COOTBETCTE ~ET 3KC : EPTHOMY OTUETY
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OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOIO APEHAPATA 21 Y5 T5 0004)

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

Haburarpana stexcuinat [lommcan, 110 Mr, kancymsl

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB

JleiicTByro1IIee BEMIECTBO: Ja0urarpaHa TeKCUar.

Kaxxnas xancyna cogepxut 110 mr naburatpana sTekcuiara (B BuAe JaburaTpaHa TeKCHiaTa
Me3WJIaTa).

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancysr.

ITpononrosatsie Kamcyisl, pasmep 0. Kpeleuka Hempo3pauHas CBETIO-CHHETO LIBETA; KOPITYC
HEIPO3pavHbIi, CBETIIO-CUHETO I[BETA.

Conep;ngoe KarcCyJ — MEJUICTHI, OT CBETJIO-KCJITOI'O O KEJITOTO LIBCTA.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

* IlepBuuHas nNpoQHUIAKTUKA BEHO3HBIX TPOMOOIMOOIMYECKHX OCIOXKHEHHUH Yy B3POCIBIX
nalnueHToB (B Bo3pacte oT 18 jeT), mepeHecmux MIaHOBOE TOTAIbHOE SHAONPOTE3MPOBAHUE
Ta300€APEHHOr0 CyCTaBa WM TOTAIBHOE YHIONPOTE3UPOBAHIE KOJIEHHOTO CYCTaBa;

* IIpodpunakTika MHCYJIbTa, CUCTEMHBIX TPOMOO3MOOJIUN U CHU)KEHUE CEplIeYHO-COCYIUCTON
CMEpPTHOCTH y B3POCJIBIX MallMEHTOB (B Bo3pacTe OT 18 yeT) ¢ HeknanaHHOW (uOpmuIsInei
npeacepaAnii 1 OJHUM WM Oojiee (pakTopaMu pUCKa, TAKMMU KaK MEPEHECCHHbIN MHCYIbT WU
TpaH3uTOopHas wuiueMudeckass araka (THA), Bospact >75 ner, XpoHuYecKass cepaeuHas
HepocTaToyHOCTh (= II dyHkumonanpHoro kmacca mo kiaccudukauuu NYHA), caxaphsiit
nualeT, aprepuanbHas TUIEPTEH3Us, COCynucToe 3aloiieBaHHe (TMEPEHECEHHbI HH(papKT
MHOKap/a, 3a0osieBanue nepudepuyeckux apTepuil UK aTepocKiIepoTHYecKas OJIAIIKa B a0pTe);
» Jleyenne u npouUIaKTHKAa PEHUAUBOB OCTporo TpombOo3a rinyOokux BeH (TI'B) w/mmm
TpoMO0o3MOonuu serounoil aprepun (TOJIA) u mnpodunakTUka CcMEpTEIbHBIX HCXOMAOB,

BBI3BIBAEMBIX dTUMH 3a00JICBAHUSIMU Y B3pOCJIbIX MTallTUCHTOB (B BO3pPacTe OT 18 J'ICT).

4.2. Pe:xuM 103UPOBAaHUS M CIIOCO0 NPUMEHEHUA

PexuMm mo3upoBaHus
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nayueHmoe (6 eozpacme om 18 Jzem), nepenecutux nianoeoe momaibHoe 3H00np0me3up06anue

ma306e()peHH020 cycmasa uiu momajlbHoe 9H()0np0me3up06aHue KOJleHHO20 cycmaesa

PCKOMCHI[YCMBIG 03Bl IIp€rapara Z[a6I/IFanaHa srekcminar Ilonucan u MPpOAOJIZKUTEIIBHOCTD

Tepanuu Jig NEPBUYHOM MPO(UIAKTUKA BEHO3HBIX TPOMOOIMOONHN TpU OPTONETUUECKHX

orepanusx MpuBeACHHBI B TabuIe 1.

Ta6mmma 1. PekoMeHtyemMbIe 10361 U IPOOJKUTEILHOCTD TEPAITUH JJIS TIPBUYHON

npOo(UIAKTUKYA BEHO3HBIX TPOMOOIMOOIIHIA TPU OPTONEAUYECKUX ONEPALIUX.

[TarmenTsI B BO3pacre
75 ner uiu crapiie

75 mr B 1 kamcysne)

Hauano jevyenusi B | Hauayio npuema IIpoaoaKuTEIHLHOCTH
JIeHb OTlepaIiH NnoyIep:KUBaOIIeiil | mpuema
yepe3 1-4 yaca A03b1 B NePBBIii No/Iep:KuBaOIIe
nocJie 3aBepuieHusi | JeHb MOcJIe 103bI
onepanuu onepauuu
[TarnreHTsI IOCTE
TUTAHOBOT'O TOTAJILHOTO 10 nmeit
SHIOIPOTE3UPOBAHMUS 220 mr 1 pa3 B cyTkH
KOJICHHOrO CyCTaBa 1 xancyna o 110 mr | (2 kancyis mo 110
[MarreHTsI IOCTE
IUTAHOBOT'O TOTAIBHOTO M) 28-35 nmeit
SHJIONPOTE3UPOBAHUS
Ta300eIPEHHOTr0 CyCcTaBa
PexomengoBano
CHUZKEHHeE 103bI
[TarreHTsI ¢ yMEpEHHBIM
HapyleHHeM (QyHKIIHA
Py Py 150 mr 1 pa3 B cyTku .
nouek (KK 30-50 mn/mun) | 1 kancyna gpyroro 10 nueit
(2 xancynsl Ipyroro
npernapara, HbemaDnATa (aHIOIPOTE3NPOBAHNE
coJIepKalero petiapata, KOJICHHOTO CyCTaBa)
coJiepKalero .
[TatimeHnTsI, KOTOpPHIE naburarpaHa [P S unu 28-35 et
OJTHOBPEMEHHO ATEKCHJIAT B BTCKCI/IJ'IIZ[T 5 (aHAOIPOTE3UPOBAHUE
IMPUHUMAIOT BepanaMuin®, | yMeHbIIECHHOH J103¢ . Ta300€JPEHHOTO
YMEHBIICHHOU J103€ —
aMHOJapPOH, XUHUJIUH — 75 mr B 1 Karcyne cycTaBa)

* I[J'I}I MNanuceHTOB C YMCPCHHBIM HAPYIICHHUCM (1)yHKI_II/II/I IMOYCK, KOTOpPbIC OIAHOBPCMCHHO

MNPUHHUMAIOT BEpaIltaMull, CM. ((HpI/IMeHCHI/Ie B 0COOBIX rpynrax nanucHTOB».

s 06enx Xupypruyeckux Oomepanuii: eciii TeMocTa3 He JIOCTUTHYT, Hauajio JICYEHUS CIedayeT

OTJIOKHUTH. Eciin JIeueHne He HauaTo B JACHb OII€panuu, TO JCUYCHUC CICAYCT HAaYaThb C 2 KarcyJsi

1 pa3 B cyTKH.
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Ionucan

JIyist BceX MaIMeHToB, 0COOCHHO y TMOXKUIBIX (>75 1IeT), TOCKOJIBKY MOYeYHasi HeAOCTATOYHOCTh
MOKET OBITh YaCTOM B 3TOW BO3PACTHOM I'pYIIIIE:

* [lepen Tepanueii, Bo n3dexaHne Ha3HAUCHUS Ipenapara MalurueHTaM ¢ TSKEIBIMU HapyHICHUSIMU
¢ynkuun mouek (KK (xmupenc kpeatununa) <30 Mi/MUH), HEOOXOIMMO IPEIBAPUTEIHHO
OLICHUTb KJIMPEHC KpEaTUHUHA,

* OyHKIKA [TOYEK JI0JKHA OLIEHUBATHCS B IMPOLIECCE JICYEHHS], KOTJa BOSHUKAET MOJ03PEHUE O
BO3MOXXHOM CHW)KCHMM WM YXYyJIUICHHUH (QYHKIMHM TOYeK (Hampumep, IMpH TUIIOBOJIEMUH,
JerupaTalny, OJHOBPEMEHHOM IPUMEHEHUU OIPEAEICHHBIX JIEKAPCTBEHHBIX IIPENapaToB U
T.IL.).

B kauectBe MeTona oneHKH QyHKIMH nouyek ucnonb3yercs pacyer KK nmo ¢popmyne Kokpodra-

['onra (Cockceroft-Gault method).

Iponywennas 003a

PCKOMGHI[yCTCH IIPUHATDb OGLI‘IHy}O CYTOYHYIO N03Yy IIpeliapaTa IIa6HranaHa atekcunar llonucan
B OOBIYHOE BpEMs Ha CJ'IC,ZLYIOH_II/Iﬁ JeHb. B ClIydac MpoIyCKa OTHACJIBbHBIX 03 HE CICAYCT

MIPUHUMATh JBOMHYIO J03Yy Ipenapara.

Ommena npenapama ﬂa6ueampaﬂa amexcunam Ilonucan

Jleuenue npenaparom Jlaburatpana stexcunar IlomucaH He JOKHO OBITH MpeKpalieHo 0e3
MEIUIIMHCKOW KOHCYNbTauu. [lanreHTsl TOmKHBI OBITh IPOMHCTPYKTUPOBAHBI 00paIiaThCs K
JevalieMy Bpaudy, €ClIM y HHMX DPa3BHBAIOTCS KeTyJOYHO-KUIIEYHbIE CHUMIITOMBI, TaKue Kak

JAUCIICTICHA.

Hszmenenue anmuxoa2yisHmuon mepanuu

— Ilepexon ot mpumeHeHus npenapara Jlaburatpana srekcuiar [lonucan xk mapeHTepalbHOMY
NPUMEHEHHIO aHTUKOATyJISTHTOB
[TapeHTepanbHOE MTPUMEHEHNE AaHTUKOATYJITHTOB ClIElyeT HaunHaTh yepe3 24 yaca rociie npuema

nocyeHen 1036l npenapata Jlaburarpana stekcunar [lomucan (cm. pazaen 4.5).

— Ilepexon OT mapeHTepaJbHOTO NMPUMEHEHHUS aHTUKOAryJSHTOB K NPUMEHEHHUIO Ipernapara
JlaGurarpana srexcunar [lonucan
[TepBas mo3a mpenapara Jlaburatpana stekcunat [lommcan Ha3HavaeTcss BMECTO OTMEHSEMOTO

AHTUKOAryJIsiHTa B MHTepBasie 0—2 yaca mepe BPEMEHEM BBEACHUS €r0 OYEPEIHOM J103bl WU
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NpUMEHEeHHs HepaKIMOHUpOBaHHOTO renapuna, HOT).

Ilpogunaxmuxa uncynroma, cucmemHvlx MpoMOOIMOOIUL U CHUNCEHUE CePOEUHO-COCYOUCMOU
CMEPMHOCMU Y 83POCIbIX nayuenmos (6 eozpacme om 18 nem) ¢ mexnananuol guopuiisyue
npeocepouti u OOHUM uau Oonee akmopamu pucka, Jjedenue u NPOPUIAKMUKA Peyuousos
ocmpozo mpombosa enyookux een (TI'B) u/unu mpombosmboruu necounoti apmepuu (TOJIA) u

npoqbwzaicmuka cmepnejibHoblx ucxodoe, BbI3LIBACMBIX DMUMU  3A001e6AHUAMU Y 63pPOoCiblX

nayuenmos (6 éozpacme om 18 nem)

Pexomenyembie 10361 npuBeneHs! B Tabnure 2.

Tabnuna 2. PekomeH1yemble 10351

Pexomennyemas 103a

[Ipodumnaktuka  HMHCYIbTa,  CHCTEMHBIX
TpoMOOIMOONIMI ¥ CHHXKEHHE CEpAeHHO-
COCYIUCTOIl  CMEpPTHOCTH Yy  B3pOCIbIX

MAIEHTOB C HEKJIANaHHOW (QUOpHUILIAIUeH
npeacepauii ¥ oMHUM Win Ooniee hakTopaMu
pHcKa

Cyrounas no3a 300 mr (1 kancyna no 150 mr
2 pa3a B CyTKH).

B HeKoTOpBIX KIMHMYECKMX CHUTYyaLUsAX
MOKET OBITh PACCMOTPEHO HCIIOIb30BAHUE
CHIKEeHHOU 103bl — 220 mr (1 kamcyna 1o
110 Mr 2 pa3a B CyTKH) — CM. TaOJIUIy 2 HUXKE
u pazznen «lIpumenenue B 0coObIX Ipymnmax
HAIMECHTOBY.

Jleuenne w®  TpPO(UIAKTHKA  PEIMIUBOB
octporo Tpom6o3a riaybokux BeH (TI'B) u/mnn
TpoMO03IMOonuu nerounoit aprepun (TIJIA)
U TpOQHUIAKTHKA CMEPTEIbHBIX HCXOJIOB,
BBI3BIBAEMBIX 3TUMHU 3a00JI€BaHUSIMU

Cyrtounas no3a 300 mr (1 kancyna no 150 mr
2 paza B CYTKM) HOCI€ MapeHTEPaIbHOro
JICYEHUS] aHTUKOATYJITHTOM, IIPOBOASIILIETOCS B
TEUCHHE, KAK MUHUMYM, 5 JTHEM.

B HEKOTOpBIX KIMHMYECKHUX CHUTYyaLUsIX
MOKET OBITh PACCMOTPEHO HCIIOIb30BaAHHE
CHWKEeHHOU 103bl — 220 mr (1 kamcyna 1o
110 Mr 2 pa3a B CyTKH) — M. TaOJUILy 2 HIXKE
u paznen «lIpumenenue B 0coObIX Ipymnmax
MAIMEHTOBY.

PexoMeHI0BaHO CHHKEHHUE T03bI

[TanimenTsl ctapie 80 jet

Cytounas no3a 220 mr (1 xancyna no 110 mr

HaHI/IeHTH, MoJIyJaromune BeparnaMuil

2 pa3a B CyTKH).

CHuskeHue 103bl 10 YCMOTPEHHI0 Bpaya

ITamuentsr 75-80 mer

[TarueHTBI ¢ YMEPEHHBIM  HapyIICHHEM
¢ynkiun novek (KK 30-50 mu/mMun)

Cyrounas no3a 300 mr win 220 Mr goixHa

[TaneHThl C 330()aruTOM, TaCTPUTOM HIIH
ractpoa3odareanbHOI pedrokcHOM
00JIe3HBIO

BBIOMPAThCS HA OCHOBE WHIAMBUIYATBHON
OIICHKH pHUCKa TpPOMOOIMOONIMH U pHUCKa
KPOBOTEUECHHUS.

prrl/le ManuCHTbI C IMOBBIIICHHBIM PHUCKOM
KPOBOTCYCHHA
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u/wim TpoM60osMOoinu nerouHoi aprepuu (TOJIA) U mpoduIakTHKAa CMEPTENbHBIX HCXOJOB,
BBI3BIBAEMBIX ATUMHU 3a00JICBaHUSAMU — PEKOMEHIALNS 110 MCIOJIb30BAHUIO JI03BI Ja0bHraTpaHa
srekcmitara 220 mr (1 karncymna o 110 mr 2 pasa B CyTKH) OCHOBaHa Ha (papMaKOKHHETHYECKUX U
dbapmMakoIMHAMUYECKUX JaHHbBIX, JaHHbIC KIMHUYECKUX HUCCIEA0BaHUN OTCYTCTBYIOT.

OMEHKCZ d)VHKuMM no4yexk 00 U 80 epeMA _mepanuu npenapaniom ﬂa6ueampaya oameKkcuaam

Ionucan
Jlis Bcex maiueHToB, 0COOEHHO y MOXKWIBIX (>75 51eT), HOCKOJIbKY MOoYe4YHasi HeA0CTaTOYHOCTh
MOKET OBITh YaCTOM B 3TOW BO3PACTHOM I'PYIIIIE:

e [Ilepen Tepammel, BO H30ekaHWE HA3HAYCHHUs IIperapara MAIMEHTaM C TSDKEIBIMU
Hapymenusvu GyHkwn modek (KK <30 mi/muH), He00X0IMMO TipeIBapUTEIHHO OIICHUTH
KIIMPEHC KPEaTUHHHA;

e  DyHKIUSA MOYEK I0JHKHA OLIEHUBATHCSA B IIPOLIECCE JICUEHUS, KOTJa BO3HUKAET M0JJ03PEHUE
O BO3MOXXKHOM CHIDKCHMHM WM YXYAIICHHH (YHKIUM TOYeK (Hampumep, Mpu
TUIIOBOJIEMHM,  JIETHApPATAllUd, OJAHOBPEMEHHOM  IPUMEHEHHUHU  ONPEIEJICHHBIX
JICKapCTBEHHBIX MIPEMapaToB U T.I1.).

JlononHuTenbHBIE TpeOOBaHUS JUIA TANKMEHTOB C JIETKOW M yMEPEHHOM MOYeuyHOU
HEJIOCTaTOYHOCTBIO U Y MAIMEHTOB CcTaplie 75 JIeT:

[Tpu Tepanuu npenapatom JlaGurarpana stexkcunar [lommucan mnoueunas (yHKUMA AOTHKHA
OLICHMBATHCs KAK MUHUMYM OJIMH pa3 B IOJ1 WJIU Yallle, B 3aBUCUMOCTH OT KJIMHUYECKON CUTYallnH,
KOIZla BO3HHMKAeT I0J03PEHHE O BO3MOXXKHOM CHIKEHUH WM YXYALIEHUU (DYHKIHUU MOYeK
(HampuMmep, MpU TUIOBOJIEMMHM, JErHJpaTalii, OJHOBPEMEHHOM MPUMEHEHUH OINpeAesIEHHBIX
JIeKapCTBEHHBIX IpenapaToB U T.I1.).

B kauecTBe MeTosa oneHkH (GyHKIMHU nodek ucnonbsidyercs pacueT KK no ¢popmyne Kokpodra-
[onta (Cockcroft-Gault method).

numenbHocmb npumeHenus

JlnurensHOCTh MpuMeHeHUs npenapaTta [laburatpana stexkcunat [lonucan mis npodunakTuku

uHcynbTa pu OIT (pudpumsauun npencepauii), TI'B u TOJIA npuBeaena B Tabnure 3.

Tabnuna 3. J{nutensHoCTh pUMeHeHus uist npodunaktuku nacynsta npu OI1 u TI'B/TOJIA

Iloxkazanue JJIMTeIbHOCT NIPUMEHEHN S

[Ipodunakruka nncynpra | Tepanus KoKHA TPOAOIKATHCS OKU3HEHHO.
npu PII

TI'B/TOJIA [TpomomKUTENTBHOCT TEPATNH J0HKHA OBITH ONpeIeIeHa
WHAWBUAYAITBHO TIOCTE TIIATENBHON OIeHKH Y(PPEKTUBHOCTH
JICYCHHS U PUCKA KPOBOTEeUEHHUs (CM. pazaen 4.4).
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MecsIa) JoJKHA paccCMaTpUBAThCA MTPH HAJTMUUU
TPAH3UTOPHBIX (PAKTOPOB prCKa (HapuUMep, HeJaBHSS
orepanus, TpaBMa, HMMOOWIH3a1Ms), a Oosiee ATUTENbHAS
MIPOJIOJKUTEIIBHOCT TEPANUHU - MPU HATUYUH TOCTOSTHHBIX
(dhakTopoB pricka WK npu uauonatuieckom TI'B miu TOJIA.

Iponywennas 003a

[Tponymennyto no3y mpemnapata Jlaburarpana stekcunat [lommcaH MOXXHO HpPUHATH B TOM
cilydae, eclid JI0 MpHeMa OYepelHON J03bI Mpenapara octaercss 6 yacoB M 0oJjiee; eclii CpoK
COCTaBHJI MEHEE 6 4acoB, MPOIMYIICHHYIO 103y IPUHUMATh HE CIIeTyeT.

B ciyuae npomycka oTenbHBIX 103 HE CIeAyeT IPUHUMATh IBOMHYIO /103y Mpernapara.

Ommena npenapama ﬂa6u2ampaHa omexcunam Iloaucan

Jleuenue npenaparom Jlaburatpana srexcunar Ilomucan He AOKHO OBITH MpeKpalieHo 0e3
MEIUIIMHCKON KOHCYJbTauuH. [lareHTsl JOMKHBI OBITh MPOMHCTPYKTUPOBAHBI 00pamarbes K
JgeyamieMy Bpady, €CIM y HUX Pa3BHBAIOTCS IKEIYAOYHO-KUIICYHBIE CHMIITOMBI, TaKHE Kak

IYCIICIICHSL.

Hzmenenue aHmuKOCZZVJZﬂHmHOIZ mepanuu

— Ilepexon ot mpumenenus mnpenapara Jlaburarpana stekcunat [lonucan k mapeHTepaIbHOMY
IPUMEHEHHUIO aHTUKOATyJISIHTOB
[TapeHTepaibHOE TPUMEHEHUE AHTUKOATyJSIHTOB CJelyeT HauuHaTh yepe3 12 yacoB mocie

npuema rnocieanen 103sl npenapata /laburarpana srekcunar [onucan (cMm. pazaen 4.5).

— Ilepexon OT mapeHTepalbHOrO MPUMEHEHHUS aHTUKOAryJsSHTOB K MPUMEHEHHIO Ipenapara
Jaburarpana stexcunat [lonucan

[lepBas mo3a mpenapara Jlaburatpana stekcunat [lommcan Ha3HavaeTcss BMECTO OTMEHSEMOTO
aHTUKOAryJITHTa B MHTepBasie 0—2 yaca mepes BpeMEHEM BBEICHUS €r0 OYEPEIHON 103bI MU
OJIHOBPEMEHHO C TIPEKpaIleHHEM B ClIydae HEMPEePHIBHOTO BBEACHMSI (HApUMep, BHYTPUBEHHOTO

NpUMEeHeHHs HeppaKIMOHUpOBaHHOTo renapuHa — HOI).

— Ilepexonx ot mpumeHeHus mnpenapara [laburarpana stexcunar l[lomucaH K NPUMEHEHHIO
aHTaroHUcToB ButamuHa K

[Tpu KK >50 mu/MuH npueM aHTaroHucToB BuTamuHa K Moxert ObITh Havat 3a 3 aus, a mpu KK
>30—<50 ma/mMuH — 3a 2 1HS 10 OTMEHBI Iipenapara Jlaburarpana srekcunar [lomucan.
[Tockonpky maburarpaHa STEKCHJIAT MOXKET BIHMATH Ha MexayHapogHoe HopmamuszoBanHOE

Otnowenne (MHO), MHO 6ynet nyuiie orpaxkats 3ppeKxT antaronuctoB ButamuHa K Tonpko
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MHTEPIPETUPOBAHBI C OCTOPOKHOCTBIO.

— Ilepexonx oT mpuMeHEHUs1 aHTaroHUCTOB ButamuHa K k mpumenenuto mpemnapara Jladurarpana
srekcunar Ilonmcan
[Tpumenenue antaronucroB ButamuHa K mpekpamiaror, npumeHeHue npenapata /laburarpana

stekcuiat [lonmucan Bozmoxxkuo mpu MHO <2,0.

Kapouosepcus

[IpoBeneHue MIAHOBOM MM SKCTPEHHOM KapAuOBEpCUM HE TpeOyeT OTMEHbl Tepanuu
npenapatoM Jlaburarpana srekcunat [lonucan.

Kamemepnas abaauus npu pubpuinsauuu npedcepoutl

Jannble o neueHuu padurarpaHa stekcunatoM (1 kamcyna mo 110 mr 2 pa3a B CYTKH)
OTCYTCTBYIOT.

UpeckootcHble KOPOHAPHbLE BMEUamelbCmed (qKB) CO CMEeHMUPOBaHUeM KOPOHAPHBLIX apmepull

VY manueHToB C HEKJIANaHHOW (GuOpwUIInued mnpencepanid, KotopbiM BeimodHeHO YKB co
CTCHTUPOBAaHMEM KOPOHApHBIX apTepuil, na0uraTpaHa HTEKCHIAT MOXKET IPUMEHSATHCS B
KOMOMHAIMM C aHTUTPOMOOLMTApHBIMU Ipenaparamu. JleueHue paburaTpaHa S3TEKCHIIATOM

MOJKET OBITh HAYaTO MOCIIE JOCTHKCHHS remMocTasa (cm. paszaen 5.1).

Oco0bIe I'pynnbl DaMCHTOB

Ilepsuunas npoguraxmuxa BeHO3HbLIX MPOMOOIMOOIUUECKUX —OCIIONCHEHULL )  B3DOCHbIX
nayuenmos (6 eospacme om 18 nem), nepenecuiux nianogoe momaibHoe SHOONPOMEIUPOBAHUE
mazob6edpeHHo20 cycmasa Uiy momanbHoe SIHOONPOMeE3UPOBaHUe KOJIeHHO20 CyCmasa

HCZMMEHmbl C Hapyuieruem d)VHKZ/ﬂ/ll/l no4ex

Tepanus npenaparom [laburatpana stekcunat [lonucan y manueHTOB ¢ TSKEIbIM HapyIIeHHEM
¢ynxun novek (KK <30 mi/mun) npotuBonokasana (cM. pasnen 4.3).

Pexomengyercst KOppekiusi 103bl y TMAlMEHTOB C YMEPEHHBIM HapyIIeHUEM (PYHKIIUU TOYEK
(KK 30-50 mu/mun) (cm. Tabauiy 1 u pazaenst 4.4 u 5.1).

OpnHoBpeMeHHOe TpuMeHeHue npenapara J[aburarpana stexcunar [lomucan co cnabbiMu WK
yMepeHHBIMH HHTHOUTOpaMu P-rmukonpotenna (P-gp), HanpumMep, ¢ aMHOIapOHOM, XUHUITHOM
WJIM BEparaMuJIOM: CIIeyeT CHU3UTH J03Y, Kak ykazaHo B Tabmuie 1 (cMm. Takxe pasaenst 4.4 u
4.5). B atoii cutyaruu npenapat Jlaburarpana stekcunat [lonvcan u ykazaHHBIC JIGKAPCTBEHHBIC

nmpenaparsel CJICAYCT IPUHUMATb OATHOBPEMCHHO.
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VY nanueHToB ¢ yMEpeHHbIM HapylIeHHeM (pyHKUIUU HOqéQ,lﬁ:dT])lf_)a EHHB%MHHO Iﬁ)IPlIHPIqMaIOT

BEparaMul, ClIeAyeT pacCCMOTPETh BOIIPOC O CHMIKEHUU J03bI JaburaTpaHa dTeKcuiaTa 10 75 mMr
B CYTKH (cM. pazzensl 4.4 u 4.5).

Hayuenmut noorcuno2o so3pacma

Pexomenayercss CHMKEHHME 03Bl INpernapara y mamueHToB ctapmie 75 yer (cMm. Tabmumy 1 u
paznenst 4.4 u 5.1).

Bnusnue maccol mena

KnuHuyeckuii OnbIT NMpUMEHEHHS y MaluMeHToB ¢ Maccor Tena <50 kr wim >110 kr B
PEKOMEHJIyeMbIX JI03aX KpalHe OrpaHMuYeH. YUWThIBas HUMEIONIMecS KIMHUYECKUe U
KMHETUYECKUE JTaHHBbIC, KOPPEKIMH J03bl He Tpedyercs (cMm. pasgen 5.2), HO peKOMEHIYyeTcs

THIATEIBHOE KIMHUYECKOe HaOmtoieHue (cM. pazaen 4.4).

Ilpogpunaxmuxa uncynroma, cUCmMeMHbIX MPOMOOIMOONUL U CHUNCEHUE CepOedHO-COCYOUCTON
CMEpMHOCIU Y 83DOCIbIX NAyueHmos (8 gozpacme om 18 nem) ¢ nexnanannou Quopuniayuer
npedcepouti u oOHUM uiu Oolee (akmopamu pucka; Jedenue u Npo@PUIaAKmMuUKa peyuousos
ocmpozo mpombosa enyookux éer (TI'B) u/unu mpombosmboruu neounoti apmepuu (10JIA) u
NPOUIAKMUKA  CMEPMENLHBIX UCX0008, BbI3bIGAEMBIX IMUMU 3A00e6AHUAMU Y  B3DOCHbIX
nayuenmos (6 eospacme om 18 nem)

Tayuenmul noorcunoco 8o3pacma

[TpuHIMIBI BBIOOPA 0361 Npenapara y NOXKWIbIX MallueHTOB yKka3aHbl B Tabmuiie 2.

HpuMeHeHue Y nayuerHmaos ¢ no6blUUEHHbIM DUCKOM KDOGOI’I’I@H@HMZZ

[TarueHTaM ¢ TOBBILIEHHBIM PHUCKOM KpPOBOTEUEHMsSI IOKa3aHO TIIATENbHOE KIMHUYECKOE
HaOJ0/IeHue (Ha IpeIMET BBISBICHUS PU3HAKOB KPOBOTEUEHUI UM aHEMUH) (CM. pa3zensl 4.4,
4.5 u 5). Pemenue o BeIOOpe 103bI ITpenapara MpUHUMAETCS 110 YCMOTPEHHIO Bpaya Ha OCHOBaHUU
OLIEHKH MOTEHIMAIBbHON MOJIb3bl U pUCKa /71 manueHToB (cM. Tabauiy 2). OneHka napamMeTpoB
Koarymsauuu (cM. paszzien 4.4) MOXET MOMOYb BBISIBUTH MAIUEHTOB C TOBBIIMICHHBIM PHUCKOM
KPOBOTEUEHHMsI, BBI3BAHHBIM YpE3MEpPHBIM BO3JIeHCTBUEM naburarpaHa. Ecim y manueHToB C
BBICOKUM PHUCKOM KpOBOTEUEHHsI BBIABICHO 4Ype3MEpHOE BO3JCHCTBHE Jaburarpana,
peKOMeHIyeTcsl YMEeHbIINUTh 103y A0 220 mr (1 xamncyna mo 110 mr 2 pa3a B cytku). Korma
BO3HUKAET KIIMHUYECKH 3HAUMMO€E KPOBOTEUEHUE, JICUEHUE CIIEyeT IPEepBaTh.

VYV mamueHToB C TacTPUTOM, 330(arMTOM WM TacTpod3odareanbHOU pedIrOKCHOM OOJIE3HBIO
MOYET OBbITh PACCMOTPEHO CHIKEHHE J103bI U3-32 MOBBIIIEHHOTO PUCKA YKEITyI0YHO-KUIIIEUHOTO
KkpoBoTeueHus (cMm. Tabnuuy 2 u paznen 4.4).

Hayuenmul ¢ Hapywenuem d)VHKI/ﬂ/lLl novyex
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(Nac CB.L HOC TR 0004
Tepanus npenapatom Jlaburarpana sTeKcuiat OJ'II/IcaHr\I/'l'IaI_—IIIEEHTOL_E' CT%HILTM a‘bvm'e'}tr'I/IeM

¢ynkunn novek (KK <30 mur/mMun) npotuBomnokazana (cM. pasuen 4.3).

Koppekmuu 10361 He TpeOyeTcsl y MalMeHToB ¢ JIeTKUM HapymeHueM ¢ynkuuu nodek (KK 50—
<80 mu/mun). JIyis marueHToB ¢ yMepeHHbIM HapymeHueM ¢yHkuuu nodek (KK 30-50 mur/muH)
pekoMeHIyemas j103a npenapara J[aburatpana stekcunar Ilomucan Takxe coctasiser 300 mr
(1 xancyna nmo 150 mr 2 pasa B cytku). TeM He MeHee, A NALMEHTOB C BBICOKUM PHCKOM
KPOBOTECUCHHS MOKET OBITh PACCMOTPEHA BO3MOXKHOCTh CHIDKEHHSI 10361 Tpenapara Jlaburarpana
srekcwiar [lomucan go 220 mr (1 kancyna o 110 mr 2 pasza B cyTku) (cm. pazaenst 4.4 u 5.2). Y
NAlMEHTOB C HapylleHueM (YyHKIHUKA TIOYeK pPEKOMEHIYeTCs THIaTelIbHOe KIMHHUYECKOoe
HaOJII0/ICHUE.

OpnHoBpemMeHHOE mpuMeHeHHe mpenapata Jlaburarpana srekcunar l[lonucan ¢ akTHUBHBIMU
uHruOuTopamu P-rimukomnporenHa (TakMMH Kak aMHOJApOH, XWHHUIWH, Bepamamui): Mpu
OJIHOBPEMEHHOM NMPUMEHEHHH aMHUOJIapOHa WM XUHUJAMHA KOPPEKLUHU 1036l HE TpedyeTcs (CM.
paznensi 4.4, 4.5 u 5.2).

CHuKeHue 103l pEKOMEHAYETCS ISl HAlUEHTOB, KOTOPHIE OJIHOBPEMEHHO I10JIy4atOT BEparnaMuil
(cm. Tabmuny 2 u pasmensl 4.4 u 4.5). B aroil curyanun npenapat [laOuratpana 3TeKcuiaT
[Tonucan u BepanaMui cjiaeyeT NPUHUMATh OJHOBPEMEHHO.

Brusnue maccol mena

B cooTtBercTBHU C (bapMaKOKI/IHeTI/I‘-IGCKI/IMI/I U KIIMHUYCCKUMH OaHHBIMU KOPPCKLIUHU OO3bl HC
Tpe6yeTc51. OI[HaKO, 3a NnmanueHTamMu C Maccoi tena meHee 50 kr PCKOMEHAYCTCS KIIMHUYCCKOC

HaOJIFOJEHUE.

cTHu

[Tpenapat /laburarpana stexcunar [lonucan nmpoTuBoIOKas3aH y JieTei B Bo3pacte 10 18 ner.

Criocob nnpuMeHeHus

Karmicynbl cnenyer npuHuMaTh BHYTph, | WK 2 pa3a B CyTKM HE3aBHUCHUMO OT BpPEMEHH Ipuema
IUINM, 3alyBas CTaKaHOM BOJBI Ul OOJIETYeHHs MPOXOXKJIEHHs Ipernapara B xkemynok. He

CJICAYCT BCKPBIBATH KaIICYITy.

4.3. [IpoTuBoONOKa3aHUS

* I'unmepuyBcTBUTENBHOCTh K JaburarpaHy, IaOuraTrpaHa STEKCHJIATy HIM K J0O0My U3
BCIIOMOT'aTEJIbHBIX BEIIECTB;

* Tsoxenas crenens noyeunoit HenoctarouHocTH (KK <30 mu/mun);

e AKTUBHOE KIIMHHYECKH 3HAUYNMOE KPOBOTCYCHUC,
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* IlopaxxeHue oOpraHoB B pe3yjibTaTe KIMHUYECKH 'ﬂﬁ'&rﬂﬁ g E‘i&@@‘f@éﬁn . "la‘kl‘JII Juas

reMOpparu4ecKuii UHCYJIbT B TEUEHHE 6 MECALIEB JJ0 Havyajla Tepauu;

* Hannume cocTosiHui, pU KOTOPBIX MOBBIIICH PUCK OONBIIMX KPOBOTEUYEHHUH, B TOM YHUCIE:
umeromuecs: win HenaBHue u3bsa3BieHUs JKKT (kenyZo4HO-KMIIEYHOrO TpakTa), HalIUyHe
3JI0KaYECTBEHHBIX OOpa30BaHUI C BBICOKMM PUCKOM KPOBOTEUEHHMS, HEJABHEE IOBPEXKIAECHUE
TOJIOBHOTO WJIM CIIMHHOI'O MO3ra, HEJABHss OIepalys Ha IOJOBHOM MIIM CIIMHHOM MO3re WIH
odranpmonornyeckas ornepanusi, HelaBHEe BHYTPHUEPEITHOE KPOBOMBIUSHHE, HAIMYUE WU
IIOIO3PEHUE HA BAapUKO3HO PACIIMPEHHBIE BEHBI IUINEBOJA, BPOKICHHBIC apTEPUOBEHO3HBIE
NeQeKThl, COCYAUCThIE aHEBPU3MbI MM OOJIbIINE BHYTPUIIO3BOHOYHBIE MIIM BHYTPHUMO3IOBBIE
COCYJIMCTBIE AHOMAJINU;

* OpnHOBpEMEHHOE Ha3HA4YEHME JIIOOBIX JApPYTUX AHTUKOAryJsiHTOB, B TOM  4MHCIIE,
He(PPaKLMOHUPOBAHHOI'O TeMapuHa, HU3KOMOJEKYIsApHbIX remapuHoB (HMI') (sHokcamapus,
JanTenapuH M Jp.), MPOU3BOAHBIX TemapuHa ((poHmamapuHykC M Jp.), [EpOpaIbHBIX
AHTHUKOATyJISIHTOB (BapdapuH, puBapokcabaH, anmukcabaH W Jp.), 32 HCKIIOYCHHEM CIIydacB
nepexojia JieyeHUs ¢ uiau Ha npenapar JlaOurartpana stekcunar llomucan unm B ciiydae
OpUMEHEHHUs He(pPaKIMOHUPOBAHHOTO TeMaphHa B J103aX, HEOOXOIMMBIX Ul IMOJJEepKAHUA
LIEHTPAJIbHOIO BEHO3HOI'O WJIM apTEPHUAJIbHOrO KaTeTepa WIM IIPU BBINOJIHEHHH KaTeTepHOU
abnanuu npy GUOPHUIUISIINN TIPEIICEP U

* OHOBpEMEHHOE Ha3HAUEHUE MOILHBIX MHTMOUTOPOB P-riamkompoTenHa: KETOKOHAa3oda s
CHUCTEMHOTI'0 IIPUMEHEHNUs, IUKIIOCIIOPUHA, UTPAKOHA30J1a, TAKPOJIUMYCa U IPOHENAPOHA;

* Hapymenuss ¢yHkuum mnedeHn u 3a0o0jeBaHMS MEYEHH, KOTOpble MOTYT IOBIHMATH Ha
BBDKMBAEMOCTB;

* Hanuuue npore3npoBaHHOrO KjamaHa cepjua, TpeOyroIero Ha3HayeHHs] aHTUKOAaryJIssHTHOM
TEparnuy;

M BepeMeHHOCTB U NIEpruoa rpyAHoro BCKapMJIMBAHUS.

4.4. OcoOble ykazaHMsl 1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPO’KHOCTBLIO

Tabnuua 4. @akTopsl prcKa, KOTOPbIEe MOTYT MOBBIIIATH PUCK KPOBOTEUCHHUS.

dapMakoAHAMHYECKUE U Bospact >75 ner
(bapMaKOKMHETHYECKHE
(bakTopbl
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COOTBETCTBYET 3KI

oT 3.0

@aKTOpPbI, NOBBILIAIOIINAEC bonpmue:

=
KOHIICHTpAIIUIO 1aduraTpana B | * YMepeHHoe Hapymenue ¢pynknuu movek (KK 30-50
I1a3Me KpoBH MJI/MHH)
* Momnbie UHTUOUTOPBI P-rukonpoTenna (3a
HCKJIIOYEHHEM YKa3aHHBIX B pazjene 4.3) (cm. paznen 4.5)
 Ciiabble U yMepeHHbIe UHTUOUTOPHI P-rimkonporenHa
(HampuMep, aMUuOIapOH, BEparaMuil, XUHUJIUH U
THUKarpesnop; cM. pazzaein 4.5)
Mauble:
» Huskas macca Tena (<50 xr)

dapMakoAMHAMUYECKUE OnHOBpeMEHHOE IPUMEHEHUE:!

B3aUMOJICHCTBUSA (CM. pasjaen * ACK (ametusicaauiiuioBOl KMUCIOThI) U JPYTHX

4.5) WHTUOMTOPOB arperauy TPOMOOLUTOB, TAKMX KaK
KJIONIUAOIpelt

 HIIBII (HecTepouaHbIX MPOTHBOBOCHATIUTENBHBIX
MpenapaToB)

* CeneKTUBHBIX HHTHOUTOPOB 0OPaTHOTO 3axBaTa
CEepOTOHMHA WU CEJIEKTUBHBIX HHTHOUTOPOB 0OPaTHOTO
3axBaTa CEpOTOHMHA U HOPAJIpeHAINHA

* Jlpyrux jekapcTBEHHBIX IpenapaToB, KOTOPbIE MOTYT
HapyuiaTh reMocras

3a0oneBaHus/IPoLeyphI C * BpoxkienHble WM npuoOpeTeHHbIe HapYIIEHUS

0COOBIMU TEMOpPParu4eCcKuMHU CBEPTHIBAEMOCTH KPOBH

pUCKaMH * TpomOouuToneHus uiu GyHKIIMOHATbHBIE Ae(PEKTHI
TPOMOOIIUTOB

* HenaBHO npoBeieHHAast OMOTICHUS WM TIEPEHECEHHAsT
oOuMpHas TpaBMa

* bakTepuanbHbI SHIOKAPIUT

* D30(¢arur, racTpUT WK ractTpod3odareanbHast
pedirokcHas 60J1e3Hb

Puck pa3sBuTHs KpOBOTEUEHUN

[Ipumenenune mpenapara Jlaburatpana osrtexcunar Ilommcan, Tak ke, Kak M Jpyrux
AQHTUKOATYJIIHTOB, PEKOMEHIYETCS C OCTOPOKHOCTBIO IPHU COCTOSHHUSX, XapAKTEPU3YIOLIUXCS
MOBBILICHHBIM PUCKOM KpoBoTedeHU. Bo BpeMs Tepanuu npenapatom JlaOurarpaHa sTekcuiar
[Toncan BO3MOXHO pa3BUTHE KPOBOTEUEHUH pa3iIM4YHOM Jokanu3auuu. CHMKEHUE YpPOBHS
reMOrjJo0MHa W/MIM TeMaTOKpUTa IO HEBBUSICHEHHBIM IpUYMHAM, WM CHIDKeHHe AJ|
(apTepranbHOTro JaBJICHUS) SBISETCSI OCHOBAaHMEM JUIsI TOMCKA UCTOYHHKA KPOBOTEUEHUS.

B cutyanusx onacHOro Juist JKU3HHM WJIM HEKOHTPOJIMPYEMOTO KPOBOTEUEHMsI, KOTAa TpedyeTcs
OBICTpOE MpEKpallleHue aHTUKOAryJssHTHOTO 3¢ dekra gaduratpaHa, J0CTyNEH crenupuyeckui
aHTaroHUCT uaapyuuszymad (cMm. paszaen 4.9).

B xiuHuYeckux uccleloBaHUSX IPUMEHEHHE JaburaTpaHa >STeKcuiaTra ObLJIO CBS3aHO C
noBbllIeHHeM 4acToThl Oombpmmx JKK (5kernyouHO-KHUIIEeYHBIX) KpoBoTeueHHH. [ToBbIeHHBIN
pHCcK HaOIro/1asICs Y MalMeHTOB MOKUIIOT0 BOo3pacTa (=75 neT) npu NpUMEHeHUH Aa0uraTupaHa

sTekcunara B jgo3e 150 mr 2 pasa B cyTku. [lomonHuUTeNnbHBbIE (AKTOPHI pUCKa BKIIOYAIOT
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(10 OB A JH i
OJTHOBPEMEHHOE TPUMEHEHNE HHTHONTOPOB arperaiuu T&Mﬁﬁ&ﬁﬂlﬂg{%

Rgo_iiﬁﬁg%ﬁena

u ACK wumm HIIBII, a Tarkke Hamuuue 330¢arura, racTpuTa HIM TacTpos3odareaabHOR
peQITFOKCHOM 0OJIEe3HHU.

TmarenbHOE KIMHHYSCKOE Ha6J'IIOI[eHI/Ie

TmarenbHOE HAOIOIEHUE B OTHOIICHUN MTPU3HAKOB KPOBOTECUCHUSI JIM aHEMHUH PEKOMEHIYETCS
Ha TPOTSHKEHWU BCETO TEpHOJa JICUEHHUsS, OCOOCHHO €CIH TMPHCYTCTBYIOT Cpa3dy HECKOJIBKO
dakropoB pucka (cM. pazzaen 4.4). OcoOyro OCTOPOKHOCT CIEAYyeT COOI0IaTh, KOTIa IpernapaT
Jaburatpana srekcunat [lonucan HazHavyaeTcs OJTHOBPEMEHHO C BEparaMUIOM, aMHOJapPOHOM,
XUHUJUHOM WM KIAPUTPOMHUIIMHOM (MHTUOMTOPHI P-rimkornporenHa) W, B 4YaCTHOCTH, MpHU
BO3HHMKHOBEHUH KPOBOTEUEHHS, OCOOCHHO Yy MAIMEHTOB, MMEIOMIMX JIETKOE WM YMEpPEHHOE
HapymeHne QyHKIMH moYek (cM. paszaen 4.5).

TmarenpHOE HaOMIOICHNE B OTHOIIIEHUH MPU3HAKOB KPOBOTEUEHUS PEKOMEH/IYETCsl Y MAllUeHTOB,
onnoBpemenHo noxyyarommx HIIBII (cm. pa3gen 4.5).

IIpekparedue npuemMa opemnapara

[Tpu pa3BUTHU OCTPOI MOYEUHOW HETOCTATOYHOCTH NpHeM mpenapaTa Jlaburarpana stekcuiar
[Tonrcan HEOO6X0IMMO PEKPATUTH (CM. Takxke paszen 4.3).

[Tpr pa3BUTUM TSHKEIOrO KPOBOTEUEHHUS JIeUeHHE HEOOXOIUMO IPEeKpaTUTh, HayaTh IOUCK
HCTOUYHHWKA KPOBOTCUCHUA W PACCMOTPETH BO3MOXHOCTHL IIPUMCHCHUA CHGIII/I(i)I/ILIGCKOI‘O
aHTaroHHUCTa — IIpenapara, coepkaniero uaapyuzymao (cm. pasuen 4.9).

CHIXeHne 10351

CHmKeHne A03bI JOJZKHO pacCMATPUBATHCA UIIU PCKOMEHOBATBHCA, KAK OIMMCAHO B pa3JiciIic 4.2,

[IpuMmeHeHHnE I/IHFI/I6I/ITODOB OPOTOHHOIo Hacoca

Bo3moxHO HasHaueHue HMHrHOUTOpOB mnpoTtoHHOro Hacoca (MIIH) mias mpodunaktuxku KK
KPOBOTCYECHUH.

.Ha6ODaTODHLIe IOKa3aTC/In CBEPThIBAHUSA KPOBU

Hecmotpss Ha TO, uro mpemapar [laburatpana stexcunar [lomucan B neiaoM He TpeOyer
PEryJISIPHOTO AHTUKOATYJISIHTHOIO MOHHUTOPHHIA, W3MEpPEHUE aHTHUKOAaryJsHTHOro 3ddexra,
CBSI3aHHOTO C JJabUraTpaHoOM, MOXeT OBITh IOJIE3HBIM ISl OOHApY>KEHHsI Ype3MEpHO BBICOKOM
HKCMO3ULIMY JaburaTpaHa npyu HAJIMYUU JOTIOJTHUTENBHBIX (PAKTOPOB pPUCKA.

PasBenennoe tpomOuHoBoe Bpems (pTB), skapunoBoe Bpems cBeptbiBanus (OBC) u
aKTHBHUPOBAHHOE YAaCTHYHOE TpoMOoIiacTuHOBOE BpeMs (AU TB) MoryT nmpegocTaBuTh MOJIE3HYIO
UHPOpPMALIMIO, HO WX 3HAYEHHUS CJeIyeT HHTEPIPETUPOBAaTh C OCTOPOXKHOCTBIO H3-3a

BapI/Ia6CJ'IBHOCTI/I PE3YJIbTATOB, INOJYUCHHBIX PA3HBIMU MCTOJaMH aHaJIn3a.
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3HaueHNe MEXKIYHAPOJHOIO HOPMAIU30BAHHOT orromidnr (HO P bR Heberonas s

Yy [NamyueHTOB, MPUHHUMAIOMIUX ;[a61/1ranaHa O9TCKCHJIAT, H ObUIM  OITMCAHBI cilydan

noxxHomnonoxutensHoro nossienus MHO. TToatomy usmepenne MHO npoBoauTs He cieayer.

Tabmuua 5. IloporoBele 3HAYEHMs KOAryJSIMMOHHBIX TECTOB B MOMEHT JIOCTHUIXKEHHUS
MUHHMAaJIbHON KOHIIGHTPALUMHU Ipernapara B KPOBH, KOTOPBIE MOTYT OBITh ACCOIUHPOBAHBI C

IIOBBIILIEHHBIM PUCKOM KPOBOTCUEHHUM.

[TokazaTenb (B MOMEHT JJOCTHKEHUS IToka3zanue
MUHHUMAJIbHON KOHLIEHTpaluu
npenapara B KpOBH)

[Mpodunaktuka Benosusix | @Il u TI'B/TOJIA
TpoMO03MO0IIHIA y
[alEeHTOB nocJie
OPTONEANYECKUX Ollepalui

pTB [Hr/™mi] >67 >200

OBC  [kpatHOCTh  mpeBbllIEHUS | JJaHHBIE OTCYTCTBYIOT >3

BEPXHEU I'paHUIbl HOPMBI |

aYTB [kparHocTh  mipeBbllieHus | >1,3 >2

BEpXHEH IpaHuUIIbl HOPMHI |

MHO He crnenyer BbIOIHATH He cinenyer BbIOIHATH

IIpuMeHeHMne d)I/I6DI/IHOJII/ITI/I‘IeCKI/IX nperaapaToB AJIA JCYCHHUA OCTPOI0O HIMICEMHNYCCKOT'O MHCYJIbTA

[Tpumenenre pUOPHUHOIUTUYECKUX MPENAPATOB IS JIEYEHUSI OCTPOr0 UIIEMHUYECKOTO HHCYJIbTa
MOJKET OBITh PacCMOTPEHO, eciu pe3yapTaTsl u3Mepenus pITB, OBC unu aUTB y nanuenra e
OpeBbILIAIOT BepxHei rpanunbl HopMmbl (BI'H) B cooTBeTcTBMM € MeCTHBIM pedepeHCHBIM
JINAIIa30HOM.

XI/IDVDFI/I‘-IGCKI/IG BMCIIIATCJIbCTBA 1 MHBA3MBHBIC ITPOLICAYPHI

[TarueHTsl, KOTOpble NpuUHHMMAlOT npenapar Jlaburarpana ostekcunar Ilonucan, uMmerorT
NOBBIIICHHBIH PHUCK KPOBOTEUYEHHUs IIPU BBINOJIHEHWN XUPYPrHYECKMX WIM HMHBA3UBHBIX
npolenyp. BbimomHeHHe XHPYpPruyeckoro BMEIIATEIbCTBA MOXKET MOTPeOOBaTh BPEMEHHOI'O
npekpaleHus npuema npenapara Jlaburarpana srekcunat [lonucan.

[TpoBenenmne kapauoBepcun He TpeOyeT nepepriBa B mpueme npemnapara Jlaburarpana stekcunar
ITonucan.

JlaHnHble 0 MpUMeHeHuM aaburaTpaHa stexcuiarta (1 xamcyna mo 110 mr 2 pasa B CyTKH) Y
MAMEHTOB, KOTOPBHIM BBIMOJIHAJIACH KaTeTepHas abmauus npu (GUOPWUIALMU TpEeACepaAnid,
OTCYTCTBYIOT (cM. pasnmen 4.2). BeimosHeHue KaTeTepHOW alnaruu Tpu  GUOPHILIIAIIAN
npecepaAnii y MalMeHToB, Hodydaommx npenapat Jlaburatpana stexcunaT Ilonucan B no3e

150 mr (1 xancyna) 2 pa3a B CyTKH, He TpeOyeT repephiBa B IpueMe npernapara (cM. paszaen 4.2).
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COOTBETCTBYET 3KCTIEPTHC

ot 03.04 2025 Nz 89

CrnenyeTr mposBIATE OCTOPOKHOCTb IIPU BPEMEHHOM nb%éﬂ]gﬂ'}; %ﬁ%g%kﬁi}r E]E'If;l(;l'll—'ﬁ'e.lHI/IH
yET IIp P pHu Bp

MY OTUETY

XUPYPTrU4ecKOro BMEMIATENLCTBA M 00ECNEeYUTh MOHHUTOPUHT AHTUKOATYJSIHH. BbiBeneHue
naburaTpaHa U3 OpraHU3Ma y MalUeHTOB C MOYEYHON HEIOCTATOYHOCTHIO MOXKET MPOUCXOIUTH
JoJble (cM. paszzien 5.2). 3To ciaeayeT YYUThIBaTh IPU BBHIIOTHEHUH JIIOOBIX Mponeayp. B Takux
CIIy4asiX KOaryJsiHuOHHBIE TeCThI (CM. pa3zien 5.1) MOryT MOMOYb OINpPENeIUTh, COXPAHSIIOTCS JIU
HapyIIEHUs TeMOCTa3a.

3KCTDCHHBI€ XHPYPTUICCKUE BMCIIATCIbCTBA U IPOICAYPBI

[Ipenapar Jlaburarpana stekcwiar llonucaH cieayer BPEMEHHO OTMEHHTh. Eciu s
BBINIOJTHEHUS BMEIIATEIILCTBA/TIPOLIECAYPhI TPEOYETCsl OBICTPOE MPEKPAICHUE AHTUKOATYJITHTHOTO
addekra, creayeT paccMOTPETh BO3MOXKHOCTH BBEICHHUS CIEHU(PHUECKOrO AHTaroOHMUCTa K
naburaTpaHy — Iperapara, CoJIepKaiiero uaapynn3ymao.

[pekpaliieHre Tepanmuy JAadUraTpaHoM MOJBEPracT MAIUECHTOB TPOMOOTHYECKOMY PHCKY,
CBSI3aHHOMY C MX OCHOBHBIM 3a0osieBaHueM. [Ipuem npenapara Jlaburatpana stekcuiar [lonucan
MOYET OBbITh BO30OHOBJIEH 4epe3 24 yaca MOC/Ie BBEACHHS CHEHU(UISCKOr0 aHTArOHHUCTA K
naburatpaHy Ipenapara, COJACpIKaIlero MAapyluu3yMad, MpH YCIOBHU JOCTHIKEHHS ITOJIHOTO
reMocTasa U CTabMIIbHOTO COCTOSIHUS TTAIlUCHTA.

CpoYHBIE XUPYPTHUSCKHE BMEIIATEILCTBA/ IPOoHCAYPhI

[Ipemapar Jlaburarpana otekcwiar llomucan criemyer BpeMEHHO OTMeHHTh. CpouHoe
XUPYPrU4E€CKOE€ BMEIIATEIbCTBO WM MNPOLEAYpPY, IIPH HAJIU4YUMU TaKOW BO3MOXHOCTH,
11eJ1eco00pa3HO BHINIONHATEH HE paHee, 4eM uepe3 12 yacoB mociie mociaeHero npruema rnpemnapara
Jaburatpana srekcunat [lonucan. Eciu oneparus uinu npoieaypa He MOKET ObITh OTIIOKEHA, e
BBITIOJIHEHHE Yy TIAIMEHTa, TMOJYyYalollero mgadurarpaH, MOXET OBbITh acCOIMUPOBAHO C
MOBBILICHHBIM PHUCKOM KPOBOTEYEHHS. DTOT PHUCK KPOBOTEUEHHUS CIIETYET COIMNOCTaBUTbH CO
CPOYHOCTBIO BMEIIATEIbCTBRA.

[I1aHOBEIE XMPYPrUYECKHE BMEIIATEIbCTRBA

Ecnu Bo3moskHO, mpemnapat [laburarpana stexcunat [lomucan ciienyeT OTMEHUTh N0 KpalHen
Mepe 3a 24 yaca /10 BBIIOJIHEHUS WHBAa3UBHBIX WM XUPYPrHUECKUX MPOLERyp. Y MAalMEHTOB C
MOBBIIICHHBIM PUCKOM KPOBOTEUEHUS WM MPU OOLTUPHOM XUPYPrHUECKOM BMEIIATEIbCTBE, T
MOKET TOTpPeOOBaThCS TONHBIM TEMOCTa3, CIEIyeT PacCMOTPETh BO3MOXHOCTH OTMEHBI

npenapata /laburatpana stexcunar [lonucan 3a 2—4 qHS 10 XUPYPrUYECKOT0 BMEIIATENbCTBA.

Tabnuua 6. [IpaBuna ormens! npenapara Jladburarpana srekcunar Ilonucan nepes HHBa3UBHBIMU

HJIN XUPYPTHUICCKUMU NTPOLCAYPAMH.

OyHKIUA TOYEK Tin [Ipexpamenue npuema npenapara rnepes IIaHOBOM
(KK, ma/mun) XUPYPrUYECKOH onepanuen
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SLEE s

KPOBOTCUCHHS WU
MpoBeIeHNE OOJBIION

oreparu
>80 ~13 3a 2 gHsd 3a 24 gaca

>50 — <80 ~15 3a 2-3 gus 3a 1-2 gus

>3(0 — <50 ~ 18 3a 4 nHs 3a 2-3 nHsa (>48 yacoB)

CouHalibHas aHECTE3Us/AIUAYpalbHAs aHeCTe3Us/IIoMOanbHAs NYHKIUS

Takue mpouemyppl, Kak CIMHHOMO3TOBas aHECTE3Ws, MOTYT IOTPeOOBaTh IOJHOTO
BOCCTAHOBJICHHS T€MOCTa3a.

B cnydae TpaBMaTtMYHOW WA TOBTOPHOW CIIMHHOMO3TOBOW IIYHKUWM W JUIATEJIBHOTO
WCIIOJIb30BaHUS SMUAYPATBHOIO KaTeTEPAa MOKET MOBBIIIATHCS PUCK Pa3BUTHSI CIMHHOMO3TOBOT'O
KPOBOTEUEHHMsI WJTU SMHIypaibHON rematomsl. [lepByro no3y npenapara Jlaburatpana sTexcunar
[Tonucan cienyeT mpuHUMATh HE paHee, YeM yepes 2 yaca roclie yaaneHus karerepa. Heodxoaum
KOHTPOJIb COCTOSIHUSI TAUMEHTOB [JIs1 UCKIIOYEHUS HEBPOJOTHMYECKHUX CHMIITOMOB, KOTOpPbBIE
MOTYT OBITH 00YCJIOBJICHBI CHUHHOMO3TOBBIM KPOBOTEUYCHHUEM WITH SITUIYPATLHON reéMaTOMOM.

IIocneonepanroHHas d)a3a

[Tocie WHBa3MBHOM  MpPOLEAYpPHI/XUPYPrMUECKOrO0  BMEIIATENIbCTBA I[PUEM  IIpernapara
Jaburatpana srekcunat [lonmcan cieayeT BO30OHOBUTH/HaUaTh KaK MOXHO OBICTpee, €CIIH ITO
M03BOJIIET KIIMHUYECKAs CUTYyallHsl U JJOCTUTHYT a/IeKBaTHbINA T'€MOCTa3.

VY nanueHToB ¢ pUCKOM KPOBOTEUSHHS WIIM UMEIOLINX PUCK YpPEe3MEPHOM SKCIO3UIIMHY Mpernapara,
0COOEHHO y MAaIMEeHTOB ¢ yMepeHHbIM HapymeHueM ¢yHkiuu nouyek (KK 30-50 mu/mun),
TEPaIuIoO CleayeT MPOBOIUThH C OCTOPOKHOCTHIO (CM. pazzen 5.1).

HaHI/IeHTI)I C BBICOKHUM PHCKOM XHDVDFHHGCKOﬁ CMEPTHOCTHU U BHYTPECHHUMU d)aKTODaMI/I PpUCKaA

TPOMOOIMOOINYECKHUX OCIOKHEHUM

I[aHHBIe Io B(I)(beKTI/IBHOCTI/I u 0e30IacHOCTH z[a61/1ranaHa 3TEKCUJIaTa B JaHHOH rpymIie
NManueHTOB OTPAaHUYCHEI, ITIO3TOMY TEpAIIUIO CICAYCT HPOBOAUTHL C OCTOPOKHOCTLIO.

XUPYPruyecKkoe BMENMIATEILCTBO IIPH ITEPEIOME IIEHKH OEIPEHHON KOCTH

JlanHble 00 WCHONB30BaHMHU JaburarpaHa ATEKCWJIaTa y IalMEHTOB, KOTOPBIM IPOBOAUTCS
XUPYPIrUYecKoe BMEIIATEIbCTBO MPH NIepesioMe MeHKN OeIpeHHOM KOCTH, OTCYTCTBYIOT. Tepanus
HE PEKOMEHYETCH.

HaDVHIeHI/Ie d)VHKHI/II/I INEYCHU

[TarueHTHI ¢ MOBBIIEHHEM aKTUBHOCTHU MeYeHOUYHBIX (pepmenToB >2 BI'H OblN HCKITIOUEHBI U3
OCHOBHBIX KJIIMHUYECKUX HccienoBaHui. OnbITa MpUMEHEHUs JadurarpaHa dTeKCHiaTa B 3TOM

MNoATpyHIIC MAaIUCHTOB HCT. HapymeHHe (I)yHKI_II/II/I MEUYCHH WIIM 3a00JICBaHHE NEe4YCHU, KOTOPOC,
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MY OTUETY

npuMeHeHus npenapara Jlaburarpana srekcunar [lonucan (cMm. pazaen 4.3).

BzauMoeicTBue ¢ MHAYKTOpaMu P-riimkonpoTernHa

Oxupaercsi, 4TO OJHOBPEMECHHOC HA3HAYCHHE HHIYKTOPOB P-TIHKONpOTEHHA TNPHUBENET K
CHIDKEHHIO KOHIICHTpAIMi Jaburarpana B Ijia3Me KPOBH, M MX OJHOBPEMEHHOTO NMPUMCHEHUS
cienyet uzberath (cM. pazaensl 4.5 u 5.2).

[NanuenTs! ¢ aHTH(HOCHOIUIUAHBIM CHHIPOMOM

VY nanueHToB ¢ aHTU(HOCHOTUMUAHBIM CUHIPOMOM (O0COOEHHO MPH TPOHHOM MOJOKUTEIHHOM
pe3yibTaTe Ha aHTU(OCHOMUIMIHBIC aHTUTEINA) TIOBBIIIEH PUCK TPOMOOIMOOINYECKUX COOBITHIA.
HecMmotpst Ha 1O, uTO 3(h(PeKTUBHOCTH MaburaTpaHa STEKCHJIATa YCTAHOBIICHA ISl JICUCHUS W
npO(QUIAKTUKA BEHO3HOW TPOMOOIMOOJMHU, OHA HE ObLIa M3ydeHa KOHKPETHO B IOATPYIIIES
MAIUEHTOB ¢ aHTU(POCHOTUITUTHBIM CUHIPOMOM.

[ToaTomy mepen mpumeHeHueMm mpemnapata J(aburarpana stekcunat [lonucaH y HainueHToB ¢
aHTU(POCHOTUIHUIHBIM CHHIPOMOM PEKOMEHIYETCS THIATEILHO PacCMOTPETh BCE BO3MOXKHBIE
BapHAHTHI JICYCHHMsI (BKIIIOYAsI CTAHIAPTHOE JICUCHHUE, TAKOE KaK aHTaroHucramu BuramuHa K).

[lanueHTsl ¢ aKTUBHBIMH 3JI0Ka4ueCTBEHHBIMU HOBOOOpaszoBanusMu (TT'B/TOJIA)

O(PheKTUBHOCT, W 0€30IaCHOCTh TPUMEHEHHUs jJgaburaTrpaHa A>TEKCWjaTa Uil JICUEHUS
TIB/TOJIA y mnanueHToB C aKTHBHBIMH 3JIOKAYECTBCHHBIMH HOBOOOPA30BaHHUSIMH HE

YCTaHOBJICHBI.

4.5. BzaumogeiicTBue ¢ IPYrHMH JICKapCTBEHHBIMH NpenapaTaMu U Apyrue BUAbI
B3aMMOJEHCTBUA

B3anmMonenicTBus ¢ OeIKkaMu-IEPEHOCYNKAMU

Jaburatpana »Tekcujar  sBusgercss  cyOcTpaTtoM 3¢ ¢IIOKCHOrO  Oelka-nepeHoCcYrKa
P-rmuxonporenna.  Oxugaercs,  4YTO  OJHOBPEMEHHOE  Ha3HauyeHHE  HWHTUOMTOPOB
P-rmukonpoTenHa MpUBOAUT K IMOBBIIICHUIO KOHIIGHTPALMi TaduraTpana B Iuia3Me KpOBH.

Ecnu He yka3aHo nHOE, TIpU 0JTHOBPEMEHHOM IIPUMEHEHUH Ja0UraTpaHa ¥ MOIIHBIX HHTHOUTOPOB
P-rnukonporenHa HEOO0XOAWMO TIIATENbHOE KIMHHYECKOe HaOmrofeHne (B OTHOIIEHHH
NPU3HAKOB KPOBOTEUEHHUs WM aHeMuH). [Ipy OIHOBpEeMEHHOM INpPUMEHEHHMH aa0uraTpaHa c
HEKOTOPHIMH WHTHOUTOpAMH P-TTIMKONPOTEMHA MOXET MOTPeOOBAaTHCS CHIKEHHE JIO3BI (CM.
paznensr 4.2,4.3,4.4u5.1).

Tabnuua 7. BaumoneiictBus ¢ GeskaMu-nepeHOoCYuKaMu

Hneubumopwr P-enuxonpomeuna

OonospemeHHoe npumeHenue NPomuUBONOKaA3ano (cm. pazoen 4.3)
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COOTEETCTEYET 3KI OMY OTUETY
ot 03.04_20 2
Kerokonazosn KerokoHazon yBemuunBar obume 3raderms - AUC). (MTolmats 1o
KpUBOW  «KOHIEHTparusi — BpeMss») U Cpax  (MakCUMaTbHOU

[KOHIIEHTpaIKuK) nadburarpana B 2,38 pa3a u B 2,35 pa3za COOTBETCTBEHHO,
[ocje OJHOKpaTHOro mnpuema BHYTpb 11036l 400 mr, u B 2,53 paza u
2,49 paza COOTBETCTBEHHO, MIOCJIE MHOTOKPATHOTO MpHUeMa BHYTPb J03bI
400 mMr keTokoHa3o0J1a 1 pa3 B CyTKH.

JpoHenapox [Tpu oOIHOBPEMEHHOM IPUMEHEHMM JaldurarpaHa JTEKCWIaTa M
nponenapona oOmme 3HadeHuss AUCoo U Cnax gaburarpana
YBEJIMYMBAINCHh NPUMEPHO B 2,4 pa3a u 2,3 pa3a COOTBETCTBEHHO,
rmocie MHorokpatHoro npuema 400 Mr gpoHeaapoHa 2 pasza B CyTKH, U
npuMepHo B 2,1 paza u 1,9 paza cOOTBETCTBEHHO, 110CII€ OJJHOKPATHOTO
npuema 10361 400 mr.

Urpaxonasou, Ha ocHOBaHMM PE3yIbTAaTOB UCCIEAOBAHUN M Vifro MOXKHO OKHAATh
LUKJIOCTIOPHH pbbhEeKT, CXOAHBIN C KETOKOHA30JIO0M.

OoHospemeHHoe npumMeHeHue He peKOMeHOyemcs

Takponumyc B uccnenoBanusx in vitro oOHapyKeHO, YTO TAKPOIUMYC UMEET TaKOi

ke ypoBeHb MHruompyromero s¢gdexra Ha P-rimkonporenH, Kak
UTPaKOHA30J U UKIocHopHH. [IpuMenenue naburatpana sTekcusaara
BMECTE C TaKpOJIMMYCOM HE OBLJIO HM3y4Y€HO B KIMHHYECKUX
uccneaoBausax. OJHAKO OTrpaHWYEHHbIE KIMHUYECKUE [IaHHBIE O
IIPUMEHEHUH BMECTE€ C JpyruM cybcrparoM P-rnmkornporenHa
(?BEpOIMMYCOM) TO3BOJISIFOT MPEINONIOKUTh, YTO HHTHOMpPOBAHHE
P-rnukornpoTerHa TakpoJMMycoM cialee, 4eM MpH MPUMEHEHHU
MOIIIHBIX HHTHOUTOPOB P-riukonpoTenHa.

I'mexanpeBup/ OHOBpEMEHHOE HMCIOIB30BaHNE KOMOMHAINN (PUKCHPOBAHHBIX J103
nOpeHTacBUp UHTUOUTOpPOB  P-rmmkonpoTrenHa  TiekanpeBupa/mHOpeHTacBUpa
NPUBOAMT K YBEIMYEHHUIO KOHIICHTpALMU JaburarpaHa B IUIa3Me
KPOBHU M MOXET ITOBBICHTH PUCK KPOBOTECUYCHUIA.

Credyem cobo0amsb 0CMOPOAHCHOCHb 8 CAY4ae 0OHOBPEMEHH020 NPUMEHEHUS (CM. paszoeibl

4.2u4.4)

Bepamammuin [Tpu ogHOBpEeMEHHOM MPUMEHEHUH JadburaTpana stexcunara (150 mr)
M Bepanmamuia Juid npuemMa BHYTPh Cmax M AUC naOurarpana
YBEJIMYMBAINCh, HO CTENEHb 3TOT0 YBEIMYEHHUS paziuyanach B
3aBUCUMOCTH OT BpPEMEHU IMpHeMa U JEKapCTBEHHOH (opMbl
Bepanamuia (cM. pasnenst 4.2 u 4.4).

MakcuManbHOE yBEIWYEHHE SKCIO3UIUK Jaburarpana HaOlIr0/1a10ch
Opu TpUeMe IEepBOM J03bl JIEKAPCTBEHHOM (OpMBI BepamamMuia C
HEeMeUIEHHBIM BHICBOOOYKIEHUEM 32 OJIMH Yac J10 IpueMa gadurarpasa
pTekcunara (yBenndeHne Cmax MPUMEPHO B 2,8 pa3a M yBEIMYECHUE
AUC npumepno B 2,5 pa3a). DPpPeKT MmocTeneHHO yMEHbLIACs Mpu
npueMe JIeKapcTBEHHOM (opMbl BepamaMuia C  JUTMTENIbHBIM
BbICBOOOXKIEHUEM (yBenudeHUE Cmax HpuMepHo B 1,9 pasa u
yBenmmuenne AUC mnpumepno B 1,7 pasa) wiam Tpw mpueme
MHOTOKpaTHbIX /103 BepamaMmmia (yBedndeHHe Cmax HPUMEPHO B
1,6 pa3a u yBenmuenne AUC npumepHo B 1,5 paza).

He wabmioganock 3HAUYMMBIX —B3aUMOACUCTBUIL INpH  IpUeMe
BeparmaMuia yepe3 2 yaca mocjie npuema gaduraTpaHa 3TeKcusaTa
yBenuueHue Cmax IpuMepHO B 1,1 paza n yBennuenne AUC npumepHO
B 1,2 pa3za). D10 0OBsCHSETCS MOJIHBIM BCAachIBaHMEM Ja0urarpaHa
uepes 2 yaca.
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Amuonapon [Ipn oaHOBpEMEHHOM pUMCHEHITI THOMI ATpaRA -~ STeRCHIATa” ¢

OJHOKpPATHOM TepopaibHON A030i1 600 Mr amuojgapoHa CTENEHb M
CKOPOCTh BCAaChIBAaHUS aMHOJAPOHA W €ro aKTUBHOTO METa0oJuTa
Ne33THIIaMUuOAapoHa CyIIECTBEHHO He u3MeHsuch. 3HaueHuss AUC u
Cmax JaburarpaHa Bo3pacTanu npumepHo B 1,6 pasza u 1,5 paza
COOTBETCTBEHHO. YUMTBHIBAsl JIMTEIbHBIA MEPHUOJ TMOTYBBIBEICHUS
AMHOJIapOHA, BO3MOXKHOCTh B3aUMOJCHCTBHSI MOXET COXPAHATHCS B
TeUYEeHUE HECKOJIbKO HEJIeNb MOCIe OTMEHBl aMUOAapOHA (CM. pa3/ieibl
4.2 u4.4).

XUHUOUH XuHuauH HasHayainu B 1o3e 200 Mr kakaple 2 4yaca 10 JOCTHIKEHHUS
o6mmeit o361 1000 mr. JlaburaTpaHa sTekcuiaaT Ha3HA4Yalu 2 pas3a B
CYyTKH B TeueHHue 3 JHEH moapsia, Ha 3-i AeHb — ¢ XUHUIUHOM WK 0€3
xuHUIuHA. 3HAYCHUSI AUC 55 U Ciax,ss JAOUTaTpaHa YBETUIHBAINCH B
cpeaneM B 1,53 paza u 1,56 pa3za COOTBETCTBEHHO, NP
0JIHOBPEMEHHOM NPUMEHEHUH C XMHUJIAUHOM (cM. paznensl 4.2 u 4.4).

Knapurpomunmn [Tpu onHOBpeMEHHOM NpuMeHeHUH kiaputpomununa (500 mr 2 pasza B
CYTKH) C jga0uraTpaHa STEKCHJIATOM Y 3I0pOBBIX JTOOPOBOJIBIEB
Habmonanocs ysenudenne AUC npumepso B 1,19 pasa u yBenuyenue
Cmax mpumMepHo B 1,15 paza.

Tuxarpenop [Tpu omHOBpEeMEHHOM NPUMEHEHUU OJHOKpPATHOW J03bI 75 Mr
maburarpaHa TEKCUiaTa ¢ Harpy304uHoi mo3oit 180 mr Tukarpenopa
sHaueHusI AUC u Cyax qaburaTtpana yBenuuuBaiuch B 1,73 pazau 1,95
pa3a coorBeTcTBEHHO. [locie MHOrokpaTHOro npuema tukarpenaopa 90
MT 2 pa3a B CyTKH YBEJIHUEHHUE SKCIIO3UIMHU JaburaTpaHa COCTABIISIO
1,56 pa3a u 1,46 paza 1151 Cmax 1 AUC COOTBETCTBEHHO.
OnHOBpeMEHHOE Ha3HAYEHUE HArpy304HO 10361 180 Mr THKarpenopa
m 110 mr pgaburatpana sTekcuiara (B PaBHOBECHOM COCTOSIHUM)
yBemuunBano 3HaueHUs] AUC:ss B Cmaxss Jaburatpana B 1,49 pasa u
1,65 pa3za COOTBETCTBEHHO, IO CPaBHEHHUIO C MPUEMOM OIHOTO
maburatpaHa sTekcuinaTa. [Ipu Ha3HaueHnu Harpy304yHo# 10361 180 mr
TUKarpejaopa depe3 2 yaca nocie mnpuema 110 mr malurarpana
pTEeKcUiaTa (B paBHOBECHOM cOCTOSIHMM) cTeneHb yBenuueHuss AUC s
M Cmaxss Adaburatpana cHmwkamace 1o 1,27 paza u 1,23 paza
COOTBETCTBEHHO, IO CPAaBHEHHUIO C IMPHEMOM OJHOrO JgaburarpaHa
pTeKcHaTa. Takol pas3AesbHBIA MPUEM PEKOMEHIYETCs Ul Hadaya
Tepaluy TUKarpeaopoM ¢ Harpy304HOW JO3BI.

OnHoBpemeHHOe HazHaueHue 90 Mr Tukarpeisopa 2 pasza B CYTKH
noanepkuBaromas go3a) ¢ 110 Mr pmaburarpaHa JTekcuiara
yBenmuuuBasio ckoppektupoBaHHble 3HAYCHHS AUC:ss U Chaxgss
maburatpana B 1,26 pa3a u 1,29 pa3za cOOTBETCTBEHHO, 10 CPABHEHUIO
C IPUEMOM TOJIKO JaburaTpaHa 3TeKCHJIaTa.

ITo3akoHazoun [To3akoHa30/1 Takke B ONpEAETICHHON cTenmeHu HHruoupyer P-
[JTMKONIPOTENH, HO OH He ObLT M3y4eH B KJIMHUYECKUX HCCIEI0BAHUSAX.
Craenyer cobmofaTh OCTOPOXKHOCTb, Koraa mpenapar [laOurarpana
prekcunar [lonrcan HazHauaeTcs OJJHOBPEMEHHO € O3aKOHA30JIOM.

Hnoykmopwr P-enuxonpomeuna

Cnedvem uzbezamov 00HOBDEMEHHO20 NPUMEHEHUs

Hamnpuwmep, Oxupnaercs, 4To OJHOBPEMEHHOE HA3HAYEHNE IPUBOIUT K CHUKEHUIO
pudamMnuLuH, KOHIIEHTpaLuil 1aburarpasa.

3Bepoboit [IpenBapuTenbHbIit IIpUeM HHIYKTOpA P-rimukonporenna
IIPOJBIPSIBICHHBIN pudamnuimHa B no3ze 600 mMr 1 pa3 B CyTKu B TeueHHe 7 mHeH
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(Hypericum YMEHBIIAI MaKCUMAJIbHYIO U OGNV  HRCIOSHIIT0 NAGUTATARE 1
perforatum), o0l ypoBeHb Bo3aeiicTBust Ha 65,5% u 67% COOTBETCTBEHHO.
KapOamMa3enuH uin Nunynupyromuii  3¢pdekr yMeHbIIaucs, 4YTO MPUBOIUIO K
(dheHuTonH AKCMO3UIMU AaburarpaHa, OMU3KOM K pePepeHCHOMY 3HAYCHHIO,

K 7-My JHIO TIOCIE TpEKpalIeHUs JICUYeHUs pPUPAMITHIIMHOM.
JlanpHelmero yBeauyeHuss OMOIOCTYITHOCTH €Iie 4Yepe3 7 JAHEH He
Ha0JII01AJIOCH.

Hneubumopol npomeassi, maxue Kax pumoHagup

OOHO@DGM@HHOQ NpUMeEeHeHUue He peKOMendvemc;z

Hampuwmep, Oty mnpenapatbl BAusAOT Ha P-rimkomporenmH (o B KayecTBe
PUTOHAaBHp M  €ro MHrHOMTOpa, JMOO B KadecTBE HMHIYKTOpa). OHM HE HM3y4aluCh U
KOMOUHAINH C MO3TOMY HE PEKOMEHAYIOTCA MJsi OAHOBPEMEHHOI'O HAa3HAUYEHHUS C
ApYruMu nadurarpaHa 3TEKCHJIATOM.

WHTUOUTOpaMU

IIpOTEa3bl

Cybempam P-enuxonpomeuna

JlurokcuH B xome wuccnemnoBaHMs, MPOBEACHHOIO C y4acTHeM 24 370pOBBIX
MOOpPOBOJIBILICB, TIPU OJHOBPEMEHHOM MPHMCHEHHM JaburarpaHa
DTEKCHUJIaTa M JWTOKCHMHA HE HAOJIONAIOCh HHUKAKUX HW3MCHEHUH
DKCIO3UIMN JIMTOKCHHA W KJIMHHYECKA 3HAYMMBIX H3MCHCHHH B
DKCIO3UIIMY JlTaburaTpaHa.

AHTHKO&FVH?IHTI)I H JCKApCTBEHHBIC CPEACTBA, KOTOPBIC I/IHFI/I6I/IDVIOT arperaimrlo

TPOMOOIIUTOB

JlexapcTBEHHBIE CpEACTBa, TEPANHs KOTOPBIMM HE HCCIENOBAJaCh WJIM ONBIT IPUMEHEHUS
KOTOPBIX OTPaHU4EH, U KOTOPbIE MOTYT IOBBICUTH PUCK KPOBOTECUEHUMN IIPU OJHOBPEMEHHOM
INPUMEHEHUH C JaburarpaHa 3TeKCUIaTOM: aHTUKOAryJISIHThI, TaKhe Kak He(hpaKIMOHUPOBAHHBIN
renapud  (H®T'), nuskomonekymspuele remnapunbl (HMI') u  mpou3BoaHble remapuHa
(ponmanapunykc, Ae3UpyaUH), TPOMOOIUTHYECKHE JIEKAPCTBEHHBIE MpenapaThl U aHTarOHUCTHI
ButamuHa K, puBapokcabaH wim 1pyrue nepopajibHble aHTUKOArYJISIHTHI (CM. pa3zen 4.3), a Takxke
JIEKapCTBEHHBIE CPEJICTBA, KOTOpPble HWHIMOMPYIOT arperamuio TPOMOOLMTOB, TakKHE Kak
antaroHuctsl peuentopoB GPIIb/Illa, TuxmonuauH, npacyrpen, THUKarpenop, AEKCTpaH W
CyIb(pUHINPa30H (cM. pa3zaen 4.4).

Ha ocnoBanuu nmanubix, coopannsix B uccnegopanuu III ¢aszer RE-LY (cMm. pazmen 5.1), 6p110
OTMEYEHO, YTO COMYTCTBYIOIIEE HMCIOJIb30BAaHUE IPYTMX NEPOpPaTIbHBIX WM MAPEHTEPaIbHBIX
AQHTHUKOATYJISIHTOB YBEJTMYMBAET YaCTOTY OOJBIINX KPOBOTEUEHHH MPHU JIEUEHUH Kak Jaburarpana
ATEKCUJIATOM, TaK U BaphaprHOM MPUOIHU3UTENBHO B 2,5 pasa, TIaBHBIM 00pa3oM, IpU IepeBojie
C OJHOTO aHTHKoaryisiHta Ha napyrod (cm. pasgen 4.3). Kpome Toro, comyrcTByloiiee

npuMeHeHnue antuarperantoB, ACK wnm knonumorpena mpuOIM3UTENbHO YIBAUBAIO YacTOTY
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pasnen 4.4).
H®I' MoxHO mnpuMeHSATh B J103aX, HEOOXOAWMBIX [UIS TOJJCPXKAHUS MPOXOJUMOCTH

LEHTPaJIbHOTO BEHO3HOTO WM apTepHalIbHOrO KaTterepa (cM. pasnen 4.3).

Tabmuua 8. B3aumMoaeicTBusl ¢ aHTUKOATYJISIHTAaMHU U JIEKAPCTBEHHBIMH CPEJICTBAMH, KOTOpBIE

UHTUOMPYIOT arperauio TPOMOOIUTOB.

HIIBII IToxazano, uro npumenenue HIIBII s KpaTKOBpEMEHHOM aHAIBIE3UU HE
OBLJIO CBSI3aHO C TOBBIINICHHMEM pHUCKAa KPOBOTECUYCHHUS NPH OJHOBPEMEHHOM
MPUMEHEHHUU ¢ JaburaTpaHa 3TekcwiatoM. [Ipu ATUTEIBPHOM NPUMEHEHUU B
xone wuccnegoanus RE-LY HIIBII mnoBeimanu puck KpOBOTEUYEHUS
npuban3uTebHo Ha 50% Jutst naburarpana dTeKcuiara u Bapdapuna.

Knonuporpen | VY 310poBbIX MOJOABIX JOOPOBOJBIEB MYXCKOTO TOJa OJHOBPEMEHHOE
Ha3HA4YCHWE JabWraTtpaHa »JTCKCWIAaTa W KJIOMHUIOTpelia HE BBI3BIBAJIO
JOTIOJTHUTEIIFHOTO YBETUYEHUS BPEMEHU KAMWUISIPHOTO KPOBOTEYEHHS IO
CpaBHEHHUIO ¢ MOHOTepanueit kinonuaorpenom. K tomy xe 3nauenus AUCssu
Cinax,ss Ja0UTaTpaHa v MoKa3aTeNu KOoaryJslud, UCIIOIb3YIOIINEecs IS OLEHKU
BIUSHUS ngabWraTpaHa WM TIOKa3aTeIM BIMSHHUS KJIOMUJOTpeNia Ha
MOJIaBJICHUE arperamuy TPOMOOILIUTOB, OCTABAJIMCh HEU3MEHHBIMU IIpU
CpaBHEHUU KOMOMHUPOBAHHOW TE€pANMU U COOTBETCTBYIOIIEH MOHOTEpAIHH.
[Ipu npueme Harpy3ouHoil 703bl kiaonuaorpena 300 mr uinu 600 Mr 3HaUYEeHUS
AUCss 1 Cmaxss TaburaTpana yBeauauBaiuch npumeprno Ha 30 — 40% (cwm.
paznen 4.4).

ACK OpnHoBpeMeHHOE NMPUMEHEHHE C JaburarpaHa 3TeKcujiaToM B jao3e 150 mr
2 pa3a B CyTKH MOXET MOBBICUTh PUCK JIIOOBIX KpoBOoTeueHUH ¢ 12% 10 18% u
24% npu no3ax ACK 81 mr u 325 Mr cooTBETCTBEHHO (CM. pazzen 4.4).

HMI' OpnnoBpemenHoe npumeHenne HMI', Takux kak HOKcamnapHH, U gjaburaTpaHa
ATEKCUIIaTa, CIelHalIbHO He uccieaoBaiock. [locie nepeBosa ¢ TpexAHEBHON
Tepanuu >HOoKcanmapuHoM 40 mr 1 pa3 B cyTku I/K, yepe3 24 yaca mocie
BBEJICHUS TOCJEIHEN [103bl SHOKCAlapuHa 3KCHO3MLMs JaburarpaHa Obuia
HECKOJIbKO HIJKE, YeM I0CJie MPUMEHEHMs TOJIBKO JaburarpaHa 3TeKCUiaTa
(omnokpatHast mo3a 220 wmr). Habmromanmocs mnosimenue antu-FXa/Flla
AKTUBHOCTH T0CJIE TPUMEHEHHsI JTaburaTpaHa 3TeKCHIaTa ¢ peiBapuTeIbHBIM
Ha3Ha4YeHHEM SHOKcamapuHa mo cpaBHeHMio ¢ aHTH-FXa/Flla aktuBHOCTBIO
OpU JIeYeHUM TOJNbKO JaburarpaHa srekcuiatoM. CuuTaercs, 4To 3TO
00yCJIOBJIEHO OCTaTOYHBIM Y((HEKTOM JIUSHUS IHOKCATTAPUHOM U HE SBIISIETCS
KIMHUYECKM 3HauuMbIM. [IpeaBapurenbHOoe Ha3HauY€HHUE DSHOKCanapHUHa
CYLIECTBEHHO HE BIIMSAJIO Ha JIpyrHe AaHTUKOAryJSIUOHHBIE TOKa3aTeslu
Jadurarpasa.
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JIpyrue B3auMOJIEHCTBUS

Tabmuna 9. JIpyrue B3auMoeicTBUs

Cenexmushvie uneubumopwvl oopamnoeo 3axseama cepomonuna (CHO3C) unu cenexmueénvie
uHeUOUMOpvL 0OpamHo20 3axeama cepomonuna u Hopaopenaruna (CHO3CH)

CHO3C, CMO3CH CHO3C nu CUO3CH nosslilany puck KpOBOTEUEHUS B
uccienoBanuu RE-LY Bo Bcex rpynnax JieueHusl.

Bewecmesa, enuaowue na pH dcenyodounozo codepicumo2o

[TanTOMpaszon [Ipu ogHOBpEeMEHHOM MIPUMEHEHUHU JaburarpaHa
JTEKCHJIaTa C MAHTOINPA30JI0M HAOII01AT0Ch YMEHBIIICHHUE
AUC paburatpana npubnusutensHo Ha 30%. B
KIIMHUYECKUX MCCIICIOBAHMAIX MTAHTONPA30JI U IPYTUE
MHrUOUTOPHI MpoToHHOTO Hacoca (UITH) naznauamuce
OJTHOBPEMEHHO C Ja0uraTpaHa dTeKCHIIATOM, U
oaHoBpeMeHnHoe npumeHenue MITH ne cHmxkano

3¢ (HEeKTHBHOCTH JTa0UTaTpaHa dTEKCUIaTa .

Panutuaun O,Z[HOBpeMeHHOC INIPUMCHCHHEC pAHUTHAWHA C IIPCIIapaTOM
I[a6I/IFanaHa OTCKCHJIaTa HC OKa3bIBAJIO KIIMHUYCCKU
3HAa4YMMOI'O BJIMAHKA Ha CTCIICHDb BCACbIBAHU z[a61/1ranaHa.

BzanmoieiicTBHS, CBA3aHHBIE C METAa00INYECKUM HDOd)I/IJ'ICM z[aGHramaHa 9TCKCHJIaTa H

naduraTpaHa

Jlaburarpana STeKCHIaT U Ja0UraTpaH He METa0OIM3UPYIOTCS cucTeMor nuToxpoma P450 u He
OKa3bpIBAlOT In Vitro HHUKAKOro BIMSHUSA Ha ¢epMmeHTsl 1uToxpoma P450. Ilostomy
B3aUMOJICICTBUSA JaburaTpaHa ¢ COOTBETCTBYIOLIMMM JIEKAPCTBEHHBIMU CpEICTBAMH He

OXHNAACTCA.

4.6. ®epTHIBLHOCTD, 0€PEMEHHOCTD U JIAKTALMS

bepemeHHOCTD

JlanHple 0 TpUMEHEHUM paldurarpaHa JTEKCHIaTa BO BpeMs OEpeMEHHOCTH OTCYTCTBYIOT.
[ToTeHIMaTBHBIA PUCK Y YETIOBEKA HEM3BECTEH.

JKeHmuHaM pENpolyKTUBHOTO BO3pacTa clieyeT H30eraTh HACTYIUICHUS OCPEMEHHOCTH TpH
nedeHun mpemapatoMm Jlaburarpana srekcunar Ilomucan. [lpm HacTymieHUM OepeMEHHOCTH
MPUMEHEHHUE Mpernapara He peKOMEHIYeTCs, 32 UCKITIOYSHHEM CIIy4aeB, KOTJa 0)Ku1aeMasi 1moJib3a
MPEBBIIIAET BOZMOKHBIN PUCK.

JlakTanus

[Tpr HEOOXOAMMOCTH MPUMEHEHHSI TIperapaTa B IMEePUOJ TPYAHOTO BCKAPMIIMBAHHUS, B CBS3H C
OTCYTCTBHEM KJIMHUYECKUX JAHHBIX, TPYJHOE BCKAPMIIMBAHHE PEKOMEHJyeTCS MPEKPaTUTh (B

KauCCTBC MCPbI HpC,Z[OCTOPO)KHOCTI/I).
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DepTUILHOCTE

B SKCICPUMCHTAJIbHBIX HUCCICAOBAHUAX HC YCTAHOBJICHO H€6HaFOHpI/I§ITHOFO BOSHCﬁCTBHﬂ Ha

q)epTI/IJIBHOCTL HJIU MTOCTHATAJIbHOC Pa3BUTUC HOBOpO)KI[éHHbIX.

4.7. BausiHue HAa CMOCOOHOCTH YNPABJATHL TPAHCIOPTHBIMH CPeACTBAMH M PadoTaTh €
MeXaHNu3MaMu

Bnusane mnpemapara J[laburarpana ortexcwiar Ilommcan Ha  CrOCOOHOCTH — YIPaBISATH

TPAHCIIOPTHBIMU CPCACTBAMH W 3aHUMATLCA APYTIMMH IIOTCHHHUAJIBbHO OIIaCHBIMH BHJIaMU

ACATCIIBHOCTH, TpC6y10H.[I/IMI/I MMOBBIIICHHOMN KOHLOCHTpAallMKM  BHHUMAHUA H 6I)ICTp0TBI

MNCUXOMOTOPHBIX peaKuHﬁ, HC HU3Yy4YaJIOCb, HO Y4YHMTBIBad, 4YTO IMNPHUMCHCHHUC IIpCliapara

Jaburatpana osrtexkcunar [lonmucaH MOMXET  CONPOBOXKIATHCS — MOBBIIIEHHBIM — PUCKOM
KPOBOTEUCHMH, cJelyeT CoOM0AaTh OCTOPOKHOCTh IPU  BBIIOJIHEHUU TaKuUX BUJOB
NeSITebHOCTH.

4.8. HexesnaTejibHbIC peaKUMU

TabanuHoe pE3IOME HEKENATSIbLHBIX PeaKIUH

YacToTa HeXeNaTeIbHBIX PEaKIUii, KOTOPbIe MOTYT BO3HHKATh BO BpEMsl TEPAIlMH, IPUBEIACHA B
BUJIE CIISAYIOIIEH Tpafganuu: oueHb yacto (>1/10); wacro (>1/100, <1/10); mewacto (>1/1 000,

<1/100); penko (>1/10 000, <1/1 000); ogernb peaxo (<1/10 000); HEM3BECTHO (YACTOTA HE MOXKET

OBITh OICHCHA IO JOCTYITHBIM I[aHHLIM).

Tabnuna 10. HexenarenbHble peakiiuu

CucTteMHO-OpraHHblIii Kiacc/
HexenarenbHas peakuus

YacTtoTa BO3HUKHOBEHUSI

[TepBuunas [Mpodunaktrka Jleuenue u
mpopUIaKTHKA WHCYJIbTa, CUCTEMHBIX npoQuIaKTHKA
BEHO3HBIX TpoMOOIMOOIHiT N PELUINBOB OCTPOTO
TPOoMOOIMOOINYIECKUX | CHIKCHHUE CEPJIeUHO- | TpoM003a IIy0OKnX
OCJIO)KHEHUH y COCYAMCTOM BeH (TT'B) n/nnn
B3POCIIBIX MAIMEHTOB, CMEPTHOCTH Y TPOMO0IMOOITUH
HEePEHECITNX B3POCIIBIX MAIIMEHTOB | JIETOYHOW apTepuu
IIJJAHOBOE TOTAJILHOE C HEKJIAIITaHHOM (TOJIA) n
SHJIOTIPOTE3NPOBAHIE budpuAIueit npoduIaKTHKa
Ta300€APEeHHOTO MpeacepaAni U OTHUM CMEepTEJBHBIX
CcyCTaBa WIH nuiu 6os1ee paKkTopaMu HCXOJIOB,
TOTAJIBbHOC pucka BBI3BIBAEMBIX O TUMHU
SHJIOTIPOTE3UPOBAHUE 3a00JICBaHUSIMA
KOJICHHOT'O CycTaBa
Hapywenus co cmopoHbl Kpo8u u iumMpamuieckoll Cucmembl.
aHeMUs HEYacTo 4acTo HEYacTo
CHIDKEHHE YPOBHS [eMOrJIo0MHa | 4acTo HEYacTo HEM3BECTHO
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TPOMOOIMTOIICHHUS penKo netrero === ER TENT g & WU
CHUKEHUE TeMaTOKpHUTa HEYacTo penKo HEHU3BECTHO
HeHTponeHus * HEHU3BECTHO HEHU3BECTHO HEHU3BECTHO
arpaHyJonuTo3* HEHU3BECTHO HEHU3BECTHO HEHU3BECTHO
Hapywenus co cmoponbl umMMyHHOU CUCTIEMbL:
peaKkuuu HEYacTo HEYacTo HEYacTo
TUIIEPYYBCTBUTENLHOCTH
KO>KHAas ChIIb penKo HEYacTo HEYacTo
KOYKHBIH 3y penKo HEYacTo HEYacTo
aHa(MIAKTHYECKAs PEAKIIHSA penKo penKo penKo
AHTMOHEBPOTUYECKUI OTEK penKo penKo penKo
KpanuBHHIA penKo penKo penKo
OpoHXO0CIa3M HEHU3BECTHO HEU3BECTHO HEU3BECTHO
Hapywenus co cmopomwl HepeHOU CuCmeMbl.:
BHYTPHYEPENHOE KPOBOTEUEHHE | PEIKO HEYacTo penKo
Hapywenus co cmopomwl cocy0os:
reMaTroma HEYacTo HEYacTo HEYacTo
KPOBOTEUEHHUE penKo HEYacTo HEYacTo
KPOBOTEYEHHUE U3 PAHBI HEYacTo — —

Hapywenus co cmoponul 0bixamenvbHol cucmembl, 0p2anos 2pyoOHOU KIemKu 1 Cpe0OCmenUs.

HOCOBOE KPOBOTEUEHHE HEYacTo 4acTo 9acTo
KpPOBOXapKaHbe penko HEYacTo HEYacTo
Kenyoouno-kuueutvle HapyueHus.

00JIb B )KUBOTE peaxo 4acTo HEYacTo
nuapest HEYacTo 4acTo HEYacTo
JUCTIETICHS peaxo 4acTo 4acTo
TOIIIHOTA HEYacTo 4acTo HEYacTo
peKTaNIbHbIE KPOBOTEUEHHS HEYacTo HEYacTo 4acTo
reMOPPOHIaTbHBIE KPOBOTEUEHHS | HEYACTO HEYacTo HEYacTo
M3bA3BICHUE CITU3UCTON peaxo HEYacTo HEYacTo
oo6omouku JKKT, B ToM uncie

A3Ba MUAIIEBOJA

ractpoa3odarur peaxo HEYacTo HEYacTo
ractpoa3odareaibHast peaxo HEYacTo HEYacTo
pedurokcHas 00J1e3Hb

pBOTa HEYacTo HEYacTo HEYacTo
nucharus peaxo HEYacTo peaxo
Hapywenus co cmoponul neuenu u scenyeulgo0auux nymeu:

HapylieHne GyHKIUH 4acTo HEYacTo HEYacTo

[€YEHN/OTKIOHEHNE OT HOPMbI
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nokasarens (yHKIHOHATbHON R o o o
poObI ICYCHH
MOBBIIICHHE aKTUBHOCTHU HEYacTo HEYacTo HEYacTo
alaHMHaMUHOTpaHcdepasbl
TNOBBIIICHUE aKTUBHOCTH HEYacTo HEYacTo HEYacTo
acrapTaTaMHHOTpaHc(epasbl
MOBBIIICHHE aKTUBHOCTHU HEYacTo penko HEYacTo
«IEYCHOYHBIX» TpaHCaAMHHAa3
rUnepoOuIMpyOnHeMus HEYacTo peako HEU3BECTHO
H3menenus co cmoponst Kodcu u NOOKOICHbIX MKAHEU.
KOKHBI reMOpparudecKuil HEYacTo JacTo 4acTo
CHHAPOM
astorerus HEU3BECTHO HEU3BECTHO HEU3BECTHO
Hapywenus co cmopoHbl MbluieyHol, cKelemHou U COeOUHUMENbHOU MKAHU!
reMapTpos HEYacTo peako HEYacTo
Hsmenenus co cmoponvt nouex u Mouesbleo0AUUX Nymell:
YpOr€HUTAIbHBIC KPOBOTCYEHHS, | HEYACTO JacTo 4acTo
B T.4. TeMaTypus
Obwue Hapyuwienus u peaxyuu 8 Mecme 66€0eHuUs.
KpPOBOTEUEHHUS U3 MECTA penxo penko penxo
HHBEKIUHA
KpPOBOTEUYECHHUS U3 MECTa peako peako penxo
BBEJICHHUS KaTeTepa
KPOBSHHUCTOE OTAEIIAEMOE penxo - -
Tpaemvl, uHMOKCUKAYUA U OCTONCHEHUS NPOYEOVD:
MOCTTPaBMaTHYECKOE HEYacTo penko HEYacTo
KpPOBOTECUECHHE
KpPOBOTEUYEHHUS U3 MECTa peako peako penko
OIIEpaIMOHHOI0 JOCTyna
reMaToMa IocJi€ BBIITOJHEHHUS HEYacTo - -
NPOLEYPhI
KpPOBOTEUYEHHUE I10CIIE HE4YacTo - -
BBIIOJIHEHMS] IPOLIENYPhI
aHeEMHs IocaeoIepalioHHast penxo - -
OTAEJIAEMOE I10CJIE€ BHIITOITHEHMS HEYacTo - -
NPOLEAYPHI
CEKpELHs U3 paHbl HE4YacTo - -

Xupypeuueckue u MeOUyuUHcKUe npoyeoypbi:

JIpEHaXX paHbl

penKo

JIPEHAX T10CJIE BBITTOJIHEHUS
MPOLEAYPHI

penko

* HaHHI)Ie HCXKECIATCIIbHBIC PCAKIIMHU HE ObLIN 3apCTUCTPUPOBAHBI B KIIMHUYCCKUX HUCIBITAHUAX

KaK HCXKCJIATCIIbHBIC PCAKIIUU (TOJ'IBKO MMOOOYHBIE 3(1)(1)6KTBI); CJICO0BATCIIbHO, HaCTOTA HE MOXKCT

OBITh paccuuTaHa.

PacueT gacTOTHI HEXKEIATEIIHLHBIX peaKuHﬁ OCHOBAH Ha MOCTMAapKETHUHI'OBOM OIIBITEC.
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Coo0111eHrEe 0 I0I03pEBAEMBIX HEXKEIATEIbHbIX peaKL[I/U&I

BaxxHo co00mIaTh 0 MoI03peBacMbIX HEXKENATEIHHBIX PEAKIUAX MTOCIIE PErHUCTPAIUN Mpernapara ¢
[ENbI0  O0CCIeUeHUs] HEMPEPHIBHOTO MOHUTOPUHTAa COOTHOIICHHSI  «IOJb3a  —PUCK»
JICKapCTBEHHOT'0 Mpernapara. MeaIuuHCKUM pabOTHUKAM PEKOMEHIYeTCs cOOOIaTh O JIF0OBIX
M0JI03PEBAEMbBIX HEXKENIAaTeIbHBIX PEaKLUIX JICKAPCTBEHHOrO Ipernapara uepe3 HallMOHAIbHbIE
CUCTEMBI COOOINEHUS O HEXKEIATeNbHBIX PEAKIUsIX TOCYAapCTB — UICHOB EBpasmiickoro
HKOHOMHUYECKOTO COI03a:

Poccuiickaa ®@eoepayus

109012, r. Mocksa, CrnaBsiHCKas momap, 1. 4, crp. 1

®denepanibHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)

Tenedon: +7 (800) 550-99-03

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru

Pecnybnuxa benapyco

220037, r. Munck, ToBapuilieckuii mep., 1. 2a

PecnyOnukanckoe yHutapHoe mnpennpustue «lleHTp dKcmepTu3 M UCHOBITAaHUH B
3/1paBOOXPaHEHUN

Temedon: +375 (17) 242-00-29

Onekrponnas moura: rcpl@rceth.by, rceth@rceth.by

https://www.rceth.by

Pecnyonuxa Kazaxcman

010000, r. Acrana, p-H baiikonslp, yi1. A. UmanoBa, 13, BL «Hypcayzner 2»

PI'TI na IIXB «HauuoHanbHBIM LHEHTP SKCHEPTU3BI JIEKAPCTBEHHBIX CPEICTB U MEIUIIMHCKUX
m3nenuit» Komurera MemMIIMHCKOTO U (apMarleBTUYECKOro KOHTposisi MuHHCTepCcTBa
3apaBooxpanenust Pecnybnuku Kazaxcran

Tenedon: +7 (7172) 235-135

Onekrponnas moura: farm@dari.kz

https://www.ndda.kz

4.9. Ilepeno3npoBka
CHUMOTOMBI
Ho3b1 npemnapata J[aburatpana stekcuiar [lomucaH, mpeBsIaomye peKOMEHIyeMble, TPUBOISIT

K MOBBINICHUTIO PUCKA KPOBOTCUYCHUS Yy MMaAlUCHTA.
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JleueHune

B cnyuae mopo3penus Ha mepeo3UpOBKY KOAryJsiIUOHHBIE TECThl MOTYT MTOMOYb ONpPEAEIUTh
puck kpoBoreueHus (cM. pazaeinsl 4.4 u 5.1). KanuOpoBanusblii konnuectBeHHbIN TecT (pTB) unu
NOBTOpHBIE H3MepeHus pTB 1garoT BO3MOXKHOCTH MPOTHO3UPOBATH BpeMms, Korna OyayT
JIOCTUTHYTBHI OTpefelieHHble YpPOBHM jaa0urarpaHa (cMm. paszmen 5.1), Takke B KadecTBe
JIOTIOJIHUTEILHOM MEPBI MOKHO HayaTh JAHAJIU3.

UpesMepHasi aHTUKOAryJslMs MOXKET MOTPpeOOBaTh BPEMEHHOIO MPEKPAIICHUS JICUCHUS
npenapatoM Jlaburartpana stekcunat [lonucan. [TockonbKy naburarpan B OCHOBHOM BBIBOJIUTCS
MOYKaMHU, CJIeTyeT MOAJIePKUBATh aJIeKBAaTHBIN Tuypes. B cBsi3u ¢ TeM, YTO CTeNeHb CBSI3bIBAaHUS
c Oenkamu TUTa3Mbl KPOBH HU3Kas, Ja0UTaTpaH MOXKET BBIBOJIUTHCS C IMOMOIIBIO JTHANIH3A;
KJIIMHUYECKUH OIBIT, JAEMOHCTPUPYIOIIMI TOJb3y MPUMEHEHHUS AHain3a B KIMHUYECKHUX

WCCJIEIOBAHMIX, OTpaHUYeH (CM. paszzien 5.2).

Jleuenue kposomeuenui

B cinydae remopparmueckux OCJIOKHEHUU JieueHue mnpenapatoM Jlaburarpana srtekcuiar
[Tonucan crnenyer HpekpaTuTh UM YCTAaHOBUTh MCTOYHMK KpOBOTeueHMsA. B 3aBucumoctu or
KJIMHUYECKON CUTYyallMU CIIEAYEeT MCIOJb30BaTh COOTBETCTBYIOIINE IOJIEPKUBAIOIINE METObI
JIeYeHus1, HallpuMep, XUpypruueckuil remocras uin Bocctanosnenue OLK, no pemenuto Bpaya.
Jist curyanumid, korga TpeOyercs OBICTpOE YCTpPaHEHHWE AHTHKOATYJISHTHOW aKTUBHOCTH,
CyLIecTBYeT crenu(pUUecKuii aHTaroHUCT (apMaKOJMHAMHUYECKOrO JeHCTBUsS naburarpana,
npemnapar, cojepXkamuil uaapyuuzymal, BBEICHHE KOTOPOTO IO3BOJSET HEWTpaau3oBaTh
aHTHKOAryJIaHTHbIN 3¢ ekt npenapara J[aburarpana srexcuinar [lonucan.

MokHO paccMOTpeTh 11eJ1eCO000pa3HOCTh MPUMEHEHNS KOHLEHTPAaTOB (PaKTOPOB CBEPTHIBAHUS
KpOBU (AKTUBUPOBAHHBIX WJIM HE AaKTUBUPOBAHHBIX) MM pekoMOumHaHTHOro Qaxrtopa Vlla.
HMmeroTcss HEKOTOPBIE 3KCIEPUMEHTANIBHBIE JTaHHBIE, CBUAETEIbCTBYIOINE O BO3MOKHOCTH HX
NPUMEHEHUs JJIs TNPEeKpalleHUs aHTUKOaryJlsHTHOro 3¢ddexrta naburarpaHa, HO JaHHbBIE
OTHOCHUTEJIBHO UX MOJIb3bI B KIIMHUYECKUX CUTYAlIUSX, @ TAKKE OTHOCUTEIHHO BO3MOYKHOTO PUCKa
PHUKOIIETHOM TPOMOOIMOOIINN OUYeHb OTpaHUYeHbl. Pe3ynbTaThl KOAryIsalMOHHBIX TECTOB MOTYT
CTaTh HEJIOCTOBEPHBIMHM TIOCJIE€ IPHUMEHEHUS TNpeasaraeMblX KOHIIEHTPAaTOB (aKTOPOB
cBepThiBaHUsl KpoBU. Crenyer coOiofaTh OCTOPOXKHOCTh MPU HHTEPHPETALUU ITUX TECTOB.
Taxxe crneayeT coO0AaTh OCTOPOKHOCTD MPH MPUMEHEHUH KOHILIEHTPATOB TPOMOOLIUTOB MpPU
HAJIMYUKA TPOMOOIMTONECHUN WIM TNPUMEHEHHUH AaHTUArperaHTHBIX JIEKAPCTBEHHBIX CPEICTB
JUIMTEIBHOTO NeMCTBUS. Bece cuMnToMaTnyeckoe JIe4eHne IPOBOAST 10 PELICHUIO Bpaya.

B cnywyae 3HaAuUMTENBHOrO KPOBOTEUYEHMsSI CIEAYET PAcCMOTPETh BOINPOC O KOHCYJIbTAlUU

CHelalicTa Mo reMocTa3y (IIpH HaJIUYKUU JAHHOTO CIEeHATIUCTA).
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5. DAPMAKOJIOTMYECKHUE CBONCTBA (MOCJIEAQBATENBHOCTE 0004)

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA

dapMakoTeparneBTUYECKass TPYyIIa: aHTUTPOMOOTHYECKHE CpPEICTBA; MPSAMbIe HHTUOUTOPHI
TpoMOHMHA

Kox ATX: BOIAEO7

Mexanunsm geiicTBus

Jlaburarpana 3TEKCHJIAT SBJISAETCS HU3KOMOJIEKYJISIPHBIM, HE 00J1a1al0IuM (papMaKoIoruuecKoi
AaKTUBHOCTBIO IPEALIECTBEHHUKOM aKTUBHOM (QopmMbl naburarpana. Ilocie mpuema BHYTphb
nadurarpaHa 3TeKcuiaT ObICTpO BcachlBaeTcs B jkenyouHo-KuieyHoM Tpakre (JKKT) u, mytem
TUAPOJIN3A, KaTaIU3UpPyeMOro 3CTepa3aMH, B II€UYEHHM M IJJa3M€ KpPOBHM IpEeBpalliaeTcsi B
naburarpas. Jlaburatpas siBISETCS MOIIHBIM KOHKYPEHTHBIM 00paTUMBIM MTPSIMBIM HHTHOUTOPOM
TPOMOMHA ¥ OCHOBHBIM aKTHBHBIM BELIECTBOM B II1a3M€ KPOBH.

Tak xak TpOMOMH (cepuHOBas MpoTeasa) B Ipoliecce KoaryJsuuu npeBpamaer GuopuHoreH B
¢uOpHH, yrHeTEHHE aKTMBHOCTH TPOMOHMHA TPEMSITCTBYEeT 0Opa3zoBaHHi0 TpomOa. J[aburaTpan
OKa3bIBaeT WHTUOMpYIOIee BO3JCHCTBHE HAa CBOOOJHBIA TPOMOWH, TPOMOWH, CBSI3aHHBIH C
(UOPHHOBBIM CTYCTKOM, U BBI3BaHHYIO TPOMOMHOM arperanuio TpoMOOIUTOB.

dapmakogngamuyeckue 3P HeKTol

B skcnepuMeHTaNbHBIX HCCIIEIOBAaHUSAX Ha Pa3iIMUHBIX MOJEISAX TpoMOo3a in vivo U ex Vivo
MOJTBEPKJIEHO aHTUTPOMOOTHUYECKOE JEHCTBUE M AaHTUKOATYJISIHTHAsI aKTUBHOCTh JadurarpaHa
1ocje BHYTPUBEHHOTO BBEJICHHS U Ja0UraTpaHa STeKCuiiaTa — Iociie IpuemMa BHyTpb.
VYcraHoBieHa TNpsiMas KOPpeNsiLUsl MeX1y KOHIEHTpalnued naburarpaHa B IUIa3Me KpOBU U
BBIPQXEHHOCTBIO aHTUKOAryJsIHTHOrO A¢¢ekra. Jlaburarpan yUIMHSET aKTHBHPOBAHHOE
yacTuyHOoe TpoMmbOomactuHoBoe BpeMs (AUTB), skapunHoBoe Bpemsi cBeptbiBanus (OBC) u
TpoMOuHOBOE Bpemst (TB).

Ipogunaxmuxa eenosnvix mpombosmbonuu (BTI) nocne sHOonpomesuposanus KpynHuix
cycmaeoe

Pe3ynbpTaThl KTMHUYECKUX UCCIIETOBAHUM y AIIUEHTOB, IEPEHECIINX OPTONEANYECKUE ONIEpPALIUU
— SHAONPOTE3UPOBAHNE KOJEHHOTO M Ta300€APEHHOI0 CyCTAaBOB, — MOJATBEPIMIN COXpPAHEHHUE
napaMeTpoB IeMoCTa3a U SKBHBAJEHTHOCTb NpuMeHeHuss 75 mr uiau 110 mr gaGurarpana
aTeKcuiata yepe3 1—4 yaca nocie onepanyu U NOCiaeAyomend noaaepxuBaromen 103s 150 mr
umn 220 mr 1 pa3 B cyTku B TedeHue 6—10 gHe#l (mpu omepanuyd Ha KOJIEHHOM CyCTaBe) U
28-35 nueit (Ha Ta300€IPEHHOM CyCTaBe), IO CPAaBHEHUIO C SHOKcanapuHoM B f1o3e 40 mr 1 pa3 B
CYTKH, KOTOPbII IPUMEHSUIA HAKAaHYHE U [IOCJIE ONIEpaLUH.

[ToxazaHa 3KBHUBAJIEHTHOCTh AHTUTpOMOOTHUECKOro 3(dekra madurarpaHa 3TeKcuUiaTa IMpPU

npumMeHeHnn 150 Mr wiam 220 MTr 10 CpaBHEHHUIO C HOKCAanapvuHOM B 03¢ 40 MI B CyTKH IIpH
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OIIEHKE OCHOBHOM KOHEYHOW TOYKH, KOTOPask BKIIOYAET é&%ﬁﬂﬁ%‘%éﬁ%%hg&%gﬁﬁﬁ U

CMEPTHOCTbH OT JIHOOBIX MPUYHH.

IIpogpunakmuka uncyibma u CUCMEMHBIX MPOMOOIMOONUL Yy naAyuenmos ¢ Guopuiiayuer
npeocepouti

[Tpu nyuTensHOM, B cpefHeM okoio 20 MecsleB, IPUMEHEHUHU Y NalMEeHTOB ¢ GuOpmLIsILuen
IpeICcepaAnid U ¢ YMEPEHHBIM WIIM BHICOKUM PHCKOM HMHCYJIBTA MM CHCTEMHBIX TPOMOOIMOOINi
ObUIO MOKa3aHo, 4TO Jaburarpana sTekcuiar B go3e 110 mr, Ha3HaueHHBIN 2 paza B CyTKH, HE
ycrynan BappapuHy 10 3(()EKTHUBHOCTH MpPeNOTBpAIlleHHs] HHCYJIbTa M CHCTEMHBIX
TPOMOOIMOOJINI Y TAITMEHTOB ¢ GUOPHILTALIMEH TIPeICepArii; TAKXKE B TPyIIIe 1aduraTpana ObLIo
OTMEUEHO CHM)KEHHE PHUCKA BHYTPUUYEPEIHBIX KPOBOTEUEHUI U OOIIEN 4acTOThl KPOBOTEUEHUIA.
[Ipumenenue Oosee BbICOKOM 103kl mpemapara (150 Mr 2 pa3a B CyTKH) JOCTOBEPHO CHUXKAJIO
PUCK HIIEMHUYECKOTO U TE€MOPParnyecKoro HMHCYJIbTOB, CEPAECYHO-COCYIUCTONH CMEPTHOCTH,
BHYTPHUYEPEITHBIX KPOBOTEUECHUH U 00111eH YaCTOThI KPOBOTEUEHUH 110 CPABHEHMIO C Bap(hapUHOM.
MemnbImast 1o3a qaburarpaHa XapakTepHU30Ballach CYIIECTBEHHO 00JIee HU3KUM PHCKOM OOJIBIITHX
KPOBOTEUCHHIA TI0 CPABHEHUIO C Bap(PapruHOM.

YucTelit KIMHUYECKUH 3P PEKT OLEHUBAJICS ITyTEM OIpelesIeHUus] KOMOMHUPOBAHHOW KOHEUHOU
TOYKM, BKJIIOYABIIEH  4YacTOTy MHCYJIbTA, CHCTEMHBIX TpPOMOO3MOOJIMH,  JIErOYHBIX
TPOoMO0IMOOIHIA, OCTpOro HH(pAapKTa MHOKAPAa, CEPACIHO-COCYTUCTONR CMEPTHOCTH U OOJIBIINX
KPOBOTCYECHUH.

ExeronHass yacToTa NEpeYUCIIEHHBIX COOBITHMM Yy MalMeHTOB, NOJyYaBIIMX JaOurarpaHa
3TEeKcUiaT, ObUIa HIKE, YeM y MAI[MeHTOB, MOJyYaBIIuX BappapuH.

W3meHeHus B 11a0OpaTOpHBIX MOKa3zaTelsiX (QYHKIUM MEYEHH Yy NaIMEeHTOB, IOIy4aBIINX
naburaTpaHa 3TEKCUIIAT, OTMEYAINCh CO CPaBHMMOM WJIM MEHbILEH 4acTOTOM MO CPaBHEHUIO C
nanveHTaMM, OTy4aBIIMMH Bap(papuH.

JlononHUTENbHOE M3y4eHHUE JaburarpaHa 3TeKcHUaTa B HAONIOJATENbHBIX HCCIIEAOBAHUAX Y
MAalUEeHTOB ¢ PUOPHIUISIMEH TIpeAcepInid CBUIETENBCTBYET, YTO MoKa3zaTtenu 3PGEeKTUBHOCTH U
0e30mMacHOCTH  Ipernapara B  KIMHUYECKOW IPAKTUKE COOTBETCTBYIOT — pe3ysbTaTraM
pPaHIOMU3UPOBAHHBIX UCCIIEJOBAHUM.

Pesynbrarel  NPOCHEKTHBHOTO  PaHAOMHU3HUPOBAHHOIO  MCCIIENOBaHUs RE-CIRCUIT
MIPOJEMOHCTPUPOBAIIN, UTO BBIINOJIHEHNE KaTeTEPHOH a0ialuy y MalueHToB ¢ MapoKCHU3MalbHON
WIM TepcucTtupymoomeid ¢ubpuuiauueid mnpeacepauil, MOMy4arolluX HENpepbIBHBIM Kypc
naburarpana stekcuiara B go3e 150 mr (1 kamcyna) 2 paza B CyTKH, XapaKTepU3yeTCsl MEHbILINM
pPUCKOM OOJBIIMX KPOBOTEYEHMH B CPAaBHEHHMH C TMAIUEHTAMH, y KOTOPBIX MpOLEaypa

BBIMNOJIHSUIACh Ha (POHE HEMPEPBIBHOTO Kypca BapdapuHa. Paznuuunii Mexay rpyrmnaMu cpaBHEHUS
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. (QOcC OBL HOC TR Q0045
B OTHONIEHWH 4YaCTOThl KOMOWHUPOBAHHOM | KOHEYHOM Tom: EBKEE)J‘;I e'I/IT"I/IHCVjJI'BTBI,

CHCTEMHBIE 3MOOJIMH WK TPAH3UTOPHBIE HIIEMUYECKHE aTaKH, BBISBIICHO HE OBLIIO.

Pesynbrarsl OTKPBITOTO PaHAOMU3UPOBAHHOTO HUCCIEN0BAHUS RE-DUAL PCI
MPOJIEMOHCTPUPOBAIIU, UTO MPUMEHEHHUE Taburarpana sTekcunara B go3e 150 mr 2 pasa B CyTKH,
an6o B no3e 110 mr 2 pa3a B CyTKH B KOMOMHAIIMU C KIJIOMHJIOTPEJIOM WU TUKArpeiopoMm y
MAIUEHTOB ¢ HEKJIAMAaHHON (GUOpUIUISIIMEN PEeACepAnid, MEPEHECIINX YPECKOKHOE KOPOHAPHOE
BMEUIATEIbCTBO CO CTEHTUPOBAHUEM, XapaKTEPU3YETCsI MEHBIIUM PUCKOM Pa3BUTHUS IEPBUYHOMN
KOHEUYHOU TOYKH (O0bIINE U KIMHUISCKH 3HAYNMbIE KpoBoTeueHUs 110 Kitaccudukanuu [ISTH) B
CpPaBHEHMHM C KOMOMHHpPOBAaHHOW Teparuel, BKiIouaroleil B cebs BappapuH B COUYETAHUU C
kionuaorpeniom uinu tukarpenopom u ACK. Ilpu 3ToM B OTHOIICHMH KOMOWHHPOBAHHOMN
KOHEYHOU TOYKHM IPPEKTUBHOCTH, BKIIOYABIIECH B ce0s1 CMEPTh, TPOMO0IMOOINYECKHE COOBITHS
(uHpapKT MHOKapAa, HWHCYIbT WM CHCTEMHBIE SMOONUHU), IMOO He3aIaHUuPOBAHHYIO
peBacKylsapu3alnoo, o0beAMHEHHAs TpyMa MalueHTOB, MOJNyYaBIIUX HaburaTpaHa 3TEKCHIIAT
(06e mo3bI mpemapara) B KOMOMHAIIMK C KJIOMUIOTPEIIOM WJIM THKAarpeaopoM, He yCTymaia 1o
3¢ PEKTUBHOCTH TPYIIIE MAMEHTOB, MOTYYaBIINX KOMOMHHUPOBAHHYIO TEpaNuio Bap(HapruHOM B
COYETaHUHU C KJIONMUIOTpesnoM uiu tukarpenopom u ACK.

Ipogpunaxmuxa mpom60IM601ULL Y NAYUEHMO8 C NPOME3UPOBAHHBIMU KIANAHAMU Cepoyd

B xome kmmHW4eckux wuccienoBanuii ¢asel Il nmpumenenus naburatpana u BapdapuHa y
IIALMECHTOB, IEPEHECIINX OIepalyI0 II0 3aMEHEe KialaHa cepAua MEXaHMYECKUM IPOTE30M
(HeZaBHO MPOBE/IEHHBIE ONEpalMy U ONepaliy, IPOBeAeHHbIe Oojiee 3-X MecsleB Hazal), ObLIO0
BBISIBICHO TOBBILIEHHE 4YacTOTHl TpPoMOO3MOOnIMii ¥ oOmiero uyuciaa KpPOBOTEUCHHH
(MpeuMyIEeCTBEHHO 3a CUET MaJlbIX KPOBOTEUEHHI) y MalMEHTOB, MOJyYaBIIMX aadurarpaHa
TeKcwiar. B paHHeM mocieornepallMOHHOM Nepuojie OoNbllne KPOBOTEUEHHS B OCHOBHOM
XapaKTepU30BAIMCh TEMOPPArHUECKUM BBIIIOTOM B MEPUKApJl, 0COOEHHO y MalMEeHTOB, KOTOPHIM
naburaTpaHa STekcuiaTr ObUT Ha3HAUYeH B paHHEM Mepuoje (Ha 3 JIeHb) Mmocie XHPypruvecKon
3aMEHBI KJIallaHOB Cep/La.

Jleuenue ocmpozo mpombosa enyboxux een (TI'B) u/unu mpomb6osmboruu ne2ouHot apmepuu
(TDJIA) u npogpunaxmuxa cmepmenbHbIX UCXOO08, BbIZLIBAEMBIX IMUMU 3AD0NEBAHUAMU
Pe3ynbraThl KIMHUYECKHX UCCIEI0BAaHUN y ManueHToB ¢ HanmuueM octporo TI'B n/umm TOJIA,
KOTOpBIE MIEPBOHAYATBHO MOJIyYaIi apeHTEPaAIbHYIO TEPANUIO B TEUEHNE, KAK MUHUMYM, 5 THEH,
MOATBEPANUIIN, UYTO Ja0uraTpaHa sTekcwiaar B jo3e 150 Mr, HasHaYeHHBIA 2 pa3a B CyTKH, HE
ycrynan BapdapuHy 1o 3pGEeKTUBHOCTH B OTHOIICHHH CHUKEHHSI YaCTOThI PEIUINBUPYIOIIETO
cumnromarnyeckoro TI'B w/mmu TOJIA wu ciaydaeB cMepTH, OOYCJIOBJICHHBIX ATHUMHU

3360J'I€B3HI/I$IMI/I, Ha NPOTAKCHHUU 6-MECSIIHOTO nepuoaa JCYCHU. v ManyueHTOB, MOJYyYaBIIUX
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i{noc OB A HOCTS 0004
,I[a6I/IranaHa 3TEKCUJIAT, KPOBOTECUECHUS OTMEYaJIHCh 31'{1)':11/1% OEbe;@,_l l;ILEII\Ir VTrI'aIII/re%I"rOB,

MOJy4aBIIUX Bap(apuH.

UYacrota pa3zButus nH(papKTa MHOKapaa BO BCEX MPOBOAMMBIX HccienoBanusx mpu BT, Bo Bcex
Je4eOHBIX rpynmnax Oblia HU3KOM.

Tlokazamenu ¢hynxkyuu nevenu

B uccrnenoBanusx ¢ IpUMEHEHUEM aKTHBHBIX IIPENApaTOB CPABHEHUS BO3MOXKHbBIE M3MEHEHUS
nokasaresei (yHKIHUU MeYeHU BO3SHUKAIHU Y MAIlMEHTOB, MOJIYYaBIINX Ja0uraTpaHa 3TEKCHUJAT,
CO CpaBHUMOW WJIM MEHbLIEH 4YacTOTOW, 4YeM Yy MalMeHTOB, MOdyd4aBIIux BapdapuH. B
HCCJIEIOBAaHUM C IUIae00 CYIIECTBEHHOTO PA3JIMyusi B OTHOIICHWHM HM3MEHEHMH IoKa3aTesiei
(YHKIMM TI€YeHH, BO3MOXKHO HWMEIOIIMX KIMHUYECKOE 3HAYEeHHE, MEXAYy TpyNIaMud C
IpUMEHEHHEM AadurarpaHa U amnedo He 0TMEYanoCh.

Ipogpunaxmuxa peyuousupyroujeco mpomoosa 2enyooxux eew (TI'B) w/unu mpomb6os2m601UU
nezoynotl apmepuu (TIJIA) u cmepmenvbHbiX UCX0008, GbI3bIBAEMBIX IMUMU 3A001e8AHUAMU
Pe3ynbTaThl KITMHUYECKOTO UCCIIEIOBaHMS Y TTAIIMEHTOB ¢ penuauBupytonmm TI'B u TOJIA, yxe
[OJIy4aBIIUX B Te€UEHUE OT 3 10 12 Mecs1eB aHTUKOATyJISHTHYIO TEPaIlni0 U HYXK/IaBIIUXCS B €€
MPOJOHKEHUH, TTOITBEPAUIIH, UTO JIeYeHHE naburaTpaHa 3TeKcuwiatoMm B go3e 150 mr 2 pasza B
CYTKHM He ycrymaino jeuebHoMy 3 dexty Bapdapuna (p=0,0135). V nanueHTOB, MOTyUYaBIINX
naburarpaHa 3TEKCHIIAT, KPOBOTEUYECHHUS OTMEYAJINCh 3HAYUTEIBHO PEXEe, YeM Y NalHeHTOB,
MOJTy4aBIIUX Bap(apuH.

B nccnenoBannu cpaBHeHus 1aburarpaHa 3TeKCcuiIara ¢ miarnedo y malrueHToB, YoKe MoJTydaBIInX
B Te4yeHue oT 6 10 18 MecsieB aHTaroHUCThl BUTaMMHa K, ObUI0 ycTaHOBJIEHO, UTO AabUraTpaH
MPEBOCXOWII TUIale00 B OTHOIIEHUH MPOQPMIAKTUKU PELMIUBUPYIOIIETO CUMIITOMATHYECKOTO
TI'B/TOJIA, BkItouas ciiyyau CMEPTH OT HEYCTAaHOBJIEHHOM NMPHUUYMHBI, CHUKEHHME pHCKa 3a
nepuo nedeHus coctaBuiio 92% (p<0,0001).

YacToTa pa3BuTus MH(PapKTa MHOKap/ia BO BCEX MPOBOAUMBIX HccienoBaHusax npu BT Bo Bcex
Je4eOHBIX rpymmnax Obljia HU3KOMH.

Ilokazamenu ¢pynkyuu nevenu

B uccrnenoBanusx ¢ IpUMEHEHUEM aKTHBHBIX IIPENApPAaTOB CPABHEHUS BO3MOXKHBIE M3MEHEHUS
nokasarenei (PyHKIIMU MMeYeHH BO3HUKAIIM Y MAIMEeHTOB, MOTYYaBIIUX JaOUraTpaHa 3TeKCHIIAT,
CO CpaBHMUMOW WJIM MEHbLIEH 4YacTOTOM, 4YeM Yy MalMeHTOB, MOdyd4aBIIUX BapdapuH. B
UCCJIEIOBAaHUM C TUIane00 CYIIECTBEHHOTO PA3JIMyusl B OTHOIICHWH HM3MEHEHMH IoKa3aTeseil
(YHKIMU T€YEeHH, BO3MOXKHO HMEIOIIMX KIMHUYECKOE 3HAUYEeHHE, MEXAYy TIpynrnaMud cC

MMPUMCHCHUCM ,[[3.6I/IFanaHa n HJ'IaI_IC6O HC 0TMECYAJIOCh.
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5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

[Tocie mpuema BHYTpb AaOuraTpaHa 3TEKCHJIAT OBICTPO M IOJIHOCTBIO MpEBpalaeTcs B
naburaTpaH, KOTOPHIH SBISIETCS aKTUBHON (pOpMOH B T1a3Me KpoBH. Pacmienienue npoiekapcTsa
naburaTpaHa STeKcUsIaTa ¢ HOMOMIbIO KaTaJTu3uPYyEeMOTro ICTepa3oi ruApPOIIn3a 10 JEHCTBYIONIErO
BellecTBa AaldurarpaHa sBIseTCs NpeoOianarolell MeTaboandeckoi peakuuend. AOCOTOTHAsS
OMOJOCTYIHOCTh JaburarpaHa Iocje IMpHeMa BHYTPh Ipenaparta gaburarpaHa >TEKCHIIaTa
COCTaBJIsUIA PUOIU3UTEIBHO 6,5%.

[Tocne mpuema BHYTpb IpenapaTa aa0urarpaHa 53TEKCHJIaTa y 370POBBIX J10OpPOBOJIBLEB
dapmakoknHeTHUeCKUi mpoduiab aadurarpaHa B IUIa3Me€ KPOBU XapaKTEpU3YETCsl OBICTPHIM
YBEJIMUYEHUEM IIJIa3MEHHBIX KOHLEHTPALU ¢ JOCTHKEHUEM Cmax B TeueHue 0,5 u 2,0 yacos nociie
npuemMa mpernapara.

AGcopbuus

HccnenoBanne, B KOTOPOM OIICHMBAJIM  BcachblBaHWE Ja0urarpaHa »dTeKcuiara B
IOCJICONEPAIMOHHOM IIepuoie uepe3 1—3 yaca nocie Xupypruaueckoro BMEIIaTeIbCTBa, I0Ka3aio
OTHOCHUTEJIbHO HU3KYI0 CKOpPOCTb BCAaChbIBaHUS [0 CPaBHEHHUIO C BCACHIBAHHUEM Y 370POBBIX
no6poBosnbiieB, AUC xapakTepusyeTcsi HIOCTENIEHHBIM MOBBIIIEHUEM aMILIUTY bl 0€3 MOSBICHUS
BBICOKOT'O MHKa KOHLEHTpaluu B miasme. Cmax B IUIa3Me KPOBH JOCTUTaercs 4epe3 6 4acoB
rocje IMPUMEHEHHs] Ipernapara B IOCIEONEPALMOHHOM IIEPUOJAE 3a CYET BIUSHUS TaKHUX
comyTcTBYIOIUX (akTopoB, kak aHecresus, nape3 KKT u BbIOTHEHHE XHPYPIUYECKOTO
BMeIlIaTeIbCTBA HE3aBUCUMO OT JIeKapcTBEHHOU (opMbl penaparta. [lanpHeiiee ncciaeqoBanme
[0Ka3ajlo, 4TO MEAJICHHOE U OTCPOYCHHOE BCAChIBaHHME OOBIUHO HaOJI0aeTCsl TOJIBKO B JIEHB
XUPYpru4ecKoro BMeUIaTenbcTBa. B nocnenyronme gHU BcachblBaHUE JaOUraTpaHa MPOUCXOAUT
ObICcTpO, ¢ JocTHkEHNEM Cmax B IJIa3M€E KPOBH uepe3 2 yaca mociie npruemMa npernapara.

[Tpuem nuimm He BAMsET Ha OMOJIOCTYNHOCTD Ja0uraTpaHa 3TEKCUiIaTa, HO 3aJepKHUBAET BpeMs
noctrkeHust Cmax B IUIa3Me KPOBU Ha 2 yaca.

Cmax 1 AUC 6bUTH TPOTIOPITMOHAIIBHBI J03€.

[Tpu nepopanbHOM npueme nesuieT 6e3 ruapokcunponuameruiesuitono3noi (I'TIML) o6onouku
KarcyJbl, OMOJIOCTYITHOCTh MOXET BO3pacTaTh Ha 75% 1ociie oJJHOKpaTHOro rnpueMa u Ha 37% B
PABHOBECHOM COCTOSIHUU IO CPaBHEHMIO C OMOJOCTYMHOCTBIO NPH MPUMEHEHUHU pedepeHCHOU
KarcyJbHOH JekapcTBeHHOM (opmbl. [loaTomy ciienyer Bcerna coXpaHsTh HEIOCTHOCTh KamcyJl
n3 I'TIMI] npu KIMHAYECKOM INPUMEHEHWM I NPEIOTBPAIICHMS CIYyYalHOIO IOBBILIECHUS
OMOO0CTYTHOCTH JAa0urarpaHa sTekcumnara (cMm. pasaen 4.2).

Pacnpenenenue

Ha6mronamace wHuskas (34-35%), He3aBuUCHMasi OT KOHIIGHTPAIlMM CTEMEHb CBS3BIBAHUS

naburarpaHa ¢ Oenkamu 1ia3Mbel KpoBu. OObeM pacmpenesieHusi JaduraTpaHa COCTaBIIsET
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60—70 1 ¥ TPEBOCXOAUT O00BEM OOIIEro CoACpKaHMsI 'QRB;-]!}EC;[;;;I'{'-I'/IQV:IQI:‘HB 'Q/Ea'—'gié'ﬁé'é{é% Ha

yMEpEHHOEe pacrpesielieHne JadurarpaHa B TKaHsIX.

Buorpancdopmarus

Metabonu3m U 3KcKpenus AadurarpaHa ObLIM HM3YYeHbI MOCJE€ OJHOKPATHOTO BHYTPUBEHHOTO
BBEJICHUS MEYEHOI0 paJMOAKTUBHBIM H30TONOM JaburarpaHa 3J0pOBBIM J10OpPOBOJIBLAM
MyKcKoro monia. Ilociae BHYTpMBEHHOTO BBEIEHUS MEUEHBIH paJAMOAKTHBHBIM H30TOIOM
nadurarpaH BBIBOAMIICS TTIaBHBIM oOpa3zom moukamu (85%). Dxckpeuns uepe3 KKT cocraBuna
6% BBEIEHHON [03bl. YCTaHOBJEHO, 4YTO uepe3 168 4YacoB mociae BBEICHUS MEYEHOTO
paanoakTuBHOrO npenapara 88—94% ero 1036l BBIBOJAUTCS U3 OpraHU3Ma.

Jlaburarpan moaBepraercsi KOHBIOTHPOBAHHIO ¢ 00pa3oBaHHEM (HapMaKOJIOTUYECKH aKTUBHBIX
anuATIIOKypoHUI0B. CyIIECTBYIOT 4YeThIpe MO3UIMOHHBIX u3omepa, 1-O, 2-O, 3-O, 4-O-
AIWITITIOKYPOHUI, KaXIbld M3 KOTOPBIX cocTaBiasier Menee 10% oOmiero coaepxaHus
naburaTtpana B maa3Me KpoBu. Ciellbl IpyruX MeTa0OIUTOB MOXKHO OBLIIO OOHAPYKUTH TOJIBKO C
IIOMOUIbIO BBICOKOYYBCTBUTEIbHBIX aAHAJIUTUYECKUX MeETOJ0B. JlaburarpaHn BBIBOAMTCS B
OCHOBHOM B HEM3MEHEHHOM BHJI€ C MOYOH CO CKOpPOCThIO mpubam3utenbHo 100 mi/muH, 4TO
COOTBETCTBYET CKOPOCTH KIIyOOUKOBOM (PUIBTpALIUU.

DJIMMUHALNS

Konuenrpanuss paOurarpaHa B IUJIa3M€ CHIDKAETC OMAKCIOHEHIMAIBHO CO CPEIHUM
TEPMHUHAJIBHBIM NEPUOAOM MONYyBbIBeACHUsSI 11 4acoB y 310pOBBIX J0OPOBOJIBLIEB MOXKUIOIO
Bo3pacta. Ilociie MHOTOKpaTHOrO TPUMEHEHHs TEepMUHAIbHBIA MEpUOoJl IOJyBBIBEACHUS
coctaBisn okoyo 12—-14 wyacos. Ilepuon mnoisyBeIBeneHUsT HE 3aBHcen OT J03bl. [lepuon
TIOJTYBBIBE/ICHUS YAJTMHSIETCS TP HApYHIIeHWHW (QYHKIWU TOoYeK, cM. «Hapymenue QyHKunm
MOYEK».

DapMaKOKMHETHKA Y 0CO0BIX rpyni DanucHTOB

Hapywenue ¢ynxyuu novex

B wuccnenosanusx I ¢asel sxcnosunus (AUC) paburarpaHa moclie MepopaibHOro IpHema
naburaTpaHa 3TeKcuiiaTa Obuta MpUOIU3UTENBHO B 2,7 pasa BbIIlIe y T0OPOBOJIBIEB C YMEPEHHON
noyeuHoi HegocTatouHOCThI0 (KK 30—50 Mi1/MUH) IO CpaBHEHUIO ¢ IKCIIO3UIMEN 1aburarpaHa
y 100pOBOJIBIEB €3 MOYSUHON HEJOCTATOUHOCTH.

VY HeOoNbIIOro KoMu4yecTBa JOOPOBOJBIEB C TSHXKEION CTENEHBI0 MOYEYHON HEJ0CTaTOYHOCTU
(KK 10-30 mu/mun) sxcnozunus (AUC) naburatpana Obiia NpuOIU3UTEIHHO B 6 pa3 BhIIlIE, a
NEepUoJl TOYyBBIBEJACHNUS — MPUOIU3UTEIBHO B 2 pa3a JAJMHHEE 110 CPABHEHUIO C MOMyJIsIHen
MAIMEHTOB 0€3 TOYeYHON HEOCTAaTOYHOCTH (CM. paznuensl 4.2, 4.3 u 4.4).

[lepuon monyBBIBEZCHUST O0IIEro gadurarpaHa y 3J0pOBBIX MAIMEHTOB W Y TMAIMEHTOB C

HapylieHneM (QyHKIUU TOYeK:
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Tabmuua 11. Ilepuon momyBbIBeAEHHUsI O0mIero nadurarpaHa y 3J0pOBBIX MAIUEHTOB U Y

ManuCHTOB C HAPYUICHHUCM (1)YHKLII/II/I IIOYCK.

ot 03.04.2025 N= 2962

(NOCNEOQCBATENEHOCTE 0004)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

CkopocTh KITyO0OUKOBOH (PrITbTpaIiuu
(Kmupenc Kpearnnauna, Mir/MuH)

I'eomerpuueckoe cpennee 3naueHue (gCV%;
JIMara3oH) Neproa MOIyBbIBEICHHS, U

>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, skcmo3unus gadurarpaHa (B MOMEHT JAOCTHKCHHUS MUHHMAIBLHON KOHIICHTPAIIUU
mpernapara B KpOBU M B MOMEHT JIOCTHKEHUSI MAaKCUMAIbHON KOHIIGHTPAIMH [IpenapaTa B KPOBU)
OblJa OlLIEHEHA B MPOCIEKTHBHOM OTKPBITOM PAaHIOMH3UPOBAHHOM (hapMaKOKHHETHUYECKOM
UCCIIC/IOBAaHUH Y TAIUEeHTOB ¢ HeknanaHHoW DIl ¢ TspkensiM HapymieHHeM (QYHKIHU MOYEK
(onpenensempiM kak KK 15-30 mu/mMuH), KOTOpbIe MOJydasd Aa0UratpaHa 3TEKCHiIaT 75 mr
2 pa3a B CyTKU. DTOT PEXHM JO3UPOBaHUS OOECIeunBaj reOMETPHUUECKOe CpeHee 3HAYCHHE
KOHIIEHTPAllUd B MOMEHT JOCTH)KCHHSI MUHUMAJIbHON KOHIIEHTpAallMU Mpernapara B KpoBH 155
ar/mi (gCV 76,9%) npu u3MepeHUU HEMOCPEICTBEHHO IMEpe/ MPUEMOM CIICIYIOMICH T03bI U
TeOMETPUYECKOE CpeslHee 3HaUeHHe MakcuMaibHOU KoHIeHTpauuu 202 ur/min (gCV 70,6%) npu
M3MEpPEHUH uepe3 2 yaca mocie npruemMa nociaeHel JO3bl.

Knupenc npaburaTpana mpu reMoauanu3e HCCIEAOBajicCs y 7 TMAalUEeHTOB C TEPMHUHAIbHOMI
XpOHUYECKOU movyeuHor HemoctarouHocThio (TXITH) 6e3 dubpmmsinun npencepauii. Juamus
MIPOBOJIUIIM CO CKOPOCThIO MOTOKa auanuzata 700 Mu/MUH, ¢ TIPOJOJDKUTEIBLHOCTBIO 4 Yaca U
ckopocThio kpoBoToka 200 mu/muH wmmu 350-390 mu/MuH. DTO TPHUBOJWIO K CHIDKEHUIO
KOHIleHTpanuu pgaburatpana Ha 50-60% cooTBeTcTBeHHO. KonM4yecTBO JEKapCTBEHHOTO
CPEJCTBA, KOTOPOE BBIBOJUTCS C MOMOIIbIO TUAIN3a, IPOHNOPIHOHAIBLHO CKOPOCTH KPOBOTOKA
IpU CKOpPOCTH KpoBOoTOKa A0 300 Mi/MMH. AHTUKOAryjisiHTHas aKTUBHOCTbH JaburaTpaHa
CHUYKalach MPHU YMEHBIIEHUH €r0 KOHIEHTPALMH B IUIa3Me€ KPOBH, U MPOLEAypa HE BIUsAIA Ha
dbapmakoguHaMUYecKHe/papMaKOKHHETUUECKHE B3aUMOCBSI3H.

Meaunana KK B nccnenoBanuum RE-LY cocraBisuia 68,4 mur/muH. [lpakTudecku y MOJIOBUHBI
(45,8%) nmarmenTtoB B uccnegopanuu RE-LY KK cocrabmsm >50 — <80 mur/mMuH. Y manumeHToB ¢
yMmepeHHbIM HapymeHueM ¢yHkiun modek (KK 30-50 mi/MuH) KoHIIEHTpanuu gaburaTpaHa B
1a3Me KPOBH JI0 U MOCIIE TprUeMa J103bI ObLIH B CPETHEM COOTBETCTBEHHO B 2,29 paza u 1,81 pasa
BBIIIIE 110 CPABHEHUIO C ManueHTaMu 0e3 Hapymenus Gpynkun noyek (KK >80 mn/mun).
Menuana KK B ucciaemoBannu RE-COVER coctabnsana 100,4 mn/mun. Y 21,7% nanueHToB OBLIO
nerkoe HapymeHue Qyskiuu noudek (KK >50 — <80 mn/mun), u y 4,5% nanueHToB OBLIO
ymepenHnoe Hapymenue ¢yHkiuu nodek (KK 30-50 mu/mun). YV manweHToB C JETKUM U

YMCPCHHBIM HApPYIICHHUEM (I)YHKI_II/II/I MMOYCK KOHLICHTpALUH z[a61/1ranaHa B IIa3MC KpPOBU B
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PABHOBECHOM COCTOSIHHHM TI€pE]l IPHEMOM OUYepPEIHOM ,Z[‘(:)EIII;I 6&%&&%}5%@&0&3@5&33&1&0 B

1,8 paza u 3,6 pasa Beimie 1mo cpaBHeHHt0 ¢ manueHtamu ¢ KK >80 mu/muH. AHanmorudHbie
3navyenus 1t KK 6pun o6Hapyskens! B uccnenosanuu RE-COVER 11

Menuana KK B uccinenoBanusx RE-MEDY u RE-SONATE cocrasisina 99,0 mu/mua u 99,7
MJI/MHH COOTBETCTBEHHO. Y 22.9% m 22,5% mnamuentoB B ucciaegoBanusx RE-MEDY u RE-
SONATE KK cocrasisin >50 — <80 min/muH, n'y 4,1% u 4,8% mauuentoB KK cocrasssut ot 30 1o
50 mu/MuH.

Toowcunvie nayuenmoi

B cneumaneHbpix (papmakokuHeTHUecKMX wHcciaenoBaHusx | (aspl y MmanueHToOB MOXKUIIOTO
Bo3pacta HaOmoaanock yBenuuenne AUC Ha 40—60% u Crax Ooniee yem Ha 25% 10 CpaBHEHUIO
C MOJIOABIMHU MMAIIUCHTAMH.

Brnusinue Bo3pacta Ha SKCIO3ULIMIO Taburarpana ObLIO MOATBEPKACHO B HccienoBanuu RE-LY:
C yBEJIMYEHHEM MHHHMMAJIBLHOW KOHIICHTPAIIUU MpernapaTa B KpOBH (MEepel MPUEeMOM OYepeIHOM
7103b1) puMepHO Ha 31% y marueHToB B Bo3pacTe >75 JE€T U CHUKEHUEM IPUMEPHO Ha 22% y
MAalMEeHTOB B Bo3pacTe <65 JIET M0 CPAaBHEHHIO C MUHUMAJILHOW KOHIICHTpAlMeW mpemnapara B
KpOBH (IIepe]l IpUeMOM OYEPEIHOM J103b]) y MalMEHTOB B BO3pacte oT 65 10 75 neT (CM. pasaenbl
42u4d4).

Hapywenue ¢ynxyuu nevenu

He nabmioganock W3MEeHEHWI B KOHIEHTpamuu naburarpana y 12 manueHTOB ¢ yMEpeHHOU
MEYCHOYHON HeocTaTouHOCThIO (Kiace B mo Yaitna-I1sio) mo cpaBHeHuto ¢ 12 marnueHTaMu u3
IpynIbl KOHTpouis (cM. pasaensl 4.2 u 4.4).

Macca mena

KoHnentpanuu naburatpana B MOMEHT JOCTHXKEHHUSI MUHUMAJIbHON KOHIIEHTPAIIMU Tpernapara B
KpoBU OblIM mpuMepHO Ha 20% HMXe y ManueHToB ¢ Maccoil Tena >100 Kr mo cpaBHEHHIO C
narueHTamu ¢ maccoit tena 50-100 kr. bonbmuucTBO (80,8%) ManueHToB OB B KaTeropuu
Macchl Tena >50 kr u <100 kr, B mpeaenax 3TOro Avana3oHa SBHBIX Pa3IUYUil KOHIEHTpAIUn
JaburarpaHa He ycTaHoBJIeHO (cMm. paszzaensl 4.2 u 4.4). KiimHuueckue naHHbIE B OTHOILICHUU
MAalUEeHTOB ¢ Maccoil Tena <50 Kr orpaHuYeHBbI.

Lion

OKCMO3ULMS IEUCTBYIOIIETO BEIIECTBA B HCCIEA0BAaHUAX NEpBUUHON npodriakTuku BT Obina
npumepHo Ha 40—50% BIIIIE y TAIMEHTOB KEHCKOTO T0JIa; KOPPEKTUPOBKH JT03BI HE TpeOyeTcs.
[TarueHTHI JKEHCKOTO MoJa ¢ GUOPUIUTSIIEH NpeacepAnii UMeT MUHUMAIbHYI0 KOHIICHTPAIIHIO
npenapara B KpOBM M KOHIUEHTpAIMIO Ipenapara B KPOBHU IOCIE MpUEMa OYEepEaHOM J103bl B
cpenreM Ha 30% BoIte. KoppektupoBku 10361 He TpeOyeTcs (cM. pazaen 4.2).

Omuuueckue epynnsi
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He BrIIBIEHO KIMHUYECKH 3HAYUMEIX 3THquCKHxnpa3J-1|1§q'—Ilm E"BT%QIE)MHOEH"HETHI%% U

dapmakonuHamMuKe Aa0UraTrpaHa Cpead MAIMeHTOB €BPONCOMAHOHN packl, adpoaMepuKaHIIEB,

JIATUHOAMCPHUKAHIICB, ATIOHICB UJIN KHTaﬁHeB.

cDapmaKOKuHemuqecme 83aUMO0elicmeus

I/ICCJ'Ie,I[OBaHI/ISI B3aHMOﬂeﬁCTBHH in Vitro He MOKa3aju I/IHI‘I/I6I/IpOBaHI/IH HJIM UHAYKOHUHU OCHOBHBIX

n3odepMeHToB nuToxpoma P450. 31o 6bUI0 MOATBEPKAECHO UCCIETOBAHUSIMU il ViVO C Y9aCTHEM

3JI0POBBIX JIOOPOBOJIBIIEB, Y KOTOPBIX HE HAOIIOAAIOCh HUKAKUX B3aMMOICHCTBHIA MEXKIY dTUM

npenapartoM MW CISAYIOUMMH JCHCTBYOIUMHU BemiecTBamu: artopBactaTuHOM (CYP3A4),

JTUTOKCUHOM (B3aMMOJICICTBHE ¢ OETKOM-IIEpEeHOCUMKOM P-riamkonporenHa) U IukiopeHakoM

(CYP2C9).

5.3. JlaHHbIe JOKJIHHHYECKO 0e30macHOCTH

CormacHo JOKINMHHUYCCKUM JaHHBIM, HC OBUIO BBIABIECHO OCOOBIX PHUCKOB IJisI 4YCJIIOBCKA IIO

pe3yibTaTaM CTaHAAPTHBIX HCCIENOBaHUN (hapMaKOJIOTHYECKOH Oe30MacHOCTH, TOKCHYHOCTH

IIpU MHOT'OKPAaTHOM IIPUMCHCHHUHN U TCHOTOKCHYHOCTH.

aq)(beKTbI, Ha6J'IIOI[aeMbIe B HCCJICAOBAHUAX TOKCHUYHOCTH IIPU MHOI'OKpPATHOM IIPHUMCHCHUHU

npcrapara, ObLIU O6YCJ'IOBJ'ICHBI YCHUJIICHHBIM (I)apMaKOIII/IHaMI/IquKI/IM HeﬁCTBHeM I[a6I/IFanaHa.

br110 OTMEUEHO BIMSHHE Ha q)epTI/IJ'H)HOCTI) CaMOK B BHJC YMCHBUICHUSA YUCIIA I/IMHJ'IaHTaIII/Iﬁ n

YBEIMYCHUS TPEIUMIUIAHTAMOHHBIX TIOTeph MpH KOHHeHTpauun 70 wr/xr (B 5 pa3

HpeBLII_HaIOI_Heﬁ YPOBCHB 3KCIIO3UIUU B I1JIa3ME KPOBU Y LIe.]'IOBeI(El). HpI/I J03aXx, OKa3bIBArOIINX

TOKCHYECKOE BO3JCHCTBUE HA MaTh (B 5-10 Ppa3 MPEBLINIAOIINX YPOBCHb SKCIIO3ULIUA B IIJIa3ME

KPOBH Yy 4eNIOBEKa), y KpbIC U KpPOJMKOB OBIJIO OTMEYEHO CHM)KEHHE MacChl Tela |

JKU3HECTIOCOOHOCTH TIOIA HAPAY C YBEJIWYEHUEM YacTOThl OTKJIOHEHHWM B pa3BUTHU IUIona. B

HCCJIICAOBAHUN BJIMAHHA HA IIPEC- W IMOCTHATAJIIBHOC PAa3BUTUC OBLIO OTMEYCHO YBCINYCHUC

CMCPTHOCTH IIIIOJOB IIPU 034X, OKa3bIBAKOIIHUX TOKCHYECKOC BO3JCHCTBUE Ha CaMOK (1103a,

COOTBETCTBYIOIIAsl YPOBHIO SKCIO3UIIMHU B IJIa3Me KPOBH B 4 pa3a BHIIIE, UEM y UETIOBEKA).

B nccnenoBannm TOKCMUHOCTH y HETOJIOBO3peENbIX Kpbic Buctap XaH cMepTHOCTD Oblila CBsi3aHa

C KPOBOTCUYCHUAMMU IIPU TAKUX KC YPOBHAX CUCTCMHOI'O BO3HCﬁCTBHH, IIPpU KOTOPBIX Y B3POCIIBbIX

JKUBOTHBIX BO3HUKAJIM KPOBOTCUCHUS. C‘{I/ITaCTCSI, 9TO CMCPTHOCTH KaK Yy B3pPOCJBIX, TaAK U Y

HEMOJIOBO3PEJIBIX KPBIC CBSA3aHA C MOBBIIIEHHON (hapMaKOoJIOTrHYeCKON aKTUBHOCTBIO JaduraTpaHa

B CBA3HM C MCXaHHYCCKHUM BOS)I@fICTBI/IGM BO BpPEMsA BBCIACHUA IIpCliapara H M&HI/IHYJ'IS[HI/I?I.

CornacHo JaHHBIM HCCJIICAOBAHUA TOKCHUYHOCTHU Y HCHOJOBO3PCIIBIX KHUBOTHBIX HEC OBLIO

BBISBJICHO HU MOBBIIICHHOM YYBCTBUTCIIBHOCTU B OTHOLICHHUHN TOKCHUYHOCTHU, HU KaKOH-JIH00

TOKCUYHOCTH, CHGHI/I(l)I/I‘IHOf/i AJI1 HEIMTOJIOBO3PEIIBIX )KUBOTHBIX.

35




B TokcHmKoIormuecKnx HCCICAOBAHUAX HA KPBbI(

COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 03.04.2025 N= 2962

ax_u b T e Sk Sk O T

He ObUIO OOHApY’KEHO NMPHU3HAKOB OHKOTEHHOTO MOTEHIMaja AaduraTpaHa npu NPUMEHEHHH B

no3ax 110 200 mr/kr (MaKcuMaibHast).

I[a61/1ranaH, AKTUBHOC BCIICCTBO ,I[a6I/IFanaHa 9TCKCHJIaTa ME3ujiara, YCTOI>'I‘IPIB B Oprma}omeﬁ

cpene.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

CoaepkuMoe KaIcyl:

BUHHAas KHCIIOTA,

HU3KO3aMCIICHHASA THAPOKCUTIPOITHUIILCIIIIIOJIO34,

TUIIPOMEIIO3a,
TaJIbK,
TUAPOKCUIIPOIMIILIEIIIIONO03A.

CocraB KalcyJIbHON 000JI0YKH:

— Kopnyc:

TUIIPOMEIIO3a,

tutana auokcus (E 171),
OpumnanToBslid cunuil (E133);
— KpblleyKa:

THIIPOMEIIO3a,

tutana nuokcun (E 171),

OpwunantoBblii cuauii (E 133).

6.2. HecoBMecTHUMOCTD

He npumennmo

6.3. Cpok rogHocTu (CpOK XpaHeHus1)

2 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUHU

XpaHUTh B OPUTMHAJIBHON YNaKOBKE (KOHTypHas siueiKoBasl yHnakoBKa/KOHTypHas siueiikoBas

yIakoBKa B MAyKe) JUIsl 3alllMTHI OT BJIard Mpu TemrepaType He Bbiie 25 °C.

He nomemnraiite kancynbsl B TaOJaeTHHULIBI (OpraHai3epsl Uil JeKapcTB), 32 UCKIIOYEHHEM TeX, B

KOTOPBIX OHU MOTYT OCTaBaThCsl B OPUTHHAIBLHON YIaKOBKE (KOHTYPHOH S4eMKOBOH yHakoBKe).
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COOTEBETCTEYET 3KI(
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(MOCNELOBATENLHOCTL 0004)

MY OTUETY

6.5. XapakTep u cofep:kaHue NEPBHYHOH YIIAKOBKH

[To 10 xamcyn B KOHTypHOW SYEHKOBOH yMakoOBKE W3 KOMOMHHMPOBAHHOW (hoybru M (oibru
QTIOMHUHHAEBON U yNMakoBKH. [10 6 KOHTYPHBIX SYEHKOBBIX YIIAaKOBOK BMECTE C JIHCTKOM-
BKJIQJBIIIEM B Ia4yKe M3 KapToHa. [y KOHTpOJI MepBOro BCKPHITUSI OOKOBBIE KJIaraHbl MAYKH

MOT'yT OBITh 3aKJICCHEI C ABYX CTOPOH 3TUKCTKAMH.

6.6. OcoOble Mepbl MNPeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  MCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara WM OTX0A0B, TMOJIYYEHHbIX IOcjde NpPHMEHEeHUus
JIEKAPCTBEHHOI'0 NMPenapara, u Apyrue MaHUIYJISIIIUN ¢ PenapaTomM

Oco0ble yKa3aHus IIPU U3BJICUYEHUH KAIICVII 13 OJucrepa;

Ecin Bam npenapar ynmakoBaH B KOHTYPHYHO SYEHKOBYIO YIAKOBKY, TO H3BJIEKHTE KaIlCyIly
CJIEIYIOIIUM 00pa3oM:

[Tar 1. HenmocpenctBeHHO mepes MPUEMOM Karlcyibl aKKypaTHO BCKPONTE SYEHKY KOHTYpPHOM
SIYEMKOBOM yIaKOBKH, IPOAABUB €€ N0 IEPUMETPY U OTOTHYB Kpail.

[ar 2. AKKypaTHO U3BJIEKUTE KaICylly U3 SUYEUKH.

Hlar 3. He BbaBiauBaiiTe Karcyiy uepes (Gossry.

[IIar 4. He u3BnekaiTe Kancysbl 3apaHee

Yrunuzauus

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA
Poccuiickas ®enepanus

00O «Hayuno-Texnomoruueckas dapmarepruueckas pupma «I[IOJIMCAH»
(OO0 «HTD® «ITOJIMCAH»)

192102, r. Cankr-IlerepOypr, yn. Canosa, a. 72, kop1l. 2, TuT. A.

Tenedon: +7 (812) 448-22-22

OnekrponHas moura: info@polysan.ru

7.1. IIpeacTaBUTENb AEPKATE/S] PETHCTPAIMOHHOIO YI0CTOBEPEeHUs!

[Iperen3un HOTD66I/ITCJICI71 HalnpasJATH 110 aApECy:

Poccuiickas @enepanus
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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000 «Hay4Ho-TexHomornueckas dapmareBTuyecKas m%i&é&%@ﬁﬁéﬁﬂt“f’ CTb 0004

(000 «HTDD «ITOJIMCAH»)
192102, r. Caukr-IlerepOypr, yn. Canosa, 1. 72, Kopt. 2, TuT. A.
Tenedon: +7 (812) 448-22-22

DnexTponHas moyra: safety@polysan.ru

Pecriybnuka benapych

000 «IIpomoComntominy»

220007, r. Musnck, yn. Morunesckas, 1. 39A, BIl Bpems, mom. 210
+375 29 1585305

DnekTponHas moyra: info@promosolution.by

Pecny6nuka Kazaxcran

TOO «REGICOM»

050046, r. Anmartsl, ip. AObuait xana, 1. 122/64, ks. 12
+7 (705) 132-78-51, +7 (727) 261-22-15

DnekTpoHHas noydra: safety@regicompany.com

8. HOMEP PETUCTPALHMOHHOI'O YAOCTOBEPEHUA

9. IATA TEPBUYHOM PETUCTPAIIMU/TIOATBEPKIEHUS PETUCTPAIIUN
(MEPEPEI'MCTPALIUN)

JlaTa niepBoi perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

O6I_I_[a$[ XapaKTCPUCTHUKA JICKAPCTBCHHOI'O ITPpCIiapaTa I[a61/1r aTpaHa 3TCKCUJIAT Ilonucan AOCTYIIHA

Ha I/IH(I)OpMaI_II/IOHHOM noprajc EBpaSHﬁCKOFO 9KOHOMHUYECCKOIro cCoOmw3a B I/IH(i)OpMaLII/IOHHO'

KOMMYHUKaIMOHHOM cetn « HTepHe™» http://eec.eaeunion.org/
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