COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 11.06.2024 N=11638
OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHGFOTIPERAPATA 1002

1. HAMMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA

Tpanumad, 110 mr, kancysbl

2. KAYECTBEHHBIA U KOJTUYECTBEHHBI COCTAB

JleiicTBytolIee BEMIECTBO: JadurarpaHa 3TeKCHUaT.

Kaxxnas xarcysna cogepxut gaburarpaHa dTeKcuiara Meswiara newietsl 42 % 301,7 Mr, B ToMm
yucie gaburarpaHa dTeKcwiar meswnar 126,84 mr, B mepecdere Ha jgaOurarpaHa 3TEKCHIIAT
110 mr.

[TonHbIi MepevyeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJIEH B pasnene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

Kancynbl.

TBepabie Karcysbl ¢ KOPIYCOM M KPBILIEYKOM TOITy00ro IBeTa.

Cogepxumoe Karcyl — MelIeThl OT Oeloro [0 3JKEITOro I[BeTa, JIOMYCKAaeTCs Haludue

HC3HAYUTCIIbHOI'O KOJIMYCCTBA ITOPOLIKa 0€JI0ro Wi IMOYTH 0EI0ro OBCTA.

4.  KIMHUNYECKHUE JAHHBIE

4.1. Tloxa3aHusl K NPUMEHEHUIO

— IlepBuuHas NpoQHUIAKTUKA BEHO3HBIX TPOMOOAIMOOIMYECKHUX OCIOKHEHMH Yy B3pOCIBIX
MAIMEHTOB (B Bo3pacTe OT 18 5ieT), nepeHeciux miaHoBOe TOTaIbHOE YHA0IPOTE3NPOBAHNE
Ta300€IpeHHOr0 CyCcTaBa UM TOTAIIbHOE SHONPOTE3UPOBAHUE KOJIEHHOTO CYCTaBa.

—  IlpodunakTuka HHCYNIbTA, CUCTEMHBIX TPOMOOIMOOIINI U CHIKEHUE CEPIEYHO-COCYTUCTOM
CMEpPTHOCTH Y B3pOCIIBIX MALMEHTOB (B Bo3pacTe oT 18 jeT) ¢ HeknanaHHON GuOpmuIsinueit
npencepauit (H®II) u ogaum unu Oonee ¢dakropamMu pUCKa, TAKUMH KakK HEpEeHECEHHBIN
WHCYIIBT WIM TpaH3uTOpHas uimemudeckas ataka (THA), Bo3zpact > 75 net, xpoHuueckas
cepaeuHasi HepoctaroyHocth (> 11 GpyHKuMOHamBHOTO Kiacca mo kiaccudukammu NYHA),
caxapHbIil auaber, apTepHaibHasi TMIIEPTEH3Us, COCYIUCTOe 3a00eBaHuEe (TIepPEHECEHHBbIH
uH(papKT MHOKapja, 3a0oyieBaHue Nepudeprudyeckux apTepuil WM aTepOCKIepOTHYECKas
OJIsiiKa B aopTe).

— Jleyenue W mpoduIAKTHKA PEUUIUBOB ocTporo Tpombo3a rinybokux BeH (TI'B) w/mnm
TpoMOoaMOouu sterounoit aprepuu (TDJIA) u nmpodunakTuka cMepTenabHBIX HCXOJIOB,
BbI3bIBAEMbIX 3TUMU 3a00JI€BaHUSIMH, Y B3pOCIBIX MAIlMEHTOB (B Bo3pacte oT 18 ser).

4.2. PeuM 103MPOBAHMSA H CTIOCOO MPUMEHEHUS
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PexxuM 103upoBaHus

Ilepsuunas npogunakmuxa 6eHO3ZHbIX MPOMOOIMOOIUUECKUX OCTLONCHEHUU Y  63DOCHbIX
nayuenmos (8 ospacme om 18 nem), nepenecuiux niaHogoe momaibHoe SHOONPOMEIUPOBAHUE
mazobedpeHH020 Cycmasa uiy momaibHoe dHOONPOMe3UpO8aHUe KOJIeHHO20 CYCmasa

Pexomenayembie 1036l mpenapara Tpanuga® M MpoIOJKUTENBHOCTh TEPANUU AJISl TEPBUYHON

npo(UIAKTUKHA BEHO3HBIX TpoMOo3MOomuii (BTD) npu oproneanueckux onepamnusix mpruBeIeHbI

B Tabnuue 1.
Ta6n1z1ua 1. PCKOMCHI[yeMBIe AO3BI W HOPOAOJDKHUTCIBHOCTE TEpaluu A nepBHquﬁ
npodunaktuku BTD nipu oproneandeckux onepamusax
HauaJuio 1euenust B HauaJio npuema IpoxonxuTebLHOCTH
JAeHb oNepanuu yepe3 nojjep KuBarouIei npuema
1-4 yaca mocae 103bI B MePBbIii 1eHb noaep;KuBaoIei
3aBeplLIeHUs nocJie onepanum J03B1
onepanun
IlanuenTsl  mociae  IUIAHOBOTO
TOTAJILHOTO  3HAOIPOTE3UPOBAHUS 10 nueit
220 Mr onuH pa3 B
KOJICHHOTO CycTaBa
1 xancyna o 110 mr CYTKH (2 Karcysl o

[Manpentsr  mocie  IUIAHOBOTO 110 Mr)
TOTAJILHOTO  3HAOIPOTE3UPOBAHUS 28-35 mueint
Ta300eJPEHHOTO CycTaBa
PexomMen/10BaHO CHIZKEHUE 103BI
[Mauuentst c YMEpEHHbIM
HapylieHHeM  (QYHKIMU  MOYeK 10 nneii
(xnupenc KpeaTuHUHa (KK) (3HDONpPOTE3UPOBAHUE
30-50 m/muH) 150 mr omuH pa3 B KOJICHHOTO CyCTaBa)
[MarmenTsr, KOTOpBIE 1 xarrcyna mo 75 mr CYTKH (2 KarcyIisl i 28-35 nHei
OJTHOBPEMEHHO MIPUHAMAIOT 75 mr) (3HIOTIPOTE3NPOBAHNE
BepanaMmI®, aMHOAAPOH, XUHUIMH Ta300eJPEHHOTO
ITanuenTs! B Bo3pacte 75 neT win cycTaBa)
crapiue

*Z[J'IFI MafgueHTOB C YMCPCHHBIM HapyIICHUEM q)yHKI.[PIPI IMOYCK, OAHOBPEMCHHO IOJYyYaromiux BeparamMuil, CM.
noapasaest «Oco0b1e TpyIIibl HAlTUCHTOBY.

s 06enx Xupyprudeckux Onepanui: eciiv reMocTa3 He JIOCTUTHYT, Hayajo JIEUYEHUs ClIeqyeT
OTNOXUTh. Eciiu jieyeHne He HayaTo B JIEHb ONEpaluy, TO JIEUEHUE CIIeyeT HayaTh C MpuemMa
2 KarcyJ OJIMH pa3 B CYyTKH.

Oyenka ¢ynxkyuu nouex 0o u 6o epemsa mepanuu npenapamom Tpanudad

Jlis Bcex malMeHTOB, OCOOEHHO Yy MAallMEeHTOB MOXKHIJIOTO Bo3pacta (> 75 5eT), MOCKOJIbKY
HapylIeHus QyHKIHUY TOYEK MOTYT ObITh YAaCTBIMU B 3TOW BO3PacTHOM IpyIIIe:

— mepex Tepanuei, BOo u30ekaHHME HA3HAYEHMs IMIpernapara NalMeHTaM C TKEIbIMU
HapymeHnusmu Gyukuu novek (KK < 30 mu/mun), Heo6X0AMMO TIPEeIBApUTEITHLHO OIEHUTH

KJIUPEHC KpCAaTUHHHA,
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BO3MOXXHOM CHMKCHUHW WM yXYIIIEHUH (QYHKIMH TOYeK (Hampumep, NPy TUIIOBOJIEMUH,
JIETUpaTaliy, OJJHOBPEMEHHOM TMPUMEHEHUHU ONPEACICHHBIX JICKAPCTBEHHBIX MPEMapaToB
U T.IL.).
B kaudectBe MeToma oneHKH (GyHKIMHU 1odek ucroibiyercs pacueT KK no ¢popmyne Kokpodra-
I'osrra (Cockcroft-Gault method).
Iponywennas 0o3a
PexoMenyercsi MpuHATH OOBIYHYIO CYTOYHYIO 103y TpermapaTta Tpanumad B 0ObIYHOE BpeMs Ha
CJICAYIONIMIA JIeHb. B ciyyae mporrycka OTIENBHBIX /103 HE CeIyeT MPUHUMATh ABOHHYIO J03Y
npernapara.
Ommena npenapama Tpanuoad
Jleuenue mnpenaparom TpaHugad HE JOHKHO OBITH MPEKpAlIeHO 03 MEIHIIMHCKON
KOHCYJIbTAllMK. [lalueHThl JTOJKHBI OBITh MPOUHCTPYKTHPOBAHBI O0OpaIlaThCs K Jeyaliemy
Bpauy, €CIIM Y HUX Pa3BUBAIOTCS JKEIYI0YHO-KHUIIIEYHbIC CUMIITOMBI, TAKUE KaK JIUCIICTICHS.
Hsmenenue anmukoacyissHmuou mepanuu

Hepexod om  NnpuUMeHeHUA npenapama TpaHuda6 K napeHnmepailbHOMY NPUMEHEHUIO

AHMuUuKoazyJIARmoe6

[TapeHTepanbHOE BBEJCHHE aHTHKOATYJISIHTOB CJIEyeT HauWHATh 4yepe3 24 vaca 1mocie npuema
nocJieIHer 1036l npernapaTta Tpanunad (cm. pazgen 4.5).

Hepexod om napermepaibHOo20 NPUMEHREHUA AHMUKOAa2YIARmMOo6 K NPpUMEHEHUN npenapama

Tpanuoab

[TepBass no3a mpemnapata TpaHuga® Ha3HavyaeTcsi BMECTO OTMEHSEMOIO AaHTHKOArylsHTa B
uHTepBasie (-2 yaca mepesn BBEIEHHEM OYEPEIHOW HMHBEKIMM aJbTEPHATUBHOW TEpamuu HIU
OTHOBPEMEHHO C TMpEKpalleHWeM B ClIy4ae HeNpepbIBHOIO BBEACHUS  (Hampumep,
BHYTPUBEHHOT'O MPUMEHEHUS HePpaKIMOHUpoBaHHOTo renapuna (HOI)).

Ilpogpunaxmuxa uncynroma, cucmemMHvix mpomMoOOIMOONULl U CHUNCEHUE CepOedHO-COCYOUCTOT
CMepMHOCMU Y 83POCAbIX nayueHmos (e eospacme om 18 sem) ¢ HOII u oonum unu Oonee
Gdaxmopamu pucka; newenue u npoghurakmuxa peyuousod ocmpozo TI'B uumu TOJIA u
NPOPUIAKMUKA CMEPMENbHLIX UCX0008, 6bI3bI8AEMbIX IMUMU 3A00NE6AHUAMU, ) B3DOCIbIX
nayuenmos (6 eospacme om 18 nem)

PexomeHntyemMble 10361 IPUBEIEHBI B Ta0nuIIE 2.

Tabnuna 2. Pekomenayembie 10361

Pexomennyemas no3a

[IpodunakTika MHCYNIBTa, CUCTEMHBIX TpoMOoaMObomnmii | Cytounas go3a 300 mr (1 xarmcyna mo 150 Mr 1Ba pasa B
U CHIDKCHHE CEepJeYHO-COCYUCTOH CMEPTHOCTH Y | CYTKH).

B3pocabix marueHtoB ¢ HOII m ogamm wmmm Gonee | B HEKOTOPBIX KIMHHUYECKHX CHTYalUAX MOXET OBITh
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(axkropamu pucka

pacemothEhO-rp v herte | HikCTo - ho3H 10220 Mr

(1 xancyna o 110 Mr aBa pasa B CyTKH) — CM. TaOJIHUIY
2 "mwke 1 noapasnen «OcoObie TPy MAIUEHTOBY.

Jleyenne m mpodmIaKTHKA peruauBoB octporo TI'B
w/umn TOJIA u npoduiakTiKa CMEpTENbHBIX HCXO/IOB,
BBI3BIBAEMbBIX 3TUMH 3a00JICBAHUSIMU

Cytounas no3a 300 mr (1 xarcyna mo 150 mr iBa pasa B
CYTKH) noce MapeHTePaILHOTO JICYCHUS
AQHTUKOATYJITHTOM, TIPOBOJSILIIETOCS B TEYCHHE, Kak
MUHUMYM, 5 IHEH.

B HEKOTOPBIX KIMHUYECKHX CHTYalHsIX MOXET OBITh
PAacCMOTPEHO MPUMEHEHUE CHUKEHHOW 103bI — 220 mr
(1 xamcyna mo 110 mMr nBa pasza B CyTKH) — CM. TabIHIly
2 Hke u nojpazaen «OcoOble TPYIIBI MAIIEHTOBY.

PeKoMEHI0BAHO CHUKEHHUE N03bI

IMarmenTs! ctapme 80 jet

HaHI/IeHTLI, OIHOBPEMCHHO MOJTyYaroIue BeparnaMuil

Cytounas no3a 220 mr (1 xancyna o 110 Mr 1Ba pasa B
CYTKH).

CHu:KkeHHne A03bI IO YCMOTPECHUIO Bpa4ya

[TarmenTs! B Bo3pacte ot 75 mo 80 et

[NanueHTsl ¢ yMEPEHHBIM HapyLICHUEM (YHKIMU MOYEK
(KK 30-50 mi/muH)

ITanuenTst c a30(haruTomMm U

ractpoa3odareanabHoil pedurokcHoii 6one3nbto (I'IPB)

TacTPUTOM,

Jpyrue nauueHTbl C MOBBIIIEHHBIM PUCKOM DPa3BUTHUS
KPOBOTEUYCHUS

Cytounas no3a 300 mr wu 220 MT T0JDKHA BRIOUPATHCS
HA  OCHOBE  WHAMBUIYyaJbHOW  OLEHKH  pPHUCKA
TpoMOOIMOOIIMU U PUCKA KPOBOTEUCHHSI.

g mokazaHus: JedeHue U MpodUIaKkTUKa PEUaAnBOB OCTporo TpombOo3a raybokux BeH (TI'B)
w/umu TpoM6osMOonuu seroyHoi aprepun (TDJIA) m mpoduiaakTuka cMEpTEIbHBIX HCXOJOB,
BBI3bIBAEMBIX ATUMM 3a00JIEBaHUSIMM — PEKOMEHJAIMA II0 MCHOJIb30BaHUIO JI03bl Iperapara
Tpanunad 220 mr (1 xancyna nmo 110 Mr 2 pa3za B CyTKH) OCHOBaHa Ha (papMaKOKMHETHUECKUX U
(apMakoAMHAMUYECKUX JaHHBIX, JaHHbIE KIMHUYECKUX UCCIIEI0BaHUI OTCYTCTBYIOT.

Oyenka ¢ynkyuu nouex 0o u 6o epems neuenus npenapamom Tpanuoab

Jlnis Bcex ManueHToB, 0COOEHHO Yy MOXKHIIBIX (>75 JIeT), MOCKOJIbKY HapyIIeHus: (PYHKIIMU MTOYEeK

MOTYT OBITh YaCTHIMU B 3TOI BO3PACTHOM IpyIIIE :

— mepex Tepamuei, BO u30eKaHUWE HA3HAYEHMs IIperapara MalMeHTaM C TSDOKEJIbIMU
HapymeHusmMu Gyukiuu novyek (KK < 30 mu/muH), He0OX0AMMO TIPEIBAPUTEITHLHO OIEHUTH
KIIMPEHC KPEaTUHHHA;

—  (yHKIUS IOYEK JOJKHA OLEHUBATHCS B MIPOLIECCE JIEYEHHU S, KOT/1a BOZHUKAET M0103PEHUE O
BO3MO>KHOM CHM)KEHUU WJIM YXYALIEHUU (YHKIMM MOYeK (Hampumep, MpHU TMIIOBOJIEMHUH,
JETUpaTalii, OJHOBPEMEHHOM NPUMEHEHUH OIPENEICHHBIX JIEKAPCTBEHHBIX IPENapaToB
U T.IL.).

JononuurensHble TpeOOBaHMS K NalMEeHTaM C HapylleHHeM (QYHKIMM [I0YeK JIETKOH H

YMEPEHHOU CTENEHM TSHKECTH W MAllMeHTaM cTapuie 75 JIeT:

— @Opu Tepamuu mnpenaparoM TpaHunad mnodeyHas (QYHKUIMS JOJDKHA OLIEHHMBATHCA, Kak

MHWHUMYM, OJIUH pa3 B roa WJin 4Yamic, B 3aBUCUMOCTU OT KJIMHAYECKOM CUTyalluu, Koraa

BO3HHUKACT MOAO3PCHHUEC O BO3MOXHOM CHHUKCHHU WK YXYAIICHHUU (I)YHKI_II/II/I ITOYCK

4
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(Hampumep, TNpU  TUIOBOJEMHUH, € ‘anaTaﬁEﬁ;f ::-Igﬂrggiﬁﬂé-ﬂgw:cﬂﬂ MekeHIH

OTIpeIeIEHHBIX JIEKAPCTBEHHBIX IPENapaToB U T.II.).
B kauectBe MeTona orneHkH QyHKIMH mouek ucnonb3yercs pacder KK mo ¢popmyne Kokpodra-
I'onrra (Cockcroft-Gault method).
JnumenvHocms npumenenus
JUnTensHOCT, TpPUMEHEHHs Tmpemnapara TpaHumald ans npoWIAKTUKA WHCYNbTA  IPH
¢ubpmsinun npeacepauii (OII), TT'B u TOJIA npusenena B Tabnuue 3.

Ta6muma 3. J[muTenpsHoCTh MpUMEHEeHUS 1)1 TpoduinakTuku uHCyIbTa ipu OIT u TT'B/TOJTA

IHoka3anue JimMTesIbHOCTH IPUMeEHEeHHS
IIpodmmakruka maCyMBTa TpH OI1 Tepanust JOKHA TPOJOJIKATHCS TOKU3HEHHO.
TI'B/TOJIA [IpomomKUTETPHOCTE ~ TEpamud  JODKHA  OBITH  OTpeeNeHa

MHJIUBH/YAIbHO MOCJIE TIIATEILHON OLUEHKH d(PPEKTUBHOCTH JICUCHUS
U pHUCKa KpoBOoTeueHus (cM. pazzaen 4.4).

KopoTkast mpoaomKUTeNbHOCTh Tepanuu (TIo KpaliHel Mepe 3 Mecsiia)
JOJDKHA PACCMATPUBATHCS MPH HAJIWYUKA TPAH3UTOPHBIX (HaKTOPOB
pucka (HampuMmep, HEHaBHsS OIepallys, TpaBMa, UMMOOWIN3AIHS), a
Oosiee ANUTENbHAS MPOJOJDKUTEIBHOCTh TEpPAMUA — MPU HATUYUAN
MOCTOSTHHBIX (JaKTOPOB PHCKA WIK TpU uauonatudeckom TI'B wnm
TOJIA.

IIponywennas ooza

[Iponymennyto n03y npenapara Tpanugad MOXKHO NMPHUHSATH B TOM CIydae, €ClIU JIO MpHeMa
oYepenHON 03Bl Mperapara OCTaeTcst 6 4yacoB W OoJee; ecli CPOK COCTaBHJI MEHee 6 4Yacos,
IPOMYIIEHHYIO 03y MPUHUMATh HE CIIETyeT.

B ciryuae nporycka OTAENbHBIX 103 He ClIeAyeT IPUHUMATh ABOIHYIO 7103y IIpenapara.

Ommena npenapama Tpanuoab

Jleuenne mnpemnaparoM TpaHuaad He cieqyeT MpeKpaiiarte 0e3 KOHCYJIbTAllMUd C BpPauoM.
[TaruenTa cneayeT NpoMHPOPMUPOBATH O HEOOXOAUMOCTH OOpaleHHs K JIeHallleMy Bpauy, eciu
Y HUX pa3BUBAIOTCA KCITYJOYHO-KUIICYHBIC CUMIITOMBI, TAKHMC KaK JUCIICTICUS.

H3menenue anmuxoa2yisHmHou mepanuu

Hepexod om ___npumeHerus npenapama TDGHM()G6 K napermepajibHOMY NpPUMEeHeHUIo

AHMUKoAa2yJIARmMoe6

[TapenTepanbHOE TNPHMEHEHHE AHTUKOATYJSIHTOB CJEAyeT HauyWHATh 4depe3 12 dacoB mocie
npuema rnocieanei 103sl npenapara Tpanugad (cm. pazaen 4.5).

Hepexoc) om_napermepaibHOo20 NPUMEHEHUA AaHMUKoa2YJIAHRmMo6 K NPUMEHEHUIO npenapama

Tpanudab

[lepBas nmo3za mpemapara Tpanuma® Ha3HadaeTcs BMECTO OTMEHSEMOTO AHTHKOAryJsiHTa B

uarepBanie (-2 yaca mepen BBEACHUEM €ro OYEPEeIHOW J103bl WA OJHOBPEMEHHO C



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 11.06.2024 N= 11638

MPEeKpalIeHUEeM B Cilydae HENpEepbIBHOTO BBEIEHUS (ﬁ&%‘ﬁl@ﬂ%@@hh@g -I;I‘Blblllgllel}fléHI/Iﬂ

HI).

Hepexoc) om npumMeHeHuA npenapanid TpaHu0a6 K NPUMEHEHUI aHma2oHucmos sumamuna K

ITpu KK > 50 mu/muH nipuem anTaroHnuctoB ButamMmuHa K Moket ObITh HayaT 3a 3 maus, a mpu KK
>30 - <50 mur/muH — 3a 2 1HS 10 OTMEHBI npenaparta Tpanumal.

[Tockonpky mpemapar Tpanuga® MOXKET BIUATH Ha MEXKIYHAPOJHOEC HOPMAaIM30BAaHHOE
ornomenne (MHO), MHO Oynet nyumie otrpaxats 3p¢GeKT anTaronuctoB Butamuna K tonpko
CIyCTS HE MeHee 2 JHeW Mocjie OTMEHbl npemapara Tpanumad. [{o storo 3navenuss MHO
JTOJIKHBI OBITH MHTEPIPETUPOBAHBI C OCTOPOKHOCTHIO.

Hepexoc) Om_NpuUMeHerUs anmazorucmos sumamuna K k npumenenuio npenapama TpaHu0a6

[IpumeHeHne aHTaroHUCTOB BUTamMMHAa K mpekpamaroT, nmpuMeHeHue mpenapara Tpanugad
BO3MOKHO nipu 3HaueHnn MHO < 2,0.

Kapouosepcus

[IpoBeneHue TIAHOBOM WM ODKCTPEHHOM KapIAHOBEpPCMU HE TpeOyeT OTMEHBI Teparuu
npenapatoM TpaHuaao.

Kamemepnas abnayus npu @I1

Jannsle o mpumeHeHuu mpemnapata Tpanumga® (1 xancyma mo 110 mr 2 pasa B CyTKH)
OTCYTCTBYIOT.

Ypeckooicnvie koponapuvle emewamenscmea (4YKB) co cmenmuposanuem KopoHapHuix
apmepuil

V¥ nanuentoB ¢ HOII, xotopeiMm BeinosniHeHO YUKB co cTeHTHMpOBaHMEM KOpPOHApHBIX apTepuil,
JaburaTpaHa OJTEKCHJIAT MOXKET IPUMEHSThCS B KOMOMHAIMM € aHTUTPOMOOLIMTApHBIMU
npenapatamu. JleueHue naburaTrpaHa ITEKCHIJIATOM MOXKET ObITh HAYaTO MOCIE JTOCTHKEHUS
remocrasza (cm. paszgen 5.1).

Oco0bIe I'pynnbl HAaMCHTOB

llepsuunas npoguraxmuxa 6eHO3ZHbLIX MPOMOOIMOOIUYECKUX OCNIONCHEHULL )  B3DOCIbIX
nayuenmos (8 éospacme om 18 nem), nepenecuiux niaHogoe momaibHoe SHOONPOMEIUPOBAHUE
mazo6edpeHH020 Cycmasa uiyu momaibHoe dHOONPOMe3UpOBaHUe KOJeHHO20 CYCmasda

HauueHmbl C HaApyuieruem d)VHKZ/IZ/IZ/l no4ex

Tepanus npenaparom Tpanunad y manueHTOB C TshKeNbIM HapylieHneM QyHkuuu noyek (KK
< 30 mur/mMmuH) poTUBOMIOKa3aHa (cM. pasaen 4.3).
Pexomentyercst KOppeKuus 1035l y MAMEHTOB C YMEPEHHBIM HapylieHueM GyHnkiun nouek (KK

30-50 mu/muH) (cM. Tabnuity 1 Beite u pa3genst 4.4 u 5.1).
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uH2u6umopamu P-anuxonpomeuna (P-qp), Hanpumep, ¢ CZMMO()CIDOHOM, XUHUOUHOM UL

eepanamuiiom

Crnenyer CHU3WTH 103y, KaKk ykazaHo B Tabmuie 1 (cMm. takxke pasnmensl 4.4 u 4.5). B atoid
curyanuu npenapat Tpanugad U ykazaHHbIC TIpeniapaThl ClIeIyeT IPUHUMATh OJTHOBPEMEHHO.

Y TnamuMeHToB C YMEPEHHBIM HapymieHueM (QYHKIMH II0Y€K, KOTOPHIE OJHOBPEMEHHO
MPUHUMAIOT BEparaMull, CJIeIyeT pacCMOTPETh BOIPOC O CHIKEHUU J103bI Tipernapara Tpanugad
10 75 Mr B cyTKH (cM. pa3nensl 4.4 u 4.5).

Hayuenmul noorcunozo so3pacma

Pexkomenyercsi CHIDKEHHE 03Bl Iperapara y ManueHToB crapmie 75 ser (cMm. tabmumy 1 u
paznenst 4.4 u 5.1).

Brusnue maccol mena

KinHuueckuil ompIT NMPUMEHEHMs] y HauueHToB ¢ maccod tena < 50 kr wim > 110 kr B
PEKOMEHIYEMBIX JI03aX KpallHe OrpaHuuYeH. YYUTHIBasS MMEIOUIUECS KIMHUYECKUE U
(dapMaKOKMHETHYECKHE JaHHBbIE, KOPPEeKIHH J03bl He Tpedyercst (cMm. pasmen 5.2), HO
pPEKOMEHIyeTcs THIAaTeNbHOE KIIMHUYeckoe HabmoieHue (cM. pasnen 4.4).

Ilpogpunaxmuxa uncyroma, cucmemHvlx mpomO0IMOONUL U CHUJICEHUE CepOedHO- COCYOUCTMOTU
CMEpPMHOCIU Y 83DOCIbIX NAYueHmos (8 gozpacme om 18 nem) ¢ nexnanannou Quopunisyuer
npedcepouti u 0OHUM uiu Oolee (axmopamu pucka; Jedenue u Npo@PUIAKMUKA Peyuousos
ocmpozo TI'B uw/unu TOJIA u npoguraxmuxa cmepmenbubviX UCX0008, 6bI3bIBAEMBIX IMUMU
3a601e8aHUAMU Y 83DOCIbIX NAyuenmos (8 éospacme om 18 nem)

Hayuenmuol noowcunozo sospacma

[TpunuMMnBI BBIOOpA 10361 Mpenapara y MOKUIIbIX MallMeHTOB yKa3aHbl B TadIuLe 2.

HpuMeHeHue Y nayuerHmos ¢ no6blUUEHHbIM DUCKOM KpoeomelteHmZ

[TauenTaM ¢ NOBBILIEHHBIM PHUCKOM KpPOBOTEUYEHMSI II0KA3aHO TINATENbHOE KIMHUYECKOE
HaOJo/IeHue (Ha IMpeIMeT BBISIBICHUS MPU3HAKOB KPOBOTEUEHMM MM aHEMHH) (CM. pa3zelibl
4.4, 4.5 u 5). Pemienue o BbIOOpE [103bl Npemnapara NPUHUMAETCS MO YCMOTPEHHUIO Bpaya Ha
OCHOBAHMHU OLICHKH MOTEHIMAIbHON MOJb3bl U pUCKa [l HanueHToB (cM. Tabmumy 2). Ouenka
napaMeTpoB KOaryJsiuu (cM. paszzaen 4.4) MOXeT OMOYb BBISIBUTH MAllUEHTOB C MOBBIIIEHHBIM
PUCKOM KpOBOTEYEHHMsI, BBI3BAaHHBIM UpE3MEPHBIM BO3JelcTBUEM JalurarpaHa. Ecmu y
MAlMEHTOB C BBICOKUM pHUCKOM KpPOBOTEUEHHUS BBISIBICHO UpEe3MEpPHOE BO3JEHCTBHE
nadurarpaHa, peKOMeHIyeTcsl yMeHbIIUTh 103y 10 220 mr (1 kamcyna mo 110 mr 2 pasza B

CYTKI/I). Korz[a BO3HUKACT KIMHUYCCKHU 3HAYNMOC KPOBOTCUCHUC, JICUCHUC CICAYCT NPCPBATh.
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VY manMeHToB ¢ racTpUTOM, 330(aruToM WU racmoéﬂ)r a;rg%%gt%fr‘};%{;&_ﬁ' e

MOJKET OBITh PACCMOTPEHO CHUKEHHE J03bl M3-32a MOBBIIIEHHOTO PUCKA JKEITYA0YHO-KHIIIEYHOTO
kpoBoteueHwus (cM. Tabnuiy 2 u pazuen 4.4).

HauueHmbl C HapyuieHuem d)vHKuuu no4yex

Tepanust mpernaparom TpaHuaad y THalMEHTOB C TOKEIBIM HapylleHUeM (QYHKIMH TOYEK
(KK < 30 mur/mMuH) npoTuBoOIIoKa3aHa (cM. pasuen 4.3).

Koppekuuu 1o3pl He TpeOyeTcs y MalMeHTOB C JIETKUM HapylmIeHUEM (QYHKIMH IOYEeK
(KK 50 - < 80 mu/mun). s TAnueHTOB ¢ YMEPEHHBIM HapylmieHHeM (YHKIHMH ITOYEK
(KK 30-50 mn/muH) pekomeHmyemas 1o3a mpenapara Tpanugad Takxke coctasiser 300 mr
(1 kancyna no 150 mr nBa pasa B cyTku). Tem He MeHee, [UIsl ALMEHTOB C BHICOKUM PHUCKOM
KPOBOTEUCHHSI MOKET OBITh PacCCMOTPEHa BO3MOKHOCTH CHIDKEHHSI J103bl Ipenapata Tpanunad
1o 220 mr (1 xancyna mo 110 mr aBa pasza B cyTku) (cM. pazzaensl 4.4 u 5.2). YV maiueHToB ¢
HapyleHHeM (YHKIIUU TI0YEK PEKOMEHIYETCS TIIATEIbHOEC KIIMHUYECKOe HAOF0ICHUE.

OOHOGD@M@HHO@ npumeHerue npenapama TpaHu0a6 C daKmueHbviMmu uH2u6umopaMu P-gp

(makumu kax amuo0apoH, XuHUOUH Ul 8epanamui)

[Tpu oTHOBpEMEHHOM MPUMEHEHUH aMHOJapoHa WM XMHHUIMHA KOPPEKIUHU 03Bl HE TpeOyeTcs
(cm. pasznmensr 4.4, 4.5 1 5.2).

CHmKeHHe J03bl PEKOMEHIyeTCsl IS MalMeHTOB, KOTOpPbIE OJHOBPEMEHHO MOJIY4arOT
BepanaMui (cMm. Tabnuny 2 u pasnensl 4.4 u 4.5). B stoil cutyanun npemnapat Tpanugad u
BeparnaMmui clielyeT IpUHUMAaTh OJTHOBPEMEHHO.

Brusnuue maccor mena

B cooTBercTBUM ¢ (hapMaKOKWHETHYECKMMH W KIMHUYECKUMH JTAHHBIMH KOPPEKIIMU 103l HE
TpeOyerca. OHAKO 3a MalKMeHTaMu ¢ Maccod Tena MeHee 50 Kr peKOMEeHAYeTCsl KIMHUYECKOe
HaOJroieHue.

eTH
[Ipenapat Tpanuaal npoTuBoNOKa3aH y aereil B Bozpacte 10 18 ser.

Criocob nnpuMeHeHu s

Kancynel cnegyer npuHuMarh BHYTPh, | WM 2 paza B CyTKM HE3aBHCHMO OT BPEMEHU IpHema

MUIIA, 3aliBas CTaKaHOM BOJbI UiA OONErdeHus MPOXOXKJIEHUs Mpernapara B KemyAok. He

CJeMyeT BCKPHIBATh KaITCyy.

4.3. TlpoTuBomoka3zaHus

—  T'umepuyBCTBUTENBHOCTD K Jga0uraTpaHa 3TEKCUJIATy WA K JTIOOOMY M3 BCIIOMOTATEIbHBIX
BEIIIECTB, IEPEUUCIICHHBIX B pazzene 6.1;

—  Hapymenne ¢pynknuu nodek tsoxenoin crenenu Tsokectu (KK < 30 mn/mun);

- AXTHUBHOE KIMHUYECKH 3HAUMMOE KpPOBOTCUYCHUE,
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'kposotedeinds inouas

O i}
— IlopaxxeHue OpraHoB B pe3yJIbTaTe Kil HqGCKdnmaqmr(ﬁ"

reMopparu4ecKuii UHCYJbT B TEUEHHE 6 MeCALEB 0 Havaja Tepanuy;

— Hanuuue cocTosHUi, PU KOTOPHIX MOBBIIIEH PUCK OOJBIINX KPOBOTECUEHUN, B TOM YHCIIE:
UMEIOIIMECS WM HEeaBHUE M3bA3BICHUS kenynouHo-kuieynoro tpakra (JKKT), Hannune
3]I0KAQUYECTBEHHBIX  00pa30oBaHWU C BBICOKMM PHCKOM KPOBOTEYEHHUS, HE/IaBHEE
MOBPEXJACHUE T'OJOBHOIO WJIM CHMHHOTO MO3ra, HEJaBHSS oOllepalus Ha TOJOBHOM WIH
COMHHOM MoO3re Wih OQTaJIbMOJIOTHYECKas Olepalus, HelaBHee BHYTPUUYEPEITHOE
KPOBOUBJIMSHUE, HAIMYME WU MOJI0O3PEHHE HAa BApUKO3HO pacCIIMpPEHHbIE BEHbI MHILEBOAA,
BpPOXKJICHHBIE apPTEPHOBEHO3HBIE JE(PEKThl, COCYAUCTHIC AaHEBPU3MBl MU OOJbIINE
BHYTPHUIIO3BOHOYHBIE WJIM BHYTPUMO3TOBBIE COCYANCTHIC aHOMAJIHH;

— OpHOBpeMEHHOE Ha3HAu€HUE JIOOBIX APYTUX AHTUKOAryjisHTOB, B ToM uucie, HOI,
HU3KoMoueKy/sipHbIX renapuHoB (HMI') (3Hokcanapun, nanrenapus U Ap.), MPOU3BOIHBIX
remapuHa (doHHamapuHyKC U Jp.), [EpPOpPAIbHBIX AaHTUKOAryJIsSHTOB (BapdapuH,
puBapokcabaH, anukcabaH U Jp.), 32 UCKIIOYEHHUEM CIy4aeB Mepexoja JICYCHHs C WIH Ha
npenapar Tpanuaga®d wnm B ciaydae mnpumeHeHus HOIT B po3zax, HEOOXOAMMBIX st
NONJEPKAHUS LEHTPAJIbHOIO BEHO3HOTO WJIM apTEpUAlbHOIO KareTrepa WM Ipu
BBIMIOJTHEHUH KaTeTepHON abnanuu npu GuOpHILIALIUN IpeacepIuil;

— OpHOBpeMEHHOE Ha3HAYEHHE MOIIHBIX MHIMOUTOpPOB P-gp: KeTOKOHa301a JJIsl CUCTEMHOTO
MPUMEHEHHUS, ITUKJIOCIIOpUHA, UTPAKOHA30J1a, TAKPOJIUMYCa U IPOHEapOHa,;

— Hapymenus ¢yHkuum medenn u 3a00JIeBaHUS IEYCHH, KOTOPHIE MOTYT TIOBIHATH Ha
BBIKMBAEMOCTB;

— Hanuuue MPOTE3UPOBAHHOTO KJIalaHa cepaua, TpeOyromiero Ha3HAYEeHUs
AQHTUKOATYJSIHTHOM TEpanuu;

— bepemeHHOCTH M EpUOA TPYJHOTO BCKAPMIIUBAHMUS.

4.4. OcoOble yka3aHHSl M MepPbl MPEI0CTOPOKHOCTH NPH NPUMEHEHHH

C 0CTOPOKHOCTBIO

Tabnuna 4. @axkTopsl prcka, KOTOPbIE MOTYT MOBBIIIATH PUCK KPOBOTEUEHUS

DapMaKoJMHAMUYECKHE u | Bospacr =75 ner
(apmakokuHeTHYeCcKHe (GakTopbl

®axkTophl, noBelatonve | bonpuue:

KOHIIEHTPalui0 naburaTpaHa B IuiasMe |e  YmepeHnoe Hapyuienue ¢pynkuun modek (KK 30-50 mu/mun)

KpoBH e Mommnsle wHrHOUTOpPEI P-gp (32 HCKIIOUYEHHEM YyKa3aHHBIX B
paszene 4.3) (cMm. pazzen 4.5)

e (Cnabple U ymMepeHHbIe HHTHOUTOPHI P-gp (Hampumep, aMHOJApOH,
Bepanamml, XMHUJUH | TUKarpesop; cM. paszen 4.5)

Mannsle:

e  Huskas macca tena (< 50 xr)

dapmMakoIUHAMUICCKHE OnHOBpEMEHHOE MPUMEHEHHE:
B3anMOJIeHCTBUS (CM. pazjaen 4.5)
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«  anernicaluumnosolil HcAO M (ACK) i CApyind Hifotopos

arperamyy TPOMOOINTOB, TAKKX KaK KIOMHIOTPET

®  HECTEpPOHUIHBIX MPOTHBOBOCHAIMTENLHBIX IpenapaTos (HITBIT)

e  CenexkTUBHBIX MHTHOWTOPOB OOPaTHOTO 3axXBaTa CEPOTOHHMHA FITH
CENIEKTUBHBIX WHTHOMUTOPOB OOpaTHOTO 3axBaTa CEPOTOHMHA U
HOpaJpeHaInHa

e Jlpyrux IeKapcTBEHHBIX NpENaparoB, KOTOPbIE MOTYT HapyllaTh
reMocTas

3aboneBaHus/IpoLEeaypsl C OCOOBIMU |e  BpoKAeHHBIE WM TIPUOOPETEHHBIE HAPYUIEHHS CBEPTHIBAEMOCTH

reMOpparn4ecKUMHU pUCKaMH KpOBH

e  Tpomboruronenus win GpyHKIIHOHAIBHBIE Te(EKTH TPOMOOIUTOB

e HenaBHo mpoBeneHHass OWOICHS WM TEpEHECCHHAs OOMIMpHAas
TpaBMa

e  bakrepuanbHbIil SHOOKapIUT

e D3odarur, ractput win [ OPb

Puick pa3BuTHs KPOBOTCUCHUH

[Ipumenenne mpenapara TpaHumad, Takke Kak U IPYTUX aHTUKOAryJISHTOB, PEKOMEHIIYETCS C
OCTOPOXKHOCTBIO IIPU COCTOSIHUSIX, XapaKTEPU3YIOIINXCS OBBIIIEHHBIM PUCKOM KPOBOTEUEHUH.
Bo Bpems Tepanuu npenapatoM TpaHuaad BO3MOXKHO pa3BUTHE KPOBOTEUEHUH pazInuHON
nokanu3aimMy. CHIKEHHE YPOBHSA TIeMOINIOOMHA W/WIM TEeMaTOKpPUTa IO HEBBIICHEHHBIM
NpUYMHAM, WM CHIKCHUE apTepuaibHoro naeiieHus (AJ]) siBisieTcss OCHOBaHMEM ISl TIOMCKA
MCTOYHUKA KPOBOTEUEHHUS.

B cutyanusax omacHoro Juis *KH3HM MM HEKOHTPOJIUPYEMOTO KPOBOTEUYEHHUs, KOrja Tpedyercs
ObICTpOE IpEKpallleHue aHTUKOATyISIHTHOro 3¢ ¢dekra gaduraTpaHa, JOCTYIEH crienupuuecKuit
anrtarounct IPAKCBAMH] (naapyuusyma6) (cm. paszaen 4.9).

B knMHMueckuX HcclelnoBaHUSAX IpPUMEHEHHE JadurarpaHa STeKcuiaara ObLIO CBSI3aHO C
HOBBIIICHHEM YacTOThl OONbIINX kenynouHo-kuireuHbix (JKK) xpoBoreuenuii. TToBbImICHHBIIH
pHCK HAOIIOAANCs y MAllMEeHTOB MOXKUIIOTO Bo3pacTa (= 75 jer) nmpu NpUMEHeHUH jJa0duraTpaHa
sTekcuiara B o3¢ 150 mr nBa pasza B cyTku. JlomosHUTENbHBIE (DAaKTOPHI PHCKAa BKIIOYAIOT
OJIHOBPEMEHHOE NPUMEHEHNE UHTMOUTOPOB arperaiuy TpoMOOLMTOB, HAIPUMeEp, KIOMUI0Tpesna
u ACK wm HIIBII, a takxe Hanuuue 330¢aruta, ractpura uiau I'OPb.

TmarenbHOE KIMHHUYSCKOE Ha6J'IIOI[eHI/IC

TimarenbHOE HAOJIOIEHUE B OTHOIICHUH TPU3HAKOB KPOBOTEUEHUSI MJIM aHEMHH PEKOMEHAYETCSI
Ha TIPOTSHKEHWH BCETO TepHoJa JICYeHHUs, OCOOCHHO €CIM TNPHUCYTCTBYIOT Cpa3y HECKOJIbKO
dakTopoB pucka (cM. pazzaen 4.4). OcoOyro OCTOPOKHOCTH CIEAYET COOII0IaTh, KOTIa IIpernapar
Tpanuga® Ha3HauaeTCs OJHOBPEMEHHO C BepamaMuiIoM, aMHOJApPOHOM, XWHHIAWHOM WU
KJIAPUTPOMUIIMHOM (MHTHOUTOpPHI P-gp) M, B 4acCTHOCTH, MPU BO3HUKHOBEHHH KPOBOTEUCHUS,
OCOOCHHO Yy TAIMEHTOB, MMECIOIIHNX JIETKOEe WJIM yMEpPEHHOE HapylieHHe (YHKIIUU MOYEK (CM.

paznen 4.5).

10
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TmarenbHoe HaOMOEHUE B OTHOUICHUH r[pI/I3HaI<" ':';cﬂggggeﬁtégﬁ_' %%MEEZII‘S’GI%CI;I y

NAIUEHTOB, 0JHOBpeMeHHO nony4daromux HIIBIT (cM. pa3zpen 4.5).

IIpekpaleHue mpruemMa mpemnapara

[Ipu pa3BuUTHH OCTPOI MOYEYHOW HEJOCTATOYHOCTH IMPHEM Ipernapara TpaHumad HEOOXO0IMMO
MPEKPaTUTh (CM. TaKxke pazzaen 4.3).

[Ipr pa3BUTHU TSHKENOTO KPOBOTEUCHHUS JICUCHHUE HEOOXOIMMO MPEKPAaTUTh, HAYATh IOMCK
HUCTOYHUKA KPOBOTEUYCHHUS U PACCMOTPETh BO3MOXKHOCTH TPUMEHEHHS CIEeHU(DUIECKOTO
anraronucra IPAKCBAVH]L (nnapyrmsyma6) (cm. paszen 4.9).

CHuxeHue 10351

CHMKeHuEe 103b1 IOJKHO PacCMaTPUBAThHCS WIIM PEKOMEHI0BAThCS, KaK OIMCAHO B paszene 4.2.

[IpuMmeHnenne nHrHOUTOPOB poroHHoro Hacoca (MITH)

Bosmoskno Haznauenue UITH nis npodumaktuku KK kpoBOTCUCHMIA.

.Ha6ODaTODHI>Ie IIO0Ka3aTCJ/IM CBEPThIBAHHMA KPOBH

Hecmotpss Ha TO, uro mpemapar Tpanumma® B 1enmoM He TpeOyeT peryssipHOTO
AQHTHKOATYJITHTHOTO MOHHMTOPWHTA, MU3MEPEHHE AHTHUKOATyJISHTHOTO A(QeKTa, CBSI3aHHOTO C
a0uUraTpaHoM, MOXKET ObITh IMOJIE3HBIM JJIsi OOHAPYXEHUS UYPE3MEPHO BBICOKOM 3KCIIO3ULMU
nadurarpaHa npu HAJIMYUU JOTOJIHUTENBHBIX (PAKTOPOB pUCKA.

PasBenennoe tpomOuHoBoe Bpemsi (pTB), skapuHoBoe Bpemst cBepThiBaHus (OBC) u
aKTHBUPOBAaHHOE YacTHUYHOE TpoMmoOoracTuHoBoe Bpems (aUTB) woryr mnpenocTaBuTh
HOJIE3HYI0 MH(OpPMAIMIO, HO X 3HAYEHUS CIIeAyeT UHTEPIPETUPOBATh C OCTOPOKHOCTHIO U3-32
BapHuabeIbHOCTH Pe3yIbTaTOB, MOJYYEHHBIX Pa3HBIMM METOJAMU aHAJIN3a.

3nauenue MHO sBnsercs HEAOCTOBEPHBIM Yy MAllMEHTOB, MPUHUMAIONMX npenapaT Tpanuaao,
¥ ObUIM ONMCaHBl Cllydyau JIOXKHOMOoJokHUTeabHOro noseiieHuss MHO. Ilostomy u3mepenue
MHO npoBoauTh HE cleayerT.

Tabmuua 5. IloporoBele 3HAYeHMs KOAUYISALMOHHBIX TECTOB B MOMEHT JOCTHXKEHHS
MUHUMAaJIbHOM KOHILIEHTPAllUM Ipernapara B KPOBH, KOTOPbIE MOTYT OBITh aCCOLMMPOBAHBI C

IMMOBBIIICHHBIM PHUCKOM KpOBOTe‘IeHI/Iﬁ

IToxka3arTesn Tloxa3zanue
(B MOMEHT J0CTHKEHUS] MUHUMAJILHOM
KOHIIEHTPAI[UM Mpenapara B KPOBH)

[podpunaktuka BT y manuentor | ®I1u TTB/TOJIA
MOCJIe OPTONEAMICCKIX OTIePaIIHi

pTB [ar/™Mi] > 67 > 200

OBC [KkpaTHOCTb NPEBBILIEHNS BEPXHEN JlaHHBIE OTCYTCTBYIOT >3

rpaxuis HopMel (BI'H)]

aUTB [kpatHocTs mpesbimienunst BIH] >1,3 >2

MHO He cnenyer BBINOIHATH He cnenyer BbINOIHATH
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IpunMeHenne GUOPHHOMNTHYECKHX IPenapaTos s teddHa olrpdro ieMititckors HHEYHbTa

[TpumeHenne GUOPUHOIUTUUECKUX TMPENAPATOB IS JICUYCHHUS OCTPOTO UIIEMUYECKOTO MHCYIIbTA
MOJKET OBITh PacCCMOTPEHO, €ciin pe3yiabTaThl u3Mepenus p1B, OBC unu aUTB y nauuenra e
npesbiatoT BI'H B cooTBeTCTBUM ¢ MECTHBIM pe(epEeHCHBIM IUANIa30HOM.

XHpyprudeckrne BMEIaTEILCTBA M MNHBA3UBHBIE IPOIIEAYPHI

[TarueHTsl, KOTOpbIE MNpPUHUMAIOT mpenapar TpaHuga®, HMMEIOT MOBBILEHHBIM  PHUCK
KPOBOTEUCHHS MPU BBHITOJHEHUH XUPYPTHUECKUX WIM WHBA3UBHBIX Mpolenyp. Breimonanenue
XUPYPru4ecKoro BMeEUIATEeNbCTBA MOXET IOTpe0OBaTh BPEMEHHOrO MPEKpalleHUs MpuemMa
npenapara Tpanunadb.

ITpoBenenune kapauoBepcun He TpeOyeT NepepbiBa B IpueMe npenapara TpaHuaal.

Jannbie o nmpumeHenun mpemnapara Tpanunad (1 xancyma mo 110 mr 2 pasa B CyTKu) y
MAIMEHTOB, KOTOPBHIM BBINOJHICTCS KaTeTepHas abnanus npu (GUOPWUIALUU TPEACEePAUid,
OoTCyTCTBYIOT (cM. pasfen 4.2). BreimonHeHue kareTepHoil abnamuu 1pu  GUOPUILIAIUU
npecepauii y maueHToB, moirydatonux npenapar Tpaaumad B mo3e 150 mr (1 karcyna) 2 pasza
B CYTKH, HE TpeOyeT nepephiBa B IpreMe npenapara (cM. paszaen 4.2).

CrnenyeT mposBIATH OCTOPOKHOCTH MPH BPEMEHHOM IPEKPAIllEHUU JICUCHUS N7l BBHIIOTHEHUS
XUPYPru4ecKoro BMEMIATENbCTBA M 00ECNeYuTh MOHMTOPUHI aHTUKOArylsuuu. BeiBeneHue
naburarpana w3 OpraHu3Ma y MAlMEeHTOB C HapyHIeHHEM (PYHKIIUH MMOYEK MOXKET MPOUCXOIUTh
JoJIbIe (CM. paszien 5.2). DTo clueayeT YIUTHIBATh IPH BBITIOJHEHUH JIFOOBIX TIporeayp. B Takux
CIIy4asiX KOaryJasuOHHBIE TeCThI (CM. pa3zzen 5.1) MOryT MOMOYb ONPENEIUTh, COXPAHSIIOTCS TN
HapyILIeHUs FeMOCTas3a.

3KCTD€HHBI€ XHPYPrudeCKUE BMCIIATCIbCTBA U TPOICAYPHI

[Ipemapar  Tpanupma®  ciegyeT  BpPEeMEHHO  OTMEHUTh. Eciau it BBINIOJIHEHUS
BMeIlIaTeNIbCTBA/MpoLeypsl TpeOyeTcst ObIcTpoe MpeKpallleHHe aHTUKOaryJasHTHOro 3(dexTa,
clleflyeT PacCMOTPETh BO3MOXKHOCTb BBEJIEHHS CHEIM(PUYECKOro aHTaroHWcTa K IMpemnapary
Tpanuna6, npenapara [IPAKCBAVH]L (nnapyumsyma).

[Ipexpaienue Tepanuu JabUraTpaHoOM IOJIBEPraeT MalMEeHTOB TPOMOOTHYECKOMY PHCKY,
CBSI3aHHOMY C HX OCHOBHBIM 3abosieBanueM. llpuem mnpenapara Tpanuna® Moxer OBbITH
BO300HOBJIEH uepe3 24 yaca mocje BBEACHUS CHEIM(PUUECKOro aHTaroHMcTa K JaburarpaHy
[IPAKCBAMH]T (umapyumsymab) 0pH YCIOBHM JOCTHKEHHS IIONHOTO TeMocTasa |
CTAaOMIJILHOTO COCTOSIHHUS MAllEHTA.

CpodHbIe XUPYPTUUSCKUE BMCH.I&TCJ'IBCTB&/HDOHCI[VDBI

[Tpenapat Tpanugal ciexyer BpeMEHHO OTMEHUTh. CpoyHOE XUPYpruyeckoe BMENIaTeIbCTBO
WIHM IPOLEAYpPY, PU HAJTUUYUU TaKO BO3MOXHOCTH, 11€Jeco00pa3HO BHINOJIHATH HE paHee, YeM

yepe3 12 dWacoB mocie TMOCIemIHero mnpueMa mpemnapara Tpanmmad. Ecnu omepamms win

12



COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 11.06.2024 N2 ‘H_EI?.E- N
npoueaypa He MOXKET ObITh OTJIOKEHA, €€ BBIITOTHEHUE %éurﬂ;r;é; Etﬁf}_}ggk) 'e'T'oTzFafiimeﬁr-baH,

MOXKET OBIThH aACCOMUPOBAHO C MOBBINICHHBIM PUCKOM KPOBOTCUYCHUS. 9TO0T PHUCK KPOBOTCUCHUA
CJICAYCT COMMOCTABUTL CO CPOYHOCTHIO BMCIIATCIILCTBA.

IInaHOBEIC XMPYPIUUECKHE BMEIIATEILCTBA

Ecnu Bo3mokHO, mpemapatr Tpanumad cienyeT OTMEHHMTh 1O KpalHed mepe 3a 24 daca 10
BBITIOJIHEHHUS] WHBA3UBHBIX WM XHPYPrUYECKUX TMPOUEAYp. Y TMALHUEHTOB C IOBBIIICHHBIM
PUCKOM KPOBOTEUCHHSI WJIM TPU OOIMPHOM XUPYPTHYECKOM BMEIIATEIBCTBE, TJIE MOXKET
noTpeboBaThCsl MOJHBIA TEeMOCTa3, CIEAYeT PacCMOTPETh BO3MOXKHOCTh OTMEHBI Ipernapara
Tpanumab 3a 2-4 1HS 10 XUPYPrUYECKOTO BMEIIATEIHCTBA.

Tabmuua 6. [IpaBuna oTMeHs! npenapara Tpanuaad nepea MHBa3UBHBIMH WM XUPYPTUUYECKUMU

poueaypamMu
DyHKUMA 10YeK T IIpexpameHue npruemMa npenapara nepej JaHOBOH XUPYpPru4eckoi
(KK, ma/mMun) onepaunuei
Bricokuil puck KpoBOTEUEHUS WU CraHgapTHBIN pUCK
MIPOBEJCHUE OOJIBIION ONepauu

>80 ~13 3a 2 mHA 3a 24 gaca
>50-<80 ~15 3a 2-3 nux 3a 1-2 g
>30-<50 ~18 3a 4 nux 3a 2-3 gust (> 48 gacoB)

CrnuHanpHas aHCCTe?»I/ISI/BHI/IHVDaJIBHa}I aHecTe3us/IoMOaIbpHas IIYHKIIUA

Takue mpoueaypbl, Kak CIMHHOMO3TOBas AaHECTE3Usi, MOTYT IMOTpPeOOBAaTh MOJIHOTO
BOCCTaHOBJICHHS I'eMOCTa3a.

B cinywsae TpaBMaTu4yHOW WM TIOBTOPHOM CIIMHHOMO3TOBOM MYHKIMU W JJIUTEIHHOTO
WCIIOJIb30BAaHUS  JMNHUAYPAIILHOIO  KaTeTepa  MOXKET  IOBBIIATBCA  PUCK  Pa3BUTHUSA
CITMHHOMO3TOBOTO KPOBOTEUEHHUS WM HIUAYypaibHOM remarombl. [lepByro mo3y mpemnapara
Tpannma® crneayer mpuHHMaTh HE paHee, 4eM dYepe3 2 dYaca Toclie YAAJICHHs Karerepa.
Heo6xoauM KOHTPOJIb COCTOSIHUS TAIMEHTOB ISl UCKIIFOUEHUSI HEBPOJIOTUUECKUX CHMIITOMOB,
KOTOpBIE MOTYT OBITh OOYCIIOBJIEHBI CIIMHHOMO3TOBBIM KPOBOTEYEHHEM HIIM SIUIypalbHON
reMaTOMOM.

Ilocneoneparmonnast dasa

[Mociie MHBa3MBHOW MPOLIEAYPHI/XUPYPTHUECKOrO BMEIIATENbCTBA MpHeM Tpernapara Tpanuaad
cilelyeT BO30OHOBUTh/HAYaTh KaK MOYKHO ObICTpee, €CIIU 3TO MO3BOJISET KIMHUUECKAs! CUTYalHs
Y IOCTUTHYT aJ€KBAaTHBII reMocTas.

Y mnmanMeHToB € PUCKOM KPOBOTEUEHHUS WM MMEIOIIUX PHUCK YPEe3MEPHON SKCIO3ULUU
mpenapara, OCOOCHHO Y TMAalMeHTOB C yMepeHHbIM HapymenueM ¢yHknuun mnodek (KK
30-50 mi1/MHH), TEpanuIo ciaeayeT IPOBOIUTH C OCTOPOKHOCTBIO (CM. pa3zaen 5.1).

[TaneHTHl ¢ BRICOKUM PUCKOM XHUPYPIrHUECKONH CMEPTHOCTH UM BHYTPEHHHMM d)aKTODaMI/I pHuCKa

TPOMOOIMOOINYECKHUX OCIOKHEHUM
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OTrpaHMYEHBI, IO3TOMY TEPAIIUIO CIEAYET IPOBOJUTH C OCTOPOKHOCTHIO.

Xupypruyeckoe BMELIATENLCTBO OPHU IIEPEIOME ENKU OeIPEHHON KOCTH

Jannsle 00 wucnonp3oBaHWMM mpenapara TpaHuaad y MalMEHTOB, KOTOPBIM IPOBOAUTCS
XUPYPru4ecKoe BMEIIATENIbCTBO MpPH IepeioMe MIeHKu OelIpeHHOW KOCTH, OTCYTCTBYIOT.
Tepanusi He peKOMeHYyeTCsl.

HapymeHHe d)VHKI_[I/II/I INCUYCHU

[TaniueHTHI ¢ TTOBBIICHHUEM aKTHBHOCTH MEYeHOUHBIX (pepmenToB > 2 BI'H Obutn uickiIroueHs! u3
OCHOBHBIX KJIIMHUYECKUX HcclefaoBaHui. OmbiTa NpuMeHeHUsl JaburaTpaHa dTEKcuiaara B 3TOU
MOJATPYIIE MalMeHToB HeT. Hapyiienne GyHKIUN MeUeHu WK 3a00JieBaHUE TICUEHU, KOTOPOE,
KaK OXHUJACTCSl, MOXET IMOBIUATh HA BBDKUBAEMOCTb, SIBISIETCS MPOTHUBOIIOKA3aHUEM JIJIst
npuMeHeHus npenapara Tpanuaad (cm. pasnen 4.3).

BsaumogeiictBue ¢ nuuaykropamu P-gp

Oxwumaercsi, 4TO OJHOBPEMCHHOE HA3HAUYCHHWE WHAYKTOPOB P-Qp TpHBEIET K CHIDKECHHUIO
KOHIICHTpAIlU{ JaburarpaHa B IUTa3Me KPOBH, U WX OJHOBPEMEHHOT'O TPHUMEHEHHUsS CIICAyeT
nu3berats (cM. pazaensl 4.5 u 5.2).

ITamueHTEI ¢ aHTI/Id)OCd)OJ'II/IHI/IHHLIM CHUHIPOMOM

VY nmanueHToB ¢ aHTH(OCHOIUIHUIHBIM CHHAPOMOM (OCOOCHHO TPU TPOHHOM IOJIOKUTETEHOM
pe3yapTaTe Ha aHTU(POCQOIUIMUIHBIE AHTUTENA) TOBBIIIEH PHUCK TPOMOOIMOOIMUECKUX
COOBITHIA.

Hecmotps Ha TO, uTo 3ddeKkTuBHOCTh AaburarpaHa 3TeKcuiaTa YCTaHOBIEHA IS JICYCHHS U
MpOPUIAKTUKA BEHO3HOM TpoMOOIMOOIHMH, OHA HE OblIa M3y4eHa KOHKPETHO B TMOJTPYIIE
NAUEHTOB ¢ aHTUPOCHOIUNTUIHBIM CHHAPOMOM.

[ToaTomMy mepen mpuUMeHEHHWEM Tmpernapara TpaHunad y MalMeHTOB ¢ aHTU(OCHONUMUIHBIM
CHHIPOMOM pPEKOMEHJIYeTCSl TUIATEJbHO PacCCMOTPETh BCE BO3MOXKHBIE BApHUAHTHI JICUEHUS
(BKJIOYAsl CTaHAAPTHOE JIeUEeHUE, TaKOe KaK aHTaroHncraMu Butamusa K).

ITareHTEl ¢ aKTUBHBIM 3JI0Ka4eCTBEHHBIM HOBOOOpa3zoBaHueM (TI'B/TDJIA)

O dexkTuBHOCTH U Oe30macHOCTh TpUMeHeHud npemnaparta Tpanunad ans neuenus TI'B/TOJIA y
NalMEeHTOB C aKTUBHBIMM 3JI0KaU€CTBEHHBIMU HOBOOOPA30BaHUSIMU HE YCTaHOBIICHBI.

45. B3aumopaeiicTBHe ¢ JPYIrMMH JIeKADCTBEHHbIMH NpenapaTamMM W [pyrue BHAbI
B3aUMO/1eiCTBUA

BzauMozelicTBue ¢ 6CJIKaMI/I-HCDCHOC‘{I/IKaMI/I

Jaburarpana sTekcuwiar sBiseTcss cyocrtparoMm 3¢ ¢iarokcHoro Oenka-nepeHocunka P-gp.
Oskumaercsi, 9TO OJHOBPEMEHHOE Ha3HAUYe€HHE WHTHOMTOPOB P-gp NPUBOMWT K TOBBIIICHUIO

KOHIICHTpaIlMu JaburarpaHa B Tuia3Me KpOBH.
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UHTHOUTOPOB P-gp HEoO0XOoAMMO THIATENbHOE KIMHUYECKOe HaOmroneHue (B OTHOIICHUU

NPU3HAKOB KPOBOTCUYCHUsS] WM aHeMuu). [Ipu OIHOBpEMEHHOM NPUMEHEHHMHU JadurarpaHa c

HEKOTOPBIMHU UHTHOUTOpaMu P-gp MokeT moTpeOoBaThCs CHIXKEHHE 0361 (CM. pasnensl 4.2, 4.3,

44u5.1).

Tabnuua 7. B3aumopeiicTBue ¢ GekaMu-IepeHOCUnKaMu

HUneubumopor P-gp

OoHospemennoe npumenerue npoOmueonoKa3ano (cm. pasoen 4.3)

Ketokonazon

KeTokoHazon yBenmumBai oOmye 3Ha4eHUs IUTOIA M 110]] KPUBOH «KOHIICHTpAIIHs-
Bpems» (AUC.,,) 1 MakcuManbHOM KoHIeHTpanuu (Cp,y) naburarpana B 2,38 pasza
u 2,35 pa3a COOTBETCTBEHHO IOCTIE OAHOKPATHOTO IIpreMa BHyTpb B no3e 400 mr, u
B 2,53 paza m 2,49 paza COOTBETCTBEHHO IIOCJIE MHOTOKPAaTHOTO TpHeMa BHYTPh
10361 400 MT KETOKOHA30J1a OJIH Pa3 B CYTKH.

Hponenapon

[Ipy onmHOBpEeMEHHOM TIpUMEHEHWH na0uraTpaHa OSTEKCHWIaTa W IpOHEJapOHa
o6mue 3HaueHust AUCy., 1 Crax JaOUrarpana yBeImduBaInCh MPUMEPHO B 2,4 pasa
1 2,3 pa3a COOTBETCTBEHHO MoOcJie MHOrokpatHoro npuema 400 mr apoHemapoHa
JBa pa3a B CyTKH M, mpumepHo, B 2,1 pa3a u 1,9 pa3a COOTBETCTBEHHO IOCIE
OJTHOKpaTHOTO TipueMa 70361 400 mr.

I/ITpaKOHaSOH, HUKIIOCIOPpUH

Ha ocHOBaHWH pe3yNIbTaTOB HCCIICNOBaHWHA iN VIitro MoxHO OXumaTtb 3(dexT,
CXOJHBIH C KETOKOHA30JIOM.

O()HO6D€M€HHO€ npumeHerue nHe pe;coxwem)vemc;l

Takponumyc

B uccrnenoBanusax in Vitro oGHapy»KeHo, 4TO TAKPOJIUMYC HMEET TaKOH K¢ YPOBEHb
uHrubupyromero >¢dexkra Ha P-gp, Kak WTpPakoOHA30J U  LUKJIOCIOPHH.
[Mpumenenne naburaTpaHa dTeKCHIaTa BMECTE C TAKPOIMMYCOM He OBbLIO H3YyUEHO B
KIMHUYCCKHUX HCCICIOBAHUAX. OI[HaKO OrpaHUYCHHBIC KIIMHUYCCKHUEC JaHHBIC O
MPUMEHEHUH BMECTE C JPyruM cybctpatoMm P-gp (3BepolUMycoM) MO3BOJSIOT
MIPEAIIONOXNTh, YTO HHrHOMpoBaHme P-gp TakpommMycom cnabee, 4eM mpH
MIPUMEHEHNN MOIIHBIX HHTHOUTOpOB P-gp.

I'mexanpeBup/mubpeHTacBUp

OnHOBpEMEHHOE HCIIOJIb30BAaHNE KOMOWHAINYN (PUKCHPOBAHHBIX 103 MHIHOUTOPOB
P-gp rnexampeBupa/muOpeHTAacBHpa TNPHBOIUT K YBEIMUYECHUIO KOHLEHTPAIMH
naburarpaHa B IJIa3Me KPOBH M MOXKET IMOBBICUTH PHCK KPOBOTEUEHHH.

Credyem cobni00amv 0CHOPOAICHOCHb 6 CAYYAe 0OHOBPEMEHIH020 NPUMeHeHUs (cm. pazoenvl 4.2 u 4.4)

Bepanamun

Ilpu onHOBpeMEHHOM mNpHMeEHEeHMHM paaburarpaHa drtekcwiata (150 wmr) wu
Bepanammia Juis npueMa BHYTPh Cpax B AUC nmaburatpana yBeTUYHMBAIUCH, HO
CTENEHb 3TOTO YBEIWYEHHS pa3inyalach B 3aBHCHMOCTH OT BPEMEHH IIpHeMa H
JIeKapCTBEHHOM (popMbI Bepamamuiia (cM. pasnens 4.2 u 4.4).

MakcnumanbHOE yBEJIMYeHHE SKCHO3UIMK AaduratpaHa HaOII0NalIOCh TP IIpHEMe
NepBoi 03Bl  JIEKAapCTBEHHOW  (OpPMBI  BepamaMmia C  HEMEAJICHHBIM
BBICBOOOXK/ICHHEM 3a OJMH Yac JI0 IpueMa JadurarpaHa 3TeKcuiaTta (yBeJlHYeHHE
Cmax mpumepHo B 2,8 paza wu ysenmmuenne AUC  mnpumepHo B
2,5 paza). DddekT nmocTeneHHo yMeHbIIANCS HPH MpHEMEe JICKAPCTBEHHOW (HOPMBI
BeparamMmmiia ¢ JUIMTENbHBIM BhICBOOOXKAEHHEM (yBenuueHne Cpmay npuMepHo B 1,9
pa3a u yeenmuenne AUC mpumepro B 1,7 pasa) wiu npu mpreMe MHOTOKPATHBIX
no3 Bepamamuia (yBenmueHUe Cna mpumepHo B 1,6 paza u yemnuenne AUC
IIpUMeEpHO B 1,5 paza).

He naGmomanoch 3HaYMMBIX B3aMMOJICHCTBHI INpHM IpHEMe BHYTPb Beparamuiia
yepe3 2 yaca nociie nprueMa gadurarpasa srekcuiara (yBeaundeHue Cpay MpUMeEpHO
B 1,1 paza u yBemmuenne AUC npumepro B 1,2 pasza). DT0 00BSICHIETCS MTOIHBIM
BCachbIBaHUEM JlaburaTpaHa uepes 2 Jaca.

AMuonapon

[Ipy omHOBpeMEHHOM TpPHMEHEHHH gaburaTtpaHa JTEKCHIAaTa C OJHOKPATHOW

nepopanbHON g030i 600 Mr amuomapoHa CTENeHb W CKOPOCTh BCACHIBAHWHS
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CMNEPTHOMY OTYETY

3nauenuss AUC u Cp o maburarpana Bo3pactanu npumepHo B 1,6 pasa u 1,5 paza
COOTBETCTBECHHO.

VYuuTeBasg UIUTETHHBIN IEPHOA IONYBHIBEICHUS aMHOJapOHa,
B3aMMOJICHCTBHA MOXKET COXPAaHATHCA B TEUYCHHE HECKONBKHX HEIeNb I0Cie
OTMEHBI aMHOIapoHa (cM. pasznensl 4.2 u 4.4).

BO3MOXXHOCTH

XUHUIUH

XuHuAMH HazHayanu B fo3e 200 Mr kaxsle 2 yaca 40 JOCTHXKEHUs oOmiel 10361
1000 mr. JlaburaTpana 3TeKCHJIAaT Ha3HAYalHW JIBa pa3a B CyTKU B Te€UeHHE 3 JHEH
HoApAn, Ha 3-i f1eHb — ¢ xuHuaAuHOM uiu Oe3 xununuHa. 3HaueHus AUC, i 1 Craxss
nJaburarpaHa yBeIMUYIIINCH B cpeaHeM B 1,53 pasza u 1,56 pa3za COOTBETCTBEHHO PH
OTHOBPEMEHHOM IPUMEHEHUH C XHHUAWHOM (CM. pa3ziensl 4.2 u 4.4).

Knaputpomunua

[Ipu omHOBpeMEeHHOM NpUMEHEHUH KiapuTpomunuHa (500 Mr aBa pasa B CYTKH) C
naburarpaHa 3TEKCHIATOM Y 3IOPOBBIX JOOPOBOINBIEB HAONIONANH yBEITUUCHHE
AUC npumepHo B 1,19 pasza n yBenmuenne Cp,, npumepHo B 1,15 paza.

Tukarpenop

[lpy oOJHOBpEMEHHOM MPUMCHCHHH OJHOKPAaTHOH J03bI 75 Mr mgaOuratpaHa
sTeKcuiara ¢ Harpy3ouHoi no3oit 180 mr tukarpenopa 3HadeHUs] AUC U Cphax
naburatpaHa yseaumuuBanuch B 1,73 pasa m 1,95 pasa coorBerctBeHHo. Ilocne
MHOTOKpPAaTHOTO TpueMa Tukarpemopa 90 Mr mgBa pa3a B CYTKH YBEJIHYCHUE
9KCIO3UIMHU naburarpaHa coctaBsuo 1,56 paza m 1,46 pasa mnsa Cpy m AUC
COOTBETCTBCHHO.

OpnHOBpeMEHHOE Ha3HayeHUe Harpy3o4yHod no3bl 180 mr tukarpenmopa m 110 mr
nmaburarpaHa STekcuiata (B PaBHOBECHOM COCTOSHHH) YBEIHMYHBAIO 3HAUYCHUS
AUC, i u Cpaxss maburatpana B 1,49 paza um 1,65 paza COOTBETCTBEHHO IIO
CPaBHCHHMIO C NPUEMOM OJIHOTO Ja0uraTpaHa 3TeKcwiata. [Ipu Ha3HAUYCHHUH
Harpy3ouHoil m03bl 180 Mr Tukarpemopa yepe3 2 uaca mocie npuema 110 mr
JaburaTpaHa 3TeKCHUIaTa (B paBHOBECHOM cOCTOSHUM) cTeneHb yBeandeHus AUC,
U Chaxss faburarpana cHwkanace a0 1,27 paza u 1,23 pa3a COOTBETCTBEHHO IO
CpPaBHCHHWIO C MpPHEMOM OJHOrO nabWraTpaHa STEKCHIIaTa. Takoil pa3melbHBIH
TIpUeM pEeKOMEHIYeTCs U Hadalla Tepauy THKarpeIopoM ¢ Harpy309HOH JO3HI.
OnHoBpeMEHHOE 90 wMr THKarpenopa JBa paza B CYTKH
(momnepxwBaromas mo3a) ¢ 110 Mr pmabuwratpana JTeKCHIaTa YBEIHIHBAIIO
ckoppextupoBansble 3HaueHHA AUC, U Cpaxss Saburatpana B 1,26 pasa u 1,29

Ha3Ha4YCHUC

pa3a COOTBETCTBCHHO IO CPABHEHUIO C TIPUEMOM TOJILKO ;:[a61/1ranaHa OTCKCHUJIaTa.

[To3akoHazon

ITo3akoHa305 Taxke B OMpEIENCHHOHN cTenmeHn MHruoOupyeTr P-gp, HO OH He OBII
U3y4eH B KIMHUYECKUX HCcIeqoBaHuAX. ClenyeT co0I0aTh OCTOPOKHOCTD, KOTa
npenapat TpaHnnad Ha3HAYaeTCs OJHOBPEMEHHO C II03aKOHA30JIOM.

Huoyxkmopwer P-gp

Credyem uzbezamvb 00HOEBDEMEHH020 NPUMEHEHUS

Hanpumep,  pudamnuims,
3Bepo00i MPOABIPSIBICHHBIN
(Hypericum perforatum),
KapOamasenuH WIH

(henuToun

Osxupmaercsi, 4YTO OJHOBPEMEHHOE Ha3HauYCHHWE TIPUBOAWT K  CHIKCHHIO
KOHILIEHTpAINH Ja0uraTpaHa.

[peaBaputenbHblil MpueM MHAYKTOpa P-gp pudamnununa B no3e 600 Mr oquH pas
B CYTKH B Te4eHHE 7 JHEH yMEeHbIIAN MaKCUMAJIbHYI0 M OOIIyI0 3KCIIO3HIIHIO
JaburatpaHa U oOIIM YpOBEeHb BO3IEHCTBUS Ha 65,5 % u 67 % COOTBETCTBEHHO.
WNunyuupyronmii 3¢ ¢GekT yMeHbIIaics, YTo MPUBOJMIO SKCIO3UIMK TaburaTpana,
OnM3KOoM K pedepeHCHOMY 3HAUEHHIO, K 7-My IHIO TTOCJe NPEKpaleHUs JeYeHUs
pudamnuaoM. JlansHelimero yBeandeHus: OMOI0CTYITHOCTH elle 4epe3 7 JHel He

Ha0JIF01aJI0Ch.

Hneubumopwi npomeaswl, maxue Kaxk pumoHasup

Oonospemennoe npumenenue He peKoMeHO0yemcst

Hanpumep, putonaBup u ero

JPYTUMHA
MHTUOUTOpPaMHU ITPOTEa3sl

KOMOWHAIIMK  C

O1u mpenapatel BIUsIOT Ha P-gp (mbo B KavecTBe MHTHOMTOpPA, MO0 B Ka4eCTBE
uHaykTopa). OHE  He

OJTHOBPEMEHHOT'0 IPUMEHEHNS C mpenaparoM Tpanumab.

N3ydaJimCb MW TIO3TOMY HE PEKOMEHAYIOTCA  IJIA

Cybcmpam P-gp

Jurokcun

B XO0AC HuCCIIeOBaHUsA, MPOBEACHHOIO0 C y4aCTUCM 24 310POBBIX ,Z[O6p0BOJ'H:II€B,

16




COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 11.06.2024 N= 11638

npu_ ooBpemeriion npivenci] | TAGHHEIpHE YTcko FTa- i IOKGIE 1

Ha6m011an001) HUKaKUX HW3MCHEHUU B OKCIIO3UIINMHU JUI'OKCHHA W KIIHHHYCCKHU

3HAYMMBIX U3MEHEHUH B 3KCTIO3UIIMH JabUraTpaHa.

AHTHKOAryasHTHl M ISKapCTBEHHBIC CPEACTBA, KOTOPHIE I/IHFI/I6I/IDVIO arperanmro TDOM6OHI/ITOB

JlexapcTBeHHbBIE CpEACTBa, TEpanus KOTOPHIMH HE HCCIENOBallaCh WJIM ONBIT IPUMEHEHUs
KOTOpBIX OTPAaHUYEH, U KOTOPBIE MOTYT IOBBICUTH PUCK KPOBOTEUEHUH IPU OJHOBPEMEHHOM
OpUMEHEHUH C TmpernaparoM TpaHuaad: aHTUKOaryiasHThI, Takue kak HOPI, HMI u
MPOU3BOJHBIE TenapuHa ((doHIanapuHyKC, AC3UPYAHUH), TPOMOOIUTUYECKUE JIEKAPCTBEHHBIC
mpermapaTbl M aHTaroHMCThl BUTamMuHa K, puBapokcabaH WU JApyrue mnepopajibHbie
AQHTHUKOATYIISHTHL (CM. pa3zaen 4.3), a Takke JeKapCTBEHHBIE CPEJCTBA, KOTOPHIE WHTHOHPYIOT
arperainyio TPOMOOIIMTOB, Takue Kak aHTaroHUcThl peuentopoB GPIIb/IIla, Tuxmonuau,
mpacyrpesn, THKarpesaop, 1eKCTpaH U cylbGuHnupa3oH (cM. pasaen 4.4).

Ha ocHoBanuu nmaHHbIX, coOpaHHBIX B ucciaeaoBanuu III ¢aszer RE-LY (cMm. pasmen 5.1), Ob110
OTMEUYEHO, 4YTO COIYTCTBYIOLEE MCIOJIb30BAaHUE JPYTrUX IEPOPAIbHBIX W HapeHTEpabHBIX
AQHTHKOATYIITHTOB ~ YBEJIIMYMBAET YaCTOTYy OOJNBIIMX KPOBOTCUEHHWH TMPH JIEYCHUH Kak
naburaTpaHa 3TEKCHIIATOM, Tak U BapdapuHOM MpUOIU3UTENBHO B 2,5 pa3a, IIaBHBIM 00pa3oM
Opu TEpeBOJie C OJHOrO AaHTHKoaryinsHta Ha aApyroit (cm. pasgen 4.3). Kpome Ttoro,
COIyTCTBYIOIllee NpuMeHeHue aHTuarperantoB, ACK wnim xnonumporpena npuOIM3UTEIBHO
yJIBauBAJIO YaCTOTY OOJIBIINX KPOBOTEUCHHI MTPH JICYCHUN KaK JaOuraTrpana 3TeKCUIIaTOM, TaK
BaphapuHoM (cM. pazzaen 4.4).

H®I' MOXHO mnpuUMEHATh B /103aX, HEOOXOMUMBIX JUIsl TMOAJIEPKAHUS TMPOXOJUMOCTH
[EHTPAIHLHOTO BEHO3HOTO WJIM apTepUaIbHOTO KateTepa (cM. pasnen 4.3).

Tabnuna 8. B3aumoaeicTBUsl ¢ aHTUKOAryJassHTaMU U JIEKApCTBEHHBIMH CpPEACTBaMH, KOTOPbIE

UHTUOMPYIO arperanuo TpOMOOIUTOB

HIIBII ITokazano, yro npumenenne HIIBII anst kpaTKOBpeMEHHOW aHaNbre3uu He ObUIO CBS3aHO C
MOBBIIIIEHUEM pPHUCKAa KPOBOTEUECHHS IIPH OJHOBPEMEHHOM TIPUMEHEHUW ¢ jJaburaTpaHa
stekcunaroM. [Ipu mmrTensHOM puMeHeHnH B xone uccienoBanns RE-LY HIIBIT moBermanm
PHUCK KpOoBOTeUeHUs mpuOam3uTenbHo Ha 50 % i maburaTpaHa STeKcuiaTa ¥ BapdapuHa.

Knonunorpen Y  300pOBBIX MOJOIBIX TOOPOBONBIICB MY)KCKOTO TIOJa OJHOBPEMEHHOE Ha3HAUYCHHE
naburatrpaHa STEKCHIAaTa ¥ KIIOMUAOTPENla HE BBI3BIBAJIO JOTOJHUTEIHFHOTO YBEIWYCHUS
BpEMEHHU KaMWUIIPHOTO KPOBOTEUEHHS 1O CPABHEHHMIO ¢ MOHOTepamuei kimomuporpenoM. K
tomy ke 3HaueHUS AUC. U Chpass JaOUraTpana ¥ IOKa3aTeNH KOAryJLLUH,
HCTIONB3YIOMIUECS IS OLEHKH BJIMSHUS TaOUraTpaHa MW IMOKa3aTe BIMSHUS KIOMHI0Tpena
Ha TIOJABJICHWE arperaluy TPOMOOIIMTOB, OCTaBajUCh HEW3MEHHBIMH TIPU CpPaBHEHUH
KOMOWHHPOBAHHOW TEpanmMH U COOTBETCTBYIOIIECH MOHOTepamuu. [Ipu mpueme Harpy304HOM
no3bl knomnuporpena 300 mr wmmm 600 mr 3HadeHus AUC. U Chaxss Jaburatpana
yBEIMYHMBAINCH puMepHo Ha 30-40 % (cM. paznen 4.4).

ACK OpHOBpEeMEHHOE ITPUMEHEHHE ¢ AaburarpaHa 3TeKcuiaToM B go3e 150 mr 1Ba pasa B cyTKu
MOXET ITOBBICHTh PHCK JIIO0BIX KpoBoTeueHuH ¢ 12 % no 18 % n 24 % npu nozax ACK 81 mr u
325 Mr COOTBETCTBEHHO (CM. pazzen 4.4).

HMI! OpnoBpemennoe npuMmeneHne HMI, Taknx Kak SHOKcamapwH, W JaOWraTpaHa 3TeKCHiIaTa
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CleLMAIbHO He nccienoBanocs. 1lodie nepedia-¢ wpesaneson Tepafiin s okéanaphrom 40
MI OJIMH pa3 B CYTKH II/K 4epe3 24 yaca mocje BBEIACHHs TOCICIHEH M03bI dHOKCAIlapHHA
9KCMO3MLMSl JaburaTpana OblIa HECKOJBKO HHXKE, 4YeM II0Ciie IPUMEHEHHS TOJBKO
naburatpaHa STekcwiata (omHOKpaTtHas mo3a 220 wmr). HaGmiomamochk TOBBINICHHE aHTH-
FXa/Flla akteBHOCTH moOCie TpPUMEHEHHsS aaburarpaHa 3TEKCHIaTa C IPeIBapUTEIbHBIM
Ha3HAYeHHEM DHOKCamapuHa 1Mo cpaBHeHuio ¢ anTu-FXa/Flla akTWBHOCTBIO TpU JeYeHHH
TOJIbKO Jaburatpana stekcunaTtoM. CUUTaeTCs, YTO 3TO OOYCIIOBJIEHO OCTaTOYHBIM (P (HEKTOM
JICUCHUsS] HSHOKCAMAPUHOM W HE SABISACTCS KIMHUYECKH 3HAYUMBIM. [IpenBaputenbHOE
HA3HAUCHHUC OJHOKCANAPHHA CYIIECTBCHHO HE BIWUIO HAa JPYTrUe aHTHKOATYJIAIUOHHBIC

I10Ka3aTCInu L[a61/1ranaHa.

Jlpyrue B3auMOaeCTBUSL

Tab6muia 9. JIpyrue B3auMoieicTBUS

Cenexmusnvle uncubumopvl obpamnozo 3axeama cepomonuna (CHO3C) unu cenexmusnvle unHeUOGUMOPbI
obpamnozo saxeama cepomonuna u nopaopenanuna (CHO3CH)

CHO3C, CUO3CH

CHO3C u CHO3CH mnoBblanu puck KpoBoTeueHus B uccienoBanuu RE-LY Bo Bcex
rpyImnax JedeHus.

Bewecmea, enuaiowue na pH sceny0ounozo cooeprcumozo

[Tantonpazon

IIpy oOOHOBpEeMEHHOM TPUMCHEHHHM Ja0WraTpaHa »JTEKCHJIATa C MAHTOMPA30JIOM
HaOmronanoch ymenbieHue AUC paburatpana mnpubmmsureiapbho Ha 30 %. B
KJIIMHUYECKUX HCCIeNoBaHuAX naHTonpason u apyrue UITH Ha3zHavanuch 0JHOBpEMEHHO
¢ naburaTtpaHa STEKCHIATOM, M OJHOBpeMmeHHoe mpumeHeHme WIIH He cHmxkano
3¢ exTHBHOCTH naduraTpaHa 3TEKCUIIATa.

Panntnaun

OHHOBpeMeHHO@ NPUMCHCHUEC PAHUTHUJAWHA C z[a61/1ranaHa OTCKCHUJIATOM HEC OKa3bIBaJIO
KIIMHUYCCKH 3HAYUMOI'O BIIMAHUA Ha CTCIICHb BCAaChIBAHUA z[a61/1ranaHa.

BzanmoeiicTBHs, CBSA3aHHBIE C META00INIECKUM HDOd)I/IJIeM ,ua6HranaHa OTCKCHJIaTa H

naburatpana

JlaburaTpana sTekcuiar u JjaburaTpal He METa0OIM3UPYIOTCs cucTeMoi nuroxpoma P450 u e

OKa3bIBAIOT IN Vitr0 HUKAKOro BIHSHUS Ha (epMEHTHI cUcTeMbl IuToxpoma P450. IToatomy

B3aUMOJEUCTBHUS zla61/1ranaHa C COOTBCTCTBYIOIIMMHU JICKAPCTBCHHBIMU IIpCliapaTaMu HEC

OXXHNAAcCTCA.

4.6. @DepTUIBLHOCTH, 0EPEMEHHOCTDH U JAKTALHSA

bepemeHHOCTD

I[aHHBIe 0 TMPUMCHCHUHN z[a61/1ranaHa OTCKCHUJIaTa BO BpEM:A 6epeMeHHOCTI/I OTCYTCTBYIOT.

[ToreHnManpHbIN PUCK IS YEJIOBEKA HEU3BECTEH.

KenmunaaMm penpoayKTUBHOTO BO3pacTa ciefayeT u30eraTh HACTYIUICHUSI OCPEMEHHOCTH MpHU

nedenun npemnaparoM Tpanuna6. [Ipu HacTynneHun OepeMEeHHOCTH NMPUMEHEHHE IpernapaTa He

PCKOMCHAYCTCA, 3a UCKIIFOYCHUCM CJIYYACB, KOTAAa OXUAAaCMas IOJIb3a MPEBLIIACT BO3MOXKHBIH

PHCK.

JlakTarms
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OTCYTCTBUEM KIIMHUYECKUX JAHHBIX, TPYAHOE BCKaPMIIMBAHME PEKOMEHIYETCs NMPEKPATUTH (B
Ka4eCTBE MEPbI IPEJOCTOPOKHOCTH).

DepTUILHOCTE

B skcnepuMeHTaNbHBIX HCCIEIOBAaHUSAX HE YCTAHOBJIEHO HEOJIAronmpusTHOTO BO3JEHCTBUS Ha
(epTHIIBHOCTD WM TIOCTHATAIEHOE PA3BUTHE HOBOPOKIACHHBIX.

4.7. BJuausiHMe HA CNOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHU CPeICTBAMHU M padoTath ¢
MeXaHU3MaMHu

Bnusnue npenapara Tpanugad Ha COCOOHOCTH YIPaBISTh TPAHCHOPTHBIMU CPEICTBAMH U
3aHUMATbhCAd JIPYTMMHU TOTEHUUAIBHO OMACHBIMH BHJAAMHU JCATEIbHOCTH, TPEOYIOIMMU
NOBBILIEHHON KOHLIEHTpAllMM BHUMaHUS U OBICTPOTHI ICUXOMOTOPHBIX PEAKIUI, HE U3y4aJlOCh,
HO YUYWTHIBas, YTO NMpUMEHEeHue mpemnapara Tpanugad MOXKET COMPOBOXKIATHCS MOBBIIIEHHBIM
PUCKOM KpPOBOTEUEHHUH, CleAyeT COONII0AaTh OCTOPOKHOCTh IMPHU BBIMOJIHEHUU TaKUX BUIOB
JESITEIIbHOCTH.

4.8. HexenatelbHbIe peaKIuu

Pe3roMe HekenaTebHBIX PeaKIUN

YacToTa HeXeNaTeIbHbIX PEaKInii, KOTOPbIE MOTYT BO3HHKATh BO BpEMsl TEPAIMH, IPUBE/ICHA B
BHUJIC CIICAYIOIIEH rpagaiuu: oueHb yacto (> 1/10), gacto (> 1/100, vo < 1/10), Hewacro (> 1/1
000, HO < 1/100), penxo (> 1/10 000, mHo < 1/1 000), ouensr penko (< 1/10 000), wactora
HEHM3BECTHA (HA OCHOBAHUHU MMEIOIIUXCS TAHHBIX OIIEHUTh HEBO3MOXKHO).

Tabmuna 10. HexenatenbHble peakiinu

CucreMHo-opraHHublii kjiaace/ YacToTa BO3HUKHOBEHHUS
He:xenarenbHas peakuus IlepBuunas ITpodunaktuka JleueHue u
npodunaktuka BTO y UHCYJIbTa, CHCTEMHBIX npodunakTka
B3pOCIBIX NAIIUEHTOB, TpoMO0IMOOIIHI 1 PeLUIUBOB OCTPOTO
MepeHeCINX MIaHOBOE CHU)KEHHE CEPlIEYHO- TI'B w/umu TOJIA u
TOTaJIbHOE COCYMCTOM MpoQHIAKTHKA
9HJIONIPOTE3UPOBAHIE CMEPTHOCTH Yy CMEpTENbHBIX UCXO/0B,
Ta300eJPEHHOTO B3pOCJIBIX MTAIIUEHTOB C BBI3BIBAEMBIX ATHMH
CyCTaBa WM TOTAJIbHOE H®II u oM nnm 3a200JIeBaHUSIMH
SHJONPOTE3UPOBAHHE Oonee dakTopamu
KOJIEHHOT'O CyCTaBa pHUCKa
Hapywenus co cmopousl Kposu u aumgpamuyeckou cucmemsl
Anemust Heuacto Yacto Heuacto
CHIDKEHHE YPOBHS reMorio0nHa Yacro Heuacrto HewussectHo
TpombGonmTOnIeHHS Penxo Heuacto Penxo
CHM)XEHHe TeMaTOKPHUTA Heuacto Penxo HewussectHo
Heiitponenns™ HewuszsectHo HeussecTHO HewussectHo
ArpaHyJIonnuTo3* HewuszsectHo HeussecTHO HewussectHo
Hapywenus co cmoponbl UMMYHHOU cUCmeMbl
Peakuuu runepuyBctButenbHocty | Hewacto Heuacrto Heuacto
Koxnas ceimnb Penxo Heuacto Heuacro
KoxHbll 3y11 Penxo Heuacto Heuacto
AHadmIakTHIecKasi peaxiys Penxo Penxo Penxo
AHTHOHEBPOTHYECKHH OTEK Penxo Penxo Penxo
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Kpanusauna Penxo Pdike/ -] TELIBA TETpS o D UUUS)
Bponxocnasm HeussectHO HeussectHO HewussecTtHo
Hapywenus co cmoponuvl HepaHoll cucmembl
BuyTpuuepenHoe KpoBoTeUeHUE | Penxo | Heuyacro | Penko
Hapywenus co cmoponst cocy0os
I'emaTtoma Heuacto Heuacto Heuacto
KpoBoteuenue Penxo Heuacto Heuacto
KpoBoTeuenue u3 pansl Heuacto - -
Hapywenus co cmoponsl ObixamenbHoOU cucmemul, Opearo8 2pyOHOU KIemKU U CpedO0Cmenust
HocoBoe kpoBoTeueHue Heuwacto Yacto Yacto
KpoBoxapkaHbe Penxo Heuacto Heuacto
JKenyoouno-kuuieunvie HapyuieHus
XKenyaouno-kuieunsie Heuacro Yacro Yacro
KPOBOTEUCHUS
Boxab B xxuBOTE Penxo Yacto Heuacto
Huapes Heuacto YacTo Heuacto
Jlucnercus Penxo Yacto Yacto
TomHoTa Heuacro Yacro Heuacrto
PekranbHble KPOBOTEYEHHUS Heuacto Heuacto Yacto
I'emoppounianeHbie kpoBoTeueHue | Hedacto Heuacto Heuacto
HN3ba3BiIeHUE CIIU3UCTON Penxo Heuacto Heuacto

obomouku JXKKT, B ToM ynciie
sI3Ba MUIIEBOAA

Tactposzodarur Penxo Heuacto Heuacto
I'DPb Penxo Heuacto Heuacto
PBora Heuwacrto Heuwacto Heuacrto
Hucdarus Penxo Heuacto Penxo
Hapywenus co cmoponvl neuenu u dcenyedul@o0auux nymet

Hapymenue ¢pyukmm Yacto Heuacro Heuacto

MEYCHU/OTKIOHEHUE OT HOPMBbI
nokaszaresisi PyHKIIMOHATHHON
MPOOBI IEYCHU

[loBrIllIeHUE aKTUBHOCTHU Heuacto Heuacto Heuacto
JlaHWHaMHHOTpaHchepassl

[loBrIllIeHUE aKTUBHOCTHU Heuacto Heuacto Heuacto
acrapTaTaMHHOTpaHCc(epasbl

[loBrIllIeHUE aKTUBHOCTHU Heuacto Penxo Heuacto
«TIIEYEHOYHBIX)» TPAHCAMHUHA3

['unepOunupyOouHeMust Heuacto Penxo HewussectHo
Hapywenus co cmoponvl Kodicu 1 NOOKOINCHIX MKAHell

KoxHsbri reMopparudeckuid | Hegacto Yacro Yacro
CHHJIPOM

Anonenus™ HewusBecTHo HewusBecTtHO HewusBecTHO
Hapywenus co cmoponvl MbluieyHoll, CKeremHol U cCOeOUHUMEeNbHOU MKAHU

I'emapTpo3 | Heuacto | Penxo Heuacto
Hapywenus co cmoponvl nouex u Mouesvlgoosuyux nymeu

YporenuraibHble KpoBoTeueHus, B | Heuacto Yacro Yacro
T.4. TeMaTypus

Obwue Hapywienus u peakyuu 8 Mecme 86e0eHUs

KpoBoreuenus uz mecra Penxo Penxo Penxo
WHBEKIUU

Kposoreuenus us mecra Penko Penko Penko
BBEJICHUS KaTeTepa

Kpossinucroe otaensemoe Penxo - -
Tpaemvl, uHmMOKCUKAYUU U OCTONCHEHUSL NPOYEOYD

IToctrpaBmMaTuyeckoe Heuacro Penxo Heuacro
KPOBOTEYEHHUE

KpoBoTreuenus uz mecra Penxo Penxo Penxo
OINEPALMOHHOI0 J1I0CTyNa

T'emaroma 1mociie BBITTOJIHEHUS Heuacro - -
MIPOLEIypHI
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KposoTteuenue nocie BoinosHenus | Hewacto - MULITEQUBATENERUL TE UUUS)
POLEAYPHI

AHemus rocyieonepanuoHHas Penxo - -

OTtaenseMoe MOocCIIe BHIOTHEHHS Heuacro - -

POLEaYPHI

Cexpenust U3 paHbI Heuacto - -

Xupypauueckue u meduyuHckue npoyeoypbl

JpeHax paHbl Penxo - -

Hpenax nocJje BBIIOTHEHU | Penko - -

HPOLEaYPHI

* [laHHBIe HeXeJlaTeJIbHbIC peaKIMy He ObLIM 3apeTHCTPUPOBAHBI B KIIMHUYECKUX HCIIBITAaHUSX KaK HEXKelaTelIbHbIC
peakmu (TopKo mobouHbIe 3P PEKThI); ClleA0BAaTEIFHO, YaCTOTa HE MOKET OBITh PACCUUTAHA.
Pacyer 4acTOTHI HeXeNnaTeNbHBIX PEaKUil OCHOBAaH Ha IIOCTMAPKETHHIOBOM OIIBITE.

COOGH.ICHI/IC 0 ITOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo coob1iate 0 mojo3peBaeMbIX HeKeIaTeNbHbIX PeaklUiX MOCie PerucTpaluu npenapara
C 1menpl0 oOecrnevyeHHus HENmpephbIBHOIO MOHUTOPUHIA COOTHOILIEHHUS <II0JIb3a — PHUCK»
JICKapCTBEHHOTO Tpernapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIYEeTCsl COOO0IaTh O JIFOOBIX
MOJI0O3PEBACMBIX HEKEIATEIBHBIX PEAKIHUIX JICKAPCTBEHHOTO Ipernapara 4epe3 HaI[MOHAJIbHBIC
CUCTEMBbl COOOIIEHUS O HEXeNIaTeNbHbIX pEeaKIHUsIX ToCyIapcTB — WieHOB EBpasuiickoro
SKOHOMHYECKOTO COI03a.

Poccniickas @enepanys

OdenepasibHas ciryx0a 1Mo Ha3opy B chepe 3apaBooxpanenus (Poc3apaBHanzop)

Anpec: 109012, r. MockBa, CnaBstHcKasi 1iomiaab, a. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caitt: https://www.roszdravnadzor.gov.ru

Pecnybnmka benapych

PVII «lleHTp 3KCIIepTU3 U UCHIBITAHUH B 3(PaBOOXPAHEHUN»
Anpec: 220037, r. Munck, niep. ToBapuieckuii, 2a
Tenedon: +375 17 231 85 14

®axkc: +375 17 252 53 58

OnekrponHas noyra: rcpl@rceth.by

Caii: www.rceth.by

Pecny6nmka Kazaxcran

Pecniybnukanckoe TocyZapCTBEHHOE TPEANpHUSITHE Ha TpaBe XO3SIMCTBEHHOTO BeEJEHUS
«HannoHanbHelil LleHTp SKCHEpTH3bl JIEKAPCTBEHHBIX CPEACTB M MEIUIMHCKUX W3IETUIN»
Komutera Mmequiuackoro u ¢apmareBTruueckoro kontposs M3 PK

Anpec: 010000, r. Actana, yn. MmanoBa, 13

Tenedon: +7 7172 78 98 28

DnexkTponHas moyra: farm@dari.kz
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PecniyObnuka ApmeHust

AO3T «HayuHbIil LIEHTp 3KCHEPTU3bI JIEKAPCTB U MEIULMHCKUX TEXHOJIOTUH UM. aKaJeMHKa
0. lNabpuensnan

Anpec: 0051, r. EpeBan, nip. Komuraca 49/5

Tenedon: +374 60 83 00 73

Caitt: www.pharm.am

Ksiprezckas PecryOnmka

JlenapTaMeHT JEKAPCTBEHHBIX CPEACTB M MEAUUMHCKUX M3Jenuil 1pu MuHHCTEepCTBE
3npaBooxpaneHust Keipreizckoit PecrryOnuku

Anpec: 720044, r. buiukek, yi. 3-a Jlunus, 25

Tenedon: 0800-800-26-26, + 996-312-21-92-88

Onekrponnas moura: dlomt@pharm.kg

Caiit: www.pharm.kg

4.9. Ilepeno3upoBKa

CumMnromsl

Jo3s1 npenapara Tpanunad, npeBbIIaOme PEKOMEHIyeMbIe, IPUBOIAT K IMOBBIIICHUIO PHCKA
KPOBOTEUYEHHMs Y MallUEHTA.

Jleuenue

B cnyuyae nono3peHus Ha NepeAo3UPOBKY KOAryJISLIMOHHBIE TECThI MOTYT IIOMOYb ONPEACIUTH
puck kpoBoTeueHus (cM. paznensl 4.4 u 5.1). KanuOposanHnblil konmdecTBeHHbIN TecT (pTB) min
NOBTOpPHBIE u3MepeHus pTB [arT BO3MOXKHOCT MPOTHO3UPOBATH BpeMs, Korjga OyayT
JOCTUTHYTBl ONpeJeNeHHbIe YpPOBHU JalurarpaHa (cMm. pasgen 5.1), Takke B KadyecTBe
JIOTIOJTHUTEIIbHON MEPBI MOYKHO Ha4yaTh JUAJIN3.

Upe3mepHasi aHTHUKOAryJsiUusi MOXET MOTpeOOBaTh BPEMEHHOIO NPEKpAIleHUs JIeUeHUs
npenapatoM Tpanuaa0. Ilockonbky naburaTpaH B OCHOBHOM BBIBOJUTCS MOYKAMH, CIIETYET
HOJ/IEP)KUBATh a/leKBaTHBIM Auype3. B cBA3M ¢ TeMm, YTO CTeNeHb CBA3BIBAHMS C OelKaMu
IUIa3Mbl KPOBU HM3Kasi, JaOUTraTpaH MOXKET BBIBOJUTHCS C MOMOIIBIO JAMAIM3a; KIMHUYECKUH
OTIBIT, JIEMOHCTPUPYIOLIMH TMOJIb3Y MPUMEHEHHs [uain3a B KIMHUYECKUX HCCIEI0BaHUSAX,
orpanuyeH (cM. paszen 5.2).

Jleuenue kposomeuenuii

B ciyuae remopparuueckux OCJI0XKHEHHUH JieuyeHue npenaparom TpaHuaad ciieayeT IpeKpaTuTh
U YCTAaHOBUTH MCTOYHHUK KPOBOTE€UEHHUS. B 3aBHUCHMOCTH OT KIMHMYECKOH CHUTyalluH CIEAyeT

WCIIOJIB30BaTh  COOTBETCTBYIOIIHME  MOJJICPKUBAIOIINE  METOABI  JICUCHHUS, HaIpuMeED,
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pELICHHIO Bpaya.

Jns  cutyanuii, xorga Tpedyercs OBICTpO€ YCTpaHEHHWE AHTHKOATYJSIHTHOW aKTHBHOCTH,
CYLIECTBYET CIEUU(PUUECKUN aHTArOHUCT (hapMaKOJMHAMMUYECKOrO JEHCTBHUsS AaburarpaHa,
nperapar IIPAKCBANH/]] (npapyun3yma6), BBeICHHE KOTOPOIO IO3BOJSET HEHTPAIH30BaTh
aHTHUKOATYIIHTHBIN 3¢ ekt npenapata Tpannaal.

MOKHO PaccMOTpPETh 11e1ecO00Pa3HOCTh MPUMEHEHHUS] KOHIEHTPATOB (PaKTOPOB CBEPTHIBAHUS
KpOBU (AKTUBUPOBAHHBIX WJIM HE aKTMBUPOBAaHHBIX) MM pekoMOumHaHTHOro dQaxrtopa VlIla.
HMmeroTcs HEKOTOpbIe 3KCIIEPUMEHTANIbHBIE JIaHHbIE, CBUAETEIBCTBYIOIME O BO3ZMOKHOCTH HX
OpPUMEHEHHS JUIsl TPEKpalleHusi aHTUKOAryasHTHoro s¢¢dexra nadurarpana, HO JaHHBIC
OTHOCHUTEJIBHO UX TOJb3bl B KIMHHYECKUX CHTYalUsAX, @ TAKKE OTHOCHTEIBHO BO3MOKHOTO
pHCKa PUKOIIETHOH TPOMOOIMOOIUN OUeHb OrpaHUYEHbl. Pe3ynbTaThl KOArylIslMOHHBIX TECTOB
MOTYT CTaThb HEJOCTOBEPHBIMHU IOCIIE MPUMEHEHUS IpeaaraeMblX KOHIIEHTPAaTOB (PaKTopoB
cBepThIBaHUs KpoBH. CienyeT coOirolaTh OCTOPOKHOCTH NMPH HHTEPIPETALUU 3TUX TECTOB.
Taxoke criexyeTr coOIr0AaTh OCTOPOKHOCTH MPH NMPUMEHEHHH KOHIICHTPATOB TPOMOOIIUTOB TPH
HQJIMYUKM TPOMOOLMTONECHUH WIM NPUMEHEHUM AaHTUArperaHTHBIX JIEKApCTBEHHBIX CPEICTB
JUINTENIbHOTO AelicTBus. Bee cumnromarnyeckoe jiedeHue MpoBOAAT 10 PELICHUIO Bpaya.

B ciydae 3HAUMTENBPHOrO KPOBOTEYEHHUS CIEAYET PACCMOTPETh BOMPOC O KOHCYJIbTAIUU

CHelaJIicTa Mo reMocTa3y (IpU HaJIUYMU JAHHOT'O CIELUATIUCTA).

5.  ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHamMH4YecKHe CBOIicTBA

®apMakoTepaneBTUYECKass TIpynna: aHTUTPOMOOTHYECKHE CpPEICTBA; MpsIMble HHTUOUTOPHI
TpOMOMHa.

Kox ATX: BO1AEQO7

Mexanusm geiicTBus

JlaburaTtpaHa 3TeKCHIIAT SBJISETCS HU3KOMOJIEKYJISIPHBIM, HE 00JIaJalolIM (papMaKOoJIOrH4eCKOn
AKTUBHOCTBIO TPEALIECTBEHHUKOM aKTUBHOW (opmbl naburarpana. Ilocne mpuema BHYTphb
naburarpana stexcuiat ObicTpo BcackiBaercss B JKKT u myrem ruaposnmsa, Katalu3upyeMoro
JcTepa3aMM, B MEUEHU U IJIa3Me KpPOBH NpeBpaiaercs B jnaburatpad. [laburatpan ssisercs
MOIIIHBIM KOHKYPEHTHBIM OOpaTUMBIM TMPSMBIM HWHTHOUTOPOM TpPOMOMHA M OCHOBHBIM
AKTHUBHBIM BEILECTBOM B IJIa3M€ KPOBH.

Tak kak TpOMOMH (CepuHOBas MpoTeasa) B Mpollecce Koaryisuu npeBpamaer GpuépruHoreH B

¢bubpyH, yrHeTeHue aKTUBHOCTH TPOMOMHA MpensTCTByeT oOpa3zoBaHuio Tpomba. [laburarpan
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(UOPHHOBBIM CTYCTKOM, a TaK)K€ BBI3BAHHYIO TPOMOMHOM arperamnuo TpOMOOIMTOB.

dapmakoauaamuyeckue d3PHEeKTol

B skcniepuMeHTaIbHBIX HCCICIOBAHMIX HA PA3IMUHBIX MOJEIAX TPOMOO3a y )KUBOTHBIX IN VIVO
U €X VIVO MOATBEP)KACHO aHTUTPOMOOTHYECKOE ACHCTBHE M AHTHUKOATYJISHTHAs aKTUBHOCTh
naburarpana TocCiIe BHYTPUBEHHOTO BBEJICHHMS M JabWratpaHa dTeKCHJaTa — IOCie MpHeMa
BHYTPb.

YcTaHoBIIEHa TpsiMasi KOPpeNsLMs MEXAYy KOHIEHTpanueil nadurarpaHa B IUTa3Me KPOBU U
BBIPOKEHHOCTBIO aHTUKOAryiasHTtHoro »sddekra. Jlaburatpan ymmaser aYTB, O3BC wu
TpombunoBoe Bpems (TB).

Ipogunaxmuxa BT y nayuenmos nocie 23H0ONpOmMe3supo8anus KpYynHvlx Cycmasos

Pe3ynbrarhl KIMHUYECKHX HCCIEAOBAHUN Yy TMAIMEHTOB, IEPEHECIIUX OpPTOMNEeINYECKUE
orepanuu (SHIOMPOTE3UPOBAHHE KOJEHHOTO U Ta300€ApEeHHOT0 CYCTaBOB) MOATBEPAMIN
COXpaHEHHE IMapaMeTPOB TIeMOCTa3a W SKBUBAJECHTHOCTh NpuUMeHeHus 75 mr wmm 110 mr
naburarpana 3Tekcuiara yepes 1-4 gaca mocie omnepanuy U MOCIeAYIONeH MoIAep >KUBAOIeH
no3bl 150 mr wnu 220 mr 1 pa3 B cytku B TeueHue 6-10 muelt (mpu omepainuul Ha KOJIECHHOM
cycrase) u 28-35 mHeill (Ha Ta300€IpEeHHOM CYCTaBe), 10 CPABHEHHUIO C YHOKCAIIAPUHOM B J103€
40 mr 1 pa3 B cyTKH, KOTOPBII IPUMEHSIN HAKaHYHE U I0CJIE ONEepaliu.

[Toka3aHa SKBHBAJIEHTHOCTh aHTHUTPOMOOTHYECKOTo 3¢ ¢dekra maduraTpaHa STEKCHIATa MpPU
npumeHeHud 150 mr wiam 220 Mr no cpaBHEHUIO C YHOKCanapuHoM B A03€ 40 Mr B CyTKU NpHU
OLIEHKE OCHOBHOM KOHEYHOHM TOUYKH, KOTOpasi BKIIIOYAET BCE CIy4yal BEHO3HBIX TPOMOOIMOOINI
Y CMEPTHOCTD OT JIFOOBIX MPUYHH.

Ipogpunakmuxa uncyroma u cucmemHolx mMpomMOOIMOOIUL y NAYUEHMO8 C QUOpULIAYUEl
npeocepouti

ITpu mmrensHOM, B cpenHeM okoio 20 MecsaueB, npuUMeHeHHH y mnauueHtoB ¢ @Il m c
YMEPEHHBIM WJIK BBICOKUM PUCKOM MHCYJIbTa WM CUCTEMHBIX TPOMO03MO0INi OBIIIO TTOKAa3aHO,
4yTo nMaburarpaHa sTekcwiar B no3e 110 Mr, Ha3HaueHHBIH JBa pa3a B CYTKHM, HE YCTymal
BapdapuHy 1no 3¢pPeKTUBHOCTH NPEAOTBPALICHUS MHCYJIBTAa U CUCTEMHBIX TPOMOOIMOOIUH y
nanenToB ¢ @II; Ttakke B rpynme pgaburarpaHa ObIJIO OTMEUYEHO CHIDKEHHE pHCKa
BHYTpUYEpPENHBIX KPOBOTEUEHUH M oOmel vactoTsl KpoBoTeueHuiud. I[Ipumenenue Ooiee
BBICOKOI 11036 TipenapaTa (150 Mr 2 pas3a B CyTKH) JOCTOBEPHO CHIIKAIIO PUCK HIIEMHYECKOTO U
reMOPParu4eckoro  MHCYJIbTOB,  CEPAEYHO-COCYIAUCTOM  CMEPTHOCTH, BHYTPHYEPEIHBIX
KPOBOTEUCHH M 00IIel 4acTOThl KPOBOTEUEHUH MO0 CpaBHEHMIO ¢ BapdapuHoM. MeHblas 103a
naburaTpaHa XxapakTepu3oBaiach CYyHIECTBEHHO 0o0Jjiee HU3KUM PUCKOM OOJIBIINX KPOBOTEUEHUN

10 CPaBHEHHIO ¢ Bap(hapuHOM.
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TOYKH, BKIIOYABIIEH YaCTOTy MHCYJIbTa, CHUCTEMHBIX TpPOMOOAMOONUH, JIETOYHBIX
TpOoMO03MOOIHii, OCTpOro HH(pAPKTa MHOKAP/A, CEPICUHO-COCYAUCTON CMEPTHOCTU U OOJBIINX
KPOBOTCUCHUH.

ExerongHas yacToTa NEpEUUCIICHHBIX COOBITMM Yy MAIUEeHTOB, IOJIy4aBLIMX JaburarpaHa
3TEeKCUJIaT, OblIa HIDKE, YeM y MAIIMeHTOB, MOJYYaBIINX Bap(apuH.

N3meHenus B 7a0OpaTOpHBIX MOKa3zaTensiX (YHKIMU IE€YEHH Y MAIMEeHTOB, IOJYyYaBIIMX
nadurarpaHa 3TeKCUiaT, OTMEYaINCh CO CPAaBHUMOM MJIM MEHbLIEH 4acTOTOM 10 CpaBHEHHMIO C
HalKMeHTaMU, OIy4aBUIMMU Bap(apuH.

JononHurenbHoe U3ydyeHHE aadurarpaHa 3TEKCHUaTa B HaOJIOAATENbHBIX MCCIENOBAHUAX Y
narueHToB ¢ @Il cBUpeTenbCTBYeT, 4YTO MOKazarenud JPQPEKTUBHOCTH H O€30MacHOCTH
npenapata B KIMHHYECKOM IPAaKTUKE COOTBETCTBYIOT pe3yjbTaTaM paHIOMHU3MPOBAHHBIX
HUCCIIENOBAHUMN.

PesynmbraTel  mpocmekTuBHOrO  paHgoMusupoBaHHoro — uccienoBanus — RE-CIRCUIT
IIPOJEMOHCTPUPOBAIIN, UTO BBINOJIHEHUE KAaTETEPHOH a0aluy y MallueHTOB C IapOKCU3MalbHON
win nepcucrupyromeii I, noayyaroumx HeNpepbIBHBIA Kypce JadurarpaHa STeKCuiiaTa B J103€
150 mr (1 xamcyma) nBa pa3a B CYTKH, XapaKTepU3yeTCs MEHbBLIMM pPHUCKOM OOJIBIINX
KPOBOTEUEHHM B CpPaBHEHUM C MMALMEHTaMH, Y KOTOPBIX IpOLEIypa BBINOJHsUIACH Ha (oOHE
HENpephIBHOIO Kypca BapdapuHa. Pa3znuuuii Mexay rpynnamMu CpaBHEHHMsT B OTHOLLEHUH
4acTOThl KOMOMHUPOBAHHOM KOHEYHOM TOYKH, BKJIIOYAIOILEH HMHCYIbThI, CUCTEMHbIE SMOOJINU
WIN TPAH3UTOPHbIE HIIIEMUYECKHE aTaKH, BBIABICHO HE ObLIO.

Pe3ynbprarel OTKPBITOTO PaHIOMHU3HPOBAHHOT O HCCIIEA0BAHUS RE-DUAL PCI
IPOJEMOHCTPUPOBAIIM, YTO NMPUMEHEHHE JaburarpaHa sTekcuiara B ao3e 150 mr aBa pasa B
cyTkd, nmub6o B no3e 110 mMr nBa pa3a B CyTKM B KOMOMHAIIMM C KIIOMUIOTPEJIOM WU
tukarpesopom y nauueHtoB ¢ HOII, nepenecinx YUKB co cTreHTHpOBaHMEM, XapakTepU3yeTcs
MEHBIINM PUCKOM Pa3BUTHUS NEPBUYHON KOHEUHOM TOYKHM (OObIINE U KIMHUYECKH 3HAUUMBbIE
KpoBoTeueHuss mno kinaccupukauuu I[STH) B cpaBHeHMHM ¢ KOMOMHMpPOBAHHOW Teparve,
BKJIIOYAIOLIEH B ceOs BapapuH B cOUETaHUU C Kiionuaorpenom miu tukarpenopom u ACK. Ipu
3TOM B OTHOIIEHMH KOMOMHHPOBAHHOM KOHEUHOW TOUKH 3((HEKTUBHOCTH, BKIIOYABIIEH B ceOs
CMepTh, TpomMOOIMOOIMUYECKHE COOBITUS (MHPApKT MHUOKaplia, HHCYJIbT WIH CHUCTEMHbIE
sMO0ynH), MO0 HE3arIaHUPOBAHHYIO PEBACKYISIpU3aIlii0, 00bEeIMHEHHAs TPYMIa MalueHTOB,
MOJy4aBIIUX Ja0urarpaHa sTekcuiar (00e 7036l mpernapara) B KOMOMHALMU C KJIOMHUIOTPEIOM
WIA TUKarpeJopoM, He ycrynajga 1o 3((EeKTUBHOCTH TpyIIe MNalUeHTOB, IOJyYaBIIUX

KOMOMHHMPOBAHHYIO TE€paNHio BappapuHOM B COUETAHUU C KIJIOMUJOTPEIOM UM TUKArpelIopoM U

ACK.

25
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Ipoghunaxmuxa mpombosMO0AULL Y NAYUEHMOB|C npomé&?ojeggﬁ;%“&gwgﬂr Jefbéll;{c'r' 3

B xone xnmHMueckux wuccrnepoBaHuii (aszer Il mpumenenuss naburatpana u BapdapuHa y
NAIMEHTOB, MEPEHECIINX ONEpALUI0 M0 3aMEHe KiamaHa cepla MEXaHUYECKHMM IpPOTE30M
(HeZaBHO MPOBE/IEHHBIE ONEpaly U ONlepalliy, IPOBEACHHbIe OoJiee 3-X MecsALeB Hazal), ObLI0
BBISIBICHO IOBBILIEHHE YacTOThl TPoMOO3MOOIMM M  oO0Iiero uyucia KpPOBOTCUCHHUH
(IPerMYyILIECTBEHHO 3a CUET MaJbIX KPOBOTEUEHHUI) y MAllMEHTOB, MOJyYaBIIMX jJa0UraTpaHa
sTekcuaar. B paHHeM mocieonepanroHHOM Mepuoje OOoJbIIMe KPOBOTCUCHHS B OCHOBHOM
XapaKkTepU30BAIMCh TEMOPPArMUECKUM BBIIIOTOM B IIEpUKAp]l, 0OCOOEHHO y MalUEHTOB, KOTOPHIM
nadurarpaHa TeKcuaaT OblI Ha3HAuY€H B paHHEM Iepuoje (Ha 3 JeHb) Mocie XUPYyprudecKon
3aMEHbI KJIallaHOB CepLa.

Jleuenue ocmpoeo TI'B u/unu TOJIA u npogunakmurxa cmepmenbHbIX UCX0008, Bbl3blBAEMbIX
ImuMu 3a601e8aHUAMU

Pe3ynbrarhl KIMHUYECKUX UCCIEIOBAHUM Y ManueHToB ¢ HanuuyreM octporo TI'B u/unu TOJIA,
KOTOpBIE TEPBOHAYAJIBHO MOJydYald NApEeHTEpaJbHYIO TEpaluio B TEYEHHE, KaK MHHHUMYM,
5 nHel, moATBepAWIIN, UTO AaburarpaHa 3Tekcuiar B 03¢ 150 Mr, Ha3HauYEHHBIN 2 pa3a B CYTKH,
He ycTynan BappapuHy 10 3()QPEKTMBHOCTM B  OTHOLIEHMH CHMXKCHHMS  YacTOTbHI
peruauBupymomero cumnromarudeckoro TI'B w/mnu TDJIA u cinyyaeB cMepTH, 00yCIOBIEHHBIX
TUMM 3a00JI€BaHUSMH, HAa MPOTSHKEHUU 6-MECAYHOro Iepuoja JeYeHUs. Y MalUeHTOB,
MOJIyYaBLIMX Ja0urarpaHa 3TEKCUJIAT, KPOBOTEUEHHUs OTMEUYAIMCh 3HAYUTEIBHO PEXKE, YeM Yy
NalMEHTOB, NOIY4YaBIINX Bap(apHH.

YacTtoTa pa3BuTus MH(papKTa MHOKapja BO BCeX NMPOBOAMMBIX HccienoBaHusax npu BTOI, Bo
BCEX JIeUEOHBIX TpyIax Oblia HU3KOM.

llokazamenu ¢ynkyuu neyenu:. B WCCIENOBAaHUSAX C TNPUMEHEHHEM AaKTHUBHBIX IIpErapaToB
CpaBHEHMsI BO3MOXKHbIE M3MEHEHUs NoKa3arened (PyHKIMM MeYeHH BO3HUKAIM Y MalUeHTOB,
NOJyYaBIIMX Ja0uraTpaHa JTEKCHJAT, CO CpPaBHUMON WM MEHbIIEH 4YacToToi, uem Yy
NAMEHTOB, MONYy4YaBIIUX BappapuH. B uccrnenoBanuu c mianebdo CyIIECTBEHHOIO pa3iuyus B
OTHOIIEHUH W3MEHEHUH Noka3aTeled (YHKIMHM IE€YEHH, BO3MOXXHO HMEIOIMIMX KIMHHYECKOE
3Ha4YeHHE, MEX/1y IPyMIaMu C IPUMEHEHHeM Ja0urarpaHa u rianebo He 0TMeYasoch.
Ipogunaxmuxa peyuousupyrowezo TI'B u/unu TOJIA u cmepmenvuvix uUcxo0o8, 8bl3bl8aeMblx
SMUMU 3a001€6aAHUAMU

Pe3ynbrarhl KIMHMYECKOTO HCCIEAOBaHMS Yy MalueHToB ¢ peuuauBupyomuM TI'B u TOJIA,
YK€ MOJIY4aBIIKUX B T€YEHHE OT 3 10 12 MecsleB aHTUKOATYJISIHTHYIO TEPANMIO U HYKAABIIUXCS
B €€ MPOJODKEHUH, MOATBEPANIIN, YTO JeUeHHe AadurarpaHa 3TekcuiaTtoM B go3e 150 mr nBa

paza B cyTkH He ycTymano JjedeOHomy sddexty Bapdapuna (p = 0,0135). ¥V namuentos,
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NaIMEeHTOB, OJTYYaBIINX BappapHH.

B wuccnenoBanumM cpaBHEHHs Ja0uraTrpaHa 3TeKcujaTa C Iulanebo y TIalMeHTOB, YxkKe
IOJIy4aBIIUX B Te4eHHue oT 6 10 18 MecsueB aHTaroHUcTsl BUTaMuHa K, 6bU10 yCTaHOBIIEHO, YTO
naburarpal MOpPEeBOCXOMMJ IUIaed0 B OTHOUIEHMH NPOQHIAKTUKU  PELMIMBUPYIOILIEro
cumnromarndeckoro TI'B/TDJIA, Bkmowas ciiy4an CMEPTH OT HEYCTAHOBJIEHHOW NPUYMHBL
CHIDKEHHE PHCKa 3a Iepro/1 JieueHus coctaBuiio 92 % (p < 0,0001).

YacToTa pa3BuTus MH(papKTa MHUOKap/a BO BCEX IPOBOAUMBIX HcciaenoBanusax npu BTO Bo Bcex
Je4eOHBIX TPYIIax OblIa HU3KOM.

Ilokaszamenu ¢yHkyuu neyenu. B WCCIEIOBAHUSAX C NPUMEHEHHEM AaKTHBHBIX IPENapaToB
CpaBHEHHs BO3MOXKHBIC M3MEHEHUS NOKa3areneld (PyHKIMHM MEeYeHW BO3HUKAIM Y MAlUEHTOB,
HOJYyYaBIIMX Ja0uraTpaHa STEKCHJAT, CO CpPaBHUMON WM MEHbIIEH 4YacToToi, ueM Yy
NalMEeHTOB, MoJyyaBIIuX BaphapuH. B uccnenoBanuum ¢ mianedo CyIECTBEHHOIO pa3ivyus B
OTHOIICHNHM HM3MEHEHUH IMoKazaTesiell (PyHKIUHM IEYEeHH, BO3MOXKHO HMEIOIMX KIMHUYECKOE
3HAaYCHHE, MEX/Ty TPYIIIaMH C IPIMEHEHHEM Ja0uraTpaHa u rianedo He 0TMEYajoch.

5.2. dapMakoKHHeTHYEeCKHE CBOHMCTBA

[Tocne mpuema BHYTpb JaOuraTrpaHa S3TEKCHJIAT OBICTPO M IOJIHOCTBIO IpeBpalaeTcs B
naburatpaH, KOTOpBIM SIBISIETCS AaKTHBHOM (GopMol B IulazMe KpoBH. Pacmierienue
IIpoJIeKapcTBa JabUraTpaHa dTeKCuiIaTa ¢ MOMOIIBIO0 KaTAIM3UPYyEMOI0 ACTEPa30i THIpoau3a 10
JIeMCTBYIOIEro BelllecTBa AadurarpaHa spisercs mpeobianaroneid MeTaboIMyeckon peakiuei.
AbGcomoTHass  OMOJOCTYNHOCTh  JaburarpaHa  Iocje  IpueMa BHYTPb  COCTaBIsUIa
npuOIM3UTENBEHO 6,5 %.

[Tocne npuema BHYTpb JaOurarpaHa JTEKCWJIaTa y  370POBBIX  J0OOpPOBOJIBLIEB
(bapMakokuHeTHYeCKMid npodmis AadurarpaHa B IUIa3Me KPOBU XapaKTepU3yeTcsl ObICTPBIM
YBEJIMYEHUEM IJIa3MEHHBIX KOHIEHTpauui ¢ aoctuxkeHueM Cpax B TedeHue 0,5 m 2,0 yacos
rocJjie npueMa mnpemnapara.

AOcopOruus

HccnenoBanne, B  KOTOPOM OIIEHMBAIM  BcachblBaHWE JaburarpaHa dSTeKCWiaTa B
NIOCJICONIEPAIMOHHOM Tiepuoje dYepe3 1-3 dyaca mocie XUpyprudyeckoro BMEIIATENbCTBa,
MO0KAa3aJl0 OTHOCHUTEIBHO HU3KYI0 CKOPOCTh BCACHIBAHUS 110 CPAaBHEHHUIO C BCAChIBAHHUEM Y
310poBBIX 100poBobleB, AUC xapakTepu3yercs NOCTENIEHHBIM MOBBIIIEHUEM aMILUIUTYAbI 0e3
MOSIBJIEHHS BBICOKOI'O ITMKA KOHIIEHTPALMK B IU1a3Me KpPOBU. Cmax B IJIa3M€ KPOBU JOCTUTAETCS
yepe3 6 4acoB MOCie MPUMEHEHHUs JaburarpaHa 3TeKCUIaTa B IMOCJIEONEPallMOHHOM NEpUoJie 3a
CUeT BJIMSHHUS TaKMX COMYTCTBYIOUIMX (hakTOpoB, Kak aHecte3us, nape3 KKT u BbimonHeHue

XUPYPTHYECKOTO BMEIIATeIbCTBA HE3aBUCHMMO OT JIEKApCTBEHHOW (opMmbI  mpemapara.
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Ha6JHOI[aeTC$I TOJIBKO B JC€Hb XUPYPTHYCCKOI0 BMCHIATCILCTBA. B nociacayromue JHHU
BCACBIBAaHHE JaOWTaTpaHa MPOUCXOTUT OBICTPO, ¢ JOCTHKEHHEM Cmax B TUTa3ME KPOBH uepe3 2
Yaca 1ocJie mpueMa rnperapara.

[Tpuem numm He BiAMsIET Ha OMOMOCTYIHOCTh Ja0uraTpaHa dTeKCHaTa, HO 3a/IepP’KUBACT BpeMs
nocTkeHUs: Cyay B IJIa3Me KPOBH Ha 2 yaca.

Cmax 1 AUC ObuTH TPOTIOPIIMOHATIEHBI JT03€.

[lpu mnepopaisbHOM TpueMe jpadbuWrarpaHa STEKCWJIaTa B BHUJAC IMeEUIET Oe3 CIenUualbHOM
KariCyJIbHOH O00O0JIOUKH, H3TOTOBJICHHOW W3 THIIPOMEIUIO3bl, OHOJOCTYIMHOCTh nadurarpaHa
MOET Bo3pacTaTh Ha 75 % mocie oAHOKpaTHOro nprueMa u Ha 37 % B paBHOBECHOM COCTOSIHUU
0 CpaBHCHWIO C OWOJOCTYMHOCTBIO TIpH MPUMEHEHMH pPePEepeHCHON KarcylbHOMI
JekapcTBeHHOH ¢opmbl. [loaToMy ciemyer Bcerza COXpaHSATh IIEJIOCTHOCTh — KamCyil,
U3rOTOBJICHHBIX M3 TUIPOMEIUIO3bI, NPU KIMHUYECKOM IPUMEHEHHH I TPEAOTBPAIICHUS
CIIy9aifHOTO TIOBBIIIICHHSI OMOIOCTYITHOCTH JJa0urarpaHa drekcuiara (cM. pasaen 4.2).

Pacnpenenenne

Ha6mronamace Huskas (34-35 %), He3aBucHMass OT KOHIIGHTpPAIlMd CTENCHb CBS3bIBAHUS
naburatpaHa ¢ OenkaMu IIa3Mbl KpoBd. OObeM pacrpeneicHus jgadurarpaHa COCTABIISET
60-70 1 1 mpeBocXoaAUT 00BbEM OOIIETO CONEp)KaHHs BOABI B OPTaHU3ME, YTO YKa3bIBaeT Ha
YMEpEHHOE pacrpeieliecHre JadurarpaHa B TKaHsX.

BI/IOTDaHCd)ODMaHI/IH

MeTtaboam3M U dKCKpenus aaduraTpaHa ObUIM M3YYEHBI MOCIE OJAHOKPATHOTO BHYTPHUBEHHOIO
BBEJICHUS MEUYEHOI'0 paJMOAaKTUBHBIM H30TONOM Ja0urarpaHa 3J0pOBBIM J10OpOBOJIBLIAM
MyKcKoro mona. Ilociae BHYTpUBEHHOrO BBEIEHUS MEUYEHBIH paJAMOAKTUBHBIM H30TONOM
naduratpaH BBIBOJWIICS IVIaBHBIM 00pa3oM noukamu (85 %). Dxckpeuns yepes KKT cocraBuna
6 % BBeneHHOW [03bl. YCTAaHOBIEHO, 4TO 4epe3 168 yacoB mocie BBEACHUS MEUYEHOTO
pamuoakTUBHOTO npemnapata 88-94 % ero 10361 BEIBOAUTCS U3 OpraHU3Ma.

JlaburaTtpan mojBepraercsi KOHbIOTUPOBaHHUIO ¢ 00Opa3oBaHHEM (DapMaKOJIOrMUeCKd aKTHUBHBIX
aIIrTIOKypoHUI0B.  CyIIecTBYIOT 4YeThIpe MO3MIMOHHBIX u3omepa: 1-O, 2-O, 3-O, 4-O-
AIlWITIIOKYPOHU, KaXIbIH M3 KOTOPhIX cocTaBisgeT MeHee 10 % olmero cojepxaHus
naburarpaHa B mia3Me KpoBH. Ciempl APyruX MeTaOOJMTOB MOXKHO OBLIO OOHAPYKUTh TOJHKO
MOMOUIbI0 BBICOKOYYBCTBUTEIBHBIX aAHAIUTUYECKHMX MeTo/n0B. JlaOurarpaH BBIBOJUTCS B
OCHOBHOM B HEM3MEHEHHOM BHJI€ C MOYOH €O CKOpOCThIO0 Mpubau3utTenbHo 100 mMia/MuH, 4TO
COOTBETCTBYET CKOPOCTH KJIIyOOUKOBOW (DMIIbTpALIUU.

DaUMUHALUSA

Konnentpanus naburatpana B TUIa3Me€ CHHIKACTCS OMAIKCIIOHEHIMAIBHO CO CPEAHUM
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MY OTUETY

Bo3pacra. llocie MHOTOKpaTHOrO NIPUMEHEHUs TEPMUHAIBHBIA IIEPUOJ IIOJYBBIBEACHUS
coctaBisul okoyo 12—14 wuacos. Ilepumon mnoisyBbIBeeHUsT HE 3aBHcesl OT J03bl. [lepuon
MIOJTYBBIBEJICHUS YIJIMHSCTCS TPU HAPYIICHUH (QYHKIUU To4Yek, cM. «Hapymenue QyHKIum
TIOYCK.

(DaDMaKOKI/IHeTI/IKa % 0COOBIX T'pyHOIl TanrucHTOB

Hapywenue ¢pynxyuu novex

B uccnenoBanusax I ¢asel axcnozunms (AUC) maburarpana mociie IepopajibHOro nprueMa oblia
npUOIU3UTENBHO B 2,7 pasa BhIlIE Y J0OPOBOJIBIEB C YMEPEHHBIM HAPYIIEHUEM (PYHKIIHH TOYEK
(KK 30-50 mu/mMuH) 1O CpaBHEHHMIO C OJKCHO3WIHMEH naburaTpaHa y Jgo0poBoibIeB 0Oe3
HapylmeHus QyHKINH MOYeK.

Y HeOonbIIOro KoJMYecTBa AOOPOBOJIBLIEB C HapYIICHHEM (YHKIIUU MOUYEK TSHKEIOW CTeleHH
Tsoxectd (KK 10-30 mu/mun) sxcno3unust (AUC) naburarpana Obiia npuOIM3UTensHO B 6 pas
BBIIIIE, & T 1/, — MPUOIU3UTEIIBHO B 2 pa3a JJIMHHEE 110 CPABHEHHIO C TOMYJISIIIUCH IMAllUeHTOB 0e3
HapymeHus QyHKIUH ovek (cM. pasaenst 4.2, 4.3 u 4.4).

[lepuon monyBbIBeneHus oOIIero gaburaTpaHa y 370POBBIX MMAlMEHTOB W Yy TMAIMEHTOB C
HapylIieHueM (yHKIUU TOYeK:

Tabmuna 11. Ty, obmiero madburatpaHa y 3J0pPOBBIX MMAIMEHTOB M Y IMAIIMEHTOB C HAPYIICHUEM

(GYHKIMH TOYEK.

CxopocThb KJ1y00UKOBOM I'eomerpuueckoe cpennee 3nauenue (gCV %; nmanason) nepuojaa
¢uabTpamun, (KK mi/mun) N0JIYBbIBEICHHS, Y
>80 13,4 (25,7 %;11,0-21,6)
>50-<80 15,3 (42,7 %; 11,7-34,1)
>30-<50 18,4 (18,5 %; 13,3-23,0)
<30 27,2 (15,3 %; 21,6-35,0)

Kpome Toro, skcno3unus naburarpaHa (B MOMEHT JOCTHXEHHUS MUHUMAJIbHOW KOHIEHTpaluu
mpemnapata B KpOBM M B MOMEHT JOCTH)KEHHUS MAaKCHMAallbHOM KOHIIGHTpAIlMHM Tperapara B
KPOBH) Obula  OIlEHEHa B TPOCIIEKTHBHOM  OTKPBITOM  PaHJAOMH3UPOBAHHOM
(bapMaKOKUHETHYIECKOM HccienoBanny y nanueHToB ¢ HOII ¢ TsokenbiM HapyieHneM QyHKINT
nouek (ompenensembiM kak KK 15-30 mu/muH), KoTopble moiydanu AaOurarpaHa 3TEKCcHiatr
75 Mr 2 pa3a B CYTKH. DTOT PEXUM JI03MPOBAaHUS OOecleurBal T€OMETPUYECKOEe CpeiHee
3HAYCHHE KOHIIEHTPAIMK B MOMEHT JIOCTIIKCHHS MUHUMAIBLHOW KOHIICHTpAllMU Tperapara B
kpoBH 155 Hr/mia (gCV 76,9 %) npu n3MepeHUN HEIOCPEICTBEHHO TepeI IPUEMOM CIIeAYIOMIeH
03Bl U TEOMETPUYECKOE CpeAHee 3HAUeHHE MaKCUMallbHOW koHueHTpauuu 202 ur/mn (gCV
70,6 %) npu u3MepeHun yepe3 2 Jaca mocje npuemMa mociaeHei 10361

Knupenc naburatpana mpu reMoauanus3e HCCIelOoBajics y 7 MalMeHTOB C TEPMHUHAIbHOMN
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CKOpOCThIO TOTOKa auanu3ara 700 MJI/MHH, C MPOAODKUTENBHOCThIO 4 Yaca M CKOPOCTHIO
kpoBoToka 200 mu/muH wiau 350-390 mur/mMMH. DTO NMPHUBOIMIO K CHWKEHHUIO KOHICHTPAIUU
naburatpana Ha 50-60 % coorBercTBeHHO. KoNMYecTBO JIEKapCTBEHHOIO CPEACTBa, KOTOPOE
BBIBOJIUTCSL C TMOMOUIBIO JUANIN3a, MPOMOPILHMOHAIBHO CKOPOCTH KPOBOTOKA IPU CKOPOCTHU
KpoBoTOKa 10 300 MiI/MHH. AHTHKOAryJIsiHTHAsi aKTHBHOCTb Ja0HraTpaHa CHIDKANIAch INPH
YMEHBIIEHUU €ro KOHIIEHTpallMM B IUIa3M€ KpPOBU, M TMpolleaypa HE BIMsUIa Ha
dapmakoguHaMuUecKe/papMaKOKMHETUYECKHE B3aUMOCBSI3H.

Memuana KK B uccnenoBanun RE-LY cocraBmsma 68,4 mu/muH. TIpakTHdeckud y TOJIOBUHBI
(45,8 %) namuenToB B ucciegopannu RE-LY KK cocrasmsur >50 - <80 mu/MuH. Y MalueHTOB C
ymepeHHbIM HapymeHueM (yHkiuu modek (KK 30-50 mi/MuH) KOHIEHTpanuu gaburatpaHa B
I1a3Me KpOBU JI0 U TOCTe MpuemMa 03kl ObUIM B CPEeIHEM COOTBETCTBEHHO B 2,29 pasa u
1,81 paza Bblllle MO CpaBHEHHIO C ManueHTamu Oe3 Hapymenus (Gynkuuu mouek (KK >
80 mi1/mMHH).

Menmunana KK B uccinemosannu RE-COVER cocrasmsma 100,4 mia/mun. Y 21,7 % nanueHToB
ob110 Nerkoe Hapymienue Gynkuuu noyek (KK >50 - <80 mn/mun), u y 4,5 % nanueHToB ObLIO
ymepenHoe Hapymenue (ynkuuu mnouek (KK 30-50 mi/muH). ¥V manMeHTOB ¢ JETKUM U
YMEpPEHHBIM HapymieHueM (YHKIIMU TOYEK KOHIIEHTpalWW naburaTpaHa B IIa3Me KPOBH B
PaBHOBECHOM COCTOSIHHH TE€pe] IPUEMOM OUYEPEIHON J03bl OBLIIM B CPEAHEM COOTBETCTBEHHO B
1,8 pa3a u 3,6 pasa Beime no cpaBHeHHIO ¢ manueHTamMu ¢ KK > 80 mu/MuH. AHamorHuHbIC
3Hauenus A KK Obun oGHapyxens! B uccnenoBanuu RE-COVER 1.

Memuana KK B wucciemoBanmsax RE-MEDY u RE-SONATE cocraBmana 99,0 ma/mMuH u
99,7 mi/MUH cooTBeTcTBEHHO. Y 22,9 % u 22,5 % namnuenTtoB B ucciaenoBadusgsx RE-MEDY u
RE-SONATE KK cocraBmnsin >50 - <80 mu/muH, n 'y 4,1 % u 4,8 % nmauuentoB KK coctasmsn ot
30 mo 50 My/MHH.

Tlayuenmul nodxxcunoco 6o3pacma

B cnenmanbHbIX (papMaKOKHHETHYCCKUX UCCIEAOBaHUAX [ (a3pl y ManMeHTOB MOXKUIIOTO
Bo3pacta HaOmoaanock yBenuueHne AUC Ha 40-60 % u Cpax 6071ee yem Ha 25 % 1o cpaBHEHUIO
C MOJIOJIBIMH TalliE€HTaMH.

BrnusiHre Bo3pacTa Ha SKCIO3UIMIO Ta0uraTpana ObIJI0 MOATBEPkKACHO B uccienoBann RE-LY:
C YBEJIMYCHHEM MHHHMAJIBLHON KOHIIEHTPAIIMH Mpernapara B KpOBH (IIepe]l IPUEeMOM OYepeTHON
7103b1) IpuMepHO Ha 31 % y manMeHToB B BO3pacTe > 75 JIET U CHM)KEHUEM NIpUMEpHO Ha 22 % y
MAIMEHTOB B Bo3pacTe < 65 JeT Mo CpaBHEHHUIO ¢ MUHUMAJIbHOW KOHIIEHTpaIlMel mperapara B
KpOBH (Iepe]l MpUEeMOM OuYepelHOMN [103bl) y MallMeHTOB B Bo3pacTe oT 65 no 75 ner (cm.

pasnenst 4.2 u 4.4).
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He wnaOmromanu m3MeHEHWH B KOHIIGHTpanuu nadurarpana y 12 ManueHTOB C yMEpPEHHBIM
HapymienneM (yHKuuu nedenu (kinacc B mo Yaiina-ITeo) mo cpaBHeHuto ¢ 12 manueHTaMu u3
TPYIIIBI KOHTPOJIs (cM. pazuensl 4.2 u 4.4).

Macca mena

Konnenrpanuu gaburarpasa B MOMEHT JIOCTHIKEHUSI MUHUMAIBHON KOHIICHTPAIIUH TIperapaTa B
KpoBH ObuH mpuMepHO Ha 20 % HIpKe y manueHToB ¢ Maccoi Tena > 100 Kr mo cpaBHEHHIO C
narueHTamu ¢ Maccoit tena 50-100 kr. bonbmuucTBO (80,8 %) manueHToB ObUIM B KaTeropuu
Maccel Tena > 50 kr u < 100 kr, B ipeaenax 3TOro Juana3oHa SIBHBIX Pa3nyvii KOHIIEHTpaLUi
naburatpaHa He ycTaHoBlieHO (cM. pasnensl 4.2 u 4.4). Knuaudeckue naHHBIE B OTHOLICHHUH
NAIMEHTOB ¢ Maccol Tena < 50 KI orpaHUYEHbI.

Ilon

DKCMO3UIIMS IEHCTBYIOIIETO BEIIECTBA B HCCIEAOBAHUAX NEpBUUHON npodriakTuku BT Obiia
npumepHo Ha 40-50 % BeIIIe y MAIUEHTOB KEHCKOTO 110J1a; KOPPEKTUPOBKH J103bI HE TpeOyeTcsl.
Omuuueckue pynnsvi

He BbISBICHO KIMHUYECKM 3HAUYUMBIX STHHYECKHX pa3nuuuii B (apMaKOKUHETHKE U
dbapmakouHaAMUKe Ja0urarpaHa cpeld MalMeHTOB €BPOINEOUTHON packl, adhpoaMepHUKaHIIEB,
JATUHOAMEPUKAHIIEB, SATOHIIEB WJIM KUTAUIICB.

DapmakokuHemuyeckue 83aumooeucmsus

HWccnenoBanus B3auMOACHCTBHS IN VItro He oKa3aid HHrMOMPOBAHKS WIIH MHIYKIIMH OCHOBHBIX
u3zodepMeHToB 1UTOXpoma P450. DTO OBLIO MOATBEPIKICHO HCCIACIOBAHUSAMH N VIVO ¢
Y4acTHEM 3JI0POBBIX JTIOOPOBOJIBIIEB, Y KOTOPHIX HE HAOJIOMATIOCh HUKAKUX B3aUMOJICHCTBUIA
MEXIy OSTUM TMpernapaToM M CIEIYIOUIMMU JEHCTBYIOIIMMH BEIIECTBAMU: aTOPBACTATUHOM

(CYP3A4), nurokcuHoMm (B3auMoJielicTBHE ¢ OelkoM-TiepeHocunkoM P-gp) u auxinopeHakom

(CYP2C9).

6. ®APMAIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BciOMOraTeJIbHBIX BeleCTB
Cocmas nennem 42% (macc./macc.):

Bunnas kucnoTa (B BUE MEIJIET)

Bunnas kucinora

Axanuu kaMenb

['unpomeriosa (15 cps)

['umposos3a (ruapOKCHTIPOTIHIIIIEIUTION03a)

Tanbk
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N30nponunoBslii CIUPT

Bona ounienHas

Bcnomozamenvhvle ewjecmea:

Hatpus kpockapmesuiosa

[Tonokcamep 188

Cooeporcumoe kancyn:

Turtana guokcun (E171)

Wuauro kapmun (E132)

Kanus xnopun

Kapparunan (E407)

['unpomennosza

Bona ouniennas

6.2. HecoBMecTHMOCTH

He npumennmo.

6.3. Cpoxk roanoctu (Cpoxk XxpaHeHHs )

3 rona.

6.4. Oco0ble Mepbl MPeI0CTOPOKHOCTH PH XPaHEHUH

XpaHUTh B OPUTHHAIBHON YIAaKOBKE (KOHTYPHOH SIUEHKOBOM YIAKOBKE) JUISl 3alUTHI OT Biaru
npu Temneparype He Bbiie 25 °C.

6.5. XapakTep M cojiep:kaHue NePBUYHON YIAKOBKH

[To 10 xancyn B KOHTYpHOM slUEHKOBOM yHakoBKe, cocTosiiied u3 (oS TPEXCIOMHON ¢
MOJIMaMUJHON/aTFOMUHUEBOW/TIOTMBUHWIXJIOPUIHOW JTaMUHAIME M (OJbI'M  alllOMMHHUEBOMN
[€YaTHOW JIAKUPOBAHHOM.

ITo 1, 3 nan 6 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK BMECTE C JIMCTKOM-BKJIAJBIIIEM IOMEIIAIOT B
Ma4yKy KapTOHHYIO.

Ha poiake MoryT ObITh ITpe/ICTaBICHBI HE BCE 00BEMBI YITaKOBOK.

6.6. Oco0Oble Mepbl MNPeIOCTOPOKHOCTH TPH  YHHYTOXKEHMH  HMCIHOJIb30BAHHOIO
JICKApCTBEHHOI0 Npenapara MJIH  OTXO0JA0B, IMOJYYEHHBIX IOCJAe¢ NPHMEHEHHUs
JIEKapCTBEHHOI'0 Npenapara, ujiu padoTbl ¢ HUM

Het ocoObix TpeGoBaHMil.

MNHCcTpYKINA 110 BCKPBITUIO KOHTYPHOU SUYEMKOBON YIIAKOBKH

W3Bneup Kamncyiny HeoOXOUMO CIEAYIOINUM 00pa3oM:
1. COrHyTh KOHTYPHYIO STYEHKOBYIO YIaKOBKY.

2. BCKpBITh KOHTYPHYIO STYEHKOBYIO YIIAKOBKY, OCTOPOXKHO.
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3. OCTOPOKHO U3BJIEYD KAICYIy.

4. IIpornoTuTs Karcyity LelIuKoM, 3aluBasi CTAKaHOM BOJBI.

7.  JEPXATEJIb PETUCTPAHMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

000 «M3Bapuno ®apmay

Anpec: 108817, r. MockBa, km BHykoBckoe mocce 5-ii (1. Buykosckoe), n8ia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

®axc: +7 (495) 232-56-54

DnekTponHas noyra: info@izvarino-pharma.ru

7.1. Hpe)l(:TaBI/ITe.TIL AepiraTeist pErMCTPaAaiuOHHOI0 y1oCTOBEPEHUS

IIpereH3un HOTDC6PIT€J'I€I>1 HAaITpaBJIATh 11O aAPECy.

Poccuiickas ®enepanus, Keipreizckas Pecnyonuka, Pecyonuka Apmenus, Pecybnuka
bemapych

Anpec: 108817, r. MockBa, km BHykoBckoe mocce 5-i (1. BuykoBckoe), a8ia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

®dakc: +7 (495) 232-56-54

DnekTponHas nmoyra: info@izvarino-pharma.ru

Pecrryonuka Kazaxcran

TOO «LEKARSTVENNAYA BEZOPASNOST (JlekapcTBeHHast 6€3011acHOCTD)»

Anpec: 050047, Kazaxcran, ropox Anmatel, Anatayckuil paiioH, Mukpopaiion Casnsl, 1. 16,
KB. 8

Tenedon: +7 (777) 064 27 02; +7 (499) 504-15-19

OnekrponHas mouta: adversereaction@drugsafety.ru

8.  HOMEP PETUHCTPAIHMOHHOI'O YIOCTOBEPEHUSA
9. JIATA NEPBUYHOM PETMCTPAILIMM (ITOATBEPXKJIEHUSA PETUCTPALIMH,
INEPEPETUCTPALINN)

[laTa nepBoi perucTpanum:

10. JATA NIEPECMOTPA TEKCTA
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OO0mias XxapaKTepUCTHKA JIEKAPCTBEHHOTO MperapaTa Tﬂﬂx@%&%%ﬁ%ﬁﬁ%m

noprajc EBpa3HﬁCKOT0 9KOHOMHUYECCKOIo COr3a B I/IH(bOpMaI_II/IOHHO-KOMMYHPIKB,I.IHOHHOﬁ CCTHU

«utepuer» https://eec.eaeunion.org/
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