOCIIC OKOHYAHHWS JICUCHHS JCIUTA0OMHOM, O€30MACHBIM I HACTYIUICHUS
O0epemenHocTU. JKEHIUHBI JAETOPOAHOIO BO3pacTa JOJDKHBI MPOAOJKATH IMOJIH30BATHCS
3¢ pexTUBHBIMU CIOCOOaMU KOHTPALICTILIMU HE MEHee 6 MecsIeB MOCe OKOHYaHUS JICYCHHUS.
I'pyonoe eckapmnusanue

HewnsBecTHO, BRIBOIUTCS JIM JEIUTAOWH WM €T0 METa0OJIUTHI C TPYIHBIM MOJIOKOM. JlennTabuH
B IMIEpPHOJ] TPYJHOTO BCKapMJIMBaHUS MPOTUBOMOKA3aH, IMOITOMY TpU HEOOXOIUMOCTU
MPUMEHEHHUS JelUTaduHa TPy JHOE BCKapMJIMBAHUE CIIEAYEeT MPEKPATUTh.

Cnocod npuMeHeHHs U 103bl

HenuTabun cieayeT BBOAWUTH TOJ HAOIIOJEHHWEM Bpaya, WMEIOIIETO OMBIT MPUMEHEHUS
XUMHUOTEPANEBTUYECKUX MIPENapaToB.

JleuntaObuH BBOJAT IyTeM BHYTPUBEHHOH WH(QY3uH. LleHTpanbHBI BEHO3HBIH KaTeTep He
TpeOyercs.

PexomennoBanbl 2 pexkxuma J03UpOBaHUs AenUTaOuHa: S-TH qHEBHBIN s nedeHuss OMII u 3-x
win 5-tu aHeBHbIA ans nedenus MJIC. Tlpu oboux pexumax peKkoMeHIyemas JUIUTEIbHOCTh
JICUEHUsI COCTaBISIET MUHUMYM 4 ITMKJIa, OJHAKO JUIS JOCTHXKEHHUSI OTBETAa MOKET MOTPeOOBaThCS
6onee 4-x nukioB. Y nanueHToB ¢ OMJI cpennee Bpemst oTBeTa (IIOJIHBIM OTBET WJIM MOJHBIN
OTBET C HEMOJHBIM BOCCTAHOBJIEHHEM YPOBHS TpPOMOONHMTOB) cocTaBisuio 4,3 wmecsna. Y
nanuentoB ¢ MJIC npu 5-Tu JHEBHOM peKHUME JO3UPOBAHUS B CPEJIHEM OTBET HACTYIAJ uepe3
3,5 umkina, a mpu 3-X JHEBHOM - 4epe3 3 nukia. JleueHne MOXKHO MpOJOJIKaTh, IOKa
COXpaHsETCS OTBET WM CTa0MIN3alus 3a00JIEBaHMS, T.€. OTCYTCTBYET SIBHOE MMPOTPECCUPOBAHNE
3aboneBanusa. Eciam mocne 4 1UKIOB JI€YEHHUS Te€MATOJOTMUYECKHE TOKaszaTelu (CoaeprKaHue
TPOMOOIIUTOB U aOCONIIOTHOE Co/iep KaHne HEUTPO(UIIOB) HE BEPHYTCS K UCXOJHOMY YPOBHIO, a
TakKe B CiIydae MpOorpeccupoBaHus 3a0oseBaHus (YBEIUYCHHS KOJIMYECTBA OJIACTHBIX KJIETOK B

KOCTHOM MO3re WM mnepudepruueckoll KpoBH) OOJIBHOM MOXKET OBITh pAaclieHEH Kak He
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Tepanuu.
[Tpemenukanus it NpopUIAKTUKHA TOUTHOTHI M PBOTHI OOBIYHO HE PEKOMEHYETCsl, XOTS MOKET
IPOBOJIUTHCS IIPU HEOOXOAUMOCTH.

PexxuM mo3uposanus opu OMJI

JlenuTabMH BBOIAT EXKEIHEBHO B TEUCHHE 5 IOCIENOBATENbHBIX gHEH B go3e 20 Mr/m?
MOBEPXHOCTH TeJla IyTeM |-4acoBOW BHYTpUBEHHOW HH(QY3UH (T.€. BCEro 5 103 B IUKIE
JeYeHHsT). DTOT LUKJI MOBTOPSIOT Kax/able 4 HEleNM B 3aBUCUMOCTH OT OTBETA Ha TEpaluio U
TIPOSABJICHUI TOKCHYHOCTH y NaruenTa. O6Iias CyTouHas 103a He JO0JKHA peBbimath 20 MI/m?,
a obmIas 1032 3a UK He J0JKHA mpeBbimath 100 Mr/m2. B cirydae mpomycka ouepemHoii 103561
ee cleayeT BBECTHM KaK MOXHO cKopee. JlaHHBIM peXuM JiIedeHUS MOXKHO IPOBOJUTH
aMOyJIaToOpHO.

Pexxum mo3upoBanus opu MJIC

TIamuonesnwiil pesxcum 003Upo8anus

JlenuTabuH BBOIAT €XKEIHEBHO B TEUEHHE 5 II0CIENOBATENbHBIX AHed B moze 20 wmr/m?
IIOBEPXHOCTU TeJa IyTeM 1-4acoBOM BHYTPUBEHHON HHQY3uM (T.e. BCEro 5 103 B ILHKIE
JeyeHHst). DTOT LUKJ HOBTOPSIOT Kaxable 4 Helelnu B 3aBUCMMOCTH OT OTBETa HA TEPaIUIO U
TIPOSBIEHHUI TOKCHYHOCTH y TIaruenTa. O6Imas CyTodHas 032 He IOJDKHA TpeBbimaTh 20 Mr/m?,
a obmIas 1032 3a UK He JOJKHA mpeBbimath 100 Mr/M2. B cirydae mpornycka odepemHoii 103561
ee CcIeayeT BBECTHM KaK MOXHO cKopee. JIaHHBIM pEXHUM JIEYEHHs] MOKHO IIPOBOJMTH
amMOyJaTOpHO.

TpexouesHulti pesicum 003upo8aHus

JlenuTabuH NPUMEHSIOT B 03¢ 15 Mr/mM? MOBepXHOCTH Tela MyTeM HeNpephIBHOH 3-4acoBoii
BHYTPHBEHHOM MH(DY3UM KaXK/ble 8 4acoB B TeueHHe 3 J1HEH (T.e. Bcero 9 103 B IUKIIE JIEUSHNUS).
OTOT LMKJ MOBTOPSIOT IMPUMEPHO KaKJple 6 HEIENlb B 3aBUCMMOCTH OT OTBETA HA TEPAIUIO U
TIPOSIBIIEHHIT TOKCHYHOCTH y TIarenTa. O6Mmas CyTodHas 1032 He JIOJKHA TIPeBHIIaTh 45 Mr/m?,
a cyMMapHas 103a 3a UK - 135 Mr/M2. B ciTydae mporrycka odepeHoil 036l JISUeHHe CIeLyeT
BO300HOBHTH KaK MOYKHO CKOpEe.

JleueHne MUEIOCYIIPECCHH M CBSA3aHHBIX C HEM OCI0KHEHHUH

Muenocynpeccusi ¥ HeXelaTelbHbIE  SIBIEHUS, CBA3aHHbIE C  MHUeJoCylnpeccuei
(TpomMOoOIIMTONIEHUS, aHEMUSI, HEUTpoIeHus: U (edpusIbHasi HEUTPOIIEHHUS) YaCTO BCTPEYAIOTCs Y
JIeYnBIIMXCS paHee U 'y He jedeHbIx nanueHTos ¢ OMJI u MJIC. OcnoxxHeHus: Muenocynpeccun
BKJIIOYAIOT MH(EKIMU U KPOBOTeUeHU. JleueHne MoxeT ObITh MOAU(DUIIMPOBAHO Y MAIEHTOB,

Y KOTOPBIX pa3BUIIACh MUEJIOCYTIPECCHSI U CBSI3AHHBIE C HEM OCIIOKHEHUSI, OITMCAaHHbIE HUXKE:
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Ipu OMJT (NOCNEQCBATENEHOCTE 0002)

JleueHue MokeT OBITh OTJIOXKEHO IO YCMOTPEHHIO JIEYAIlero Bpaya IPU BO3HUKHOBEHUH Y
NAIMEHTA OCJI0)KHEHUH, CBSI3aHHBIX C MUEJIOCYIIPECCUEN, OTTMCAHHBIX HUXKE:

®debpunbHast HeWTponeHus (Temmneparypa > 38,5 °C u abCOoNMOTHOE KOJIMYEeCTBO HEUTPOPHUIIOB

< 1000/mK1);

AKTUBHAs BHUpYCHas, OakrepuanbHas WM rpuOKkoBas uHPeknus (T.e. Tpedyromas
BHYTPHBEHHOM MPOTUBOMH(PEKIIMOHHON MIIM HHTEHCUBHOM MMOIJICPKUBAIOIIECH Tepanun);
KpoBoteuenust (3xenya04HO-KHUILIEYHbIE, MOYETIOJIOBbIE, JIETOYHbIE C KOJIMYECTBOM TPOMOOIIMTOB
< 25000/MK1 WUIH B IIEHTPAJIbHOW HEPBHOU CHCTEME).

Jleuenne neUTa0OMHOM MOXET OBITH BO30OHOBIICHO TIOCIIE YIIYUIICHUS WM CTAOMIU3AINA
COCTOSIHUSI TIPU aJIeKBATHOM JIEYCHUHU (TIPOTHBOMH(EKIIMOHHON Tepamnuu, TpaHCPY3HIX WU
BBEJICHUU KOJIOHUECTUMYJIUPYIOMUX (PaKTOPOB).

[Tonmxenue 10361 nenuTabrHa HE PEKOMEHIYEeTC .

Lpu MJ]C

Tlamuonesnviil pesxcum 003UposaHus

He pexoMenayeTrcs CHWXKEHHE 03Bl s ONTUMU3aLUKM Tepanuu. Jloza goikHa OBITh
OTKOPPEKTUPOBAHA KaK OMMCAHO HIDKE:

e Koppekmus 10361 B IepBbIE 3 IUKIIA
B nepBbIX nuKiax Je4eHUs: 4acTo HAOMI0JaeTcs LUTONEeHUs 3 U 4 CTelneHu, KOTopas MOKeT He
SBIATHCS Tpu3HaKkoM mporpeccupoBanust MJIC. Llutonenus, nMeBmascs 10 Havaja JCUCHHS,
MOYKET COXPaHATHCS BILIOTH IO OKOHYAHUS 3-TO IUKJIA JICUCHHS.
B Tedenue mepBBIX Tpex LMKIOB JJIs JTOCTHKEHUs Hauiyyllero ojaronpusitHoro 3¢dekra B
YCIOBUAX YMEpEHHOH HeHTponeHuu (abconoTHoe uucio HedTpodmioB < 1000/mxn) ciaemyer
NPUJIOKHUTh BCE YCHIIUS JIJISl BBEICHUS TIOJTHOM JT03BI TIpenapaTa co CTaHAapTHBIMH WHTEpBAIAMHU
MEXIy HHUKJIaMu. Jl0 BOCCTAaHOBJIGHHUS COJEp)KaHHs TpaHyJIouuToB Bhime S500/MKI MOXHO
IPOBOJUTH COIYTCTBYIOIIYI0 aHTHOAKTEpUAIbHYIO TEPAIlUI0 B COOTBETCTBUHM C HPHUHATOW B
KJIMHUKE MpakTUKoH. OJHOBPEMEHHO Bpad TakKXKe JOJKEH pacCMOTpPeTb HEO0OXOAMMOCTh
pPaHHEro NMPUMEHEHHS KOJOHHECTUMYIHPYIOMUX (HaKTOPOB IS MPOPHIAKTHKA WIIN JICUCHUS
uHpekuuii y 6onpabix MJIC.
AHQJIOTUYHO, Ui JIOCTH)KEHUs  Hawitydmero 3¢d¢exrta B  YCIOBUSIX  yYMEpPEHHOU
TpoMOouuToneHnu (conepxkanue TpomooruTo < 25000/MKIT) cleayeT MPHIOKHUTh BCE YCUIIHS
JUTS BBEACHUS TIOJTHOM O3Bl Mperapara cO CTaHAAPTHBIMH HWHTEPBATAMH MEXAy NHKIaMH. B
Cllydasix KpOBOTEYEHUH MOXHO TPOBOJHUTH COIMYTCTBYIOIIEE MEpeIHBaHUE TPOMOOIUTApHOU

MaccChI.
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(NOCNEQCBATENEHOCTE 0002)

e Koppekuus 103s1 nocie 3-ero nukia

BBenenue ouepenHoil M03bI ClEQyeT OTJIOXKHTH MPU Pa3BUTUU CIEAYIOMIEH TOKCUYHOCTH,
pPacCLUEHEHHOM, II0 KpaWHEW Mepe, KaKk BO3MOXHO CBSA3aHHOM C IIPUMEHEHHMEM IIpernapara:
Tspxenble OCIOXKHEHUST MHeTocynpeccun (MHPEKIMKA W/ KPOBOTEUEHHE, HE KyNHUPYIOUIHECS
Ha (hoHE aJICKBAaTHOW TEparum);

JlnurenpHas MUENOCYTIpECcCHs], OorpeiesieMas Kak THIIOKIETOYHBIA KOCTHBIM MO3T (Colep:KaHue
KJIETOK He Ooznee 5 % oT HOpMBI) O€3 MPU3HAKOB NPOTPECCHpOBaHUS B TeueHHe 6 u Ooiee
HeZeJb 1I0CTIE Hayalla [UKJIA JICYEHMUS].

Ecmm nns BoccranoBiienus (aOconmoTHOe wuciao HedTpoduiaoB > 1000/Mkn, comepkaHue
TpoMOouuToB > 50000/mMki) TpeOyercss Oonbiie 8 Hemenb, TO JICYEHHE MIpernapaToM
IIPEKPALIAIOT, U B TeYEHHUE 7 JHEHN MOCiie OKOHYaHUS §-Oi HEJeNH aHAJIM3UPYIOT KOCTHBIA MO3T
JUIsl BBISIBJIEHMSI IIporpeccupoBaHus 3a0osieBanus. Ecnu OosbHOM moiy4ui, o KpaiiHel mepe 6
[UKIOB JIEYCHUS, U Yy HEro COXpaHsAeTcs ONnaronpusTHeId 3PQdeKT, TO HpH OTCYTCTBUU
MPOrPECCUPOBaHUs, IO YCMOTPEHHUIO Bpaya JOMYCKAeTCs OTCPOYKa OUepelHOro Iukia Oonee
yeM Ha 8 HEIEb.

Tpexonesnvlil pesxcum 003upoeaHUsl

e Koppekmus 10361 B IepBbIe 3 UK

B mepBbIX mHKIIaX JIEYSHHUS 4acTO HAOIIONAeTCS MUTONCHHUS 3 U 4 CTENeHH, KOTOpasi MOXKET He
ABIATHCS Npu3HakoM mporpeccupoBanuss MJIC. Llutonenus, uMeBmiascs 10 Hayajga JeuyeHUs,
MOYKET He OCJIa0JIATHCS BIUIOTh JI0 OKOHYAHUS 3-TO LIUKJIA JICUEHHUS.

B TedeHue mepBBIX TpeX IUKIOB JJISl JOCTIKEHHS HAWIydlIero OiarompusitHoro sdgdexra B
YCIIOBHSIX YMEpPEHHOUW HeWTpomneHuu (abcomroTHoe uncio HeltpodunoB < 1000/mMkn) crnemgyer
HPUIIOKUT BCE YCHIINS JJIs1 BBEICHUS TOJIHOM J103bI IpenapaTa co CTaHAApTHBIMU UHTEpBaTaMu
MEXIy LHUKIaMu. Jlo BOCCTaHOBJIEHHUS COJAEp)KaHUS TIpaHyJouuToB Bbime S500/MKI MOXKHO
MIPOBOJIUTH COITYTCTBYIOIIYIO aHTHOAKTEPHATBHYIO MPO(UIAKTHKY B COOTBETCTBHH C MPHHATOU
B KJIMHUKE TPaKTUKOH. OIHOBPEMEHHO Bpad TaKXe JOJDKEH PacCMOTPETh HEOOXOAWMOCTh
pPaHHEr0 NMPUMEHEHHS KOJOHHECTUMYJIHPYIOMUX (HaKTOPOB sl MPOPMIAKTAKA WIN JICUCHHS
uHdpekuii y 6onpabix M/IC.

AHQJIOTMYHO, I JIOCTHKEHUs  Hawilydmero 3¢dexrta B  YCIOBHUAX  yYMEPEHHOM
TpoMOouuToneHuu (conepxkanue TpomoonuToB < 25000/MKIT) cieayeT MPUIOKHUTh BCE YCHIIUS
JUTST BBEACHUS TIOJHOM O3Bl Mperapara cO CTaHAAPTHBIMH HHTEPBaTaMU MEXAy HHUKIamMu. B
cllydasix KpOBOTEYEHHUIH MOXHO MPOBOJHUTH COMYTCTBYIOIIEE IepelMBaHUE TPOMOOIUTAPHOM

MaccChI.
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(NOCNEQCBATENEHOCTE 0002)

e Koppekuus 103s1 nocine 3-ero nukia

Ecnu ans BoccTaHOBJIEHMS TeMaTOJIOTMYECKHUX MoKa3aTelsiell (a0COM0THOE YUCIIO HEUTPOHIoB
> 1000/mka, TpomOouuTel > 50000/MKIT) TOCTEe MPEIBIIYIIEro IHMKJIA BBEACHUS JEeIUTA0MHA
Tpebyercs Ooiibllie 6 HeIEnb, a COXpPAHAIONIAsCAd IUTONEHUS paclieHeHa KakK CBsI3aHHAs C
MPUMEHEHHUEM Iperapara, TO Hayalo CIEAYIOLIEro IMKJIa OTKJIAIbIBAIOT U /103y CHUXKAIOT IO
CIIEIyIOIIEMY aJITOPUTMY.

JIroboe CHIKEHUE JT03bI COXpaHseTCs A0 KOHIA JIeUeHUs, T.€. 00paTHO 103y MOBBIMIATH HEJIb34.
Ecimu s BoccraHoBneHust TpeOyercs Oonee 6 Henelnb, HO MEHee 8 HENelnb, TO HAYalo
CJIEYIOIIETOo IIMKJIa OTKIJIAJbIBAIOT HAa CPOK JI0 2 HEZeNb, a 103y B CIEAYIOLIEM LIUKIIE CHUXKAIOT
10 11 mr/m? kaxpie 8 4acos (33 MF/MZ/CYT, 99 MF/MZ/LII/IKJ'I).

Ecim nnst BoccraHoBieHust tpeOyercst Oonee 8 Hemenb, HO MeHee 10 Hemenb, TO HAYajo
CJICYIOIIETO IMKJIA OTKJIAIBIBAIOT CIIe MAaKCHMYM Ha 2 HEJCNH, a JI03y B CICAYIONIEM ITUKIIe
camKaror 10 11 Mr/m? kaxapie 8 yacos (33 MF/MZ/CyT, 99 MF/MZ/I_II/IKJ'I). B nocnemyroomux mukiax
103y MOJAJIEP’KUBAIOT B 3aBUCUMOCTH OT KJIMHHUUYECKUX MOKA3aHHIA.

Ecniu nns  BoccraHoBneHusi Tpebyercs Oomee 10 Hemenb, TO NpUMEHEHHE Ipemnapara
IIPEKPALIAIOT, U B TeueHue 7 qHel nocie okoH4anus 10-0i Helenu aHaIu3UpyIOT KOCTHBIM MO3T
JUTSL BBISIBJICHHUS TPOTpeccupoBaHus 3a0oneBanus. Ecnu 60sbHOM MOMy4wi, o KpaiiHel mMepe 6
[UKIOB JIEYEHUS, U Yy HEro COXpaHsercs OnaronpusiTHeA 3¢G(deKT, TO MpH OTCYTCTBUU
MPOTPECCUPOBAHUS M0 YCMOTPEHHIO Bpauda JIOMYCKAeTCs OTCpOYKa OUEpPEeIHOro LHuKIa Oolee
yem Ha 10 Henenb.

Oco0ble TpyNIbI NAIUEHTOB

Jemu

bezonacHocte u sdpdextuBHOCTs y Aereit ¢ M/IC He Obuta n3ydena. [Ipumenenue y npereit ¢

OMIJI He pekomeHayercs, T.K. ACUUTAOMH He NokKa3zan A(P(PEKTUBHOCTb Yy ATOW TIPYMIIbI
MAIMEHTOB.

Ileuenounas nedocmamounocms

HccnenoBanuss y MallMEHTOB C II€YEHOYHOM HENOCTATOYHOCTBIO HE  MPOBOJWIIKCH.
HeoOxomumocTh KOppeKIHMHM [103bl Yy TAIMeHTOB C TI€YEHOYHON HEIO0CTaTOYHOCThIO He
onieHuBanacek. llpyu yxynmeHun (QyHKIMM MEYEHH 3a TMalUEHTaMH JO0JDKHO OBITh HaJaKeHO
THiatenbHoe HaOmoneHue (cM. pazzuensl «OcoOble  ykazaHus» U «DapMakonornyeckue
CBOMCTBaY).

Iloueunasn neoocmamounocmo

HccnenoBanus y HalMeHTOB C MOYEYHOM HEIOCTaTOUYHOCTHbIO HE IMPOBOIMINCH, OJIHAKO, IO

JaHHBIM KIMHUYECKHUX HCCIIeHOBaHUI Y HagueHTOB C MMOYEYHOM HEAOCTAaTOYHOCThIO OT JIETKOM
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70 CpeJHell CTeNeHM TSKECTH He Tpebyercs K)ppeKudﬁ%;ﬂEﬁ%ﬁlwﬁfl 'ﬁgcl;é'zfg);gﬁf/lﬁ c

Y4aCTUCM MALUMCHTOB C TSKEI0H MOYSYHOM HEJOCTaTOYHOCTHIO HE IMPOBOANJIIOCH.

JuddbepeHINPOBOYHBII CHHIPOM

Coobmanocs o ciaydasx aupdepeHIUpOBOYHOIO CUHAPOMA (TaKkKe M3BECTHOIO KaK CHHIPOM
PETUHOEBOM KHCIIOThI) Y NAlIMEHTOB, IPUHUMABIIUX JELIUTAOUH.

JuddepeHIMPOBOUHBI CUHAPOM MOXET NPUBECTH K JieTalbHOMY ucxoay. Ilpu mepBom
MOSIBIICHUH CHUMIITOMOB WJIM TNPH3HAKOB, YKa3bIBAIOUIMX Ha IU(P(EpPEHIUPOBOYHBIN CHUHIPOM,
clIeZlyeT pacCMOTPETh BOIIPOC O JICYEHUU KOPTUKOCTEPOUIaMH ISl BHYyTPUBEHHOI'O IPUMEHEHUS
B BBICOKHMX J03aX M MOHUTOpPHMHI® TreMoauHaMuku. Heo0XoauMo paccMOTpeTh BOIPOC O
BPEMEHHOM TPEKpaIIeHUH MpUeMa JeIUTa0nHa 10 TeX IOp, MOKAa CUMIITOMBI HE MCYE3HYT, a B
cilydae BO3OOHOBIJICHUS IIPUEMA - PEKOMEHYETCsl COOII0IaTh OCTOPOKHOCTD.

IIpuroroB/ieHHe U NPaBUJIA 00pallleHUsI € TPeNapaToM

Copnepxxumoe ¢uiakoHa IpeHa3HaueHO TOIBKO Il OJJHOKPATHOTO IPUMEHEHHMSL.

Crnenyer m30eraTh KOHTaKTa pacTBOpa C KOXKEHW M MOJB30BATHCS 3AUIUTHBIMU TEpYaTKAMU.
Cnenyer BBINONHATH CTAaHAAPTHBIE MpOLENYphl OOpalleHHs ¢ HPOTUBOOIYXOJIEBBIMU
npernaparamm.

JleunTabuH B acENTHYECKUX YCIOBUAX pacTBOPSOT B 10 MJ1 cTepUIIbHON BOJBI A1 MHBEKIU.
[Tocne pacTtBOpeHMs] Kaxablii | MJI MOJIy4eHHOTO pacTBOpa COAEPKUT npumepHo 5,0 wmr
nerutabuna npu pH 6,7-7,3.

Cpa3y mocie NpUrOTOBIEHUS NpenapaT pa3daBisiioT UHPY3uoHHBIMU pacTtBopamu (0,9 %
pacTBOPOM HaTpUs XJIOpUAa WK S5 % pacTBOPOM JAEKCTPO3bl) 10 KOHEUHOU KoHIeHTpauuu 0,15-
1,0 mr/miI.

[TpuroToBIeHHBIN PACTBOP CJIENAYET BBOJUTH HEMOCPEICTBEHHO M10OCJIE€ TPUTOTOBICHHUS.
IToGouHnoe neiicTBue

Hwxe nepednciensl HexxenaTelabHble SBICHHS, BCTpEUYarOIMeCs MPH NMPUMEHEHUH JIeIUTa0lHa
y 60see uem 5 % ManueHTOoB MPU MUEJIOIUCIITIACTUIECKOM CHHAPOME.

Hapywenuss co cmoponbl  Kposu u  Jaum@pamuyeckou  cucmembvl.  HEUTPOINEHUS,
TPOMOOIIMTONECHUsI, aHeMusi, (eOpuibHas HEUTPONEHHUs, JIEHKONEHUs, MaHIUTONCHHUS,
auMdaaeHonaTus, TPOMOOLIUTEMHSL.

Hapywenus co cmoponsl cepoya: 3acTolHas ceplevyHasi HeAO0CTaTOYHOCTb, TAXUKAPAMS, ITYMBI
B Cepzle.

Hapywenusa co cmopoubi cocy0os: CHUXKEHUE apTepUAIIbHOTO JaBJICHUS, IOBBIIICHUE
apTepHaJIbHOTO JABJIEHUS, IETEXUH, TEMATOMBI.

Hapywenus co cmopoHbl OblXamenbHOU CUCEMbL, OP2AHO8 2PYOHOU KIeMKU U CPeOOCMeHUs.

Kalleab, OJABIIIKA, TUIIOKCHS, TUICBPATBHBIN BBITIOT, OTEK JIETKWUX, (DapUHTHT, MOCTHA3AIbHBIN
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3aTE€K, HOCOBBIE KPOBOTECUCHHMSI, 3ATI0KEHHOCTH [Ta3yX HHE}:;,'%BE%E&“JE%E%&%% Hﬁf'n'"kﬂx,

0071b B 00J1aCTU TOPTAHU U TJIOTKHU.

Kenyoouno-kuweynvle Hapywienus:. TOIIHOTA, PBOTA, AHOPEKCHsA, 3amop, auapes, 00Jb B
o0JacTu )XKUBOTA, CTOMATUT, KPOBOTOYMBOCTD JIECEH, JUCHENCHS, aCIUT, Tucharus, METEOPH3M,
ractpoa3odareanbHblil pediroke, rmoccuauHus (001b B A3bIKE), 000CTpEHUE TEMOPPOs, 3yOHas
0onb, 0O B POTOBOM TOJOCTH, >KUIKAWA CTYJ, HW3BS3BICHHE $3bIKA, H3BS3BICHUE TYO,
MOBPEXCHUE MATKUX TKaHEeH POTOBOM MOJIOCTH, 00T B BEPXHEH YacTH jKHUBOTA.

Hapywenus co cmopousvi novex u mouegul8o0Awjux nymeu. IU3ypus, YacTble IO3BIBBI K
MOUYEHCITYCKaHHUIO.

Hapywenus co cmopoHbl UMMYHHOU CUCHEMbl. TUNEPYyBCTBHUTEIHHOCTH, JIEKapCTBEHHAS
THIIEPYyBCTBUTEIBHOCTB, aHaUIAKTHYECKUE  PEaKIlHH, aHapUIAKTHYECKUH  IIOK,
aHaUIaKTOUTHBIC PEAKINH, aHA(DUIAKTOUTHBIN HIOK.

Hapywenusa co cmopomnsi nepeHotli cucmemvl. TOIOBHAS 00Jb, TOJIOBOKPYXKEHHE, THIIECTE3MS,
0eCcCOHHUIIA, CTyTAHHOCTh CO3HAHMS, TPEBOKHOCTb, JICTIPECCHS.

Hapywenus co cmopoHbl opeana 3perus . He4eTKOCTb 3pEHHSL.

Hapywenus co cmoponul opeana ciyxa u 1abupunma: 601b B yXxe.

Hapywenus co cmopoHvl Kodxcu u NOOKOJCHbIX MKAHel: DKXUMO3, Cblllb, SpPHUTEMa, 3YI,
KpalMBHUIIA, CyXOCTh KOXKH, aJONEIHsI, HOYHAS MOTIMBOCTD, IETEXUH, TOPAKESHHS KOXKH.
Hapywenuss co cmoponvl mbluieunol, cKelemHou U COeOUHUMENbHOU MKAHU. apTpalrus,
MUaNTHUs1, 60JIM B KOHEUYHOCTSIX, OOJIH B CIIKHE, 00U B 00JaCTH TPYJHON KIETKU, OOJH B KOCTSIX,
JUCKOM(DOPT B KOCTSX M MBIIIIAX, MBIIIEYHBIE CIIa3Mbl, MbILIIEYHAast C1a00CTh.

Obwue Hapywenus u peakyuu 6 mecme 68e0eHUsl. SPUTEMa, OTEK, 00Jb.

Hapywenus memabonusma u numanus’ TATIEPTIMKEMHES], TUTI0ATH0yMHUHEMUS, THITOMAarHAEMHUS,
TUIOKATMEMUs], TUIIEPKAINEMUs], TUTIOHATPHEMHUs], 00€3BOKUBAHHE.

Jlabopamopnvie u  uHcmpymeHmanvhvle OaHHble. TUNepOMTUpYyOMHEMHs, MOHUKEHUE
KOHIIGHTPallMi OMIMPYOWHA B KpPOBH, TOBBIIICHHE AKTUBHOCTH acmapTaTaMUHOTpaHC(hepasbl
(ACT), nmoBbllIeHHME aKTUBHOCTH IIENOYHOW  (ocdaTa3pl, TMOBBIIIEHHUE AKTHUBHOCTHU
JAKTaTACTUAPOTEHA3bl, YBEIWYEHHWE KOHILIEHTPAIMM MOYEBUMHBI B KPOBM, YMEHbBIIECHHUE
KOHIIGHTPALlMH CBIBOPOTOYHOIO albOyMHUHA M 00IIero Oenka, yBeJIHMUeHHE HIIM yMEHBIICHUE
KOHIICHTpallui OMKapOOHATOB, YMEHBIIIEHUE KOHIICHTPAIINN XJIOPHIOB B KPOBH.

Ilpoyue: nuxopanka, 03HOO, UyBCTBO HEJOMOTaHHS, 3aTOPMOKEHHOCTb, 00Jb B 00JacTH
IPyIHON KIETKH, IMCKOM(OPT B 0071aCTH TPYAHOIN KIIETKH, BOCHIAJICHUE CIIM3UCTBIX 000JI0UEK,
nepemMeskaromiascs JMXopaaka, KpenuTauus, 00jb B MECTe BBEICHUS KaTeTepa, 00Je3HEHHOCTb,
peaknus Ha TpaHC]y3WIO, LAparuHBl, YIINO, TOBBIIICHHAS YCTAaJOCTh, ACTCHUS, CHIDKEHHE

anmneTuTa, OTEeKU (B T.H. OTEK JIMIA, OTEK B MECTE BBEJCHUS Karerepa), nepudepruueckue OTeKu,
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MIPUCOCTUHEHNE BTOPUYHBIX MH(EKINN (TTHEBMOHUS, @f@ﬁlﬁ%'@ﬁﬂ%gﬁgﬁﬁﬁﬁéxﬁﬁh, B

T.4. KaHJIUJ03 POTOBOM TOJOCTH, WHQEKIHUH MOUYEBBIBOAAIIUX IyTeH, CTa(UIOKOKKOBBIC
uH(pEKIUU, CUHYCHUT, OakTepuemusi, abciecc 3y00oB, MH(MEKIMH BEPXHUX JBIXATEIBHBIX MyTEH,
MH(pEKINY, acCOLMMPOBAaHHBIE C KaTeTepoM; Cemncuc (B T.4. C JIETAIBHBIM HCXOJOM),
CENTUYECKUA IOK, OCTPBIA JUXOpaAouyHblii (eOpunbHbi nepmato3 (cuHapom CBuTta),
yMEHbIIIeHHEe Macchl Tena. Hanbosiee 4acTo BCTPEYABIMIMMHECS MOOOYHBIMU PEAKITUSAMH KaK IS
3-X JIHEBHOTO, TaK M 5-TH JHEBHOTO PEXHMOB JO3UPOBAaHUS OBUIM MHUEIOCYNPECCUs |
CBSI3aHHbIE C HEW OCIIOKHEHUS.

ITo6o4HEBIE PCAKIIMH, BBIABJICHHBIC B MOCTPEITUCTPAIMOHHOM IIEPHUOAC

Hapywenus co cmoponul cepoya’ kapauomuonaTus (BKIItouas CHIXKeHHUE (ppakiiuu BeIOpoca).
Co  cmopouvbi  2enamoOUNUAPHOU — CUCTEMbL: HapymieHrne  (QYHKIUU  [ICUYCHH,
rUnepOnIupyOuHEMUsI.

Hapywenusa memabonuzma u numarnus: TUTIEPTIUKEMUSL.

Hosoobpaszosanus dobpokauecmsenHvle, 310KAUeCmeeHHble U HeYMOYHEeHHOU JMUON02UL (8 m. Y.
Kucmol u noaunst): MAGGHEPSHIUPOBOYHBIA CHHIAPOM.

Onwncanue OTACIBHBIX MOOOYHBIX peakIui

HauOonee dyacThiMH MOOOYHBIMU pEAKLHUSIMHU CO CTOPOHBI KPOBETBOPHOM CHUCTEMBI IpU
NpUMEHEeHHHU JenuTabuHa Obuth: (heOpriIbHAS HEUTPOTICHUS, TPOMOOIIUTONICHHS, HEUTPOIICHHS,
AQHEMUs U JICHKOIICHHUS.

Taxke BO Bpemsl NPHUMEHEHHs JeluTa0hHa HaONIoJaluCh TaKUE CEpbE3HbIE CBA3aHHBIE C
UHEKIUAMHA TOOOYHbIE PEaKIMH, KaK: CeNTUYECKUN 0K, CEIICUC U THEBMOHMSL.

VY nanueHToB, NMPUHUMABIIKX JACUUTA0MH, HAOIIOAANUCH CIEAYIOIINE CEephe3Hble MOOOYHbIE
pEaKUHM, CBSA3AHHBIE C CEPIACYHO-COCYIHMCTOM CHUCTEMOW: KPOBOU3JIMSHHUE B UEHTPAJIbHOU
HepBHOM cucreme (1 %) M KemyJOYHO-KUIIEYHOe KpoBoTeueHue (2 %) B CBSI3U C TSKEIOU
TPOMOOIMTONEHUEH.

B ciydae pa3Butus MoOOYHBIX pEaKIMi CO CTOPOHBI CHUCTEMBI KPOBETBOPEHHS, HEOOXOAMMO
MOCTOSIHHOE HaOuo/ieHne OOLIero aHajiu3a KpPOBUM M COOTBETCTBYIOIIAS MMOJAJEPKUBAOIIAS
tepanus. llognepkuBatomiass Tepamusi BKIOYaeT B ceds Ha3HaueHHE AaHTUOMOTHUKOB C
npopMIaKTHYEeCKOM 1enblo  W/uiau  (akTopoB pocra (HampuMep, TIpaHyIOLMUTAPHOTO
KOJIOHUECTUMYJIMpYIoiero ¢pakTopa) B ciiyyae pa3BUTUS HEUTPOIEHUM, MepelrBaHie KPOBH B
cllydae pa3BUTUS aHEMHH WU TPOMOOIMUTONEHUH, B COOTBETCTBMU C KIMHUYECKUMU
pekoMeHaanusaMHu. B ciaydasx, xorga BBeAeHHE JenUTabuHa HEOOXOAMMO OTJIOXKHTh, HYKHO

PYKOBOJACTBOBATHCSA PA31CJIOM «Cmoco6 NPpUMCHCHUS U JO3LD).
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OCTPOTO MHEIIOMIHOTO Jeiko3a (ouenv wacmoie — > 1/10, uacmoie - ot > 1/100 mo < 1/10 u
Heuacmoie - oT > 1/1000 no < 1/100).

Ungpexyuu u unsazuu: oueHvb uyacmo - THEBMOHUS*, MH(EKINU MOUYEBBIBOISIIUX ITyTEH™,
npyrue wuHeKnuu (Bce BUPYCHBbIC, OaKTepHabHBbIC, TPUOKOBBIC WH(EKIMH, BKIHOYAs
cMepTenbHbIe)* L] vacmo: cenTHUecKnii MOK*, cerncuc®, CHHyCHT.

Hapywenusa co cmoponvl kposu u aumgpamuueckou cucmemvl. oyeHb yacmo - (heOpuibHas
HEUTpONCHUA™®, HEUTponeHUus™, TPOMOOIUTONCHUA™ (BKJIIOUas KPOBOTECUEHHUE, CBS3aHHOE C
TPOMOOIIMTOINICHUEH, B TOM 4YHCIE C JICTAIBHBIM HMCXOIOM), aHEMHUs, JICHKOICHHUS; 4acTo -
MAHIUTONICHUS ¥, KEITyTOYHO-KUIIICYHBIC KPOBOTCUCHUS, BHYTPIMO3TOBBIC KPOBOM3JIUSHUS.
Hapywenus co cmopoHvl 0bixamenibHOU CUCHEMbl, OP2AHO8 SPYOHOU KIEeMKU U CPeOOCMEeHUL.
OYeHb Yacmo - HOCOBOE KPOBOTCUCHHE.

JKenyoouno-kuweynvle Hapyulenus: o4enb Yacmo - quapesi, pBota, CTOMaTHUT, TOITHOTA.
HapyuleHus co CMOPOHbl UMMYHHOU CUCMEMbl. YACMO - THIEPUYBCTBUTEIBHOCTH, BKIIOYAs
aHa(UITAKTHICCKHE peakuuu (TUTIEPUYBCTBUTEIILHOCT, JIeKapCTBCHHAS
THIIEPYyBCTBUTEIBHOCTB, aHa(pUIAKTHYECKUI IIOK, aHa(pUIaKTOUHBIC peakiuu,
aHa(HUIIaKTOUTHBIH I110K).

Hapywenus co cmopoHbl HepeHOUL cucmembl. 04eHb 4acmo - TOJIOBHAs 0O0ITb.

Hapywenus co cmopoHbl Koxcu U NOOKOMCHBIX MKAHell. Heyacmo - OCTPBIA JUXOPaIOYHbIH
HelTpoduiabHbIM nepmaTos (cuHapom CBUTA).

Obwue HapyweHus U peakyuu 8 mecme 66e0eHUsl: 0YeHb Yacmo - TUPEKCHSL.

* - BKJIFOUAs CITy4a CO CMEPTEIBHBIM HCXO0/I0M

! - yckmouas mHeBMOHMIO, MHMEKIINNM MOYEBBIBOIANINX ITyTeH, CENCHC, CENTHUECKUH IMIOK H
CUHYCHT.

Ilepeno3upoBka

CnyyaeB npsMOM NEpeNO3UPOBKHM JelUTaOWHAa HE 3aperucTPUPOBAHO, U CHEHUPUYHOTO
aaTugota Her. OJHAKO B paHHUX KIWHUYECKMX WCCICOBAHHUSX B JIMTEPAType OIHCAHO
YCHUIIEHWE MHUEIOCYNPECCUH, BKIOYas UIUTEIHHYI0O HEHUTPONEHHIO U TPOMOOILUTONECHUIO TPU
MPUMEHEHUH 7103, B 20 pa3 MpeBHINIAIINX PEeKOMEHyeMble B HacTosIIee BpeMs. TOKCUYHOCTb,
CKOpee Bcero, OyJeT TPOSBIATHCA BBIPAKCHHBIMUA J0303aBUCUMBIMU  HEXKEIIATSIIbHBIMU
SIBJICHUSIMHU, B OCHOBHOM MHeocynpeccueit (cM. pasaen «[lobounoe neiicteue).

[Tpu nepeno3upoBKe MPOBOIUTCS MOIACPKUBAIOIIAS TePATTHSL.

B3aumoseiicTBHE ¢ APYrUMH J1eKAPCTBEHHBIMH MpenapaTaMu

He mpoBoaniioch crienuanbHbIX KIMHAYECKUX HCCIIEIOBAHUH 10 B3aMMO/ICHCTBHIO JEIIUTa0MHA

C IPYTUMHU JIEKAPCTBEHHBIMH CPE/ICTBAMHU.
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BoisbiBaemast — AeUMTAaOMHOM — Muenocynpeccus | Moot E%EME&'& Tb v

MIPOTUBOOITYXOJICBBIMU TIperiapaTaMu.
Cy1iecTByeT MOTEHIMATbHAS BO3MOXHOCTh B3aUMOJICHCTBUS npenapara Jenutabun ¢ ApyruMu
npenapaTtamMi, aKTUBUPYEMBIMH IOCIIEIOBATEIbHBIM (QochoprimpoBaHueM (IIyTeM aKTHBAILlUU
BHYTPHUKJIETOYHON dbochorrHazkI) u/umm MEeTa0O0IU3UPYIOIIUMHUCS dhepmeHnTamu,
BOBJICUCHHBIMA B WHAKTUBAIMIO JeNHUTA0MHA (HampuMep, IUTHAWH Je3aMuHa3a). Takue
JICKapCTBEHHBIE Tpenaparbl JOJDKHBI HA3HAYaThCS C  OCTOPOKHOCTHIO TIPU  TEparuu
IEMUTA0NHOM.

BansHME conyTCTBYIONICH TEpauy Ha I[CIII/ITa6I/IHZ

dapmakoIMHAMUYECKHE JICKAPCTBEHHBIE B3aUMOJICHCTBUSA, CBsi3aHHbIE ¢ n30gepmentamu CYP
450 ™anoBeposATHBI, TaK Kak oOOMEH jgeuuTabuHa TPOUCXOAUT YEpPe3 OKHUCIUTEIBHOE
ne3amuHupoBaHue. IlockonbKy cBsA3bIBaHHME AeluTaOuHa ¢ OelikaMu IJ1a3Mbl KpPOBHU in Vitro
KpaitHe Hu3koe (< 1 %), TO MaJOBEpPOATHO, YTO OH OYJET BBITECHEH M3 3TOH CBS3U JPYrHMHU
npenaparamu.

JlaHHBIE in Vitro CBHAETEIBCTBYIOT O TOM, YTO ACUUTAOWH SBISIETCS CIa0dbIM cyOcTpaTom Juist P-
gp U [I03TOMY, CKOpee BCEro, He MOJIBEP>KEH B3aMMOIECHCTBHIO C €r0 MHIMOUTOPaMHU.

Biausuue I[eI_II/ITa6I/IHa Ha COITYTCTBYIOMIYIO TCPAIIUIO.

[TockonbKy CBsI3bIBaHKE JCIIUTa0OMHA ¢ O€IKaMHM I1a3Mbl KPOBH in Vitro kpaitie Huskoe (< 1 %),
TO MaJIOBEPOSITHO, YTO OH BBITECHUT CBSI3aHHBIE C O€JIKaMU Npenaparsl.

HccnenoBanusi, mpoBeAeHHBbIE in Vitro, TMOKa3aid, YTO ACHUTA0OMH HE HHTUOMpPYET U HE
uHayuupyet nzopepmentsl cemeiictea CYP450 BIoTh 10 KOHIEHTPALUU B IJ1a3Me Ooliee yemM
B 20 pa3 mpeBbIIAIONEH MaKCUMaJbHO HAOMIOAaeMyI0 B KIMHHUYECKHX ycioBusax (Cmax).
[Toaromy He oxupaercst onocpenoBaHHblx uepe3 CYP450 nexapcTBeHHBIX B3aUMOJEHCTBUH, a
B3aMMOJICHCTBIE ¢  JPYrMMH  [penapaTaMd, METa0ONU3UPYIOIIMMUCS  Yepe3  OTH
MeTabonnuecKre MyTH, MalOBEPOSTHO.

Henntabun sBiseTcs ciadbiM UHTHOUTOPOM orocpeayeMoro uepe3 P-gp Tpancnopra in vitro, u
MI03TOMY BpSJ JIU MOXKET BIIMATH Ha OMOCPEAyeMbIil uepe3 P-gp TpaHcnopT apyrux mpemnapaTos
(cM. paznen «PapMaKoIOTHYECKUE CBOHCTBAY).

HecoBMecTUMOCTE:

B OTCYTCTBHE CIICIIUAJIBHBIX I/ICCJ'IeI[OBaHI/Iﬁ HECOBMECTUMOCTH }IaHHBIfI npemnapar HCIb3s1
CMEIIUBATh C JIPYTUMHU Tipenapatamu. JlenutaObuH Heb3sl BBOJIUTH Yepe3 OJIMH BHYTPHUBECHHBIN
KaTeTep ¢ APYTUMHU IpernapaTamMH.

Oco0ble ykazanus

Muesnocynpeccus
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MOCIEACTBYSI, BKIIOYAass HMHPEKIMM ¥  KPOBOTCUEHHUs. BbI3biBacMas  JICHUTAOMHOM
muenocynpeccus obpatuma. Crienyer peryisipHO, Mepel KaKAbIM LUKIOM JICYeHHUs, U IO
MOKA3aHUSM MPOBOAUTH IOJHBIA KIMHUYECKUNA aHAIU3 KPOBM, BKIouas TpomOouutsl. [Ipu
HAJIMYUU MUEJIOCYNPECCUH WJIH €€ OCJIO0XHEHHIl NpUMeHeHue AenuTaduHa MOXKET ObITh
MIPUOCTAHOBIICHO, /1032 MOXET OBITh CHIMDKEHA WJIM MOTYT OBITh IIPOBEICHBI MOEPKUBAOIINE
MEPONPHSITHS, KaK YKa3aHo B pazzeine «Crocod MpUMEHEHHS U JO3bD».

IleyeHOYHAS HEAOCTATOYHOCTD

Bo3moxHOCTh NMpuMeHeHHs AeluTa0uHa y MAlUEeHTOB C MEYEHOYHOW HEJO0CTaTOUYHOCTHIO HE
ycranoBieHa. ClenyeT mposBIIsATh OCTOPOKHOCTh MPH MPUMEHEHUH JEIUTaA0NHA y TIAIICHTOB C
MEYECHOUYHON HEJ0CTAaTOYHOCTHIO WJIM Y MAIMEHTOB, KOTOPHIE UMEIOT MPU3HAKU WJIM CUMIITOMBI
MEYCHOYHON HenocTaTroyHocTH. CleayeT THIaTeabHO HAONI0NaTh 32 TaKUMU manueHTamu. Jlo
Hayajga JICYEHHUS ACUUTAOMHOM, Mepel KaXAbIM MOCIEAYIOIIUM IUKIOM, a TakXke M0 Mepe
HEOOXOAMMOCTH CJIEYET BBIOIHUTH OLICHKY (PYHKIIMOHAJIBLHON aKTUBHOCTHU TIEYCHHU.

IToyeyHas HETOCTATOYHOCTD

B03MOXHOCTh IpUMEHEHHS AeUUTA0MHA Y OOJBHBIX C TSKEIOW MOYEYHOW HETOCTATOYHOCTHIO
He n3yvanach. Cienyer mposBISATH OCTOPOKHOCTh MPHU MPUMEHEHUH Mpemnapara y OONbHBIX C
TSOKEION TMOYEYHOM HEIOCTaTOYHOCThIO (KiMpeHc kpeatwHuHa <30 MII/MHH), W TIIATEIBHO
Ha0J10/1aTh 32 HUMHU.

3aboieBaHus cepana

[TanmenTh! ¢ 3a00€BaHUSAME CEepAla, C TSHKEJIOM 3aCTOMHON ceplieYHOM Hel0CTaTOYHOCTHIO B
aHaMHe3e WM C 3a00JeBaHUMEM cepAua B CTaJuU JEeKOMIIEHCAlUM HE BKIIOYAINCh B
KJIIMHUYECKHE HCCIIEJIOBaHMsI, MO3TOMY Oe30macHoCcTh M 3((EKTUBHOCTh JAEUUTA0MHA y ATHX
NAIMEHTOB HE YCTAHOBJICHA.

Coobmanoch 0  ciydasx  KapAMOMHONATMM €  JEKOMEHCHPOBAaHHOW  cepJeuHOU
HEJ0CTAaTOYHOCThIO, KOTOpasi B OTJENbHBIX CIydyasx sBJsUIach oOpaTMMON HpH MpeKpalieHUuu
Tepanuu, CHUKEHUH J03bl UM Ha3HAYEHUU COOTBETCTBYIOIIEro JieueHus. CreyeTr TIIAaTeabHO
KOHTPOJIMPOBATh MALMEHTOB, B 0OCOOEHHOCTH MAIMEHTOB C 3a00JIEBaHUSIMU CEp/lla B aHAMHE3e,
JUISL BBISIBIIEHUS IPU3HAKOB U CUMIITOMOB CEPJEYHON HEOCTATOYHOCTH.

HaDVHIeHI/ISI CO CTOPOHBI llblxaTeHI)HOfI CHUCTEMBI, OPTaHOB FDV}IHOf/i KJICTKHN U CPEAOCTCHUA

CooOmanioch 0 ciyyasix MHTepcTUIManbHON Oone3nu nerkux (MBJI), Bxitouas jerodssle
UHOQUIBTPAThl, OPraHU3YIOIIYI0 ITHEBMOHUIO U JIETOYHBbIH (¢ubpo3, 0e3 MpHU3HAKOB
UHQEKIIMOHHONH STHOJOTMU Y TMAalMEeHTOB, MNOJIYYaloUMX JieueHue aenutradbunom. Cremnyer

THIATCIIBHO KOHTPOJIUPOBATh COCTOSHHEC IMAMCHTOB C OCTPBIM HA4YaJlOM WX HCU3BCCTHBIX
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YXYALIEHUEM PECIUPATOPHBIX CUMIITOMOB IS nckroUe s HBHA- %E%%ﬁ)&ﬁbﬁnﬁlﬂBﬂ

CJICAYCT Ha4aTb COOTBCTCTBYIOLICC JICUCHUC.

[IpuMeHeHre y MY>XKUUH

B nepuon nedenus u B TeueHHE 3 MECALIEB IOCIE MPEKpPALICHHUS JICUYEHUS ACUUTa0MHOM
MY>KYMHAM PEKOMEHAYeTCsl 0053aTelbHO MCIOIb30BaTh a/IeKBATHYIO KOHTPALCTIIMIO, TaK Kak
JIeruTabuH HapyIIaeT uX PernpoayKTUBHYIO (YHKIIMIO U OKa3bIBaeT MyTareHHoOe JeicTaue. M3-
32 BO3MOXXHOCTH Pa3BHUTHs OECIIONUS B PE3yNbTaTe MPUMEHCHHs NEIUTA0MHA MYKXYHMHAM
PEKOMEHIyEeTCsl MOJIYYUTh KOHCYJIBTALIMIO O BO3MOXXHOCTH KOHCEpPBAallUM CIEPMBI JI0 Hadaja
JICYCHHUS.

[IpuMmeHeHnue y aereu

bezonacHocTh U 3()(pekTHBHOCTD TpenapaTa y eTei He YCTaHOBIICHBI.

BcnomorarensHbIe BEIECTBA

1 ¢nakon nekapctBeHHoro mpemnapara conepxkut 0,5 mmons kanus. [locie mpuroToBneHUs
pactBop miis uHDy3mid comepxkut oT 1 1o 10 Mmmons kanus Ha 1 703y B 3aBUCUMOCTH OT BHUJIA
UH(PY3HMOHHOTO pacTBOpa, MCIIOIB30BAaHHOTO sl paszbamieHus. HeoOXoauMo ydHTHIBATH
NanueHTaM CO CHIDKEHHOM (YHKIMEW IMOoYeK M MalMdeHTaM, HAaXOIALIUMCS Ha JMeTe C
OTPaHUYEHUEM MOCTYTIICHUS KaJIUS.

1 ¢makon nexapctBeHHoro mnpenapara coiepxkut 0,29 mmonps Hatpus. [locne nmpurotoBieHus
pactBop 1t uHdy3uid conepkuT oT 0,6 10 6 MMOJIL HaTpus Ha 1 103y B 3aBUCUMOCTH OT BHJIa
UH(Y3MOHHOTO pacTBOpa, MCIOJIB30BAaHHOTO /s pa3basineHus. HeobGxonumo yduThIBaTh
nalnyveHTaM, HaXoAAUIMMCS Ha JIUeTe C OTPaHUYEHHUEM TTOCTYIUIEHUS! HaTpHUs.

Binsinne Ha cIOCOOHOCTH YIPABJIATH TPAHCIIOPTHBIMHU CPEeACTBAMM, MEXaHU3MaMHU
HccnenoBanuil BnusHUS JenuTabMHa Ha CIIOCOOHOCTh K YIPABJIEHUIO aBTOMOOWIIEM JIPYTUMHU
MeXaHU3MaMM He MpoBoauiock. Ecin Bo Bpems jeueHMs Yy MalMeHTa MOSBIAIOTCA MOOO0YHBIE
JefcTBUs, Takue Kak aHeMMs WM acCOLMMPOBAaHHBIE C HEH CHMITOMBI: ClIaboOCTh,
YTOMJISIEMOCTD, TOJIOBOKPY’KE€HHUE, TO CIIEAYET PEKOMEHJI0BaTh MPOSBISATh OCTOPOKHOCTH MPHU
yIpaBJIe€HUH aBTOMOOUIIEM U MEXaHU3MaMHU.

dopMa BbINTYCKa

JInodunuzar A mPUTrOTOBICHHS KOHIIEHTPATa Il IPUTOTOBICHUS pacTBOpa st

uH(y3ui 50 mr.

[To 50 mMr geuutabuHa nmomemarT B npo3paunbiii 20 M ¢akoH 1 THAPONIUTUYECKOTO Kiacca.
@dnakoH yKyNOpHUBaIOT MPOOKON PE3MHOBOM, 3aleyaThIBAIOT AJIOMHUHHEBBIM KOJMAuyKOM THIIA
«flip-offy kpacnoro nBera. I[To 1 ¢1akoHy BMecTe ¢ MHCTPYKIIUEH 110 MPUMEHEHUIO TIOMEINAIOT B

KApTOHHYIO NIAYKYy.
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(NMOCNEOOBATENEHOCTE 0002)

YcaoBusi XxpaHeHust

[Ipu remneparype He Bbiie 25 °C.

XpaHUTb B MECTAX, HEAOCTYIIHBIX JUIS IETEH.

Cpox rogHocTu

3 rona.

He npumMeHATH 110 HCTEYEHUH CPOKa FOJTHOCTH, YKa3aHHOT'O HA yIIaKOBKE.
YcaoBus ornycka

OTnycKaroT 1Mo peLenTy.

Baajenen perucTpaiHOHHOIO yA10CTOBEPEHUSI:

AO «Hayuno-npousBoactBeHHbIi HeHTP «nbda» (AO HIIL «Dnwday), Poccus
P®, 115088, r. Mocksa, yi. Yrpemickas, a. 14, ctp. 2

ten./dakc: +7 (495) 679-89-60

IIpousBoauTeab

CIIAJI Ilpaiiat Jlumuten

[Tmot Ne 12, buorek Ilapk, ®a3za-Il, Jlanranu Manakner, [llamupner, Meauan-Mankamkupu
Huctpukr, Tenanrana Creit, 500101, Unaus

Opranmn3anusi, IPUHUMAONIAA IPeTEH3UN NOTPeOuTeIeH:

AO «Hayuno-npousBoactBeHHbIN HeHTp «mbda» (AO HIIL «Dnwday), Poccus
P®, 115088, r. Mocksa, yn. Yrpemickas, a. 14, ctp. 2

ten./daxc: +7 (495) 679-89-60
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