COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 14.11.2022 N 26624

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Bapdapun, 2,5 mr, Tabnetku.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBIN COCTAB

JeiicTBytoliee BeliecTBo: BapdapuHa HaTpUs KiaTpar.

Kaxnas Tabnerka comepxkut 2,73 mr BapdapuHa HaTpus kiarpaTta (BapdapuHa HATpus U
M30TIPOIIaHoJIa KJIaTpaT) B epecueTe Ha Baphapun HaTpus 2,50 mr.

BcrnomorarenbHbie BElIecTBa, HATMYKME KOTOPHIX HAZ0 YUYUTHIBATH B COCTABE JIEKAPCTBEHHOIO
npenapara: JJaKTo3bl MOHOTHJIpAT (caxap MOJIOUHBIN) (cM. pazaensi 4.3., 4.4.).

ITonHbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku.

Kpyrnele Tabnerku Oenoro wim mModYTd Oeoro IBeTa, IIOCKOUMIMHAPUIECKOH (OPMBI, C
KpecTooOpa3HOM prCKOi 1 (hacKoii.

Ta6neTKy MOJKHO Pa3aCJIMTb Ha paBHBIC JO3bI.

4. KIMHUYECKUE JAHHBIE
4.1. IToxka3zaHusi K NPUMEHEHUIO
[Tpenapat Bapdapun npumensiercs s Ie4eHUs B3pOCIIbIX U JIeTel B BO3pacTe OT 3 JIeT:

e Jleuenne u npodUIAKTUKA BEHO3HBIX TPOMOO30B U TpoMO03MOOIUi (OCTpBIA U
PeLUANBUPYIOMIMM BEHO3HBIN TpoMO03, TpOMO03MO0IINS JIETOUHOM apTepuH).

e Bropuunas npodunakTrka HHpapKTa MUOKapa U NpoduIakTUKa TPOMOOIMOOINIECKUX
OCJIOHEHUH 1ociie HH(papKTa MUOKap/a.

e IIpodumiaktuka TpoMOOIMOOIMUYECKUX OCIOKHEHUH Yy MalWeHTOB C (QUOpmiIIsALueit
npeJcepaInii, NIOpakeHUsIMHU CEpJCUYHbIX KJIAIAHOB MJIU C MPOTE3MPOBAHHBIMU KJIallaHAMU
cepAaua.

e Jleyenne ¥ TUPOPUIAKTUKA TPAH3UTOPHBIX HWIIEMHUYECKUX aTaK M HIIEMHYECKOTO
UHCYJIbTA.

e [Ipodunakrrka nociaeoneparoHHBIX TPOMOO30B.
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(NOCNEOOBATENLHOCTE 0001)

4.2. Pe:kuM 103UPOBAHUS M CIIOCO0 NMPUMEHEeHUs

PexxuM 103upoBaHus

[TponOMmKUTENBHOCTD JIEUEHUS! OIPENEISAETCSl BpayOM B COOTBETCTBUM C TIOKAa3aHUSIMHU K
MPUMEHEHHUIO.

Koumpons 60 epems neuenus

[lepen nayasiom Tepanuu onpenenstor Mexnynaponnoe Hopmanuzosannoe Otnomenue (MHO).
B nanpHeiimeM Ja0opaTOpHBI KOHTPOJb MPOBOIAT PETYISPHO Kaxaple 4-8 HeIenlb.
[TpoaomKUTENTEHOCTD JICUEHUS 3aBUCUT OT KJIMHUYECKOTO COCTOSHUS ManueHTa. JleueHue MOxKHO
OTMEHSTH Cpasy.

Iayuenmoi, komopvwle panee He npunumanu npenapam Bapghapun

HavaneHas mo3a cocraBnser 5 Mr/cyTku (2 TablIeTKu O 2,5 MTr B CyTKH) B T€UEHHUE MEPBBIX 4-X
nHelt Tepanun. Ha 5-if nens neuenus onpenensiercs nokasarens MHO u, B COOTBETCTBUU C 3TUM
roKasaresieM, Ha3HavyaeTcs Mo AepKUBaroias 1o3a npenapara. OObIYHO MOAACPKUBAIOIIAS 1032
npemnapara cocrasisier 2,5-7,5 mr/cytku (1-3 Tabnerku 1o 2,5 Mr B CyTKH).

Tayuenmoi, komopvle panee npunumanu npenapam Bapghapun

PexoMenayemasi ctapToBasi 03a COCTABIISAET JBOMHYIO 03y U3BECTHON MOIEPIKUBAIOIIEH 10351
mpernapaTa U Ha3Ha4yaeTcsl B TeUCHHE MEPBBIX 2-X AHEN. 3aTeM JieueHHe MPOI0JDKAIOT C TOMOIIBIO
W3BECTHOM Mo/iep kuBatoiei 10361. Ha 5-i 1eHb ieueHus mpoBOIsAT KOHTPOIIh okazaTesnst MHO
U KOPPEKIHMIO J03bl B COOTBETCTBHUM C 3TUM IIOKa3zareleM. PexoMmeHIyeTcs MOJAepKUBaTh
nokazarenb MHO ot 2 o 3 B ciiydae npoUIakTUKK U JIEYEHHUS] BEHO3HOTO TPOoMO03a, SMOOIUU
JErO4HON  apTepuu, (QUOPWILISAIMK  Tpeacepaui, IUIaTallMOHHOW  KapJIMOMHOIIATHH,
OCJIO)KHEHHBIX  3a00JIeBaHMN  KJIallaHOB  CepAlla, MPOTE3UPOBAHUS  KIJIAMAHOB  cepaua
o6uomnpore3amu. bonee Bbicokue mnokazarenu MHO ot 2,5 ngo 3,5 pekoMmeHayroTcs Ipu
MPOTE3UPOBAHUM KIIAMIAHOB CepJIlla MEXaHWYECKUMHU TMPOTe3aMH M OCIOKHEHHOM OCTPOM
uH(papKTe MHOKapAa.

Oco0ble TPYMIIBI TAIUEHTOB

Jlemu

I[aHHBIe O NPUMCHCHUHU Bap(bapI/IHa y JeTen OIr'paHHUYCHBI. HauansHas go3a O0OBIYHO COCTaBJISAET

0,2 MI/Kr B CYTKM NpH HOpMallbHOW (yHKuMU medeHu U 0,1 MI/Kr B CYTKM NpU HapyIIEHUU
¢byukun neyenu. [lonnepxuBatoias 103a nogoUpaeTcst B COOTBETCTBUU ¢ nokazarensimu MHO.
Pexomennyemble nokazarenun MHO Takue e, kak ¥ y B3pocibIX. PelieHne o mpuMeHEHUH
npenapata Bapdapun y gereit 1opkeH NMPUHUMATh ONBITHBIM crieruainuct. JledeHue IOIKHO
IPOBOJUTHCA TOJ] HAOJIIOJEHUEM OIBITHOTO CHelUanucTa-neauarpa. J(o3sl moaOuparoTcs B

COOTBETCTBUU C MPUBEACHHON HIKE TAOJIHIICH.
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Ta6muma 1. ITon6op no3s1 Bapdapuna y aeTeit

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 14.11.2022 Ne 26624
18 ne!MOCNENCBATENLHOCTE 00071)

Hensb 1

Ecmu 6a3zoBerii mokaszareas MHO ot 1,0 mo
1,3, To ymapHas no3a coctaBisieT 0,2 Mr/kr
MACCEI TelIa.

Huu co 2 no 4, ecinu 3navenne MHO:
or 1 mo 1,3

or 1,4 1o 1,9

ot 2,0 1o 3,0

ot 3,1 1o 3,5

>3,5

JlewcTBus:

MOBTOPUTH YAAPHYIO J103Y;

50 % ot ynapHo# 1036l

50 % oT ynapHoOii 103bI;

25 % OT yapHOM J03bI;

[IpexkpaTtuTh mNpuUMEHEHHUE TMpernapara o
noctkenusa 3Hauenus MHO < 3,5, 3arem
BO300HOBUTH JICUCHUE J030M, COCTABIISAIOIICH
50 % ot npenpIayIei 10361

[Tonnepxanue, ecnu 3Hauenne MHO:
or 1 mo 1,3

or 1,4 no 1,9

ot 2,0 1o 3,0

ot 3,1 10 3,5

>3,5

JleticTBus (HemenbpHas 103a):

MOBBICUTH 403y Ha 20 %;

MOBBICUTH 703y Ha 10 %);

0e3 U3MEHEHNIH;

cHU3UTH 103y Ha 10 %);

MPEKpaTUTh NPUMEHEHUE Tpernapara Jo
noctmkenus MHO < 3,5, 3arem BO300OHOBUTH
meyenre po3ou Ha 20 % MeHbIICH, YeM
npeabIIyIas 103a.

HauueHmbl NnOJ2HCUI020 803pacma

He cymectByeT ciennanbHbIX peKOMEH1allui 110 IPUMEHEHUIo npenaparta Bapdapus y moxxuibsix

HannucHTOB. O,I[HaKO ITOXXHMJIBIC ITAIMCHTHI AOJXKHBI HAXOJAHUTHCA 1104 TINATCIbHBIM Ha6J'II-OI[eHI/IeM,

T. K. OHM UMEIOT 0oJiee BBICOKUI PUCK Pa3BUTHS MTOOOUHBIX 3 (HEKTOB.

Tayuenmoi ¢ napywienuem yHKyuu neveHu

Hapymenue ¢pyHKIMY IeYeHN YBEIUYMBAET UyBCTBUTEIBHOCTD K Bap(hapuHy, OCKOJIBKY II€YE€Hb

npoayuupyeT (akTopbl CBEPTHIBAHUS KpPOBU, a Takke MeTabonusupyeT BappapuH. Y 3To

IPYNIbl NAUEHTOB HEOOXOIMMO THIATEIbHOE MOHUTOpHpoBaHue nokaszareneiit MHO.

Tayuenmoi ¢ napywenuem hynkyuu novex

VY manueHToB ¢ HapyleHHeM (pyHKIUHM MoYek TpeOyeTcs CHU3MUTH 103y npenapara Bapdapun u

MPOBOJIUTH THIATEIHHBIM MOHUTOPHHT (cM. pazaen 4.4, moapasnen «OcoObie yKa3zaHUs).

lInanosvie (21ekmusHble) XUpypeuyecKue emeuamenbcmed

Hpe-, NEpH- U NOCTOMCPATUOHHAA AHTUKOAr'yJIAHTHAsA TCpalrd IMMPOBOANUTCA, KAK YKA3aHO HHIKC

(CCJ'II/I HCO6XOI[I/IMa CpOoYHad OTMCHA AHTHUKOAryJIsIHTHOTO 3(1)(1)CKT3 nocJIC IMmpuemMa BHYTPb —

cM. pazzen 4.9).

Onpenenuth nokaszarens MHO 3a Henenmo 10 HA3HAYEHHOM OTepalnu.

IIpexkpatuts npuem npenapata Bapdapun 3a 1-5 qHeil 10 XUpypruueckoro BMenareiabcrsa. B

CJIyda€ BBICOKOTO pHUCKa TpOM6038. MNanueHTy I HpO(bI/IJIaKTI/IKI/I IIOAKOKHO BBOJAT

Crpanuna 3 u3 27
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HHU3KOMOJIEKYJISIPHBIN renapuH. [[mMTenpsHoCTh nay3bl B Hby'leME-tﬂﬁéEé‘th lB'J;{)I'C‘[)IaﬂI/H{%aHIJIéI/IT

ot nokazarenst MHO. [Ipumenenue npenapara Bapdapun npekpamiaror:
- 3a 5 THEW 0 XUPYPrHYeCcKoro BMENIaTeIbCTBa, eclin rokazatens MHO > 4,0;
- 3a 3 AHS 10 XUPYPTHYECKOr0 BMEIIATENbCTBA, eciu nokaszaresb MHO ot 3,0 1o 4,0;

- 3a 2 IHA 10 XMUPYPrU4eCcKOro BMeaTelbCcTBa, eciu nokazareas MHO ot 2,0 o 3,0.

Omnpenenuts nokazatesb MHO BeuepoMm nepen XUpypruueckuM BMEIIATEIbCTBOM M IPUHSTH

0,5-1,0 mr Butamuna K1 BHYTph WJIM BBECTH BHYTPUBEHHO, ecliv mokazaTesr MHO > 1,8.

[IpuHATH BO BHUMaHHE HEOOXOAUMOCTh HMH(Y3UHM HEPPAKIMOHHPOBAHHOTO TIeHNapuHa WU
MpOQUIAKTUIECKOTO BBEACHHS HHU3KOMOJICKYJISIPHOTO TeMaphuHa B JCHb XUPYPTUYECKOTO

BMCIIATCJILCTBA.

HpOI[OJ'DKI/ITB IMOAKOKHOE BBCACHUEC HU3KOMOJICKYJIAPHOI'O rériapruHa B TCUCHUEC 5-7 ,Z[Hefl I10CJIC
XUPYPTHYICCKOro BMCHIATCIIBCTBA C€ COIIYTCTBYIOIIMM BOCCTAHOBJICHHBIM [MPUMCHCHHUCM

npemapata Bapdapun.

[Ipogomxuth mpuMeHeHue npenapata Bapdapus ¢ 00bI4HOM MOAIEPKUBAIOIIEH TO3BI B TOT XKe
JIeHb BEYEPOM I0Ciie HEOONBIIUX OIepalyii, 1 B J€Hb, KOTJA MalMEHT HAYMHAET MOJIy4aTh

OHTCPAJIILHOC MMTAHUEC ITOCJIC KPYITHBIX XUPYPTHYCCKUX BMCIIATCIILCTB.

Cnoco6 IIPUMCHCHUA

BHYTpB, 1 pa3 B CYTKH, KCJIATCIbHO B OJHO 1 TO K€ BPEMA CYTOK.

4.3. IIpoTuBONOKA3aHUS

e VYcTaHOBJIEHHas WJIM TOJ03peBaeMas TMIEPYYBCTBUTENBHOCTh K Bap(apuHy H/HIU K
J000MY M3 BCIIOMOT'aTEIbHBIX BEIIECTB, IEPEUUCIEHHBIX B pa3jaene 6.1.

e (OcTpoe KpOBOTEUYEHHE.

e TpomOouuToneHus.

e Ocrtpsiii IBC-cunapom.

e Jledumut 6enkoB C u S.

e JlOBBILIEHHBIM PHUCK KPOBOTEUEHWH, BKJIIOYas IMPUMEHEHUE Yy MAlUEHTOB C
reMOPParM4ecKMMHM pacCTPOMCTBAMHU, BapUKO3HBIM pAaCIIMPEHHMEM BEH MHIIEBOJA,
AQHEBPU3MOW apTepuil, JIOMOAJIHHOM IYHKITUEH, SI3BEHHOW OOJE3HBIO JKENIyaKa |
JNBEHAAIATUIIEPCTHON KHILIKH, C TSKEIBIMH paHaMH (BKJIIOYas OIlepalloHHBIE),
OaKTepHaJbHBIM  SHIOKAPIAUTOM, 3JI0KAaYeCTBEHHOM apTepHalbHOM TUIEpTEH3UEH,
reMOpparu4ecKUM MHCYJIBTOM, BHYTPUUEPETTHBIM KPOBOU3IUSHUEM.

e Tsxenas nmoyeyHast U/Miiv EYEHOYHAs HEJJOCTaTOYHOCTb.

e bepemeHHOCTH (TIEPBBIN U TPETUI TPUMECTD).
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Majba0dCcopOIuy.

4.4. OcoOble ykazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NIPUMEHEHUH

C 0CTOPOKHOCTBIO

[To>xunolr BO3pacT, JIUXOpajaKa, THUIEP- W TUIOTUPEO3, JEKOMIICHCUPOBAaHHAs CepAcYHas
HEJOCTATOYHOCTh, AJIKOT'OJIU3M C COIYTCTBYIOIUIMMM IOPAXKCHUSMH II€YEHHU, II0YeYHas
HE/I0CTaTOYHOCTh JIETKOM M YMEPEHHOH CTETIeHU TSKECTH, HE(YPOTHUECKUI CHHIPOM, YMEpEHHAs
[IEYEHOYHAsA HEJJOCTaTOYHOCTD, JEMEHIIHS.

Oco0sble yKazaHus

Monumopune

OO0s3aTeNbHBIM YCIOBUEM Tepaluu TpernapatoM Bapdapun sBiseTcss cTporoe coO0JeHHe
HalMEeHTOM IpueMa PeKOMEHI0BaHHOH J103bI Iipenapara.

IleneBoe 3nauenne MHO i aHTUKOAryJssHTHOM Tepamuu A NpUeMa BHYTPb B LEJSIX
OpOopMIAKTUKA TPOMOOIMOOIMUYECKUX OCJIOKHEHUH Yy TMAalUeHTOB C MPOTE3MPOBAHHBIMU
KIanaHamu cepana — 2,5-3,0; mis apyrux nokazanuii — 2,0-3,0.

[TaruenTsl, cTpajarolue aaTKoroJIu3MOM WK JIEMEHIUEH, MOryT ObITh HECIIOCOOHBI COOIIOAATH
HpeanucaHHbIi pexXxUM IpUMEeHeHus npenapaTta BapdapuH.

Daxmopul, erusowue Ha d¢pexm sapghapuna

[Ipy TakuX COCTOSHUSIX, KaK JIMXOpajKa, TUIEPTUPEO3, IEKOMIIEHCUPOBAHHAsI CepjAeyHast
HEJ0CTAaTOYHOCTh, AJIKOTOJIM3M C COITYTCTBYIOIIMMU MOPaKEHUSIMHU NIEUYEHH, IEHCTBUE Mpernapara
Bapdapun moxer ycunusarbes. Ycunenue 3ddexra Bapdapuna, Tpedyroliee CHUKEHUS JO3bI
npenapara, TakKXXe MOXeT Ha0mojaTbes IpH  IMOTepe Beca, OCTPBIX COMYTCTBYIOLIMX
3a00JIeBaHUSX U MPEKPAIIEHUN KYPEHUS.

OddexT BapPaprHa MOKET ObITH CHUYKEH IPU THUIIOTUPEo3e. Y MeHblIeHne 3¢ dexra BappapuHa,
Tpebyrolee yBeIMUeHHs J03bI IperapaTta, BO3MOXKHO P YBEIMUEHUH BeCa, a TAKXKE IPH AUapee
U pBOTE.

Tayuenmul ¢ mymayueti 2ena, kooupyroweeo uzogpepmenm CYP2C9

[TaruenTsl ¢ MyTanuel rena, koaupyromero u3opepment CYP2CY, umeror O6osee JIATETHHBIN
T12 Bapdapuna. ITUM nanMeHTam TpedyroTcs 6osee HU3KuUE 036l Ipenapara BapdapuH, Tak kak
IpY IPUMEHEHUH OOBIYHBIX TEPANIeBTUYECKHX /103 MOBBIIIAETCS PUCK PAa3BUTHUS KpoBoTeueHu. B
clly4ae  HEOOXOIMMOCTH  HACTyIJIEHHS  OBICTPOTO  aHTUTPOMOOTHYECKOTO  d(dekTa,
PEKOMEHIyeTCsl HAaUMHATh TEPAIUIO ¢ BBEACHUS T'elapyhHA; 3aT€M B T€UEHHE S5-7 JTHEU cleqyeT
POBOJIUTH KOMOMHHPOBAHHYIO TEPANMIO FEMapHOM U Bap(hapUHOM /0 TeX IOp, MOKa LeJIeBoe

snayeHrne MHO He OyneT coxpaHsAThCs B TeUeHue 2 JHeH (cM. pa3aen 4.2).
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H-' OTYETY

JUTSL TOCTHKECHHSI TepareBTu4Yeckoro 3¢ dekra HeoOxoaumo 5-20 HArpy304HBIX 103 Iperapara
Bapdapun.

Eciu npumenenue mnpenapata Bapdapun y Takux mnmanueHToB HedI((EKTHBHO, cleayeT
YCTAaHOBUTh U JIPYTM€ BO3MOXXHBIE MPUYMHBI, HAIPUMEpP, OJHOBPEMEHHBIM NIpPHEM IPYIHX
JICKapCTBEHHBIX IMpemnapaToB (cM. pasznuen 4.5), HealeKBaTHBINA PalliOH MHUTaHUs, JIA0OpaTOPHBIC
OIIINOKH.

Kanvyughunaxcus

Kanpuudunakcuss — 370 peakuil CUHIPOM, MPOSBIAIOMIMNCA KanbLU(UKAIEH KPOBEHOCHBIX
COCYZIOB C HEKPO30M KOKH U COITPOBOXK/IAIOIIUICS BBICOKOM CMEPTHOCTBIO. JJaHHOE OCII0KHEHHE
B OCHOBHOM HAOJIOAAeTCs y MAIEHTOB C TEPMHUHAJIBHON CTaJuedl XpPOHMYECKOW MOYEYHOH
HEJOCTATOYHOCTU HA JMAajN3e, UM Y MAllMeHTOB C U3BECTHBIMH (DaKTOpaMU pUCKa, TAKUMU KaK
nebunut nporenHa C unu S, runepdocdaremusi, TUNIEPKATbIUEMHS WIH TUIOATEOYMUHEMUSL.
Onwucanbl peAKue ciydyad pa3BUTHS KAIbIU(UIAKCUN IPU MIPHEeMe BapdaprHa y MalueHToOB, He
CTpajgaroniux 3a00JeBaHUEM TMOYeK. B ciydae pa3BUTHS KalbIU(WIAKCUU CIEAYeT HavaTh
COOTBETCTBYIOIIIEE JICUCHUE M PACCMOTPETh BO3MOXKHOCTh IIPEKPAILIEHUS TepATui Bap(papruHOM.
Tpombogunus

[MatmenTs! ¢ aeduuurom nporenHa C WMEIOT MOBBIIICHHBIH PUCK PAa3BUTHS HEKPO3a KOXHU B
Hauaye npuMeHeHus BapapuHa. Y manueHToB ¢ nepunurom nporerna C neuenne BapdhapruHomM
clenyeT HauMHaTh 0e3 Harpy304HOW J03bI, JaKe €CIM OJHOBPEMEHHO MPUMEHSETCS TerapuH.
[Tpu neduunTe nporenHa S Takke CyLIECTBYET PUCK HEKPO3a KOXKH, TO3TOMY TaKUM MalleHTaM
1e1eco00pa3HO HAaYMHATh TEPANUI0 Bap(HapruHOM C HU3KUX J103.

Hwemuueckuii uncynom

AHTUKOAryJIsiHTHasE Tepamus I0CJI€ HIIEMUYECKOTO HHCYJbTa IOBBIIAET PUCK BTOPUYHOIO
KPOBOM3JIUSHUSA B HEKPOTH3UPOBAHHOM Y4YacTKE TOJOBHOIO MoO3ra. Y TAIUEHTOB C
¢ubprsuanMen npencepauil JIMTENbHOE NPUMEHEHHE BapgapuHa SBISETCS OJaronpHUsITHBIM.
OpHako PHUCK PAHHEro peluMMBa AMOOIMM HEBENIMK, MOITOMY IEJecO00pa3HO BPEMEHHOE
IpeKpalleHre Teparnuu I0Cie HWIIeMUYEeCKOro HHcynbTa. JleueHue BapdapuHOM ciexyer
BO300HOBUTH 4epe3 2-14 nHel mocie MIIEeMHYECKOro MHCYJIbTa, B 3aBUCHUMOCTH OT pa3zMepa
uH(papKTa U apTepUaAIbLHOTO JaBJiICHMS. Y MalUEHTOB C OOMIMPHBIM AMOOINYECKUM HHCYIBTOM,
WM HEKOHTPOJHPYEMOW AapTEepUaNIbHOM THIIEPTEH3UEH, CIEIyeT NPEKPaTUTh IPUMEHEHUE
Bapdapuna Ha 14 qHEi.

Xupypeuueckue emewamenbcmea

Onepanuy, HE CBA3aHHBIE C PUCKOM TSXKEIOr0 KPOBOTEUEHUS, MOTYT OBITH BBIMOJIHEHBI MPU

MHO < 2,5. Ecnu cyImecTByeT prcK Cepbe3HOr0 KPOBOTCUCHHSI, Bap(hapHH CICAYeT OTMEHHUTH 3a
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(HampuMmep, TMPU BBICOKOM PHCKE KU3HEYTPONKAIOMUX TPOMOOIMOOTHMUECKUX OCIOKHEHHIA),
MHO nomkHO OBITh CHIDKEHO 10 < 2,5 M Hauata Teparus remapuHoM (cM. pasnuen 4.2).

Ecnu xupyprudeckoe BMEIIAaTEIbCTBO HEOOXOAUMO, U HENb3s MPEKPATUTh MpueM BapdapHuHa 3a
3 IIHS 10 OTlepallvy, aHTUKOATYJISIHTHOE JieiicTBHE Bap(apuHa cienyeT nNpeKpaTUTh IPUMEHEHUEM
npemnapaToB ButaMruHa K B HU3KUX /103aX.

Cpoku BO30OHOBIIEHHS Tepanmuu BappapuHOM 3aBHCAT OT pHUCKA IOCIEONEPAIIMOHHOTO
KpoBoTeueHus. B GonbpIIMHCTBE cilydyaeB mpueM BapdapruHa MOKHO BO300OHOBUTH, KaK TOJBKO
MAIUEHT CMOXKET IPUHUMATh TaOJIETKU BHYTPb.

Cmomamonoeuueckue npoyeoypul

He cnemyer mnpekpamars mnpuem BapdapuHa meper OObIYHBIMH  CTOMATOJIOTMYECKUMH
BMeENIaTeNLCTBAMU (HAaIIpUMeEp, Iepe]] IKCTpaKIuen 3yoa).

Hapywenue ¢pynkyuu novex

[Ipr XpOHMYECKOH MOYEYHON HEAOCTATOUYHOCTH WM HE(YPOTHUECKOM CHHJIIPOME IOBBIIIACTCS
KOHIIGHTpalusi cBOOOHOM (pakuuu BapdapuHa B IJIa3Me KPOBH, KOTOpPas B 3aBUCUMOCTH OT
COITYTCTBYIOIIKX 3a00JI€BaHU MOXKET IPUBOJUTH KaK K YCUJICHUIO, TaK U K CHIDKEHUIO d(deKTa.
B cnydae ymepeHHOH cTeneHU MOYEeYHOUW HEeIO0CTaTOUYHOCTH 3 ¢eKT BapdapuHa ycHIUBAETCS.
Pexkomenmyercsi coOmroaTh OCTOPOKHOCTh IPH TPUMEHEHWH BapdapuHa y IalUEHTOB C
HapylIeHreM QyYHKIUH IMo4eK. Bo BCeX BBINIENIEPEUNCIICHHBIX COCTOSHUSX JOKESH IPOBOIUTHCS
TIIATEJbHBIN KOHTPOJIb 3HaueHuit MHO.

3abonesanus wumosuUOHoI dcenesvl

CxopocTte MeTabonu3ma BapdapuHa 3aBUCUT OT (PYHKIIMOHAIHHOTO COCTOSIHUS HIMTOBHIHOU
xene3bl. [loaToMy TManueHTHl ¢ TUIEep- WM THIOTHPEO30M B Hadayle Tepanud BaphapruHOM
HY>KJAIOTCS B TIIATEIHHOM HaOIIOICHUH.

Tayuenmoi nodcunozo eospacma

JleueHne MOKUIIBIX TTAIMEHTOB JOJKHO MPOBOAMTHCS C OCTOPOKHOCTHIO, T. K. CHHTE3 (haKTOpPOB
CBEPTHIBAHUSI KPOBU M TEUYCHOYHBIN META0OIM3M Yy TaKMX MAIlMEHTOB CHUKACTCS, BCIEICTBUE
4ero JieiicTBUE BaphapruHa MOXKET YCHIINBATHCS.

BcrnomorarennHble BellecTBa

[Tpenapat Bapdapun comepXuT JaKkTo3bl MOHOTHIPAT (caxap MojouyHbli). [laninenTam ¢ penko
BCTPEYAIOLIMMHCSA  HACJIEACTBEHHBIMH  3a00JI€BaHUSAMH, TaKUMU KakK HENEpEeHOCUMOCTh
rajlakTo3bl, HEMEPEHOCUMOCTD JIAKTO3bI BCIIEICTBUE A€(DUIIUTA JIAKTA3bl WM CHHJIPOM TIIFOK030-
raJlakTO3HOM MalibabcopO1Mu, He clieAyeT MPUHUMATh TaHHBIN JIeKapCTBEHHBIN Mpernapara.

JlaHHbIii ipenapaT coepkKuT MeHee 1| MMoitb (23 Mr) HaTpus Ha OJIHY TalbJIeTKy, TO €CTh I10 CyTH

HC COACPIKUT HATPUA.
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B3anMMO/IelicTBUS

Bapdapun nmeer y3kuii TepaneBTHUeCKUW auana3oH (MHAEKC). OJHOBpEMEHHOE NMPHUMEHEHUE
BappapuHa ¢ JIOOBIMH JIGKAPCTBEHHBIMU IpenapaTraMu  CJleIyeT OCYIIECTBISTh C
OCTOPOXKHOCTBI0. He pekoMeHyeTcs HauMHaTh WK MPEKpalaTh IpueM APYTUX JIEKapCTBEHHBIX
IpernapaToB (BKJIIOYas IIpernapaThl OE3peleNTypHOrO OTIYCKAa), a TaKK€ H3MEHATh J03bl
NPUHUMAEMBIX JIEKAPCTBEHHBIX MPENapaToB 0e3 KOHCYJIbTAIMH C JICYAIIMM BPauyOM.

[Tpu 0IHOBPEMEHHOM HAa3HAUYEHUU JPYTUX JEKAPCTBEHHBIX MperapaToB HEOOXOAUMO MPUHUMATh
BO BHHMaHHE, 4YTO HUX [PUMEHEHHE MOXKET TPUBECTH K HW3MEHEHUIO BBIPAKEHHOCTU
aHTUKoarymssHTHOro 3¢ ¢dekra Bapdapuna. llepen Ha3HaueHHEM JIOOOTO JIEKAPCTBEHHOTO
npernapara cleyeT BHMMATEIbHO M3YyYUThb MHCTPYKLMUIO [0 €ro NPUMEHEHHMIO Ha IpeIMeT
pEeKOMEHalMii M0 KOPPEeKIUU J03bl BapdapuHa U HEoOXoauMocTH Oojiee TIIATEIBHOTO
MOHHMTOPHHTA €r0 AHTUKOAryJIsSHTHOM akTUBHOCTU. EciM B MHCTPYKIMU TO NPUMEHEHHIO
JIEKapCTBEHHOI'0 Ipernapara HH(opMmanus O B3aUMOAEHCTBUM € BappapUHOM OTCYTCTBYET,
CJIEZyeT YYUTHIBATH BO3MOKHOCTH TAKOTO B3aMMO/ICHCTBHS.

[Tocne HazHayeHus J1I0OOTO HOBOTO JIEKAPCTBEHHOT'O CPEJICTBA CIENYET OCYIIECTBISTH Ooiee
TiarensHbiii MoHuTOpuHr MHO, eciu ecTh XOTs 661 MUHUMAJIbHOE TIOJJ03PEHNE Ha BO3MOKHOCTD
B3aMMOJIEHCTBUS 3TOTO Mpenapara ¢ BappapuHOM.

dapmakogrHaAMHUYECKHE B3aUMOJEUCTBUS

OpnHoBpeMeHHOE Ha3HAYEHHE JICKApPCTBEHHBIX MPENapaToB, MPUMEHSEMbIX ISl JICUCHUS WU
NpopWIAKTUKN apTepUATbHBIX M BEHO3HBIX TPOMOO30B, a TaKXke JPYIMX JEKapCTBEHHBIX
IpenapaToB, BIUSIONIMX HA CBEPTHIBAEMOCTh KPOBH, MOXET YCHIIMBATh (hapMaKoJIOTHYeCcKOe
neiictBue BapdapuHa U yBEIMYUBAET PUCK KPOBOTEUEHUH.

[TaumenTtam, mosyyaromuM BapgapuH, TPOTHBONOKAa3aHO MpPHUMEHEHHE (PUOPHHOIUTHYECKUX
npenapaToB (TaKMX Kak CTPENTOKMHA3a U alTeIuiasa).

B cBsf3M ¢ TIOBBINICHHBIM PHCKOM PAa3BUTHSA TSOKEIBIX KPOBOTEUYEHHWH cIlenyeT Hu30eraTh
OJTHOBPEMEHHOTO TIPUMEHEHHUsI BapdapuHa C KIOMUAOTPENIOM, MPACyTrpesioM, THKJIOMHUINHOM,
HECTEPOUIHBIMU IPOTUBOBOCTIATUTEIbHBIMU npenapaTamu (HIIBIT) (BKITIOYAst
AlETHJICATUIMIOBYIO KHCJIOTY W CEJICKTUBHbIE WHTHOMTOPHI IMKIOOKcHreHassl-2 [I[OI-2]),
CyIb(UHINPA30HOM, TMPSAMBIMM WHTHOUTOpaMU TpoMOHMHa (OMBaNMPYIOUH, [gaburaTpaH),
TUTTHPHUIAMOJIOM, HEe(DPaKIMOHUPOBAHHBIM T'eIIAPHHOM, HU3KOMOJIEKYJISPHBIMUA TelapuHaMH,
(doHIamapuHyKCOM, puBapokcabaHoM, anmukcabaHoM, Ojokaropamu riukonporenHoBbix 11b/111a
penentopoB (dntudubatua, TupodubaH, adbumkcumad), MPOCTANUKINHOM, CEIEKTHUBHBIMU
uHruOutopamu obparHoro 3axBaTta ceporoHuMHa (CHMO3C) unm Hopanpenanuna (CHUO3H),

AHTUOMOTHKAMU TPYMIbl MEHUIWIUIMHA (MpU UX NPUMEHEHHH B BBICOKHX J103aX), a TaKkKe
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JTO0BIMU IPYTUMU JIEKAPCTBEHHBIMU MPENapaTaMu, mﬁﬂ%%éﬂ&%ﬂg&l&%&gzkﬂogﬁ I

CHI)KAIOIIMMHU arperanmuio TpoMOOIUTOB. Ecny OJHOBpEeMEHHOE TPHUMEHEHHE YKa3aHHBIX
MIPEMapaToB SIBISETCS a0COTIOTHO HEOOXOAUMEBIM, CIIEAYET COOMI0OAATh 0OCOOYI0 OCTOPOKHOCTh U
OCYIIECTBIIATh TIIATENIbHBIN KOHTpos MHO.

OpnHoBpeMeHHOE MpUMeHeHue BapdapuHa ¢ aleTUICATUIUIOBON KHCIOTONM B HU3KHX J03aX
SIBIISIETCSL JTOITYCTHUMBIM, OJHAKO COMPSIKEHO C MOBBIMICHHBIM PUCKOM JKEITYA0YHO-KHIIEYHBIX
KPOBOTCYCHUH.

B Hauane jedeHus BEHO3HBIX TPOMOO30B M TpoMO03MOONMK BaphapuH MOXKET MPUMEHSTHCS
COBMECTHO C He(paKUMOHMPOBAHHBIM TEMAPHUHOM JI0 TEX IOp, MOoKa HE OyAyT IOCTUTHYTHI
uesnesblie 3HaueHuss MHO.

DdapMaKOKMHETHYECKHE B3AUMOJIENCTBUS

B metabonusme Bapdapuna yyacTByroT uzodepmentsl nuroxpoma P450 CYP2C9, CYP2CI19,
CYP2C8, CYP2C18, CYP1A2 u CYP3A4. bonee momubii (obecrneunBaroniuii 60 % oOrero
AQHTHKOATYIITHTHOTO JEMCTBUS Tpemapara) S->HaHTHOMEp BapdapuHa METa0OIU3UpPYeTCs
nzodpepmernrom CYP2C9, B To Bpemsi kak R-sHaHTHOMEp MeTabOIM3UpyeTCss n30(hepMEeHTaMU
CYP1A2 u CYP3A4. PaBHoBecHass KOHIEHTpanusi BapdapuHa MpH IMTEIHHOM IMpUEMe
npemnapata onpenenserca CYP2C9-onocpenoBaHHBIM METaO0IM3MOM S-3HAHTHOMEDA.

Brusanue opyaux n1ekapcmeeHHblX cpedcme Ha apMakoOKUHemuKy eap@apuna

WNuaruduroper CYP2C9, CYP1A2 n/unmun CYP3A4 MoryT ycuiauBaTh aHTUKOATYIISIHTHBINA 3 ekt
BapdapuHna (yBenuuuBatb MHO) nocpencTBoM yBeTUUYEHUS €r0 HKCIIO3UIIH.

Nunyxropsr CYP2C9, CYP1A2 w/unu CYP3A4 MoryT yMeHbIIaTh aHTUKOATYJISIHTHOE JIeficTBHE
BapdapuHa (camkate MHO) nytem ymMeHbIIEHUS €ro HKCIO3UIUH.

JlekapCTBEHHBIE CPE/ICTBA, BIMSHUE KOTOPHIX Ha M30(epMeHTHl muToxpoma P450 HenssecTHO,
ClIeflyeT C OCTOPOKHOCTBIO HPHUMEHSTh OJHOBpPEMEHHO C BapdapuHOoM. llpum Ha3HaueHMH U
OTMEHE 3TUX IpenaparoB MalueHTaM, MOoIydarolM BapdapuH, 1eaecoodpa3eH 6osee 4acThli
koHTposb MHO.

Brusanue sapgapuna na papmakoxurnemuxy Opyeux 1eKapcmeeHHblX cpeocms

Bapdapun moxer ycunauBaTh JAEHCTBHE NEpOPATbHBIX T'MIIOIJIMKEMUYECKHX CPEICTB —
IPOM3BOJIHBIX CYJIb(OHUIMOUYEBUHBI (XJIOPIPOMAMU, TOJNOyTaMHI) U HPOTUBOCYAOPOKHBIX
npenapatoB (dbeHutouH, (GeHoOapOWTA) TOCPEACTBOM 3aMEUICHHS HX MeTa0ojiu3Ma WU
BBIBEJICHHSI U3 OPTaHW3Ma M YBEIIMYCHUS UX IKCTIO3HIINH.

Hwxe mnpencraBneHa gomojHUTENbHAs uWHGoOpManus O B3auMoJeicTBUAX BapdapuHa ¢
OTJENBHBIMU JICKAPCTBEHHBIMH CpPEACTBAMHU W IHUIIEBBIMH HpPOAYKTaMH. [laHHBIN mepedeHb
SIBIISICTCST HETIONHBIM W HE OXBATBHIBAET BCE BO3MOXKHBIC JIEKAPCTBEHHBIC B3aWMOJICHCTBHS

Bap(dapuHa.
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Tabnuya 2. Jlekapcmeennvie npenapamol, CHUMGAOuUe %?ﬁé%%@ﬁ;%"": CTb 0001)

HazBaunue

Bo3MOXHBIN MeXaHNU3M

Cepoeurno-cocyoucmule npenapamol

Konecmupamun CHwxkeHue BcacblBaHUS Bap(apuHa U BIUSHUE Ha
SHTEPOTEMATUICCKYIO PEIUPKYIISITHIO.
B0O3MOXHO CHM)KEHUME AHTUKOATYJISIHTHOIO JEHCTBUS
Bap(daprHa BCIIEACTBUE YMEHBIICHUS €ro a0COpOIInH.
bozenman WNuaykuus mpeoOpa3oBanus BaphaprHa B H30(PEPMEHTHI

CYP2C9/CYP3A4 B neueuu

Kenyoouno-Kuueunvie npenapamol

Anpenumanm Wuaykuus nmpeodpazoBanus BapdapuHa B U30(EepMEHT
CYP2C9

Mecanazun B03MOKHOCTh CHHKEHHS aHTHKOATYJITHTHOTO ACUCTBUS
Bap(dapuHa

Cykpanvgpam BepositHOCT cHMKEHUs1 abcopOunu BaphaprHa

Lepmamonocuueckue npenapamul

I'puzeoghynveun

CHHMKeHHE aHTHKoar YIAHTHOT'O 3(1)(1)CKT21 KyMapHuHOB

Pemunouowi

B03MOXHOCThH CHYKEHUSI aKTUBHOCTH BapdapuHa

Anmubaxmepuanbhvie npenapamol

ﬂumoxcauwmmt

Ycunenne metabonusma BappapuHa

Pugamnuyun

Vcunenne werabonuzma BapdapuHa. HeoOxomumo

n30erath UX COBMECTHOTO MMPUMCHCHUS.

IIpomusosupycHuvle npenapamol

Heesupanun, pumonaeup

VYcunenne metabonusma BapgapuHa, Oocpe0BaHHOIO

nzopepmernrom CYP2C9

Hagyunnun

CHmKeHHe aHTHKOAryJIsTHTHOTO 3¢ dekTa BapdpapuHa

Hecmepouonvie npomusosocnanumenvhvle npenapamoi | uneubumopwr L[OI-2

Denazon Wuaykuust Mertabonu3zmMa  (QEpMEHTOB,  CHUXKEHHE
KOHIEHTpaluu BapdapuHa B Ia3Me KpoBU. Moxer
noTpedoBaThCsl yBEIMUYEHHE 70361 BaphaprHa.

Pogpexoxcud MexaHn3M B3auMOJIEHCTBUS HE U3BECTEH

IIpenapamul, enrusrowue na YeHMPAILHYIO HEPEHYIO CUCTNEMY

Bapoumypamur (Hanpumep,
Genobapbuman)

Ycunenune merabonusma Bappapuna
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Hpomueoanuﬂenmuqecmte Cp@dCﬂ’l@(l

(Kap6aMa3enuH, eajibnpoeesas Kuciomada,

Yculienne Mé%%éﬂqig&éﬁaﬁgg%ﬁa OCTE 000t

NPUMUOOH)

Anmuodenpeccanmuol (mpazooon, | B 4-x cinydasx KIMHUYECKOTO TPUMEHEHHUS ObLIO

MUaHcepuH) YCTQHOBJICHO, 4YTO B3aWMOJICHCTBHE Tpa3oioHA U
Bap(aprHa BBI3BIBAIO CHUXKEHUE MPOTPOMOWHOBOTO
BpeMeHu M mnokaszatenss MHO, HO MexaHu3M JaHHOTO
B3aMMOJICHCTBHS HEU3BECTECH

I'nymemumuo CHMKEHHE aHTUKOAryIsIHTHOTO 3¢¢ekta BapdapuHa
BCJIEJICTBHE YCUJICHUS €ro MeTaboIu3Ma

Xnopouaszenokcuo CHIKEHHME aHTHKOATyJISTHTHOTO 3¢ dekTa BapdapuHa

LHumocmamuxku

Amunoznromemumuo Ycunenne merabonusma BapdaprHa

Aszamuonpun CHwxkeHue BcacbiBaHUS Bap(dapuHa U TOBBIIICHHE
MeTrabosn3ma BaphapuHa

Mepxanmonypun CHmxeHne aHTuKoaryassHTHOro 3¢ dekra Bapdapuna

Mumoman B03MOXXHO CHUXEHHME aHTUKOAryJlIssHTHOTO 3ddekra
Bap(apuHa

Hmmynooenpeccanmul

Luxnocnopun Bapdapun mnoBblmaeT KOHIEHTPAIUIO LUKIOCTIOPHHA
Wik ycunuBaeT ero 3(QexT, oka3piBas BIHMSIHHE Ha
MeTaboIM3M [UKIOCIOpUHA

Jluypemuxu

Cnupononakxmon, X10pmanuooH

HpI/IMeHeHI/Ie AUYPCTUKOB B CJIY4a€ BBIPA)KCHHOT'O

ANYPETUYCCKOI'O JIENCTBUSA MOXET MMPUBCCTU K

YBEITUYCHUIO KOHIICHTPALlUH ¢dakTopoB
CBEPTHIBAEMOCTH, 4TO YMEHBIIAET JENCTBHE
AHTUKOAT'yJITHTOB

Pacmumenvhuoie npenapanibvl

36epoboii NPOObIPAABTIeHHDLI

(Hypericum perforatum)

VYcunuBaer merabonu3M BapdapuHa, OCYIIECTBIISIEMBbII
uzopepmenramu CYP1A2 u CYP3A4 (merabGomusm
R-Bapdapuna), a TaKkKe OCYIIECTBIISIEMBIH
nzopepmerrom CYP2C9 (Merabonm3m S-BapdapuHa).

Bnusinue uHIyKuu n30(pepMEeHTOB MOXKET COXPAHSITHCS
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B ducme 2 enchs Hrooid OROH ALY HpHvEHeHHA

3Bepo0osi MPOABIPSBICHHOTO. B TOM ciydae, eciu
MalMeHT TPUHUMAET 3BEpoOOW  IPOJBIPSIBICHHBIMN,
ciaenyer u3Meputh mnokaszaresb MHO u npekpatuth
npueMm. Kontpons mnokaszarens MHO pomxen ObITh
PEryJsipHbIM, TaK KaK MOKa3aTeb MOXKET YBEIUUUBATHCS
npu oT™MeHe 3Bepo0os npobipsaBieHHOro0. [locne sToro

MO>KHO MPUMEHSATH BappapuH

JKenvuens (Panax ginseng)

BepositHa wuHIyknms Merabonu3ma BapdapuHa B

IICYCHU. H€O6XOI[I/IMO n3oerarhb COBMCCTHOT'O

IIPUMCECHCHUA

TTuwesvie npodykmoi

Ilpooykmul  numanus, codeparcawjue
sumamun K. Bonvuie 6ceco sumamuna K
3€/1eHbIX

codepafcumc;z 6 osouax

(Hanpumep, 3e/1eHb amapanma,
KOYAHHAS Kanycma, asokaoo, OpOKKOJU,
bproccenvckasn Kkanycma, Macio KaHoad,
aucm watio, YK, KOpuawmop (Kumza),
02YpPeyHas KoduCypa, Yukopuil, Hi00bl
KUBU, canam-1amyx, Msama, 3eleHdst
eopuuya, 01UBKO80e MAC0, NempyuKa,
20pox, ¢hucmawiku, KpacHvle MOpCKue
8000POCIU, WNUHAM, BECEHHU K,
coesvie 600, aUCMbs Yas (HO He yaul-
Hanumox), 3eleHb penvl, Kpecc-caiam),
HO3MOMY Npu JledeHuu eappapurom
cnedyem c OCMOPOAHCHOCIBIO

NPUHUMAMb 8 MUY OaHHbLE NPOOJYKMbl

OcnabnstoT nelictBrue BappapuHa

Bumamunwi

Bumamun C

CHmxeHue aHTUKoaryastHTHoro 3¢ dekra Baphapuna

Bumamun K

CHmkeHre aHTUKoaryiasHTHOro 3¢ddekxra BapdapuHa

(T. k. OJIOKUpYeT  CUHTE3  BHUTAMHUH

Bap(hapun

K-3aBucumbIx (pakTopoB KpoBH)
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Tabauya 3. Jlekapcmeennvie npenapamol, yCuiy 6amwué géé'qée%ﬁ@clﬁ”b"'c CTb 0001)

HaszBanue Bo3MOXHBII MEXaHU3M

IIpenapamul, enrusowue Ha Kpo8sb U OpP2ambl KPOBEMBOPEHUs

Abyuxcumadb JlomonHuTEIbHOE BO3JCHUCTBHE Ha CUCTEMY
CBEPTHIBAHUS KPOBU

Tupogpuban JlononHuTenpHOE BO3J/ICIICTBHE Ha CUCTEMY
CBEPTHIBAHUS KPOBU

Onmugpubamuo JononHurensHOe BO3/ICHCTBHE Ha cucTeMy
CBEPTHIBAHUS KPOBU

Knonuooepen JlononHuTenpHOE BO3J/ICIICTBHE Ha CUCTEMY
CBEPTHIBAHUS KPOBU

I'enapun JononHurensHoOE BO3JICHCTBHE Ha CUCTEMY

CBEPTHIBAHUS KPOBH

Ipenapamul, enusiiowue na sxncenydouno-kuuweynoiti mpaxkm (JKKT) u oomen eewecmes

Lumemuoun BeipaxkxeHHOe WHTHOHMpYyIOIIee JCHCTBHE Ha CUCTEMY
nutoxpomMa  P450, nmpuBoasiiee K CHHXKEHHUIO
MeTtabonu3ma BapdapuHa (B 3TOM clydae HUMETUIANH
MO’KHO 3aMEHHUTh PAHUTHIMHOM WIN (aMOTHINHOM)

I'nubenxnamuo Ycunenne aHTHKOATYJISTHTHOTO ACWCTBUS BaphapuHa

Omenpason Ycunenne aHTUKOAryJISHTHOTO AeWCTBUS BapdaprHa

IIpenapamul, 6030eticmsyrowyue Ha cepOeyHO-COCYOUCTYIO CUCTEMY

Amuooapon

Camkenne Meraboim3ma BapdapuHa IOCIEe OJHOU
HEJIeM COBMECTHOIO HpUMEHEHUs. DPPEeKT MOoxKeT
COXpaHAThCSI B TEUEHUE OJHOTrO-TPEX MECSIEB IOCIe

OTMCHBI aMUOJapOHa

SmakpuHoeaﬂ Kucaoma

Moxer ycunuBath 3¢Q@dexT BapdapuHa BCIEACTBHE

BbITECHEHU BapdapHuHa U3 OEIKOBBIX CBSI3EH

T'unonunudemuuecxue cpedcmea
(¢hnysacmamun, CUMBACMAMNUH,
PO3yBACMAmMUH, eemepuoposur,
bezaghubpam, K1ogubpam,

nosacmamun, genogpudbpam)

Konkypenuus MeTa0o0u3M,

nzodepmenramu CYP2C9 u CYP3A4

3a OHOCpe,I[OBaHHHﬁ

IIponacghenon

Camxkenne Mmetabonmn3ma BaphaprHa

Xunuoun

CHmxeHue cuHTe3a (PakTopoB CBEPTHIBAHUS KPOBU
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Jluazoxcuo MoxkeTt 3aMéﬂ%QE%gﬁ1}:E§?ﬁﬂb§6£ﬁ' gmll;}d'ﬁpyryfo
BBICOKOCBSI3aHHYIO C OEITKOM CYOCTaHIMIO U3 OCIIKOBBIX
CBsI3eH

Jueoxcun Ycunenue aHTUKOAryassHTHOro 3¢ dexra BaphapuHa

IIponpanonon VYcunenne aHTHKOAryJIIHTHOTO 3¢ deKTa BapdapuHa

Tuxnonuoun YBenuueHue  pucka  KpoBoreueHus.  HeoOxomum
KOHTPOJIb Nokazaresis MHO

Hunupuoamon IloBbI1IEHNE KOHILICHTPALIUH BapQapuHa u

JTUTTUPUIAMOJIA BCIISICTBHUE MOTCHIIMPOBAHUS Y PEKTOB.

[ToBbIIEHHE pHCKa KPOBOTEUEHUH (TeMOpparuii)

ﬂepmamwzoeuqecxue npenapanivl

Muxonazon (6 m. u. 6 popme 2ensi 014

nozrocmu pma)

CHmwkeHue CcOOCTBEHHOr0 KJIHMpeHca BaphapuHa W

MOBBILICHHE Bapdapuna, OIIOCPEI0BAaHHOT O

n3ohepMeHTaMu CUCTEMBI ITuTOoXpoma P450

Mouenonosas cucmema u nonosvie 2OPMOHbL

Cmepouonvie 20pMOHbI —
anabouueckue u/unu aHOpoceHHble

(Oanazon, mecmocmepon)

CHmwxkenue Meraboim3ma BapdapuHa W/WIH TMPSMOE

HeﬁCTBHC Ha CUCTCMY KOaryJsiuuu u (1)I/I6pI/IHOJII/ISa

FOpMOHbl 075l CUCEMHO20 NPUMEHEHUA

Cpeocmea, énusaowue Ha WumosuoHyo

acenesy

Ycunenue MeTabor3Ma BUTaMHH K-3aBucuMBIX

(akTOpPOB CBEPTHIBAHUS

Inoxacon

VYcunenne aHTUKOAryJassHTHOTO IeHCTBUS BappaprHa

IIpomusonoodacpuueckue cpeocmea

Annonypunon

Ycunenne aHTUKOAryJISHTHOTO AeWCTBUS BapdaprHa

Cynvgunnupaszon

YCI/IJ'ICHI/IG aHTI/IKOElFYJU[HTHOFO I[CI\/JICTBI/ISI BCJICICTBUC
CHWXEHUSA ero Meradoiim3Ma W OCJIaOJIEHUsT CBS3EH C

OenkaMu

Aumubaxmepuanvhsle cpeocmsda

HeHul/;uﬂﬂqul 6 BbICOKUX 003ax

(KOKCayUuiiuH, amMoOKCUYUILIUH)

B03MOXXHOCTD MOBBIIICHHUS BEPOATHOCTU KPOBOTCUCHMNA,
BKJIFOYasi KPOBOTCUCHUA M3 ACCCH, HOCA, IIOSABJICHUC

HCTUIIMYHBIX KPOBOIIOATCKOB HUJIN TEMHBIN CTyJ

Tempayuxnunol

B03MOXXHOCTh yCWJICHHS] aHTHUKOAryJIsHTHOTO 3 dexTa

BapdapuHa

Crpanuna 14 u3 27




g
L Lyl
L

TEBETCTEYET ZKCNEPTHOMY OTYETY
ot 14.11.2022 N= 26624

ol

Cynvghanunamuowvt  (cynrbgamemuson,

cynvadghypaszon, cyrvhapenaszon)

1oHOCTD YorlGHH A TOar kIR0 s derTa

Boatr

BapdapuHa

Xunononwl (yunpognoxcayun, | CHIXKEHUE MeTaboIM3Ma BapdapuHa
HOpghroKCayuH, ognoxcayuH,

epenaghnoxcayu, HAIUOUKCOBAS

Kucioma)

Maxponuowi (azumpomuyun, | CHIXKEHUE MeTaboIM3Ma BapdapuHa
KAAPUMPOMUYUH, IPUMPOMUYUH,

POKCUMPOMUYUH)

IIpomusocpubroswie cpeocmea | CHKeHne MeTabonr3ma BaphapuHa
(¢hyxonason, UmMpaKkoHasol,

KemoKOHA30]l, MEMPOHUOA30.)

Xnopamehperuron CHmwkenue Merabonu3Ma BapdapuHa, BBIPAKEHHOE
MHTHOUpYIOlIee IeHCTBUE Ha cucTeMy nutoxpoma P450

Legpanocnopunsi (yepamanoon, | Ycunenue 3gdexra BapdapuHa BcaeICTBUE MOJABICHUS

yeghanexcum, yeghmenoxcum, | cHHTE3a BUTaMUH K-3aBUCHMBIX ()aKTOPOB CBEPTHIBAHUS

yeghmemasou, yeghonepaszon, | KpOBH U IPYTUX MEXAHU3MOB

yeghypoxcum)

Cynvghamemokcason+mpumemonpum

CHwxkenue wmerabonu3ma BaphapuHa U BBITECHEHHE

Bap(apuHa U3 CaiTOB CBSI3BIBAHUS C OEITKaMHU

Anmueenvmunmnole cpedcmea

Jlesamuzon

VYcunenne aHTHUKOAryJIssHTHOTo 3¢ deKTa BappapuHa

IIpomusoxauinegvle npenapamsi YeHMpParLHO2O OCUCMBUs.

Kooeun

KoMmOuHaimst kojemHa U Tapareramolia YCHUJIUBAeT

aKTUBHOCTh Bap¢apuHa

Cpedcmea OM MblUEHYHbLX, CYCMABHbLLX U

KoCmHbIx boJiel

Auemuﬂcaﬂuuuﬂoeaﬂ Kucaoma

BriTecHenue BapdaprHa U3 aab0yMUHOB IJ1a3Mbl KPOBH,

orpaHudeHue Merabonnsma BapdaprHa

HIIBII (azanpona3on, unoomemayuH,
oxcugenbymason, NUPOKCUKAM,

CYIUHOAK,  MOAMemuH,  penpason,

yenexkokcub u opyeue)

KOHKypeHI_II/ISI 3a MeTa6OJ'II/I3M, OCYH_IGCTBJ'IHCMBII‘/’I

uzopepmentamu nuToxpoma P450 2C9

Jlegrynomuo

Orpanunyenue MeTabonu3ma BapdapuHa,

onocpenoBanHoro nzopepmenrom CYP2C9

Crpanuna 15 u3 27




COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 14.11.2022 N 26624

(ayemamunogen)

1-2

Hapayemamon

(ocobenHo rnocie HEeJIeIb

IIOCTOAHHOI'O HpI/IMCHCHI/Iﬂ)

Orphunciit MOrabomiIMA BapQapiia i AManue a

oOpa3zoBanue (pakTOpoB CBEPTHIBAHUS (TAHHBINA APPEKT

HE TMpOSBISETCS IMpU NPUMEHEHHMH MeHee 2 T

napaieramMmosia B CyTKH)

Denunboymazom CHmxenue MertabonuzMa BapdapuHa, BBITECHEHUE
Bap(dapuHa u3 caliToB cBsI3bIBaHUS ¢ OenkaMu. JlaHHYIO
KOMOWHAIIUIO CJICTyeT U30eraTh

Hapxomuueckue ananveemuxy | Y CUIICHHE aHTUKOATYJISTHTHOTO Y dekra BapdaprHa

(Oexcmponponokcugen)

IIpenapamul, 6030eticmsyrowue Ha YeHMPATbHYIO HEPBHYIO CUCTEM)

Hpomueoanwzenmu%cxue npenapanivl

(hocpenumoun, gpenumourn)

Britecuenue BapdapuHa U3 CalWTOB CBS3bIBAaHUS C

OenkaMu, MOBBIIIEHNE MeTa00IM3Ma BaphaprHa

Tpamaoon Konkypenuus 3a MeTaboiau3M, OMOCPEIOBaHHBIM
uzopepmentom CYP3A4

Aumuodenpeccanmol — cenekmughvle | OrpannueHue Merabonusma Bapdapuna. [lonarart yro

uneudbumopwvr  oopamnoeo  3axeama | CUO3C orpanmunBaror wuzodepment CYP2C9. On

cepomonuna (CHO3C) (pryoxcemun,

SBIIICTCS W30(EPMEHTOM, KOTOPBIA METa0OIM3UPYET

@nyeokcamu, napoxcemut, | HauboJiee CUJIBHOACHCTBYIOLIMI u30oMep S-BapdapuH.

cepmpanum) Kpome Ttoro, u CHO3C, u BapdapuH mnpoyHO
CBSI3BIBAIOTCA C anbOymuHOM. llpm Hammuum oOomx
YBEIMYUBACTCSI BO3MOKHOCTh BBITECHEHHS OJTHOTO W3
COEIMHEHUH U3 aabO0yMHHa

Xnopaneuopam MexaHu3M B3aMMOICHCTBHS HEU3BECTEH

LHumocmamuxu

Dmopypayun CHmxenue CHUHTE3a n3zopepMeHTa CYP2C9,
MeTaboIM3upyouil BaphapuH

Kaneyumabun Cumxenue cunresa nuzopepmenra CYP2C9

Hmamunuod KonkypeHTHOe TmoJaBieHUe cuHTe3a H30(epMeHTa
CYP3A4 u mnonasnenue wmerabonu3ma BapdapHHa,
onocpenoBanHoro uzopepmentamu CYP2C9 u CYP2D6

Hpocgpamuo [Tonaenenue cunresa nzopepmenta CYP3A4

Tamoxcugen Tamokcuden, wunruburop wuszopepmenta CYP2C9,
MOJKET TIOBBIIIATh KOHILIEHTpPALMIO BapdapuHa B
CBIBOPOTKE  KPOBH, BCJEICTBHE  CHIDKEHHS  €ro
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verdeommnal TOCTTEQUBATENEHOCTE 00UT)
Memompexcam Ycunenne >¢dexra BapdaprHa BCIEACTBUE CHIKEHUS

CHHTE3a MIPOKOATYJSIHTHBIX ()aKTOPOB B TICUCHH
Tecagyp Ycunenue aHTUKoAryIssHTHOTO A dexra BaphapuHa
Tpacmy3yma6b Ycunenne aHTHKOAryJIIHTHOTO 3¢ deKTa BapdpapruHa
Drnymamuo Ycunenue anTuKoaryassHTHoro ¢ dexra Baphapuna
Luxnogocghamuo BeposTHOCTh M3MEHEHUsT aHTHKOAryJISHTHOTO d(ddekTa

Tak Kak nukiodochamMus  SBISETCS

BapdapuHa,

MMPOTHUBOOITYXOJICBBIM CPCACTBOM

Humomoxcuqecme npenapanivl

Omono3uo B03MOXHO ycmileHHE aHTHKOATYJISIHTHOTO 3(dexTa
KyMapHuHOB

HmmyHomooynsimopul

Anvgpa- u bema-unmepghepon VYBenuuenue AHTUKOATryJISIHTHOT'O s dekra u

MOBBIIIICHUE KOHIEHTpalluu BapdapuHa B CBIBOPOTKE
KPOBU BBI3BIBAET HEOOXOJUMOCTh CHIKCHHS J103bI

Bap(apuHa

Hpenapambz 07151 JIe4eHUs 3A8UCUMOCTU

Hucynvghupam CHmxenue merabonn3ma BapapuHa
Juypemuxu
Memonazon VYBenuueHne aHTHUKOAryassHTHOro 3¢ dexra BaphapuHa

Tuenunosas xucioma

VYBenuueHne aHTHUKOaryassHTHOro 3¢ dexra BaphapuHa

IIpenapamul 05 neuenus OPOHXUANLHOU

acnimbul

3aghupnyxacm

[ToBblIeHMEe KOHUEHTpauuu U ycuieHue 3¢dekra

3adupnaykacra Ha (oHE TpUMEHEHHs BapdapuHa

BCIIEZICTBME U3MEHEHUSI MeTabon3Ma 3adupiykacra

T'unoenuxemuueckue npenapamaul

Tpoznuma3zon CHM)XeHHe KOHLEHTpaluu win ociabieHue s¢dekra
BapaprHa BCIENCTBHE W3MEHEHHS MeTa0oiIu3Ma
BapdapuHa

Bakyunwl

Hpomueozpunnoswaﬂ 6AKYUHA

Bo3MoxHOCTE YCUIICHUA aHTUKOAryJIdHTHOI'O )IefICTBHSI

BapdapuHa

IIpomusomansaputinvie npenapamoi
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IIpoeyanun Bosjioxmocts %;Dqgff_ljllff' %ﬁ%ﬂ'}rﬁﬁ}-ﬁﬁ% ':';;EﬁCTBm

BapdapHuHa M0 JAHHBIM OTIEIHHBIX COOOIICHHMIA

Tuwesvle npoodykmoi

Knroxesa Kinroksa CHUIKAET MeTaboJIu3M Bap(dapuHa,

ornocpenoBanHbiil n3opepmentom CYP2C9

Tonuszupyrowue nanumku, | ITorpebieHne OOJBIIOr0 KOJMYECTBA TOHH3UPYIOIIMX
cooepoicawue XuHuH HAITUTKOB, COJICPXKAIIMX XHWHHUH, MOXXET IIOBJICYh 32
co0oif HEOOXOJUMOCTh CHIDKEHHs J03bI BapdapuHa.
JlaHHOE B3aMMOJICCTBHE MOXET OBITh OOBICHCHO
CHI)KCHHEM CHHTE3a B IICYCHH IPOKOATYISTHTHBIX

(dakTOopoB

T'unxeo (Ginkgo biloba), uecnox (Allium | TToteHumupoBanue
sativum),  Osieuns  Jexapcmeenmwvill | aHTUKOATYJIIHTHOTO/aHTUTPOMOOIIUTapHOTO dhheKTa
(Angelica sinensis), nanaiin (Carica | MOXET yBEIMYUTh PUCK KPOBOTECUCHUI

papaya), wangheu (Salvia miltiorrhiza)

Tabnuya 4. Bewecmea, chudcarowue unu ycuiusaowue sghgexm sappapuna

HazBanue Bo3MO0OXHBIIT MeEXaHU3M

IIpenapamul, 6o30eticmayrowue Ha cepoeyHO-COCYOUCIYIO CUCTIEM)

Jluzonupamuo Moxer ociabuTh WM YCWINTh AHTHKOATYJISTHTHBIN

s dexT BappaprHa

Buonozuuecku axmusnvie 000a6KuU

Kosnzum-Q10 Koou3um-Q10 MOXeT yCHIIMBATh MK IOJABIISATE P HEKT
BapQapuHa M3-3a OJHOPOJHOW XMMHUECKON CTPYKTYpPHI

Mexay KodH3uMoM Q-10 u Buramuaom K

Hpoque seuecmea

Omanon (ankozony) WurubupoBanve WM MHIYLIUPOBaHHE METa0OIU3Ma

BapdapuHa

B cnydyae onHOBpeMEHHOro MpUMEHEHHs BapdapuHa U BBILIETEPEUHCIECHHBIX MPENnaparos,
Heo0xoauMo MpoBouTh KOHTpodb (MHO) B Havane u B KOHIIE JIEYEHHUS], U, IO BOZMOXKHOCTH,

yepe3 2-3 Helenu Mocie Havaja Teparui.
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4.6. ®epTHILHOCTD, 0€PEMEHHOCTD U JAKTAIMS (NOCNEOOQBATENEHO

bepemeHHOCTB

Bapdapun ObicTpo MpoOHHMKAET Yepe3 IUIALCHTY, OKa3blBae€T TEPATOTEHHOE NEHCTBHE HA ILIOJ
NPUBOAS K Pa3BUTHIO BaphapHHOBOTO CHHJIpOMA y IuioAa Ha 6-12 Hemene OEpEeMEHHOCTH.
[TposiBiieHUsT TAaHHOTO CHHIpPOMA: Ha3zallbHAs TUIIOILIA3us (ceaioBuaAHAs Aedopmamus HOca U
JIpyrue XpsIleBble W3MEHEHHUs) W TOuY€YHAas XOHJAPOAMCIUIA3US TPHU PEHTTEHOJIOTMYECKOM
uccienoBannu (0COOCHHO B IMO3BOHOYHUKE U JTTMHHBIX TPYOUATHIX KOCTSIX), KOPOTKHE KHCTU U
najgbllbl PyK, aTpodus 3pUTEIBHOTO HEpBa, KaTapakTa, BEAylas K IMOJHOW WM YaCTHYHOU
CJIETIOTE, 3a/IepKKa YMCTBEHHOTO U (DU3UYECKOTO PA3BUTHS M MUKpOIIC(haTus.

[Tpumenenue BapdapuHa BO BpeMs OEPEMEHHOCTH MOXKET BBI3BIBATH BPOXKICHHBIC MOPOKU
Pa3BUTHS U IPUBECTH K CMEPTH TUIOJA.

Bapdapun Henb3s MpUMEHSATH B NIEPBOM U TPETheM TpUMecCTpe OepeMeHHOCTH. [IpumeHeHue
BapdapuHa HE PEKOMEHYETCS B OCTaBIIMECS CPOKUM OEPEMEHHOCTH, KpOMe Ciy4yaeB KpalHen
HEOOXOIMMOCTH.

JKeHIMHBI PEeNpPOAYKTUBHOTO BO3pacTa JOJDKHBI HCIHOJB30BaTh d()(PEKTUBHBIE METOIBI
KOHTpAIEIIIUU B IIEPUOJI TPUMEHEHHUs BapdapuHa.

JlakTauus

Bapdapun BriensieTcs: B rpyiHOE MOJIOKO, HO TIPH MPUEME TepareBTUUECKHUX /103 BapdapuHa He
0’KHMJIa€TCS HETaTUBHOTO BIIUSIHUS HA BCKAPMITUBAEMOI'0 peOCHKaA.

Bapdapun M0XHO pUMEHSATH BO BpeMs I'PYIHOTO BCKapMIIMBAHUS B Cy4ae, €CJIM I0Jib3a JIJIs
MaTepu MPEBBIIIAET OKUTAEMBINA PHUCK 7S peOeHKa.

DdepTUIbHOCTD

Jlannsle o BnusiHUM BapdapuHa Ha GepTHIBHOCTh OTCYTCTBYIOT.

4.7. BiusiHHe HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeICTBAMHM M padoTaTh ¢
MeXaHM3MaMH

HccnenoBanuil mo M3y4eHHIO BIUSHUS npenapara BapdapuH Ha cocoOHOCTh K YHpPaBIECHUIO
TPAHCIIOPTHBIMU CPEACTBAMU U UCIOJIB30BAaHUIO MEXAHU3MOB HE IIPOBOAMIOCH.

Bo3zaeiicTBus Ha CHOCOOHOCTH YHPAaBIATH TPAHCIOPTHBIMU CPEACTBAMU U paloTaTh C

MEXaHU3MaMH1 HE OKa3bIBacCT.

4.8. Hexkesnare/ibHbIE peaKUNU

PesromMe HexenaTeabHbIX peaKIuil

[ToOouHble peakIMKM YIOPSIOYEHBbl COIVIacCHO Kiaccuukanuu BceemupHol opranuzanuu

3ApaBOOXPAHCHUS 11O HaCTOTEC BCTPEHACMOCTHU U CUCTEMHO-OPIraHHOMY KJIaCCY B COOTBETCTBUHU C
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(>1/10); uacmo (>1/100, wo <1/10); meuacmo (>1/1000, vHo <1/100); peoxo (>1/10000, HO
<1/1000); ouens peoko (<1/10000); uacmoma neussecmna (He MOXeET ObITH OIICHCHA Ha OCHOBE
UMEIOITUXCS JTAHHBIX ).

Hapywenus co cmoponvt kposu u aumgpamuueckoil cucmemol

Ouyenv wacmo: KPOBOTOYMBOCTD B PA3TMYHBIX 00IACTSX.

Hapywenus co cmopoHvl uMMYHHOU cucmembl

Yacmo: peakliy THIIEPYYBCTBUTEIIBHOCTH, OCOOSHHO IOCIIE JUTUTSIIBHOTO IIPUMEHEHHUS.
Hapywenus co cmoponwt cocyoos

Peoxo: cuaapom GrOIETOBOTO MalbIA, BACKYIIUT;

Oyenwb pedxo: XOIeCTEPUHOBAST YMOOIIHSL.

JKenyoouno-kuweynvle Hapyuienus

Yacmo: pBOTa, TOIIHOTA, AUAPES;

Ouenb pedko: MeJeHa.

Hapywenus co cmoponvl neuenu u dicenuedbleo0suux nymeti

Peoxo: OBbIIIEHHE AKTUBHOCTH «TICYCHOYHBIX» (DEPMEHTOB, KENTyXa.

Hapywenus co cmopoHul Kodicu u noOKONCHbIX MKAHel

Peoxo: HEKpo3 KOXH, aJoneius, KOXKHAas Chillb, KPAINMBHUIA, KOXHBIA 3y, 9K3eMa,
JIAZJOHHO-TIOIOIBEHHBIN CUHAPOM.

Hapywenus co cmopoHbl nouex u Mouesbleo0siuyux nymet

Peoko: nedput, yponuruas.

Onucanue OTACIBHBIX HCXKCITATCIbHBIX DeaKIII/Iﬁ

Kposomeuenus

3a roa KpoBOTEUEHUS HAOIIOIAI0TCS MPUMEPHO B 8 % ciyyaeB cpey MalUeHTOB, TOTYYaroIINX
Bappapun. M3 Hux 1,0 % kmaccudunupyercs Kak TsDKenble (BHYTpHYEpEIHbIE,
peTpornepruTOHEATBHBIE), MPUBOISIINE K TOCIIUTATN3AIUN IIK TIEpeTMBanuio kKpoBH, u 0,25 % kax
¢datanpHble. Haubonee wacthiii (¢akTop pucka a8 BO3HUKHOBEHHUS BHYTPUYEPEITHOTO
KPOBOU3IIMSHUS — HEJICUECHAs] MJIM HEKOHTPOJIUpyeMas apTepuaibHas TUIEPTEH3UA.
BepositHOCTh KpoBOTeueHHs nosbimaercs, eciii MHO 3HauuTenbHO BBILIE IIEIEBOTO YPOBHSI.
Ecnu xpoBoteuenne Havanock npu MHO, Haxomsmemcs: B mpeennax 1ejieBoro ypoBHS, 3HAUUT
CYIIECTBYIOT IPyTHe COMYTCTBYIOIIHNE YCIOBHS, KOTOPBIE TOJKHBI OBITh UCCIEIOBAHBI.
[Tpumepamu TOJOOHOTO OCTOXKHEHHUS SBJSIOTCS HOCOBBIE KPOBOTEUEHHS, KPOBOXapKaHbE,
reMaTypusi, KpOBOTEUEHHUE M3 JI€CEH, KPOBOIOATEKH Ha KOXE, BaruHaJbHOE KPOBOTEUEHHE,
CyOKOHBIOHKTHBAIIbHOE KPOBOTEUCHHME, KPOBOTCUEHHE W3 MPSAMOU KHUIKH U JIPYTHUX OTIEIOB

KKT, BHyTpruepenHoe KpoBOTE€UEHHE, MPOJAOKUTENBHOE HIIM OOMIBHOE KPOBOTEUEHHUE MOCIIE
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oprase. Y MalUeHTOB, MOJYYaBIIUX JIUTEIHHOE JICUCHHE aHTUKOATYJISHTaMH, COOOIIAIOCh O
pPa3sBUTHM KPOBOTECUCHMH, MPHUBOAMBIIUX K CMEPTH, TOCHHUTAIM3AIMUA WM K HEOOXOIUMOCTH
NepeaTuBaHusl KPOBH.

K nHe3aBucuMbIM (pakTOopam pHCKa 3HAUYUTEIBHOIO KPOBOTEUYEHMS] BO BpeMsl MPUMEHEHUs
Bap(aprHa OTHOCATCS: MOXKWIJIOM BO3PACT, BBICOKHI ypPOBEHb AHTHUKOATYJISIIIMU, WHCYIBT B
aHaMHe3e, KeJTyJOYHO-KUIIEYHOe KPOBOTEUCHHE B aHAMHE3€, COMYTCTBYIOIIUE 3a00JIeBaHUs U
bubpwusanus npeacepaui. Y nanueHtoB ¢ nosmmopduzmom CYP2C9 (cm. pasaen 5.2) Moxker
OBITH IMOBBIIIEH PUCK YPE3MEPHO AHTUKOATYJISTHTHOTO JEWUCTBUS U PA3BUTHUA KPOBOTEUEHUH. Y
TaKUX MAIMEHTOB CJIEAyeT TIATeIbHO MOHUTOPHPOBATH YpOBHU remorioduna u MHO.
Hexposzwvi

KymapuHOBBI HEKpO3 — pelKoe OCIOXKHEHHE Hpu JieueHuu BapdapuHoMm. Hekpos3 oOBIYHO
HAUYMHACTCS C OMyXaHHs W MOTEMHEHUS KOXM HIDKHUX KOHEYHOCTEH M Srofull Ui (pexe) B
apyrux mecrax. [loznHee mopaxeHusi cTaHOBSTCS HekpoTHueckumu. B 90 % ciyuyaeB Hekpo3
pa3BuBaercs y xeHmuH. [lopaxkenust Habnronatores ¢ 3-ro o 10 neHs mpuema mpemnapara, u
STHOJIOTUS IPEJNojaraeT HeJOCTaTOYHOCTh aHTUTpoMmOudeckoro mnporeuHa C wmm S,
BposxnenHast HeIOCTaTOYHOCTh ATUX MPOTEUHOB MOKET OBITh IPUYUHOM OCI0KHEHUH, TOITOMY
npueM BapdapuHa MOJDKEH HAYMHATHCS OJHOBPEMEHHO C BBEACHHEM TemapuHa M MajbIMU
HauaJIbHBIMH J03aMHU Tpernapara. Eciu BO3HHKAaeT OCIOXHEHHE, TO NpueM BapdapuHa
MPEKPAIIAIOT U MPOJ0JDKAIOT BBEJCHHE reaprHa A0 3a)KUBJICHUSI WU PyOLIeBaHUS TOPAKCHHIA.
Jlaoonno-noodoweenHwlti CUHOPOM

OueHb penkoe 0CIOKHEHUE MTPH TePAITUU BappapruHOM, €ro Pa3BUTHE XapaKTEPHO CPEIH MYKINH
C aTepocKIepoTHYecKMMH 3aboseBaHusMu. Kak mpemmnonararoT, BapdapuH BBI3bIBACT
reMopparui aTepoMaTo3HbIX OJiAlIeKk, MNpHUBOAALIME K MHUKpoaMmOonusMm. BcerpewaroTes
CUMMETPUYHBIE MTypIYPHBIE MOPAKEHUS KOXKH HaJbIEB U MOAOLIBHI CTOI, COMPOBOXKAIOIINECS
xryaumu Oonsimu. [locie mpekpameHust mpruema BapapruHa yKa3aHHbIE CHMIITOMBI TIOCTETIEHHO
MCUE3aloT.

Ilpouue

Peakiu  rumepuyyBCTBUTENILHOCTH,  HpOSBIAIONIMECS B BHJAE  KOXKHOM  CHIIK H
XapaKTePU3YIOIUECs] OOpaTUMBIM TIOBBIICHHEM aKTHBHOCTH «II€YEHOUYHBIX» (EPMEHTOB,
XOJIECTATHUECKUM  TEMaTHTOM, BACKYJIMTOM, TIpHANM3MOM, OOpaTUMOW  ajomernued wu
KajbIUpUKanuei Tpaxeu.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0maTe O MOA03pPEBAEMBIX HEXKENATEeIbHBIX PEAKIMAX IOCIE PETrUCTpaluu

JICKApCTBCHHOT'O IMperapara ¢ LEJIbIO o0OecreyeHus HCMIPEPBIBHOI'O MOHUTOPHHTI'a COOTHOIICHUSA
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co00ImaTe O JIFOOBIX MOJ03PEBACMBIX HEXKEIATEIbHBIX PEAKIUSAX JIEKApCTBEHHOTO TMpernapara
4YCpe3 HAIMOHAJIIBHBIC CUCTCMBIL COO6H_IGHI/ISI 0 HCKCJIATCJIbHBIX PCAKIUAX IOCyAapCTB — YJICHOB
EBpasuiickoro 3KOHOMHYECKOI0 CO03a.

Poccuiickas @enepanus

109012, r. Mocksa, CraBstHCKasl III0IIaab, 1. 4, cTp. 1.

®denepanibHas Ciryx0a 1Mo Ha30py B cdepe 3apaBooxpanenus (Poc3apaBHanzop)

Tenedonsr: +7 (495) 698-45-38, +7 (499) 578-02-30

®akc: +7 (495) 698-15-73

E-mail: pharm@roszdravnadzor.gov.ru

www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHMITOMBI

[Tokazarens 3G PEKTUBHOCTH JICUSHUST HAXOJAUTCS HA TPAHMIIC PA3BUTHUSI KPOBOTCUCHUH, TIOITOMY
IpU TEpelo3UPOBKE MOTYT BO3HHUKATh KaK HE3HAUUTENbHbIE (HAPUMEP, MUKpOTreMaTypus,
KPOBOTOYMBOCTD JIECEH U T. I1.), TaK U TSKEIbIC KPOBOTCUCHHS.

JleueHme

B nerkux ciydasix 10CTaTOYHO CHU3UTH JI03Y Mperapara Uik MpeKpaTuTh JCYCHUE Ha KOPOTKUHN
cpok. B TeueHume mepBoro vaca mociie MEepPeAOo3UPOBKA MOXKET OBbITh I(P(HEKTUBHBIM IPUEM
AKTUBUPOBAHHOTO YIJIl BHYTPb.

[Ipy He3HAYUTENBHBIX KPOBOTEYCHHUSIX JOCTATOYHO TPEKpaTUTh TMpUEM Tpernapara o
noctkeHus: 1eneBoro 3Hauenus MHO. Ecnu aHTuKOarynsHTHas Tepamusi MOXKET ObITh
MIPUOCTAHOBIIEHA, TOKAa3aHO BHYTPUBEHHOE BBEJICHHE MpernapaToB BuTaMuHa K.

B ciyyae pa3BUTHS TSIKEIOr0 KpPOBOTEUYEHMS MOKA3aHO BHYTPUBEHHOE BBEJACHHE KOHIIEHTpAaTa
(bakTOpOB CBEPTHIBAaHUS KPOBU (MPOTPOMOMHOBOTO KOMILJIEKCA) WM CBEXE3aMOPOKEHHON
IIa3MBI.

Ecnu mepopanbHble aHTHKOAryJIsSHTHI MOKA3aHbl K MPUMEHEHHUIO B JajbHeHIIeM, HEOOX0AUMO
u30eratb MpUMEHEHUs OoNbpIIMX J103 BUTaMMHA K, T. K. pE3UCTEHTHOCTh K BaphapuHy

Pa3BHUBACTCA B TCUHCHUC 2 HEACIIb.
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Tabauya 5. Cxembl 1euenus npu nepedo3uposKe

B CJIy4a€ HEC3HAYUTCIBHOT'O KPOBOTCUYCHUA

3uavenue MHO Pexomenoauuu

<50 [IponmyctuTh cnenyromyr m03y mnpernapata Bapdapun wu
MPOJO/DKATh TpHEeM OoJiee HHU3KUX 103 TPU JOCTHKCHHUU

TepaneBTuueckoro 3HaueHuss MHO.

5,0-9,0 [Tponyctuth 1-2 mo3wl npenapara Bapdapun U npomaomKuTh
npreM 0oJiee HU3KUX /103 MPU JOCTHKCHUH TEPATICBTHYECKOTO
3nauenust MHO.

JINBO:

[Iponmyctute 1 no3y mnpenapata BapdapuH u Ha3HA4YMTH

ButamuH K B no3ax 1,0-2,5 Mr BHYTpb.

>9,0 [Ipexparuts npuem npenapata Bapdapun, Ha3HAYUTH BUTAMHH

K B no3ax 3,0-5,0 Mr BHYTpb.

[Tokazana oTMeHa npernapara

3nauenue MHO Pexomenoayuu

5,0-9,0 — mmanupyercs [Ipexparuts npuem npenapata Bapdapun, Ha3HAYNTH BUTAMHUH

XUPYPTHUYECKOE K B nmozax 2,0-4,0 Mr BHYTpH (32 24 uyaca 10 mJjIaHUpyeMOun

BMEILIATEIbCTBO oTiepaIum).

> 20,0 unmu cuiabHOE Hasznaunts Buramun K B gozax 10,0 mr myrem MeajeHHOM

KPOBOTEYCHHE BHyTpUBEeHHON uH(y3uu. [lepennBanne  KOHIIEHTPATOB
(dakTopoB MPOTPOMOMHOBOTO KOMILIEKCA WIn

CBe)I(e?»aMOpO)I(eHHOﬁ IJ1a3Mbl, UJIN LICIbHOM KpOBH.
HpI/I HCO6XO,[[I/IMOCTI/I IMOBTOPHOC BBCIACHHUC BUTAMHUHA K

Kaxkaple 12 yacos.

ITocae IMPOBCACHUA JICUCHUA HCO6XOI[I/IMO JJIIUTCIIBHOC Ha6J'IIOI[eHI/Ie 3a MalfMCHTOM, YUUThIBAA TO,

4TO MEepPHOJ MOTyBbIBeIeHUs BappapuHa coctasiuseT 20-60 yacos.

5. PAPMAKOJIOTUMYECKHE CBOMCTBA

5.1. ®apmakoauHAMHYECKHE CBOICTBA
®dapmakoTepaneBTUIECKas IPYIINa; aHTUTPOMOOTUUYECKHE CPEICTBA; aHTarOHUCTHI BUTamMuHa K.

Kox ATX: BOIAAO3
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Bapdapun — aHTHKOArynasHT HempsMoro aewctBus. llomaBnser B TMeueHH CHHTE3 BUTAaMHH
K-3aBucumpix (akropos cBepteiBanus kposu (II, VII, IX u X) u 6enxo C u S. OnTumanbHOe
AHTUKOAryJsiHTHOE JeilicTBue HaOmromaercs Ha 3-5 neHb oT Hadana npumenenus. [locne
IpeKkpaleHuss npuemMa BapdapuHa BOCCTAHOBJIEHHME AaKTUBHOCTH BHUTaMUH K-3aBHCHMBIX
(GakTOpOB CBEPTHIBAHUS KPOBHU MPOUCXOAUT B TeueHue 4-5 nuedl. Bapdapun He okaszpiBaeT
OpSMOTO BIHMSHUA Ha C(OPMHUPOBABIINICS TPOMO M HE YCTpaHSET MIIEMHYECKOE MOBPEKACHUE
TKaHei.

5.2. DapmakoKHMHeTHYECKHE CBOMCTBA

Bapdapun npexacraBnser coboil panemMuueckyo cMech R- m S-sHaHTHOMEpOB. Y deloBeka
S-aHanTHOMep  (JieBOBpamiaromuii  u3omMep) obmamaer B 2-5 pa3  Oonee  BBICOKOH
AHTUKOAryJIssHTHOM aKTHBHOCTBIO, 4eM R-3HaHTHOMEp (mpaBoOBpallalONIUil H30Mep), HO B
OOJIBIIMHCTBE CIIy4aeB UMeeT Oosiee ObICTPBIN KIUPEHC.

AOGcopouus

[Tocme mnpuema BHYTph BapdapuH TNPAKTHYECKH TOJHOCTRIO abcopOoupyercs B JKKT.
OpnHOBpeMEHHBIN MpUEM MHUIIM 3aMeisieT abcopOIrio, HO He YMEHBIIIAEeT €€ KOJIUYECTBEHHO.
MaxkcuManbHasi KOHIIEHTPALKs 0OBIYHO JTOCTUTAeTCsl B TEUEHUE MEPBBIX 4 4acoB MOCIIE MpUEMa.

Pacnpenenenne

Cas3piBaHue ¢ OelKaMu TU1a3Mbl KpoBU coctaBiisieT 97-99 %. Bapdapun mmeer oTHOCHTEIHHO
HeOONbIION Kaxymumiics o0beM pacnpeaeneHusi (okono 0,14 n/kr). Ilocme OvicTporo
BHYTPUBEHHOIO BBEACHUS WJIM IpUEMa BHYTPb BOJHOIO pacTBOpa JUIMTENBbHOCTH (a3bl
pacnpenenenus coctaisieT oT 6 10 12 yacos. PacueTHbie 00beMbl pacnipenenenus R-Bapdapuna,
S-Bapdapuna u pariemara OJIMHAKOBEI.

Bapdapun pacnipenensercs B e4eHH, JIETKHUX, CEJI€3€HKe U MOYKaX, IPOHUKAET yepe3 IUIALEeHTY.
KonuenTpanuu BapdapuHa B mia3Me KpoBHU IJI0Aa MPHOIMKAIOTCS K TAKOBBIM B KPOBH MaTEpH.
Bapdapus B He00IbIIOM KOJTMUYECTBE MPOHUKAET B TPYTHOE MOJIOKO.

buorpaucdopmarms

Bapdapun HaTpus cTepeoceNeKTUBHO MeTa0OoJu3upyeTcs B IEYEHH MHMKPOCOMabHBIMU
depmentamu  (u3odepmentamu  muToxpoma  P450) ¢ oOpasoBaHMeM ~— HEaKTHBHBIX
TUIPOKCHIIMPOBAHHBIX ~ MeTabonuTOB (mpeoOnajaroumuii  myTb MeTaboiu3Ma), a Takke
penykrazaMd ¢ O00pa30BaHMEM BOCCTAaHOBJIEHHBIX METa0OJIUTOB (Bap(apHHOBBIX CIHPTOB),
o0aaroluX MHHHUMAJbHBIM aHTUKOAryJsHTHBIM JeicTBueM. B merabonusme BapgapuHa
Y4acTBYIOT pa3in4Hble n30pepMeHTsI iuroxpoma P450, srmouas CYP2C9, CYP2C19, CYP2CS,
CYP1A2 u CYP34A. CYP2CY9, BeposaTHO, SBISETCS OCHOBHBIM ITMTOXpoMoM P450,

OTIPEICTISIFOIIUM aHTUKOATYJITHTHYIO aKTUBHOCTB Bap(dapuHa in Vivo.
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S-sHanTHOMep BapdapuHa MeTabonuzupyeTcs mpeumyiiectBeHHO uzopepmentom CYP2C9 ¢
obOpa3oBanuem 7-runpokcuBapdapuna. [lanmentsr ¢ momumopdusmom ¢epmenta CYP2CY,
Bmrovas ayienn CYP2C9*2 u CYP2C9*3, MoryT uMeTh MOBBIIMICHHYIO YYBCTBUTEIBHOCThH K
Bap(apuHy U MOBBIILIEHHBIA PUCK Pa3BUTHS KPOBOTCUCHUI.

DJIMMUHALMS

Tepmunansublil iepuon nonyssiBeAenus (T12) Bapdapuna mocne mpuemMa OJHOKPATHOW JT03BI
COCTaBJISIET MPUMEPHO oHY Henemto. [Ipu atoM addextuBnblii T1/2 Bapdapuna coctaiset ot 20
1o 60 gacoB (B cpeanem 40 gacoB). Kinupenc R-Bapdapuna 0ObIYHO BIBOE MEHBIIIE, YEM KITUPEHC
S-Bapdapuna. Tak kak 00beMbI pactipenencaus R- u S-sapdapuna oquHakoBsl, T12 R-Bapdapuna
oonbire, ueM Ti2 S-Bapdapuna. Ilepuon nmomyssiBenenus R-Bapdapuna cocrasiser ot 37 10
89 vacos; mis S-Bapdapuna Tiz cocrabnser oT 21 10 43 yacos.

Bapdapun BeIBOIUTCS M3 OpraHu3Ma ¢ MOYOH B BUJEC HEAKTUBHBIX METaOOIMTOB, B MEHbILEH
CTeNeHu ¢ kenubto. MccnenoBanusi ¢ paadOaKTUBHOM METKOM MOKazayid, 4To 110 92 % ot
NPUHATOW BHYTPH 03Bl Tpenapata oOHapyxkuBaercs B Mode. OueHb Majioe KOJIHYECTBO
BapdaprHa BEIBOJUTCS C MOYOH B HEU3MEHEHHOM BHUJIE.

Oco0nIe T'pYIIIBI IMAIIMCHTOB

Tlayuenmur nodicunoeo eospacma

Knupenc panemuueckoro BapgpaprHa ¢ yBEIMUYEHUEM BO3pAcTa MOXKET OCTAaBaThCsl HEU3MEHHbBIM
Wwid yMeHblatbes. OrpaHuueHHas HHQOpMaIMs MHO3BOJSET MPEANOJNOKUTb, UYTO KIMPEHC
S-BapdapurHa y MOKXUIIBIX MAI[MEHTOB HE OTJINYAETCs OT TAKOBOTO Yy MOJIOJIBIX JMojieil. OgHako y
MOXKUJIBIX MMAIMEHTOB BO3MOXKHO HEOOJIbIIOE YMEHbIIeHHe KiaupeHca R-Bapdapuna mno
CPaBHEHMIO C MOJOJBIMU HalMeHTaMu. TakuM oO0Opa3oM, MO Mepe YBEIMYEHHUs BO3pacTa
HalueHTa, JUIst JOCTUKEHUS TePaeBTUUECKOT0 aHTUKOATYJIIHTHOTO JIeHCTBHS 00bIUHO TpeOyeTcs
CHIDKEHHE J103bI BapapuHa.

llayuenmul ¢ napywenuem ynKyuu novex

CuuTaercs, 4YTO NOYEUHbIN KIMPEHC B HE3HAUUTEIbHOW CTENEHH BIIMSAET Ha aHTUKOATYJISIHTHOE
neiictBue BapgapuHa.

Tayuenmoi ¢ napywienuem yHKyuu neveHu

[Ipu Hapymenun (QYHKIMM TI€YEHH BO3MOYKHO YCWJIEHHWE AaHTHKOATYJISHTHOTO JeHCTBUS
BappapuHa B CBSI3U C HapyLIEHHMEM CHHTe3a (PAKTOPOB CBEPTHIBAHUS KPOBU M CHHMKEHUEM

MmeTabosan3ma BapdapuHa.
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6. PAPMAIIEBTUYECKHE CBOMATBA MPCTIEAUBATENBHOCTE 000T)

6.1. Ilepeyenb BcnoMoraTeibHbIX BelIECTB

e JlakTo3bI MOHOTHIpAT (Caxap MOJOYHBII)

e [lemmonosa mukpokpuctammaeckas (MKII-101 ITpemuym)

e JloBumon-K25

e Kpaxman npexxenaruHU3UpOBaHHbIN

e KpocnoBugon

e Marnus creapar
6.2. HecoBmMecTHMOCTH
He npumennmo.
6.3. Cpok rognocTu (CpoOK XpaHeHus1)
3 rona.
6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHHUH
XpaHUTh B 3aIUIIEHHOM OT CBETa MECTE MpHU TeMIiepaType He Boite 25 °C.
6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU
[To 10, 50 TabneToK B KOHTYPHYIO STYEHKOBYIO YIIAaKOBKY U3 IJICHKH MOTHUBUHIIXJIOPUIHON THOO
TUICHKHU TOJIUBUHIIXJIOPUTHOW/ TIOTUBUHIIMACHXIOPUAHON U (OJIBIU aTIOMUHUEBOM MEYaTHON
JTAKUPOBAHHOM.
W o 10, 50 TaGneTok B KOHTYPHYIO STYEHKOBYIO YIIAKOBKY M3 MaTepraita KOMOMHUPOBAHHOTO
Ha OCHOBE (HONIBIU (TPEXCIOWHBIN MaTepHal, BKIIOYAIOMIUN allOMUHUEBYIO (OIBIY, TUICHKY U3
OPUEHTUPOBAHHOTO TOJNUAMUA, MOJUBUHIIXJIOPUIHYIO TUIEHKY) W (OJBIH aTIOMUHHEBOU
ME€YaTHOW JJAKUPOBAHHOM.
6.6. Oco0Oble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUM  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WJIM OTX0A0B, TMOJYYEHHBbIX IOcjde NpPHMEHEeHus:
JIEKAPCTBEHHOI'0 MpenapaTa u JApyrue MaAaHUIYJISIIIUM C PenapaToM

Het oco6bIx TpeGoBaHUi K yTUIN3AIMH.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Poccuiickas @enepanus

000 «O308»

445351, Camapckast 0611., . XKurynesck, yi. Ilecounas, 1. 11.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru
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7.1. IlpeacTaBUTENb AepKATe/IsA PerHCTPAHJHHOrO yhberoneperms | = |EHOCTE 0001)

[Iperen3uu noTpedUTeNeH HAIPABIIATE 10 aApecy:

Poccniickas @enepanus

000 «O308»

445351, Camapckas 0011., r.0. JKurynesck, T. XXurynesck, yi. ['mapocrpourenei, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru (mpu npoussoxactee Ha OO0 «O30m», Poccust)

Poccuiickas @enepanus

000 «O30H Papm»

445043, Camapckas 00:1., r.0. TonbstTH, Tep. O3 IIIT, maructpans 3-1, 34. 11, ctp. 1.
Temn.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru (npu npoussoactse Ha OO0 «O30u Dapm», Poccust)

8. HOMEP PETUCTPAIIMOHHOT' O YAOCTOBEPEHMUSA

9. JIATA TIEPBUYHOW PETUCTPALIMM (IMOATBEPKIEHUS
PETACTPALIAU, MTEPEPETVCTPALIAN)

JlaTa niepBoi perucTpanyu.

10. JATA IEPECMOTPA TEKCTA

OO11ast XxapakTepuCTHKa JIEKapCTBEHHOT O npemnapara Bapdapun noctynHa Ha HHPOPMALMOHHOM
noptane EBpazniickoro 3KOHOMHYECKOTr0 COr03a B MH()OPMAIIMOHHO-KOMMYHHUKAIIMOHHON CeTH

«Murepuer» https://eec.eaeunion.org/.
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