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OBIIASI XAPAKTEPUCTUKA JIEKAPCTBEHHOTI'O ITPEITAPATA

1. HAMUMEHOBAHME JIEKAPCTBEHHOTI'O ITPEITAPATA

Dropuake, 30 Mr, TabIeTKH, MOKPHITEIE TIIGHOUHOH 060104UKOM

Dropuake, 60 Mr, TaGIeTKH, MOKPBITHIE MIEHOYHOH 0601049KO0H COTJIACOBAHO
" MUHHUCTEPCTBOM 3
Dropuakc, 90 Mr, Tab1eTKH, MOKPHITEIE MIEHOYHOH 000/104KO PECIIVBIMIH %%@%?,HEHHH

) 1 IIpuxas MH}IHC%QDCTB& _3ApPABOOXPAHEHHSA
Dropuake, 120 Mr, TabieTKH, MOKPBITHIE LIEHOYHOH 000104KOH ﬁm v 7
L - M ﬁy

2. KAYECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
JleficTBYyIOLIEE BELLIECTBO: ITOPUKOKCHUO.

dtopuakc, 30 Mr, TaGAETKH, MOKPHITHIE IJIEHOYHON 000J04YKOH

Kasxnas Tabnerka copepskut 30 Mr 3TopuKoKcHba.

rtopuake, 60 Mr, TabIeTKH, NOKPHITHIE TIEHOYHOH 00010UKO#M

Kaxaas Tabnetka coaepxut 60 Mr sTopukoxcuoa.

Stopuake, 90 Mr, TabaeTKM, MOKPLITEIE MIeHOYHOH 060104KOH

Kasxas Tabnetka cogepxkut 90 Mr sTopukokcuba.

topuakc. 120 Mr, TabneTku. HOKPHITHIE MIIEHOYHOH 000/104KO#H

Kasiast Tabnetka cojieput 120 Mr sTopukokcuba.

TToJHEIH TIepeyYeHb BCTIOMOraTe bHbIX BELeCTs NPUBEEH B paszene 6.1.

3. JJEKAPCTBEHHAS ®OPMA
Ta6neTku, NOKPHITEE TNIEHOYHOH 000JI0YKOH.

dtopuakc, 30 Mr, TabIeTKH, NOKPLITHIE MIEHOYHOH 060104KOM

Kpyriisie, cerka ABOSKOBBINYKIEIE TabNeTKH, OKPBITHIS MIIEHOYHOH o60J10uKOi esloro UK
noutu 6eJtoro 1pera, ¢ Gackoi.

Bux ma w3nome: Genas wid rouTH Genasi [epoxoBaTas Macca ¢ IUIEHOUHOH 000NMOUKOTH
Besoro WM no4TH OesI0ro LBeTa.

Sropuake, 60 Mr, TabaeTKU, TOKPHITHIE TIEHOUHOH 000104KOi#

Kpyr/isle, JABOSKOBBIMYK/bIE TaOJNETKH, MOKPITEIE IJIEHOYHOH O0OOJOUYKOH CBETIIOro
KOPMUYHEBATO-)KEJITOTO LBeTa, C (acKoi, ¢ rpaBUPOBKOH «60» Ha 0J{HO} CTOPOHE.

Bun Ha w3noMe: Genas M routH Oenas mepoxoBaTas macca C TJIeHOYHOH 0060/10uKOH
CBETJIOTO KOPHYHEBATO-)KEJITOTO 1IBETA.

drtopuake, 90 Mr, TabIeTKH, NOKPBITEIE MIEHOYHO#H 060104KOM

Kpyriible, JBOSKOBBIIYK/Ible TaGNIETKH, MOKPHITHE TUIEHOYHOH 000/I0UKOH PO30BOTO LBETA, C

dackoii, ¢ rpaBUpoBKO# «90» Ha OJIHOW CTOPOHE.
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Bun Ha u3ome: Genas WM mouTH Oenasi IIEpPOXOBATas Macca C IUICHOUHOM 0605104KOMH

PO30BOTO 11BETA.

drtopuake, 120 Mr, TabIeTKY, TOKPLITEIE MLIEHOYHOMH 0607104K0

Kpyrnele, cnerka JBOSKOBEIMYK/ble —TaGNeTKH, TOKPBITHIE MIeHouHOM  0600UYKON
KOPMUYHEBATO-KPACHOrO 1BETa, C (pacKoi, ¢ PUCKOHN Ha OJHOM CTOpPOHE.
Bua Ha usiome: Genas MmM MouTH Oenas LIepOXOBAaTas Macca C IUICHOYHOH 060/104KOH

KOpHYHEBATO-KPaCcHOTO LBETA.
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4. KJIMHUYECKHWE JAHHBIE

4.1. ITokazaHusi K IPHMEHEHHI0

VAHEeH TR ]

| 2 e X pa !
Tpenapar DTOPHAKC MOKA3aH K MPUMEHEHHIO B3POCIBIM U IETAM ot T6 TieTweTapmeanss " _,3
e JleueHHUs XPOHUUECKON 6ONTH B HIKHEH YaCTH CTIUHBL,
¢ CHUMINTOMAaTUYECKON Tepanuu 0CTeOapTpHUTa, PEeBMATOMIAHOTO apTpuTa,
AHKUJIO3MPYIOLIEro CIOHAWIMTA, 00nM M BOCMANEHUs, CBA3AHHBIX € OCTPBIM
M0IarpHYECKUM apTPUTOM;
e KpAaTKOCPOUHOI Teparuk YMEPEHHOH OCTpOH Gony TMOCJIe CTOMATOJIOTHYECKUX
onepaLui.
PeweHre 0 NpUMEHEHHWH CEJIGKTHBHOIO MHIMOMTOPA LMKIOOKCUTEHA3kI-2 (L1OI'-2) poyKHO
6BITH 0GOCHOBAHO ¢ Y4YETOM OOLIMX PHCKOB IS KaXIOTO KOHKPETHOro MalyeHTa (cm.
pasnenst 4.3., 4.4.).
4.2. Pesxum 103MPOBaHUS H CNOCO0 NPHMEHEHUS

PesxuM J103UpOBaHUsA

Tpenapar DTopuakc clejyeT NPUMEHATh B MHUHUMaIbHON 3¢ {eKTHBHON 1036 MUHUMAJIEHO
BO3MOYKHBIM KOPOTKHUM KypCOM.

Ocmeoapmpum

Pexomenayemas fo3a coctapiser 30 Mr wiu 60 Mr oivH pa3s B ACHE.

Peeniamoudnsiii apmpum

Pexomenayemas jo3a cocTapiser 60 Mr oiuH pas B JCHB. VYV HEKOTOpHEIX TMALUEeHTOB C
HEIOCTATOYHBIM OG/IeryeHUeM CMITOMOB NPUEM yBETUICHHOH 110351 90 mMr oauH pas3 B ieHb
MOYKET TOBBICUTH 3(dheKTUBHOCTE. [Tocae cTabun3aLuy KIMHUYECKOro COCTOAHHS MALHEHTa
1e1ecO06PasHO MOHU3UTh TUTPOBAHKEM 103y 70 60 MT OMH pa3s B ICHD. [Tpu oTCyTCTBUM
YCHIICHUS TEPANEBTUYECKOTO AEHCTBAS CIISAYET PACCMOTPETh APYTUe BapHAHTE NeYeHus.
Anxunosupyiowuii cnonounum (6onesns bexmepesa)

PekoMmenzyemas fo03a cocTapiser 60 Mr oiuH pa3 B JCHb. VY HeKOTOpbhIX MalUeHTOB C

HeZOCTATOYHBIM 06/IeryeHHeM CMITOMOB MIPHEM yBETUUICHHOH 110351 90 Mr ouH pa3 B JieHb
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MOJKET MOBBICHTD d(pdexTrBHOCTE. [Tocne cTabuIM3aLUN KIMHUYECKOTO COCTOSIHUS MalMeHTa
Lienecoobpa3Ho MOHU3UTE TUTPOBAHUEM J103y A0 60 Mr oauH paz B aeHs. [Ipu oTCyTCTBUM

YCHIIEHHs TEPANeBTHYECKOTO ICHCTRBUSA CIICAYeT PACCMOTPETD APYre BapUAHTHI JICUSHHUSL,

Xponuveckas 601v EE Sy i
PE

= 5
LIDHKA3 M ITHHCTEM

Pexomeﬂnyemaﬂ 1034 COCTaBJIACT 60 mr OIHWH pa3 B ICHb. E MHUHHCTEL
Ocmpas 6016 1

5 | Feomytumna Benipyos
le{ COCTOAHUAX, CONMPOBONKIAKIIHUXCA OCTPOU 60.1'[1:}0, peKOMEHOyeMas 103a COCTaBJACT

90 mr mmn 120 Mr oauH pa3 B jeHb. Ilpenapar DrtopHuakc ciejiyeT NPUMEHATb TOJIBLKO B
OCTpPbIA CUMNTOMATUYECKUI MEPUOJ, OFPaHUYEHHBI MaKCHMallbHOM MPOJOIDKHTEIEHOCTBIO
8 nuelt nns no3uporku 120 mr.
Ocmpwiii nooazpuyeckuii apmpum
Pexomenayemass go3a cocraBusier 120 Mr oauH pa3 B JeHb. [IpOJOJIKHTENBHOCTH
npuMeHeHus npenapata B go3e 120 Mr cocrasnsier He Gonee 8 AHEH.
Ocmpas 6016 nocie CMOMAmMoI02U4ecKux onepayuil
Pekomenayemas j03a cocraeiser 90 Mr oauH pa3s B AeHb. [Ipu neuenuu octpoit 6o mnocne
CTOMATOJIOTHYECKUX OMNepalliil mpemnapatr DTopHake cielyeT NPUMEHATh TOJIBKO B OCTPHIN
CHMIITOMATUYECKUH NEPUOJI, OTpaHUYEHHBIA MAKCHMAIIbHOH MPOJIOIKUTEIBHOCTBIO 3 AHS.
Jl03b1, MpeBHIIANOIME PEKOMEHIOBAHHbBIC M/ KAaXIOTO MOKasaHus, nubo He obnajaroT
JIOTIOHUTENEHOM 3()peKTHBHOCTRIO, MO0 He u3ydanuck. Takum obpasom:
e CyTOYHas [03a MPH OCTEOApTPUTE HE J0/KHA mpeBblarh 60 mr;
e CyTOuHas [03a [PU PEBMATOMAHOM apTPUTE He JOJKHA NpeBbimars 90 mr;
e CcyTOuHas /1034 MPU AHKUJIO3UPYIOIIEM CTIOHAMINTE He IOJDKHA NpeBbath 90 mry
e CyTOYHAas JI03a [PU XPOHUYECKOH 60K He J0/KHA NpeBRIIaTh 60 mry
® CyTO4Has 103a [PH OCTPOM nonarpmecxom' apTpuTe He JOJUKHA npesbluaTe 120 mr;
MaKCHMalbHas MPOJIOJKUTEIBHOCTD JIeYeHUs OTpaHUYeHa NepUoIoM 8 nHel;
e cyTouHas J03a /I KynupoBaHHs OOJM MOCIe CTOMAaTOJIOTHYECKHX OMepauui He
JI0JDKHA TIpeBBImare 90 M} ¢ OTpaHMYEHHEM MaKCHMaJbHOH TMPOJIOIKHTEILHOCTH
3 nws.
Tak Kak PUCK OCJIOKHEHHH CO CTOPOHBI CEPAECYHO-COCYANUCTON CHUCTEMBI TIPH MPUMEHEHUH
ceneKTHBHBIX HMHruouTopoR LIOI-2 MoXeT noBbILIATECS B 3aBMCMMOCTH OT J03bl H
JUTUTENBHOCTH TEPANuH, J0JDKEH MPUMEHATECA MAKCHMAbHO BO3MOXKHBIA KOPOTKHH Kype U
HauMeHbinas dddekTHBHAs cyToyHas no3a. HeoOxommmo npoBeaeHue MEPHOAUYECKOU
OLIEHKM NOTpeGHOCTH MauueHTa B 00/erdeHHH CUMITOMOB M €ro peaklH Ha NpOBOAMMYIO
Tepanuio (cM. paszgen 4.4.).

Ocobrle rpymnmbl nalueHToB
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Tayuenmer noscunozo eospacma

Koppekiy no3el y mauneHToB noxuinoro sospacta He Tpebyerca. Kak u npu npumeHeHuu

ApPYrux mnpenapaTtoB Y NanWEHTOB TII0XKHIOTO BO3pacTa, mnpH I'I]'JHMCHGHHH npenapaTa

IToprakc ceyeT coGIMOAaTh 0CTOPOKHOCTE (CM. paszen 4.4.). | C
Iayuenmor ¢ napywenuem ynxyuu nevenu | i._: s
HesaBrcumo ot nokasanus k npuMeHeHHIO NpenapaTa NaLkeHTaM ¢ HaAyJ.I;QHHHMH @ynxuﬁu
NeYeHU nerkod creneHu TaxKectd (5-6 6amwioB no mikaje Yaiina-TTeto) He cremyer T
fpeBbIIATh 103y 60 MI OAMH pa3 B CYTKH, MALMEHTAM C HAPYIIEHUSMM (DYHKLUH MEYeHH

cpeanel crenenu TsoxecTH (7-9 6annos no mkane Yaina-Tlbio) — 30 Mr ofuH pa3 B CyTKH.

Pekomennyercs coGmonaTh OCTOPOKHOCTH NPH NpPUMEHEHWH Mpenapata DTOPUAKC Y

MAlMEeHTOB ¢ HapyWeHWAMH (YHKUMM ME4YeHH CpeAHeH CTENeHM TAKECTH, TaK Kak
KJIMHUYECKUI OMBIT NPUMEHEHNUS STOPUKOKCHDA y JaHHOM rpyIIbl NALMEHTOR OrpaHuyeH. B

CBA3M C OTCYTCTBMEM KJIMHMYECKOIO OMBITA MPUMEHEHHsS STOPUKOKCHDA Yy MALMEHTOB C

HapyLICHUAMH (QYHKUMHM TIeueHH Tskenoi crenenn (> 10 Gamto mo mxame Yaiina-TTbo)

npenapat JTOpHAaKC MPOTHBOMOKA3aH JUIs JaHHOW TPYIIbl MALMEHTOB (cM. pasiensl 4.3.,
44.,5.1.).

ITayueumur ¢ Hapyutenuem hyHkyuu nouex
Koppexkuuu noser y manuentoB ¢ kmupeHcoM kpeatuHuHa (KK) > 30 ma/mun He Tpebyercs
(em. pasmen  5.2.). Ilpumenenue ostopukokcu6a y mnamuentos ¢ KK <30 ma/mun
NPOTHUBONOKa3aHo (cM. paszensl 4.3., 4.4.).

eTH
OTOPUKOKCUO NPOTHBOMNOKA3aH I MPUMEHEHHS Yy AeTeil ¥ MOApPOCTKOB Muague 16 et
(cm. paznen 4.3.).

Cnocob npumMeneHus

BHyTpb, HE3aBUCHMO OT BpeMEHH MpUeMa MUILH, 3anuBasi HeOOBIIUM KOJIHYECTBOM BOJIBI.

4.3. IIpoTnBONOKA3aHHSA

e ['UNEepyYYBCTBUTEIBLHOCTH K STOPUKOKCHOY MM K 1I000MY M3 BCIIOMOTATE/IbHBIX BEIIECTB,
nepevKcleHHbIX B paszaere 6.1.

e Sl3BeHHas OoJie3Hb JKeNlyaKa M JBEHAJLATHIEPCTHOH KHIOKM B CTAgUH 00OCTpeHus,
aKTHBHOE JKEJ1yJ04YHO-KUIIEYHOE KPOBOTCUCHHUE,

e [lonHOoe MNK HEMOJIHOE COYETaHWE OPOHXMANBbHON acTMBI, PELMAMBUPYIOIIETO MONUIIO3a
TMOJIOCTH HOCA U OKOJIOHOCOBBIX Ma3yX U HENEepeHOCHMMOCTHU aLeTU/ICATULIUIOBOH KUCIIOTEI
(ACK) unu apyrux HECTEpPOUAHBIX MPOoTHBOBOCHANUTeNbHEIX npenapatos (HIIBIT) (B Tom
YHCJIE B aHAMHE3E).

e bBepeMeHHOCTB, NEpHO IPYAHOTO BCKapMIUBaHus (cM. pa3zen 4.6.).
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e Hapymenus QyHKUMM NeYEHHU TSOKENOH cTeneH (CBIBOPOTOUHBINA ansbymMun < 25 r/n wim

> 10 6annor no mkane Yana-I1ero).
¢ Iloueynas HegocTaroynocTs TsKeaoH crenenu (KK < 30 ma/mun).
¢ [Iporpeccupyrouue 3aboneBaHus noyex. _.' COT T A . ————

e Jletckuit Bospact 10 16 ner. | MHHHCTEPCTEOM 31ipA)

e Bocnanmuteneneie 3a00/ieBaHUA KAIIEYHUAKA,

NYHA).

e Hexonrponupyemas  apTepuajnbHas — TMINEPTEH3Ms, INpPU  KOTOPOH  MoKasaresu
aprepuanbHoro gasineHus (AJl) croliko npessimatot 140/90 MM pr. cT.

o [loaTeepxaeHHas umemMuyeckas 6oe3sHb cep/lia, 3aboneBaHus nepudepudecKux aprepui
u/unu uepebporackynspHele 3aboneBaHus.

e [loarBepiieHHas runepKaTueMus.

4.4. OcoGble yKa3aHHsI H MePbl NPEJI0CTOPOKHOCTH NPH NPHMEHEeHHH

Bnusnue na sicenyoouno-xumeunviii mpaxm (ZKKT)

OTMeYeHBI cllydand OCJIOKHEHHUH co c¢TopoHbl BepxHux otaesnoB JKKT (nepdopaiwu, s3Bb

WA KPOBOTEYEHHMs), WHOIJA C JIeTaJbHBEIM HWCXOJOM, Yy [MALMEHTOB, KOTOPEHIE TMOIYYaH

STOPUKOKCHD.

PexomeHayercs coOmoaTh OCTOPOXKHOCTH TPH JICHCHUH MAIMEHTOB C BBICOKMM PHCKOM

pazeutusa ocyioxHeHu#t co cropoHsl JXKT npu npumenenun HIIBII, B uactHOCTH Yy

MAaLKeHTOB TIOXHIION0 BO3pacTa, MalMeHTOB, KOTOPEIE OJHOBPEMEHHO TMPUMEHSIOT ApYTUe

HIIBIT, & . u. ACK, a Taxxe y nauueHToR ¢ TakuMmu 3aboneBanuamu JKKT B anamuese, kak

SI3BA WITK JKETYI0UHO-KUIICYHOE KPOBOTEUEHHE.,

CylmecTByeT AOTIONHUTEIBHBIN PHUCK pa3BUTHA HexenaTenbHbIX peakuuit (HP) co cropoHsl

KKT (xenymouHo-KWLIEYHBIE S3BBI WM Apyrue ocnoxuenus co croponsl JKKT) mpu

OIHOBpeMEHHOM mpuMmeHeHuH stopukokenba u ACK (make B HHM3KMX Jo03ax). B

JIONTOCPOYHBIX KIMHHUECKUX HCCIeNOBAHHUAX He HabmoJanochk NOCTOBEPHBIX pasjivuuii B

otHowmeHuu G6ezonacHocty A JKKT npu npuMeHeHUN ceaeKTUBHBIX WHruduropos L[OI'-2 B

kom6unayu ¢ ACK B cpaBHennn ¢ npumeHeHurem HITBIT B komGunauuu ¢ ACK (em. pazaen

e

Brusnue na cepoeuno-cocyoucmyio (CC) cucmemy

PesynpTaThl KIMHMYECKHX WCCICJOBAHMN CBUIETEJBCTBYIOT O TOM, YTO NPUMEHECHHE

NEKApPCTBEHHBIX TpenapaToB Kiacca celneKTHBHbIX uHruburopos LIOI-2 cBssano ¢

TMOBBIIIEHHBIM PUCKOM Pa3sBUTHS TPOMOOTHHYECKUX sIBJIeHUH (0co6eHHO MH(papkTa MHOKapaa

M MHCYIbTA) OTHOCcHTeNbHO miaue6o u Hekoropeix HIIBII. ITockomsky puck passutus CC

5
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3aGonieBaHuii NPy TpHeMe CeNeKTHBHBIX MHTHGMTOpoR 1[OI-2 MokeT YBEJIUUUTECS TIPH
YBEJIMYCHUH JIO3bI U NPOJOJKUTEILHOCTH MPUMEHEHHS, HEOBXO0MMO BHIGUPATH KaK MOYXKHO
Gonee KOPOTKYIO TNPOJOIKUTEIBHOCTh MPUMEHEHHS M CaMyl0 HH3KYIO addexTuBHyIO
CYyTOUHYKO 103y. Heobxoammo mepuoauuecku OLEHMBATH MOTPEeOHOCTH MAUMEHTA B

CUMINTOMAaTH4YCCKOM JIEYEHHM W OTBET Ha Tepalnuro, 0co0eHHO AN MalHeHTOB C

0CTe0apTpUTOM (cM. paznensi 4.2, 4.3., 4.4.). : COrnmaAc

J.'.ii;_:!i‘;__ EPCT: d BIIPARO
Hanpenram ¢ wmssecTHbiMu akTopamu pucka pasutus CC OCHOKHEHMH P(TAKMMIMA: KAK |
| tiParas Muuucrepersa agpar

apTepuanbHas TUMCPTeH3Us, TUINCPIUNUACMUS, caxapHblii auaber,| KypeHue

Ha3HAYaTh STOPUKOKCHO TOJILKO MOC/E TINATENbHON OLEHKH [0JIb3bl U pUCKA (CM. pasjes
3.1.).

CenextusHble unruburopsr 11OI'-2 He sBmstorest 3amenot ACK npu mpodumakruke CC
3a00/1eBaHUMH, MOCKONBKY He OKa3bIBAIOT BIMSHHUA Ha arperauuio TpomGouutos, [Tostomy He
ClIe/lyeT MpeKpallaTh NPUMEHEHUE aHTHArPEraHTHLIX Mpernaparos (cM. pa3znens! 4.5., 5.1.).
Bnuanue na gpynkyuio nouex

[Toyeunsle mnpocTarnaHaWHel MOFYT WIpaTh KOMIIGHCATOPHYIO pOJIb B  IOMIEPIKAHHH
noyeuyHol nepdysuu. ITpu Hanuuuu yclaOBHM, OTPULATENBEHO BIMSIOIIMX HA [OYEYHYIO
nepdy3uto, NPUMEHEHUE O3TOPUKOKCHOA MOMKET BEI3BIBATH YMEHbLIEHHE 00pa3oBaHUsA
MPOCTArJIAHANHOB U CHIKEHHE IOYEYHOr0 KPOBOTOKA, M TaKUM 00pa3oM CHH3UTH (YHKIHIO
noyek. Camblii GonblION PUCK pasBUTHS JAHHOH peakLHH CYLIECTBYET JUI MALMEHTOB CO
3HAYUTENBHBIM ~ CHWXKEHMEM  (yHKIMM  To¥eK, JIeKOMIEHCHpPOBAHHOH  cep/euHOM
HEJ0CTaTOYHOCTBIO MJIM LUPPO30M B aHaMHe3e. Y TakMX MALMUEHTOB HeoOX0auMO
OCYIUECTBIIATE KOHTPOJE q)YHKIJ,HH IMMOYEK,

Badepafcxa J{CI.{@KOC?T‘IM, omexku U apmepuaivHdsl cunepmeH3us

Kak 1 B cnydae npuMeHeHWs JApYrHX IpenapatoB, HHTMOMPYIOIMX — CHHTE3
MPOCTarlaHAWHOB, Y MalUEHTOB, NPUMEHSIOIIMX 3TOPHKOKCUO, Habirojamuce 3ajaepikka
’KHAKOCTH, OTeK W apTepuanbHas runepreHsus. [lpumenenue scex HIIBII, Briouas
9TOPUKOKCHO, MOXKET OBITH CBsA3aHO ¢ BO3HUKHOBeHHeM wiH peuuansom XCH. Unudopmanus
o 3aBHcumocTH dddexra sTopukokcuOa OT 103bl NpuBeAeHa B pasgene 5.1, Crnepyer
COONMIOAATE OCTOPOXKHOCTh TMPU Ha3HAYEHWH 3TOPUKOKCHOA MalMeHTaM, y KOTOPHIX B
aHaMHe3e MMEIOTCS cepevHasi HeJ0CTaTOYHOCTh, HapylleHue (QYHKLUMHU JIEBOTO JKeNya04Ka
WKW apTepuallbHasg TUNEPTEH3HA, a TaKiKe MalueHTaM C YK€ HUMCHOLWUMHUCA OTEKaMH,
BO3HMKIIMMHU 110 Joboft apyroH mnpuuuze., IIpy MOABNEHMM KIMHMYECKHX IPH3HAKOB
YXYOUIEHUA COCTOAHHS Y TaKUX NMALUEHTOB CJIEAYCT TNPEANPHHATD COOTBETCTBYHOIIHE MEPHI,

BKJIKOUAasA OTMCHY BTOPHKOKCHGa.
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IMpumenenune 3TopuKokcba, 0COGEHHO B BBICOKMX J03aX, MOXeT OBITh CBA3aHO ¢ Gonee
YacTOM M TSUKENOH apTepHanbHON IMIIEPTEH3HEH, YeM MPH NPUMEHEHUH HEKOTOPBIX APYTHX
HIIBIT u cenexkTupHbIX uHrubutopos 1{OI'-2. Bo BpeMs JeUeHHs STOPUKOKCHOOM creayeT
obpaTuTh ocoboe BHMMaHHe Ha KoHTpons AJl (eMm. pasnen 4.3.), KOTOpEIf cremyert
OCYIIECTBNIATE B TeYeHUe 2 Hee/b [0C/Ie Havana JeUeHUs U MEePUO/IMYECKH B JalbHeLIeM.
[Tpu 3Ha4UMTENBLHOM MOBBILICHMH AJ] HEOOXOAMMO PACCMOTPETD AbTEPHATUBHOE JIEUCHHE,
Brusmue na gynxyuio nevenu - COTJACOBAHO |
| MUHHUCTE BOM BIPABOOXPATTEIL
B KIMHMYECKMX MCC/IE0BAHUAX MPOAOIIKUTENBHOCTEIO N0 | roja }gﬁnlji:m'remﬂnyl% ch
0. e 90N 8 ey |

HaGMIONaNoch  [OBBILIEHME AaKTUBHOCTM  anaHuHamuHoTpaHcdepassl  (AJIT)  w/wm

MalMeHToB, MOdy4aBIlUX JiedeHne 3Topukokenbom B jgo3ax 30 mr,

acnapratamunotpatcoepassl (ACT) (nmpubnusutensHo B Tpu U Gonee pa3 OTHOCHTEIBHO
BepXHell rpaHHLIbl HOPMEI).

Crenyer HaGmoOIATh 3a COCTOSIHMEM BCEX MALMEHTOB ¢ CHMNTOMAaMM /WM TPH3HAKAMH
nucYHKLMKA TIeUeHH, a Takke MAlMEHTOB C MaTOJOrMYECKHMMM MOKasaTe/lsiMi (QyHKLUH
MeYeHMU.

B ciyuae BBISBJICHHS TIOCTOSIHHBIX OTKJIOHEHMH TOKasaTenei ¢yHKIMU neveHu (B TpH pasa
BBIIIIC BEPXHEH IPAHUIEI HOPMBI) IPUMEHEHHE STOPHKOKCUOA I0TIKHO ObITh MPEKPALIEHO.
Obwue ykazanus

Ecnu Bo BpeMms JieueHHs y MallMeHTa HaGmonaeTcs yxyAuweHue QyHKUUM Kako#-nmubo u3
CHCTEM OpraHOB, YKa3aHHBIX BBIIIE, CJIEAYET MNPEANPUHSTE COOTBETCTBYHOLIME MEphbl M
paccmotpets Bompoc 06 orTmene 3topukokcnba. Ilpu npumeneHun sTOpUKOKcHDa Y
MALMEHTOB MOYKUIIOr0 BO3pAcTa U y MALKEHTOB ¢ HapyIeHHeM (pYHKLHMH MOYCK, NEUYeHH WIn
cepiilia He0OX0AUMO MPOBOJUTE COOTBETCTBYIONIEE MEAUIIMHCKOE HabuoeHHe.,

C  OCTOPOXHOCTBIO CJEAYeT HAYMHATE TNPUMEHEHHe OSTOPUKOKCHOa y MAlMEHTOB ¢
neruapatanpedt. Tlepen HayaioM NpHMEHEHHs 3TOPMKOKCHOA PEKOMEHIYeTCs MpOBECTH
peruaparaimio.

Bo Bpems MOCTPErvCTPAaLMOHHOrO HAOMIOACHUS TPH MPUMEHEHHH HIIBIT u HekoTOpBIX
cenekTUBHBIX MHrHOUTOpoB 11OT-2 oueHp peAko cooblianock O pPasBUTHH CEPHE3HEIX
KOXKHBIX peakuuii, Hekoropsle u3 HMX (B T. 4. dKCONMATHBHEIH JEPMATAT, CHHIPOM
CruBeHca-JDKOHCOHAa W TOKCHYECKHH 3SMUAEpMAalbHEIN Hekponu3) ObBIIM C JIETAIBHBIM
ucxonom (oM. pazaen 4.8.). Puck pasBMTHS TakuX peakuuii Hambosiee BBICOK B Hauaje
Tepanuy, B GOJBIIMHCTBE CIy4aeB B TEUEHHE MEPBOrO MeCila JICUCHHUA. Coofmanoce 0
Pa3BUTHH CEPBE3HBIX PEAKUMH TUIePYyBCTBUTENBHOCTH, TaKHMX Kak aHaunakcus
AHTHOHEBPOTHYECKUH OTEK, Yy TALUCHTOB, TMOJy4aBIINX sTopukokcu6 (cm. pasmen 4.8.).

[IpuMeHeHHE  HEKOTOPBIX  CEJIEKTHUBHBIX uaruburopos  L{OI-2  comporoxzaanoch
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MOBBILICHHBIM PWCKOM Pa3BUTHA KOXHBIX peakuuii y TNalueHtoB ¢ Kakod-1ubo
NeKapCTBEHHOM anneprueil B aHamHese. DTOPHKOKCHO MOMKEH OBITH OTMEHEH MPHU MEPBOM

TOSIBIICHHH KOYKHOM CBITH, TIOPaXKeHUH CIM3UCTBIX 060I0ueK WK Mo00ro Apyroro npusHaxa

prm————a -

1T A

TANEPYYBCTBHTCJIBHOCTH. E

| MUHHCTEPCTEOM 3APABOOXPANEL
[Tpumenenue STOPUKOKCHMOa MOXMKET MAacKUpoBaTh JIMXOpaaKy W/IH APYQUe. MpUsSHAKK
IIpukas Munn 'Bil 3APABOOX

BOCIMAJICHHA. JHK]

B e 4 A e

Cnemyer cob/Ir0aTh OCTOPOKHOCTb TPH OJHOBPEMEHHOM MPUMEHEHUM ATOpUKOKcHDa ¢
Bap(apHHOM MM APYTHMH [epopasibHBIMU aHTUKOATY/ISHTaMH (CM. pas/ien 4.5.).
TIpuveHeHne 3TOpUKOKcHOa, KaK M APYrHX MpenapaTtoB, WHIHOHUPYIOLIHMX LOI' u cuHtes
MPOCTATIAHMHOB, HE PEKOMEHIYETCsS JKEHIUMHAM, KOTOPhIE IUIAHWPYIOT GepeMeHHOCTh
(cm. pasaenst 4.6., 5.1.).

4.5. B3auMmopeiicTBHe ¢ APYrHMH JIEKAPCTBEHHBIMH MNpenapaTtaMu H Apyrae BHABI
B3auMojieiicTBHIl

DapMaKoIUHAMUYECKOE B3aHMOJIEHCTBHE

Ilepopanvivie anmuxoa2ynsHmol (6apgapun)

V naudeHToB, MOJyvaomuX Bap(apuH, NpHeM 3TOPUKOKCHOa B J103€ 120 Mr B CyTKH
COMPOBOXKAJICA yBENMUYEHHEM MNpUMEpHO Ha 13 % MeKIyHapOJHOr0 HOPMAIM30BaHHOTO
otromwenus (MHO) npoTpoMGHHOBOr0 BpEMEHH. Y MALMEHTOB, MOJTy4atoluX MePOPaIbHbIC
AHTUKOATYJIHTEI, CJIe/lyeT KOHTPOIUPOBATH TOKA3aTe U NPOTPOMOMHOBOTO BPEMEHH 1 MHO
B Hauaje JeYeHUs! VI TIPH W3MEHEHHUH JIeUeHHs: STOPUKOKCHOOM, B OCOO@HHOCTH B NEPBEIC
HECKOJIBKO JIHEH.

Jluypemuyeckie npenapamol, UH2UOUMOPsL aH2UOMEH3URNpespaLfaoujeeo pepmenma (AIID)
u anmazonucmol peyenmopos anzuomensuna Il (APA 1I)

HIIBIT moryt ocnabnsts 3GGdexT AUYPEeTUKOB W APYrHX TMIIOTEH3UBHBIX IPEHapaTos. 4
HEKOTOPBIX TAUMEHTOB C HapymeHueM OQyHKUMM moueK (HarpuMep, y MalUCHTOB ¢
jleruapaTaudeii WM y MalMeHTOB TOXHJIOro Bo3pacTa C HapylleHHOH (yHKIMEH novek)
onHoBpeMenHoe npumenenue naruoutopa ATI® nnu APA I1 u mpenapatos, MHTUOUPYIOLIUX
[1OI', MOKeT TPUBOAUTH K JOTOIHHUTEIBHOMY YXYALICHUIO GyHKUMM TOYeK, BKIIOYAs
BO3MOXHOE pa3BUTHE OCTPOH TOYEYHOH HEJOCTATOYHOCTH, KOTOpad OOBIYHO HOCHT
obpatiMbiit  xapakrep. CleiyeT TOMHMTE O BO3MOXHOCTH BOSHMKHOBEHHA TaKHX
B3aUMOJICHCTBUI Y MALMEHTOB, KOTOpbIE MNPUHUMAIOT HTOPUKOKCHO OJIHOBPEMEHHO C
unruburopamu AIl® wm ¢ APA II. Takyio KOMOMHALMIO CJIEAYeT Ha3Ha4aTh C
OCTOPOKHOCTBIO, 0COOEHHO MALMEHTaM MOXMIIOTO BO3PACTA. B Hauane KOMOMHHPOBAHHOTO
JleYeHHsl, a TAaKXKe C OMPEACTEeHHON MepPHOANYHOCTBIO B J@NIBHEHIIEM CIEyeT MPOBECTH

BocToNTHeHHe Ae(UIMTa XUIKOCTH U PaCCMOTPETh BOTIPOC MOHHTOPHHTA (YHKUHH MOYEK.
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B HccneJoBaHNM ¢ yUacTHeM 3X0POBBIX A00POBOELER STOpUKOKCHO B 03¢ 120 MI B CyTKHU B
PaBHOBECHOM COCTOSIHMM He BiUsiT Ha aHTUTpombormraphyto aktuBHocTh ACK (81 Mr onun
pas B CcyTKH). DTOPUKOKCHD MOKHO TpUMeHsT: onHoBpemeHHO ¢ ACK B Hu3kux nosax,
npeaHasHaueHHblx A npodunaktukd CC  3aGonepanmii. OjHaKo OJHOBPEMEHHOE
HasHauenne Hu3kux 103 ACK u sTopukokcuba MOMXKET MPUBECTH K YBEIWYCHHIO YacCTOTHI
s3ennoro nopaxkeHus JKKT u Apyrux OCNOMKHEHHH 110 CPaBHEHHIO ¢ MPUEMOM OJHOro
sropukokcuba. OiHOBpeMeHHOE npuMeHeHue stopukokecnba ¢ ACK B 103aX, NpeBbIIAtOLINX
pexkoMeH0BaHHble s npodunaktiky CC ocnoxHenui, a tawke ¢ apyrumu HIIBII He

pexomenayercs (cM. pasaenst 4.4., 5.1.). E C
MHH

Iuxknocnopun u maxkposuUmyc

B3auMojelcTBAE OTOPUKOKCHOA C OTMMM TpemapaTamd  He i‘ﬂgi@@p};_ nﬂam )
onHoBpemeHHoe npumenenue HIIBII ¢ LMKIOCTIOPUHOM M TaKPOJTMMYCOM MOMKET yCHIIMBATD
nepporokcuueckuit ekt 5TUX npemapatos. Ilpy  OJHOBPEMEHHOM  TMpUMEHEHUH
STOPUKOKCHBA ¢ MOGBIM U3 STHX MPENapaTos Cle/yeT KOHTPOIMPOBATE (YHKIIMIO TIOUCK,

dapMaKOKHMHETHYECKOE B3aMMO/IeCTBIE

Brusinue smopukokcuba Ha opyeue 1eKapcmeenHble npenapamot

Jlumuii

HIIBIT yMeHbIIAIOT BBIBEJGHHE JIUTWS TOYKAMH W, CIICJIOBATE/IEHO, TIOBBIIIAIOT
KOHLIEHTPALMIO TUTHS B M1asMe KpoBH. [Ipu HEOOXOAUMOCTH MPOBOJAT HACTBIA KOHTPOIb
KOHIEHTpAllM¥ JUTHS B TJa3Me KPOBM M KOPPEKTHPYIOT [03Y JIUTHA B TEPHOL
onHoBpeMeHHoro npumenenus ¢ HITBII, a tawke npu ormexe HITBIL

Memompexcam

B 1ByX MCCIenoBaHUsAX M3ydanuch s(dexTsl sropuKokcuba B no3ax 60 mr, 90 mMr u 120 mr
OAMH pa3 B CyTKM B TedeHHe 7 AHEH y MALMEHTOB, MOJIYYaBUIMX OAMH Pa3 B HEACIO
MeToTpeKcaT B J1o3e oT 7,5 Mr 10 20 Mr 1o moBojly peBMaTOMIHOIO apTpHTa. DTOPUKOKCHD B
703ax 60 Mr 1 90 MI He OKa3hIBAN BIMAHWS HA KOHLEHTPALMIO B M1a3Me KPOBU U TNOHYCHHBIA
KIIMPEHC METOTpeKcaTa. B 0JHOM MCCIEIOBAHMM 3TOPUKOKCHO B 7103¢ 120 Mr He OKa3BIBAN
BIMsHUSL HA (hapMAKOKMHETMYeCKue MOKasaTenu MeToTpekcara. B npyrom uccneposaniu
KOHLEHTpALMs MeTOTpeKcaTa B MiasMe KpoBH MMOBBILIAjIACk Ha 28 %, a noyedHHIH KJIHPEHC
MeToTpekcara cHikancs Ha 13 %. Tlpu ofHOBpEeMEHHOM MPUMEHCHHHU sTOpUKOKCcHba |
METOTpeKcaTa cjiefyeT BecTH HalOmofieHHe Ha TIPEAMET BO3MOXKHOLO  MOABJICHMA
Tokcuueckux 3 dexTor MeToTpeKcara.

Iepopansvuvle KOHMpAayenmuesbl
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IMpuem sToprkokcuGa B TedeHue 21 aHdA B g03¢ 60 Mr ¢ nepopanbHBIMH KOHTPALENTHBAMY,
cofiepKauMi 35 MKT STUHUIdCTpaauona U oT 0,5 Mr 1o 1 Mr HOPITUHPOHA, YBEIUUUBACT
CPC/IHIOI0 TEOMETPHYECKYIO TUIOLab MoA KpuBoi «koHueHTpauus-spemsy (AUCo24) Ans
stunnmacTpaguona Ha 37 %. Ilpuem stopukokcuba B moze 120 Mr ¢ BbIIEYKa3aHHBIMHU
epopanbHbIMM  KOHTpALENTHBAMU (OJAHOBPEMEHHO WM C MHTCPBAJIOM B 12 yacoB)
yBenmuuBaer pasHoBecHYr0 AUCo.24q U1 dTHHIIICTPaAKONA Ha 50-60 %. D10 yBenuuenune
KOHLEHTPALMM OTHHWIDCTPAIMONA CJEAyeT NPUHMMAT BO BHUMAHWe mpu BbiGOpe
COOTBETCTBYIOLLEN0 IEPOPaIbHOr0 KOHTPALENTHBA [PY OJHOBPEMEHHOM IPHUMCEHEHHH C
>TOpUKOKCHBOM. T10106HBbIH hakT MOXKET NPUBOUTH K YBEIUUEHHIO 4acTOThl passuTus HP,

CBSI3AHHBIX € TPUMEHCHHEM nepopanbHeIX KOHTPAaLCNITHBOB (Hanpnmep, BCHO3HBIX

TpoMG0aMEOIHIT Y JKEHIIMH U3 FPYIIEL PUCKA).

KH

| (
Samecmumenvuas. 2opmonansvias mepanus (31'7T) | MY M }
| PECI] { BEJ]
IMpumenenne sTopukokcrba B jgo3e 120 Mr OIHOBPEMEHHO ¢ 'Eiéi%ﬂapéﬁﬁ@w ;J,:gga__r‘-?;f .-.-n-.-:;i
COZIePKAIIMMH  KOHBIOTMPOBaHHEIE dcTporensl B jo3e 0,625 MI, B TedeHWe 28 AHEH oot
YBEJIMYMBAET CPE/lHEE 3HAYCHWE DPABHOBECHOH AUCo.24y HEKOHBIOIMPOBAHHOTO 3CTPOHA
(41 %), okeununa (76 %) wu 17-B-sctpanuona (22 %). BnusHue 103 3TOPUKOKCHOa,
PEKOMEH/IOBAHHEIX JJI JTUTE/IBHOTO MMPUMEHEHHS (30 mr, 60 mr u 90 mr), He HU3Y4anoCk.
Dropukokent B no3ze 120 Mr H3MEHA 3KCIMO3HLHIO (AUCo-244) IOAHHBIX 3CTPOTECHHBIX
KOMIIOHEHTOB MEHEe UeM BJBOE MO CPABHEHWIO ¢ MOHOTEpPAIKEH mpernapaToM, coAepKaliim
KOHBIOTMPOBAHHEIE CTPOrEHBI, NPH YBETUICHUH no3sl nocnegHero ¢ 0,625 mr go 1,25 mr.
KnuHuueckoe 3HAYGHME TAKMX [MOBBINIEHMN HemspecTHO. llpumeHeHune KOMOUHALIAK
STOpUKOKCHOAa M Mpernapara, COAEpIKallero Bosee BBICOKHME J03Bl KOHBIOTHPOBaHHBIX
5CTPOTEHOB, He M3y4anoch. [IOBBIIIEHNEe KOHLIEHTPALMK 5CTPOICHOB CACAYCT NPUHUMATE BO
BHMMAHHe Tpu BHIGOpEe TOPMOHANBHOrO ~ Tperapata Ajis NPUMCHEHUA B MepruojL
[OCTMEHOMAY3bl TpPH  OJHOBPEMEHHOM  Ha3HAYCHMH C STOPUKOKCHOOM,  TMOCKOMIBKY
yBeJMUYEHHe DKCTIO3UIIMK 3CTPOTEHOB MOXKET TMOBBILIATE PUCK PA3BUTH HP, cBsa3aHHBIX C

3I'T.

IIpednuzon/npeduu30noH

B ncclieIoBaHHSX JIeKAPCTBEHHBIX B3AUMOJCHCTBUI STOPUKOKCHO HE OKa3biBall KIHHUUECKH
3HAYMMOTO BIAMSIHUS Ha (PapMaKOKHHETHKY NPEHM30HA/TIPSHU30I0HA.

QHZOKCHH

Tpu mpuMeHeHuM STOpHKOKcHOa B jose 120 Mr ofuH pas B CYTKM B TCHCHHC 10 nHeit y
30poBBIX 106poRobles He Habmonanock usmeHeHus AUCo244 B PABHOBECHOM COCTORHIH
WY BIMSHHS Ha BhIBEJEHNE JUIOKCUHA MOYKaMH. BBLIO 0TMEYEHO yBEIMUCHHUE TOKA3ATE]IA

MakcHMabHON KoHIeHTpauud B miazMe KpoBU (Cmax) JMrOKCHHA (rpuGIU3UTENBHO Ha

10
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33 %). Takoe mnoBeleHWE, KaK MPaBUIO, HE SIBISETCS CYMIECTBEHHLIM Y GOJBLIIMHCTBA
NMalueHTOB. O,JIHB.KO INpH OJHOBPEMEHHOM TNPHMCHEHHH 3T0pmc01<cn6a H JHTOKCHHA CIICAYCT

HaOII0aTh 38 COCTOSHHEM NManHueHTOB € BBICOKMM PHUCKOM PasBUTHA TOKCHYCCKOT'O AehcTBHs

JHUIOKCHHA.

Brusinue smopuxokcuba 1a npenapamot, Memaboiusupylowuecs. cyisgompancdepazamus . |

IIpuias 1 ICTEA 3]

OTopuKOKcUO sBasieTcs MHruburopoM cyibdorpancdepassl  uenopeka '

B oumeriioeT -
SULTIE]) 1 MoXeT NoBbIIATh KOHLUEHTPALMKA 3THHUIICTPAAHONAa B CBIBOPOTKE KpoBU. B

CBSI3M C TEeM, 4YTO B HACTOsIee BpPEMs TMOJYYEHO HeJOCTATOYHO [AaHHBIX O BIIMSHMM
pasznugHblX cyabdoTpaHcdepas, a UX KIMHUYeCKas 3HAUUMOCTb I MPUMEHEHHMSA MHOIHMX
MpenaparoB elle M3y4aeTcs, Lenecoo0pasHO ¢ OCTOPOIKHOCTHIO HA3HAYaTh STOPUKOKCHO
O[HOBPEMEHHO C JIpyTMHMHM TIpenapaTtaMi, MeETaOOJIM3UPYIOIUMMHUCA B  OCHOBHOM
cynporpancdepazamu  uenoBeka (Hampumep, canbOyramMon Ans NpHEMa BHYTPb W
MUHOKCHUIW).

Bruanue smopuxoxcuba na npenapanvl, MemaboIusupyiowuecs uzohepmeHmamu cucmemol
YUMoxpomos

Ha oCHOBaHHHM pe3yIbTaTOB MCCIEAOBAHUH N Vilro He OKUAAETCs, YTO 3TOpUKOKCHS Gyner

uHru6upoBats usodepmentsl wuroxpoma P450 1A2, 2C9, 2Cl19, 2D6, 2El u 3A4. B

HCCNENOBAHUM €  y4acTHeM  30pOBBIX  [A00pOBOJBLEB  €XKEAHEBHOE  MMPUMEHCHHE
sTopukokcu6a B 103e 120 Mr He OKa3BIBAIIO BIMSAHWS Ha aKTHBHOCTE H3opepmenta CYP3A4
B [EYEHH, COTJIACHO Pe3yNbTaTaM 3pUTPOMHULIMHOBOTO JBIXaTE/IbHOrO TECTA.

Brusinue dpyaux npenapamos Ha (papMakoKunemuxy smopukoxcuoa

OcHOBHO# MyTs MeTaboIM3Ma 3TOPUKOKCHOA 3aBUCUT OT (HEPMEHTOB CHCTEMBI LIMTOXPOMOB.
Usodepment CYP3A4 cmocoGetByeT MeTabonu3My 3TOpUKOKCHOA B YCIOBHAX in Vivo.
Uccrnenosanvist in vifro JaroT OCHOBaHHSA mojarath, uto usodepmentsl CYP2D6, CYP2CY,
CYPIA2 u CYP2CI19 Taxke MOTYT KaTaJW3upoBaTh OCHOBHOH MyTe MeTabo/M3Ma, HO MX
KOJMYECTBEHHEIC XapaKTePUCTUKU B YCIIOBUAX i1 ViVO HE U3Y4alllCh.

Kemoxkonason

KeTokoHa30on sBIseTcss MOLIHBEIM HHruGutopoMm uzodepmenta CYP3A4. Ilpu mnpueme
KETOKOHA30/1a 30poBbiMU Jo6poBosbuamu B ao3e 400 mMr ofuH pa3 B CYTKM B TEUCHHE
11 aHelf OH He OKa3bIBaJ KIMHWYECKM 3HAYMMOTO BIMSHHA Ha (apMakOKHHETHKY OJHOMH
10361 3TopuKokcuba 60 mr (yremuuenre AUC Ha 43 %).

Bopuxonazon u Mukonazon

OJHOBPEMEHHOE TIpUMEHEeHHe MOLIHBIX MHIHOUTOPOB H3ohepmeHTa CYP3A4 (BopukoHa3oJ

Ul TpHEeMa BHYTPb WM MECTHO MHMKOHA30l, Fefib JUis MOJOCTH pTa) | STOpHKOKCcHOa

1
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BBI3BIBAJIO HeOOJIbIIOE VYBEIIHUYECHHE 3KCMO3HLIUH BTOPHKOKCI/IGa, KOTOpOC Ha OCHOBAHHH

OMyOJTMKOBaHHBIX JAHHEIX He OBIIO MPU3HAHO KIMHUYECKH 3HAYUMBIM. | oo o o e o e o e ]

I
Pudamnuyun | Murm
1

OnHoBpeMeHHOe TIpUMEHeHHe HSTOPUKOKCHOAa W pudamMnuimHa (Midﬁiﬁdi“o"ijj:gﬂﬁykfpp\_ -

CHUCTEMBI LIMTOXPOMOB) MPUBOJAM/IO K CHIDKEHUIO KOHLEHTPALMK STOPUKOKCHOa B Miasme
kpoBu Ha 65 %. Takoe B3auMOEHCTBHE MOXKET COMPOBONKAATHCA PELMAMBOM CHMITOMOB
npyu OAHOBPEMEHHOM MNPHUMEHEHHH 3TOPHUKOKcHOA ¢ pudamMmuiMHOM, DTH JaHHBIE MOTYT
yKa3blBaTh Ha HEOOXOAMMOCTb MOBBIIEHUS J03bl, OJHAKO MPUMEHATH STOPHKOKCHO B J103aX,
KOTOpEBIE MPEBLIIAIOT PEKOMEHJOBAHHLIE AN Ka)KIOro mnokazaHus (cMm. pazfen 4.2.) He
CNIe/lyeT, MOCKOJBbKY KOMOWHMpOBaHHOE MpUMEHeHHe pudaMNMIMHA W STOpUKOKcHOa B
TaKHX J103aX HE U3y4anoch.

Anmayuder

AHTaLMIbl HE OKAa3blBAIOT KIMHWYECKH 3HAYUMOro JIeHcTBUA Ha (apMaKOKMHETHKY
3TOPUKOKCHOA.

4.6. BepemeHHOCTh, (hepPTHILHOCTL H JIAKTALHSA

bepemenHocTh

KnuHuueckMX JaHHBIX O TpPUMEHEHWHM OJTOpHKOkcHGa mpu OepeMeHHocTH HeT. B
UCCIEOBAaHUSAX Ha JKUBOTHBIX HAOIIOJaNoCh TOKCUYECKOE IEHCTBHE HAa PENPOIYKTHBHYIO
cucteMy, IloTeHUMaNBHBIM pPHUCK TNPUMEHEHHs OSTOPUKOKCHMOA y JKEHIUMH BO BpeMs
GepeMEHHOCTH Heu3BeCTeH. [IpUMEHEHHE OSTOPUKOKCHOa, KaK W [JPYyrHX Mpenaparos,
MHTHOMPYIOIIMX CUHTE3 MPOCTArJIaHMHOB, B TeYEHUE MOCIIeIHET0 TpuMecTpa GepeMeHHOCTH
MOXET TMPUBOAUTE K TMOJABICHUIO COKPALIEHUH MAaTKH, MPEXKACBPEMEHHOMY 3aKpBITHIO
apTepUaNTEHOTO MPOTOKA M BO3MOXKHOMY Pa3BHTHIO OJIMIOTMAPaMHMOHA W/WIIM MATOJOTHH
MOYEK y HOBOPOYKAEHHBIX (HapylIeHHe (yHKLHMH MTOYeK HOBOPOKASHHBIX).

DTOpUKOKCHO MNPOTUBONOKa3aH npu GepemenHocTH (cM. pasmen 4.3.). Ecim B nepuon
NeYeHUs HaCTynuIa GepeMeHHOCTh, STOPUKOKCHD HEOOX0JMMO OTMEHUTB.

JlakTauus

VY JNaKTHpYIOIIMX KpeEIC OSTOPMKOKCHO BEIenseTcs ¢ MojokoM. Hccieoranui,
MOATBEPIKAAIOIIMX BBIJIEJICHHe DTOPUKOKCMOA ¢ TpYAHBIM MOJIOKOM y JKEHIIMH, HE
MPOBOAMIOCE. JKEHIIHHEI, KOTOPBIE MPHHUMAIOT STOPUKOKCHO, I0JDKHBI IIPEKPATUTh TPYLHOS
BcKapMiuBaHue (cM. pazzgen 4.3.).

depTUIBLHOCTE

[IpuMeHeHne 3TOpUKOKCHOa, Kak U APYrux npenaparos, uHruGupyromux LIOI-2 u cunres

npocTarjiaHanHOB, HE PEKOMEHIYETCA XKEeHIIHHAaM, KOTOPBIE IVTAHUPYROT GGPCMCHHOCTB.

12
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4.7. Bausinue Ha crnioco6HOCTHL YNPABIATL TPAHCHOPTHBIMH CpPeJAcTBaMH H paboTaTh ¢

MeEeXaHH3IMaMH

[TaupeHTH!, Y KOTOpPBIX BO BpeMsA M[PpHMCHCHHA BTOPHKOKCHﬁa OTMEYAJIUCE ClIyHaH

e —

TFONOBOKPY)KEHHS, COHJIMBOCTH MM cnabocTH, JOIKHBI BO3,[[C]J)I}&I[:_§§I__OT yrpaBJIeHHs
cor. BA

TPAHCMOPTHBIMH CPEACTBAMHU, MEXAaHU3MAMH.
4.8. Hexe/laTebHBbIE peakHH

Pestome npodung 6e30macHoCTH

Be3onacHOCTh NPUMEHEHHMsT 3TOPUKOKCUOA OLEHMBANACH B KIMHUYECKMX HCCJICN0BAHUIX,
BKMOYaBMX 9295 y4acTHUKOB, B TOM Huciae 6757 mnalUeHTOB € OCTEOAPTPHUTOM,
PEeBMATOMAHBIM  apPTPUTOM, XPOHMYeCKoW GOJNbI0 B HIDKHEH 4acTW  CIMHBL M
AHKMIIO3UPYIOIUM CTIOHAWIUTOM (npubnusuteibHO 600 MaluMeHTOB ¢ OCTEOAPTPUTOM HIH
peBMATOMIHBIM apTPUTOM MOJTY4allH JeYCHHUE Ha IPOTAKEHUH | rojia uiu obIe).

B knunuueckux vccnenopanuax npoduins HP Obl1 CXOQHBIM Y MALIAEHTOB ¢ OCTE0APTPUTOM
WM PEBMATOMJHBIM apTPUTOM, KOTOPhIE NPHUHUMANH STOPUKOKCHO Ha MPOTSKEHNH 1 rona
WK JOJIBILIE.

B KIMHMYECKOM WCC/IEAOBAHMM OCTPOrO MOJArpuyecKoro apTpuTa MALMEeHThI MOTydaliu
stopukokcu6 B 103e 120 Mr B cyTku B Teuenue 8 aueit. ITpopuis HP B 3TOM HCCae10BaHUM
6ul1 B I1IEJIOM TAKUM JKe, KaKk U B OOBEJAMHEHHBIX HCCIICAOBAHUAX OCTEOAPTPUTA,
PEBMATOMIHOTO aPTPHTA ¥ XPOHUUECKOH 60/H B HUKHEH 4acTH CITHHBI.

B Ilporpamme 1o ouerke GesomacHoctd B oTHomeHnn CC chcTeMbl, KOTOpas BKjodana
JAHHBEIE TPEX aKTHBHO-KOHTPOJIMPYEMBIX uccrienosanuii, 17412 nauueHToB ¢ 0CTCOAPTPHTOM
WM PeBMATOMJIHEIM apTPUTOM MOJydaid STOPUKOKCHO B 03¢ 60 mr unu 90 Mr B Cpe/iHEM B
teyeHue 18 mecsaues (cM. pazaen 5.1.).

B  KIMHWYECKMX MCCJIEJOBAHHAX OCTPOH MOC/IeonepalMoHHoi  0ou, CBSI3aHHON €
MpoBeeHHeM CTOMATO/IONMYECKOH omepalui, B KOTOPhIX 614 naiueHTOB IMOJTy4asu
stTopukokcu6 B go3e 90 mr wm 120 mr, npoduns HP B nenom 6Bl CXOAHBIM ¢ TIpoduieM B
0OBEAMHEHHBIX HCCIIEAOBAHMUAX OCTEOapPTPUTa, PEBMATOMIHOrO apTpuTa M XPOHHUYECKOM
6oy B HUKHEH YaCTH CTIHHBL

TabiuuHoe PE3OME HEXKENAaTEeNbHBIX PeaKIiui

Crenytomue HP Gbuid  3aperHCTPUPOBaHE ¢ OonblieH YacTOTOM MNpH TNPUMEHEHUU
STOPUKOKCHOa, ueM TpH MPUMEHEHUH miaue6o, B KIMHUYECKMX HCCIIIOBAHUAX,
BKITFOUABIINX MALMEHTOB ¢ OCTEOAPTPHUTOM, PEBMATOMIHBIM apTPUTOM, XPOHHUYECKOH Goneto
B HWKHEH YacTH CIUHBI WM C AHKHIIO3WPYIOIIUM CTIOHMIIUTOM, KOTOpBIC NMPHHUMAIH
sToprKokeu6 B moze 30 Mr, 60 Mr wii 90 Mr ¢ MOBBIICHUEM J03BI 110 peKOMeHIyeMo# B

TeueHne 12 Hemens, B uccienopanusx I[Iporpammel MEDAL npoJomKHTe/IbHOCTRIO JIO 2.5
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JIeT, B KPATKOCPOYHBIX HCC/ICAOBAHUAX OCTPO# 6oy, a TaKiKe B XOJI€ MOCTPErUCTPALIMOHHOTO

NMPpUMEHEHHA.,

HexenarenesHeie peaKklii CrpynmupoBaHbl B COOTBETCTBHH C MopAaaAKOM Ha OCHOBAaHWH

NM-®000248-rn-py

CUCTEMHO-0OpraHHEIX Kiaccos (COK).

CueTeMHO-0praHHblIii

KJ/j1acc

HP

Hugperxyuu u unsazuu

ANbBeONISIPHBIE OCTHT

I"acTposHTEepHUT, HHPEKLHH BepXHHUX Heuacto
JBIXaTeNBHBIX MyTeH, HHEKLUK
MOYEBBIBOASIIUX MyTeH
Hapyuienus co cmoponsr | AHeMus (B OCHOBHOM B pe3yJbTare kellyjouHo- | Hewacto
Kpos8u u tumpamuyeckoll | KUILIEYHOrO KPOBOTSUCHHUA), JICHKONCHHUS,
cucmembt TpoMOOLMTONEHUS
Hapyuwenus co cmopons: | Peakumu runepayBcTBATEIBHOCTH Heuacro
UMMYHHOTI cucmembl AHIHOHEBPOTHYECKHI OTEK, Penko
aHapuIaKTHYeCKHe/aHahUIaKTOUIHbIS
peaKuuy, BKIoYast MoK
Hapywienus memabonusma | OTeKu/3aaepixKka K1IKOCTH YacTo
U NUManus CHMKEHHE WM MOBBILIEHHUE ATNeTHTa, Heuacro
YBEJIUUCHHUE MacChl Te/1a
Hcuxuveckue napyuwenuss | Tpesora, I€Mpeccus, HapyIIeHHUs HeuacTo
KOHIIEHTPALIMH, T/l TIOLUHALIIN
CryTaHHOCTh CO3HAHHS%, GeCIOKOHCTBO® Penko
Hapywenust co cmoponst | '0noBOKpYXeHue, rojogHas 60116 YacTo
HepeHOTl cucmemMbl Hapymenue Bkyca, OeccoHHULA, Heuacto
MapecTe3ust/TUIIeCcTe3Us, COHITMBOCTh
Hapyuienus co cmoponsr | HedeTKoCcTh 3peHHUs], KOHBIOHKTUBHUT Heuacto
op2ana 3penus
Hapywenus co cmoponbt | 3BOH B yIlIaX, BEPTUIO Heuacto
opeana ciyxa u
nabupunma
Hapywenus co cmoponst | Omyienne cepauedueHus, apuTMus> Yacro
cepoya Qubpriiaums npeacepau, Taxnxapnmz, XCH, | Heuacro

Hecrieuuduryeckre H3MEHEHHUA Ha
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anexrpokapanorpamme (KT, crenokapans?,

uHdapKT MUOKapaa’

Hapywenua co cmoponwr | ApTepualbhas TUNepTeH3us Yacto
cocyodos ITpunuesel, HapyIeHHE MO3rOBOIro Heuacro
KPOBOOGPALUEHHUS’, TPAH3UTOPHAS HIIlEMUUeCKas
aTraka, FHHepTOH[/IquI{I/]ﬁ KpHBz. BB.!BK)(’J'[I/IT2
Hapywenus co cmoponwr | Bponxocnasm?® YacTo
ObIXamenbHOU cucmembl, Kauess, opllka, HOCOBOE KPOBOTEUCHHE Heuacto

0p2anH06 2pyoHoU KNemKu

u cpedocmeHus

f——— -
e —

ITJIACOR AR

T

Kenyoouno-xuueunvie

HapyueHusl

Bonb B xuBoTE

A =CE s 3y {8 3 g
N O4eHb, 4ac

3anop, MeTeOpU3M, racTpuT,
uzkora/ractpoasodareanbHblil pediokc,
nuapes, AUCTITICUST/ IUCKOM(OPT B
SMUracTpaibHoi 061acTy, TOMHOTA, PBOTA,
930(arur, 3Bkl CIU3UCTON 06ONOUKH MOJIOCTH

pra

BB,H,YTHG JKAUBOTa, H3MCHCHHE NEPHUCTAJIBTUKH
KHMLICYHHKA, CYXOCTh CIIM3HCTOH 000/104KH
TIOJIOCTH PTa, FacTPOAYOeHAIIbHAS S3Ba, A3Ba
JKENTyZIKA, BKITIOYAst ey J04HO-KHUIIIeUHbIe
nepopaliy ¥ KPOBOTEHUEHHS, CHHAPOM

pa3IpaXKeHHOTO KUIIEIHHKA, MAHKPEATHT

Heuacto

Hap}nﬁ-temm CO CIMOPOHbBL
nevyeHu u

Jicenuesbl800AUUX NYymeli

[Toreimenue ceioporouHoit akTueHOCTH AJIT,

noBeimeHue akTuBHOCTH ACT B nnazMe KpoBH

YacTto

[enaTut’

Penxo

2

TTeueHOYHAs HEJOCTATOYHOCTE?, XKENTyXa”

Penko’

Hapywenus co cmopoHst
KOMCU U NOOKOIICHBIX

mraneil

DKXHUMO3

YacTto

OTeuHOCTh JINL@A, KOXKHBIN 3y, KOJKHas ChIllb,

spuTeMa’, KparnBHHUIA?

Heuacto

Cunzipom CrupeHca-JPKOHCOHa%, TOKCHYECKH

anuaepManbHBINA HCKPOHH32, (puKcHpoBaHHAas

JleKapcTBEeHHAS SpUTEMa’

Penko®

Hapyuienus co cmoponbl

Crniazm/cyaopory MBILIL, CKEJIETHO-MBILIeYHAas

Heuwacto

15
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Moututeynol, ckenemuoi u | 00JNb/CKOBAHHOCTD

coeOuHUmMenbHOU MKAHU

Hapywenus co cmopouvt | IlpoTenHypus, NOBBILIEHAE KPEaTHHHHA B Heuacro

NnoYex u .?\-10‘1865160()}214{106 CBIBOPOTKE KPOBH, MMOYCUHAs He..El,OCTEI,’I"O‘{HOGTI:2

nymeti

Obuyue napywenus u Actenus/cnabocts, rpunnonoJo6HeIH curapom | Yacto
peaxyuu 6 mecme bosnb B rpyaHo# KieTke Heuacro
66e0eHUs

Jlabopamopnsie u IToBrimenne a30Ta MOYEBUHEI B I1a3Me KporH, | Hewacro
UHCmMpymeHmansHole TMOBBIIIEHHE CEIBOPOTOYHOM AKTUBHOCTH ]

oannvie kpeaTH(ochOKMHA3EI, THIEePKATHEMHUS, E

MHHHCTI
ITOBEBINEHHE KOHLCHTPalHH MOYEBOH KHCJIOT IL[B s
ITpufas M

jiasMe KpoBH

CHuKeHUe COoJACpiKaHHs HATPHA B IMJIasMe KPOBH Penxo

' CornacHo uacToTe, 3aperMCTPUPOBAHHON B 6a3e AAHHBIX KIHHHUYECKOrO HCC/IENOBAHHUSA:
o4eHb yacto (= 1/10), gacto (ot > 1/100 go < 1/10), newacto (ot = 1/1000 mo < 1/100), peako
(or > 1/10000 mo < 1/1000), oyens peako (< 1/10000).

? JlauHas HexkenaTeNbHAas peaKiys GBLTA 3aPETMCTPHPOBAHA B XOJE MOCTPErMCTPAIMOHHOTO
HabmoaeHus. Yactora cooOLeHHI i Hee OLCHUBACTCS HA OCHOBaHHM Haubosiee BHICOKOM
4acTOThI, HaOMrOAABILIEICS B KITMHUYECKUX MCCIIE0BaHUsIX, 00BEIMHEHHBIX B 3aBUCUMOCTH OT
J03bI U MOKa3aHus.

3 YacToTHas KaTeropus «peako» Oblla ONpeJe/eHa HAa OCHOBAHMM pacueTHOM BepxHeil
rpanunsl 95 % npoeeputensHoro uutepBana (JAM) ans 0 coObiTuii, yuuTeIBas KOJIMYECTBO
MAaLKeHTOB, MONy4YaBIUMX OJTOPUKOKCHO, B aHamuse fgaHHeIX [II dasbl, oObeqUHEHHBIX B
3aBUCUMOCTH OT J03bI M MoKazaHus (n = 15470).

* I'unepuyBCTBUTENBHOCTE BKIIOYAET TEPMHHBI «aJUIEPIHsSy», «JIEKAPCTBEHHAS ajljieprusy,
«TUMEPYyBCTBUTEJIBHOCTE K JIGKAPCTBEHHOMY  CPEJCTBY», «THIEPYYyBCTBUTEIBHOCTHY,
«THUMEPUYBCTBUTEIBHOCTE  HEYTOUHEHHAs»,  «peaKkuus  CUIePUYBCTBUTEIBHOCTH» 1
«HecTieupUUecKas aIeprusiy.

5 Tlo pe3yabTaTaM JaHHBIX aHA/IM3a JOJTOCPOYHBIX ILIALE60-KOHTPOIMPYEMBIX U aKTHBHO-
KOHTPOJMPYEMBIX KIMHUYECKUX MCC/IEJOBAHUI NPU MPUMEHEHUH CEEKTUBHBIX HHTHOUTOPOB
[IOT'-2 moBBIIAETCS PUCK PA3BUTHS CEPHE3HBIX apTEPUATBHBIX TPOMOOTHHECKHX SBJICHUH,
BKJIFOYAs WH(APKT MHOKapAa W WHCYNbT. MCX0As U3 MMEIOIIUXCsS JaHHBIX, MajioBEPOsTHO,

410 aGCOMOTHEIN PUCK Pa3BUTHA AaHHBIX ABIeHUH npeBeimacT | % B roa (Hewacro).
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Crnenyromue cepresnsie HP Gpiin 3aperucTpupoBaHsl B csizu ¢ npuemom HITBIT u He MoryT
OBITh MCKITIOUECHBI [UIA STOPHKOKCHOA: He(POTOKCHYHOCTB, BKIIOYAS HHTEPCTHIUATBHBIN
HepuT 1 HePPOTUUECKUIM CHHIPOM.

Cool1ieHus 0 Mo103peBAEMBIX HEXKeIATeIbHBIX PEAKIIHAX

BaskHo COOGLIJ,EITB 0 MOJAO03pPCBACMBIX HEIKCIATENbHBIX peaKUHAX I0CJe perucrpauum
NIEKapCTBEHHOIr0  mperapata ¢ Ledbilo  obecrnedyeHuss HENMPEpLIBHONO MOHMTOpPHUHIa
COOTHOILEHHs «I10JIb3a — PUCK» JIEKAPCTBEHHOro mnpenapara. MeanUUHCKUM paboTHHKAM
pekoMenjayercss coobware O JMOOBIX MOJ03PEBAEMBIX  HEXENATENBHEIX  PeakiusaX
JICKAPCTBECHHOT' O TIpErapaTa 4Ye€pe3 HalHOHaJ/IbHBIE CHCTEMBI COOGL[{QHHH 0O HeEXKeJ1aTCJIbHBIX

peakUuiAX rocyiapCcTs — 4J1€HOB EBpaSHﬁCKOFO 3KOHOMHHYECKOIQ COHO3a.

Poccuiickas ®edepayus

109012, r. Mockea, CnassHckas 11, 4. 4, cTp. 1 MHUHMCT

PECIIVEN

DenepanbHas cny:xba 1o Haaz0py B cepe 34paBOOXPAHEHHUS &
Ten.: +7 (800) 550 99 03 —

Anpec 311, noutsl: pharm@roszdravnadzor.gov.ru

Be6-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa benapyce

220037, r. Munck, ToBapuineckuii nep., a. 2a

PecnyOnukaHckoe yHutapHoe mnpeanpustde «LleHTp SKkcnepTM3 W WCIBITAHMNA B
37IpaBOOXPAHEHUN»

Ten.; + 375 (17) 242 00 29

Ajpec 311, mouThl: repl@rceth.by

BeG-caiit: www.rceth.by

Pecnybnuxa Kazaxcman

010000, paiion Baiikousip, r. AcraHa, yi1. A, Mmanosa, 1. 13, Bl «Hypcayner 2»

PI'TI na I1XB «HaunoHanbHEIH LEHTP 2KCNEPTH3EI JIEKAPCTBEHHEIX CPEACTB U MEIULIMHCKUX
msaenuity Komurera MemuIMHCKOTO M (apMaleBTHYECKOro KOHTpossi MuHHucTepeTBa
3apaBooxpaHenust Pecry6nuku Kazaxcran

Ten:: +7 7172 235 135

Anpec 1. noutel: farm@dari.kz

Be6-caiit: www.ndda.kz

Pecnybnuxa Apmenus

0051, r. Eperan, np. Komuraca, 1. 49/5

«HayuHpI LEHTP 9KCIIEPTH3Bl JIEKapCTB M MEIMLMHCKUX TEXHOJIOTMA MMEHH aKaJeMHKa

3. l'abpuensua»
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Ten.: +374 60 83 00 73

Anpec a1, niouthl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am
BeG-caiiT: http://www.pharm.am

Kuipevisckan Pecnybnuxa

720044, Yyiickas o6nacts, r. buiukek, yi. 3-a Jlunus, a. 25

JlenapTaMeHT 1eKapCTBEHHBIX CPEJICTB U MEIULMHCKHUX M3/IeHit e —— iy

COrJa
Ten.: +996 (312) 21 92 86 MHHH( TBOM

Anpec o1 noutsl; dlsmi@pharm.kg Hpukcas M

Be6-caiit: www.pharm.kg i —_—
4.9, Ilepeno3npoBka

B KIMHHYECKHMX HCCNIEIOBAHUAX NPHEM 3TOpUKOKcHOa B paszoBoit moze mo 500 mr wau
MHOTOKpaTHBIH mpuem 10 150 Mr B cyTku B TeueHue 21 [AHA HE BbI3BIBAN CYLIECTBEHHBIX
TokcHueckux ohdektoB. bbu  momyuensr coolmenus 06 0oCTpoH mepeno3MpoBKe
3TOPUKOKCHOOM, ofiHaKo B GonbiuHCTBe ciaydaeB o HP He coobimanocs.

CuUMNTOMBI

Haubonee uacteie HP coorsercTBoBanu npodumo GesonacHoct 3topukokeuba (Hanpumep,
Hapywmenus co ctoponsl XXKT, kapauopeHanbHble ABICHUS),

Jleuenue

B ciyuae mepeno3vpoBKH Lieslecoo0pa3HO MPUMEHSTh OOBIYHBIE TMOIEPKUBAIOLINE MEPEI,
TaKue KaK yjajaeHue Hescocapiierocs npenapara us XXKT, knunuueckoe HabmoeHue u, npu
HeoOXOAUMOCTH, MOJEPKUBAIONas  Tepanus. OTOPUKOKCHMO HE  BBIBOAWTCA  IMpH

remMoauaaiuse, BEIBCIACHHUE STOPHKOKCHGEI MpH MEPUTOHCATTEHOM JUAaTM3€ HEC U3YyHalloCh.

5. ®APMAKOJIOTUYECKHUE CBOMCTBA
5.1. ®apMakogHHAMHYECKHE CBOlCTBA
dapmMakoTepaneBTHveckas  rpymnmna: HECTEPOUIHBEIE  TIPOTHBOBOCHAMTEBHBIE U
IPOTHBOPEBMATHUECKHE MpenapaTsl; KOKCUOE
Kog ATX: MO1AHO5

MexanusM aeiicteus U hapmakoauHamuueckre 3bHEKTHI

DTOpUKOKCHO TIpU TNpHeMe BHYTPh B  TEPANEBTUYECKUX KOHUEHTPALMUAX —SABJISETCS
cenekTUBHBIM uHrHOMTOpoM L[OI'-2. B knmHuvecknx (apMaKkoNoruyeckux HCCIeJOBAHHIX
3TOpUKOKCUG [o303aBucuMo uHrubuposan [[OI'-2, we oxaszeiBas BiusHus Ha LIOI-1 mpu
NpYMeHeHUH CyToYHOM 10361 A0 150 Mr. [IpenapaT He MHrMOUpYET CMHTE3 NPOCTarjaHANHOB

B CIM3UCTOI 060I0UKe KeMyIKa ¥ He BJIMSET Ha (PYHKLHUIO TPOMOOLUTOB.
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[uknookenrenasa orpevaer 3a 06pa3oBaHUe MPOCTANTAHAMHOB. BEIIENEHB! JBE u30(opMEI
uuiiookeurenassl — LIOT-1 u [OT-2. 110I'-2 npexcraenser co6oii uzodepMenT, KOTOPHI
VHIYUHPYETCA  TOJA  ACHCTBHEM  PAsIHMYHBIX  MPOBOCTIAJMTENBHBIX  MEAMATOPOB U
paccMaTpUBacTCs KaK OCHOBHOW (DEPMEHT, OTBEYAIOLIMI 3a CHHTE3 MPOCTAHOMIHEIX
MEMaTopoB 00K, BOCTAJICHHUs U JIMXOPaIKH.

LIOI'-2 yyactByer B mpoueccax OBYNALMHM, WMIUIAHTALMM M 3aKPBITUA apTEPHAIbHOIO
MPOTOKA, pPeryisiuuu (QyHKUMH [OYeK W LEHTPabHON HEPBHOM CHCTEMBbl (MHAYKLMS
NUXOpajJky, ouymeHde ©60aM, KOTHWUTHBHAsA (yHKUMs), a TakKe MOMKET HrpaTh
OMpEAc/IeHHYI0 poJib B mponecce 3axupieHuu 13B. 11OI'-2 Obina oOHapykeHa B TKaHAX,

OKpYKaIIHUX s3Bbl JKEIYOKa Y 4eJIOBEKa, HO €€ 3HaueHue ISl 3aKWBJICHHS $3Bbl HE
| I e it S—

-

YCTaHOBJIECHO.

|
!
Knunnueckas sdexrrnBHocTs U 6€3011aCHOCTD !

PDAHEHNH E

agpves |
CyTku obecneuuBan JOCTOBEpHOE YyMEHblIeHHEe OOJM M Y/IYYIUEHUE OLEHKH CBOEro
COCTOSAHUSA MauueHTaMu. Itu GnaronpuatHbie dpdexTs HabMOANIUCh yKe HA BTOPOil ACHB
JIeYeHHA M COXpaHAIUCh B Te4yeHWe 52 Henenb. MccnenoBaHus sropukokcuba Ipu
NMpUMeHEHHH B 103¢ 30 MT OIMH pa3 B CYTKH (C UCTIO/IB30BAHUEM CXOAHBIX METOJOB OLICHKH)
MpOAEMOHCTpUpoBan 3(pdEeKTUBHOCTE MO CpaBHEHHMIO ¢ mianebo B TedeHHe mepuoja
NeYeHHs TIPOAOIIKUTENBHOCTRIO 12 Hegens. B uccnenoBaHMM, NPOBOAMMOM € LIENBIO
OMpeAeNeHnuss ONTHMAJIBHON [O3BI, 3TOPHUKOKCHO TpH mHpUMEHeHHH B gose 60 mr
NPOAEMOHCTPUPOBA AOCTOBEpHO Oosiee BBIpakeHHOE yiydlleHWe, yeM B jo3e 30 mr, s
BCEX TpeX MEepPBHUYHBIX KOHEYHBIX TOYeK yepe3 6 Hexenb neueHud. Joza 30 Mr He uzydanach
MPH OCTEOAPTPHUTE CYCTABOB KUCTEH pYK.

VY nanueHToB ¢ PeBMATOMJIHBEIM apTPUTOM 3TOPHKOKCHO Npu mpumeHeHUH B 03¢ 60 M u
90 Mr oiMH pa3 B CyTKH oOecrevMBaj JOCTOBEPHOE YMEHbIIEHHE GONH W BOCTAJCHHSA H
yAyYLIeHHUEe MOABHKHOCTH. 3TU GnaronpusTHeie 3GeKTs COXpaHATUCh B TEUEHHE Mepuoa
JIeYEeHHUs MPOJOIKUTENILHOCTEIO 12 Heleb.

V naumeHTOB ¢ HaJIWYMEM MPUCTYIOB OCTPOro MOJArpHUECKOTO apTPUTa 3TOPUKOKCHD TIpU
npumeHeHuu B jgo3ze 120 Mr oguH pa3 B CYTKM B TEUEHUE BCEro IMNEpUOAA JICUCHUs
MPOJODKUTEILHOCTEIO BOCEMB [JHEH YMEHBIIAN YMEPEHHYIO U CHIIBHYKO G0Nk B CycTaBax U
BocrajsieHue. DddekTuBHOCTs OblIa cpaBHMMa ¢ S(PQPEKTHBHOCTBIO HHIOMETAaLMHA IPH
NPUMEHEHHH ero B Jo3e 50 Mr TpH pasa B CyTKH. YMeHbIIeHHe 00T 0TMEUaoch YXKe uepes
4 yaca mocie Havyana JIeYeHHUS.

V NalueHTOB ¢ aHKHJIO3UPYIOIIHUM CITOHAWINTOM 3TOPUKOKCUO MpH NMpUMEeHEeHUH B 03¢ 90

MI' OOHWH pa3 B CYTKH obecrieunpan AOCTOBEPHOE YMEHBIICHUE Bonu B CrIUHe, BOCIaJIeHud,
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PUrHAHOCTH, a Taioke ymydimeHue dyHkuui. Knunuueckas spdekTBHOCTE 3TopuKoKcuba
Habmo/anach yxxe Ha BTOPOH JeHb Je4eHWs W COXPAaHsANach B TeUEHHE BCEro Iepuoja
IeYeHHS TIPOJIOJDKUTENLHOCTEIO 52 HeJlen. Bo BTOpOM HccneJ0BaHUH, CPaBHUBAIOILEM J103Y
aTopukokcuba 60 mr u no3sy 90 mr, atopukokcu® B 103e 60 Mr 0iuH pa3 B ieHb U 90 M OMH

pa3 B JIeHb JEMOHCTPHPOBAJ aHAJOTHYHYI0 5((EKTUBHOCTh B CPABHEHHM C HAMPOKCEHOM
| COTJi
B KIMHMYECKOM HCC/IE0BAaHMU MO M3Y4eHMIO GOJM mocie woma’riﬁ'{iiﬁﬁ{ébﬁﬁx

1000 Mr oaun pa3 B neHb.

3

aTopuKoKeU6 B 103¢ 90 Mr Ha3Ha4alu OJMH pa3s B CYTKH B TEUEHHUE fPéanetiBnd,;:[ﬁpynne ;

NaLKUEHTOB ¢ YMEPEeHHONH GoNbI0 (IIPU MCXOIHON OLEHKE) ITOPUKOKCHO MpH HpHMC.;IeHHH B
nose 90 Mr oka3biBan Takoii xe o6ezbonuBalomii sddekt, kak U uGynpoden B go3e 600 mr
(16,11 B cpaBHenuu ¢ 16,39; p =0,722), u npeocxojui 1o 3PPeKTUBHOCTH KOMOUHALIMIO
napaueramon/koaeut B no3e 600 mr/60 mr (11,00; p <0,001) u mrane6o (6,84; p <0,001)
cornacHo oOImel oLeHKe yMeHbLIeHUs Oonu B Tedenue nepBeix 6 vacoB (TOPARSG). Hons
MalMeHTOB, KOTOpbIM noTpeboBanuchk obe3bonuBaroiiue npenapatsl OBICTPOro JAeHCTBHS B
TEUeHHUe MepBBIX 24 YacoB Mociie NnpueMa HeclelyeMbIX npenapaTtos, coctasuiaa 40,8 % npu
NpUMEHEeHUH dTopuKokcuba B no3e 90 mr, 25,5 % npu npumenenun ubynpodeHa B 103e
600 Mr xaxxaele 6 yacoB M 46,7 % npyu NpUMeHeHUH KOMOMHALMU MapaleTaMon + KOJCHH B
no3e 600 mr/60 mr kaxaele 6 4acoB M0 CpaBHEHUIO ¢ 76,2 % B rpynmne mianebo. B stom
MCCIIe/IOBAaHNY MeJIMaHa Havana JAeHcTBUS (OUIyTHMOE yMeHblIeHHe O0/IM) NMpu NPUMEHEHUH
sTopuKokcuba B qo3e 90 Mr coctaBuia 28 MUHYT 110C/Ie MpUeMa nperapara.

Ilpoepamma MEDAL (MHOo2OHAYUOHANBHASR NPOCPAMMA OYEHKU 00120CPOYHO020 HA3HAYEHUS
amopuxokcuba u oukiogenarxa npu apmpume)

[Tporpamma MEDAL npexactaBnsia  cofoit  NpOCHEKTHBHYHO MPOTpaMMy  OLIEHKH
Oe3omacHoctTh Ha ocHoBaHMM CC  sBnenuii 10 OOBEAMHEHHBIM JAHHEIM  Tpex
PaHIOMHU3HPOBAHHBIX ABOMHBIX CNEMBIX AKTHBHO-KOHTPOIUpYeMbIX Hccnenosanuit: MEDAL,
EDGE Il u EDGE.

B ncenenopannu MEDAL, AnurensHOCTE KOTOPOIO ONPENeIsIack JOCTHKEHUEM KOHEUYHBIX
touek (CC apnenwuit), 6putn BKIOUeHH 17804 nanuenta ¢ octeoapTpuroM U 5700 naunueHTOB
C pEeBMaTOWAHBIM apTHPUTOM, MOYYaBIIMX 3TOPUKOKCUO B no3e 60 mMr (ocTeoapTpuT) Wim
90 Mr (ocTeOapTPUT W PEBMATOMAHBIA apTpuT) MM aukiaodeHak B gose 150 Mr B cyTku B
cpeanem B reuenue 20,3 mecsua (Makcumym 42,5 mecsna, meamana 21,3 mecaua). B stom
WCCNEIOBAHUM PETUCTPUPOBANK TONMBKO cephe3nble HP w  cmyuan BeIObIBaHMA U3
uccaen0BaHus BeyeacTare iodeix HP,

B uccrnenoranusx EDGE u EDGE Il cpaBHuBanyu »xelryao4HO-KHIIEYHYIO TEPEHOCUMOCTE

stopukokcnba u pukinodpenaka. Hcecneporanne EDGE  Bxmowano 7111 namuentoB ¢

20




AN-W0O00248-TN-BY

OCTEOAPTPUTOM, MOJIy4aBLUMX STOPUKOKCHO B fo3e 90 Mr B cytku (B 1,5 pasa Gosblue 10351,
PEKOMEH/IyeMOH MpH 0CTe0apTpuUTe) UM AuKIoheHaK B Jo3e 150 Mr B CyTKH B cpelHeM B
Teuenune 9,1 mecaua (MakcumyMm 16,5 mecsua, menuana 11,4 mecsina). Uecnenosanue EDGE

[I Bxyrouano 4086 naLMeHTOB ¢ PeBMATOMIHBIM APTPUTOM, MOTYYABLINX STOPUKOKCHO B J103¢

90 mr B cyTkn uian auknodeHak B o3e 150 Mr B cyTKu B cpesiHeM B TeueHue 19,2 Mecauen
T TACOR ¥ ()
(Makcumym 33,1 mecsua, Mmeanana 24 mecsua). i hovce ’b‘ ﬂ : )

MHWHI

B ob6benunennodi [lporpamme MEDAL 34701 nmaument c ‘%?TFP?‘PTPHTOQ

1P

Pecmn

PEBMATOMIHBIM APTPUTOM MONYYATH JICYEHHE B CPEAHEM B TEUCHME s 0-MECHIEB
(makcumyM 42,3 Mmecaua, meauana 16,3 mecaua), okono 12800 maieHTOB Moiy4ay jgeueHue
B TeueHue OGonee 24 mecsuer. Y BkmoueHHbIX B [Iporpammy MEDAL nauuenTos rnpu
MCXOJHOH ouLeHKe Obln 3aperucTpupoBaH WHpokuid criekTp CC M KeNyA0YHO-KHLICYHBIX
(axropoB pucka. BeiiM MCKIIOYEHBl MAIMEHTH C HEOABHO TMepeHeceHHBIM HWHpapKTom
MHOKap/a, a TaKkKe ¢ a0OPTOKOPOHAPHBIM LIYHTHPOBAHHUEM WJIM YPECKOXKHBIM KOPOHAPHBIM
BMELIATEJIL,CTBOM B TeyeHHWe 6 MecsleB TMepei BKIIOYEHHEM B HccledoBaHue. B
HCCIeIOBAHUAX pa3pelianoch MPUMEHATh FaCTPONPOTEKTOPhl U HU3KHE 103kl ACTIMPUHA.
JIOCTOBEpPHBIX Pa3IUYUM MEKIY ITOPUKOKCHMOOM M AUKIO(EHAKOM B OTHOIUEHHH YacTOTHI
tpomboruueckux CC spnenuit obHapyxeHo He Owut0. Kapanopenansuele HP Gosee uacro
Habio1aMMCh MPU HAa3HAYCHHH 3TOPUKOKCHOa, YeM NpH HasHaYeHHH JUKIodeHaKa; JaHHbIH
adexT ObLT 10303aBUCUMBIM (OTHAEABHBIE pe3ynbTaThl MpeAcTaBieHsl Huxke). HP co
croponbl KKT u meueHu QOCTOBEpHO 4alle HabMoAanuch NMPH Ha3HAYEeHUM JUKIOQCHaKa,
4yeM Mpu HazHaueHuM sTopukokcudba. Yacrora HP B uccaenosanusx EDGE w EDGE I, a
takoke HP, npu3HAHHEIX Cepee3HBIMM MIH  TNOTPeOOBABLIMX OTMEHEI JICUEHMS, B
uccnenosanu MEDAL Orpina BBl NMpU Ha3HAuYeHHUH DTOPUKOKCHOA, YeM MPH Ha3HAUCHUH
quknogeHaka.

Pezynomamer oyenku Gezonacnocmu 6 omuouienuu CC cucmemol

YacroTa moJTBep:KACHHEIX cepbe3HbiX TpoMmboTnueckux CC HP (BxatouaBlnmux cepieusie,
uepeGpoBacKy/IsipHEIe U Meprepryeckue COCyUCThIE SBJIEHNUS) OblIa COMOCTABUMOMN MENTY
rpyNIamMu, MoJy4aBIIUMH STOPUKOKCHO uau AuknodeHak (AaHHEIe NMpUBEACHE! B Tabiuie
Hmke). [To yactoTe TpPOMOOTHYECKHUX SABJICHUI HE OBIIO BBIABICHO CTATUCTHYECKH 3HAYMMBIX
pasnmuuuii  MeXIy OSTOPUKOKCHOOM M IUKJIO(DEHaKOM BO BCEX TMPOAHATU3IUPOBAHHEIX
MOArPYINaX, BK/IOYAs KAaTeropHd MaLUeHTOB B JuamasoHe wucxonHoro CC  pucka.
OTHOCHTENIBHEIA PUCK [UIsi TOATBEPXKIEHHBIX cepbe3HbX Tpombornueckux CC HP Obin
CXO/HBIM JUIsl 3TopuKokcuba (npu npueme B goze 60 mr umu 90 mr) u auxnodenaxa (npu
npueme B g03e 150 mr).

Ta6nuua «Yacrora noareepxaeHHbix Tpombotuyeckux CC snenuit (ITporpamma MEDAL)»
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ITOPHKOKCHO
(N =16819)
25836 nauueHTo-

JIeT

NMuxnopenak
(N =16483)
24766 nauuenTo-

JierT

CpaBHeHne Mex1y

rpynmnamMu JeveHns

Yacrora! (95 % JIN)

Yacrora' ( JIN)

OTHOCHTENBHBII

puck (95 % /1)

IToomeepoicoennvie mpombomuueckue CC cepwesnvie HP

[Tpu BEINONHEHUH
TpeGoBaHUA

IMPOTOKOJIa

1,24 (1,11, 1,38)

1,30 (1,17, 1,45)

0,95 (0,81, 1,11)

B 3aBucUMOCTH OT
Ha3HAYEeHHOT0

JIEHEHHS

1,25 (1,14, 1,36)

1,19 (1,08, 1,30)

1,05 (0,93, 1,19)

MHHHUCTEP
PE

IToomeepoicdennvle cepoeunvle A61EHUA

IIpuxas M

[Tpu BeIOAHEHUM
TpeboBaHuii

NPOTOKOJIA

0,71 (0,61, 0,82)

0,78 (0,68, 0,90)

B 3aBHcHMOCTH OT
Ha3HAYEHHOr 0

JICHEHHS

0,69 (0,61, 0,78)

0,70 (0,62, 0,79)

0,99 (0,84, 1,17)

IToomeepoicoennvie yepebposackyIAPHblE ACNEHUA

ITpu BEIMONHEHUH
TpeboBaHUH

IMPOTOKOJIA

0,34 (0,28, 0,42)

0,32 (0,25, 0,40)

1,08 (0,80, 1,46)

B zaBucumocTH oT
Ha3HAYEHHOT'O

Ne4yeHus

0,33 (0,28, 0,39)

0,29 (0,24, 0,35)

1,12 (0,87, 1,44)

IToomeepoicdennvie nepugepuveckue cocyoucmvle A6NeHus

[Ipu BEINIONHEHHHA
TpeboBaHUA

[IpOTOKOIA

0,20 (0,15, 0,27)

0,22 (0,17, 0,29)

0,92 (0,63, 1,35)

B 3aBHCHMOCTH OT
Ha3HAYEHHOTO

JICHCHHAS

0,24 (0,20, 0,30)

0,23 (0,18, 0,28)

1,08 (0,81, 1,44)
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! Konuuectro senenuii va 100 maineHTo-Jer.

I = noseputesibHeiii  wHTepBajn; N =o0iiee KOIUYECTBO MAlMEHTOB, BK/IIOYEHHBIX B
TOMYJISLMIO AMEeHTOB, BRIMOIHUBIIMX TPeOOBaHUsA MPOTOKOJIA,

[lpu BoinonHenuu TpeGoBaHuil MPOTOKONA — BCe SBJIGHMS, pa3BMBIIMECS HA (OHE
ucclelyeMoil Tepanmuu B TedeHue 14 JHel ¢ MOMEHTa ee MNpeKpalleHus (MCKITOYCHBI
NalueHTsl, Koropele monayuunu <75 % uccrepyemoro mpemapara, M TIALMCHTHI,
NPUHAMABIIHE HE BKIFOUeHHbIe B Mecneosanne HITBIT> 10 % Bpemern).

B 3aBHCHMOCTH OT HA3HAYEHHOrO JIEYEHUs — BCEe INOATBEP)KICHHBIC SB/ICHUSA, Pa3BUBLIMECH
70 OKOHUAHMS HMCC/IeIoBaHMs (BKJIFOUEHBI TNALMEHTHhI, KOTOPbIE MOIM MOJBEPraThCs HE
BKJTIOUEHHBIM B HCCIIEIOBAHKE BMEIIATEIbCTBAM OCJIE MPEKPAIICHUS NpUeMa UCCIEAYeMOTo
npenapara). OOuiee KOMMYECTBO pPAHAOMH3HPOBAHHEIX —[ALMEHTOB: 1= 17412 nna

yropukokcuba u n = 17289 nns auknodeHaka.

STOPUKOKCHOOM H AMKI0(EHAKOM. |

MUHHCTE
Kapouopenanvnvie aenenusn \‘
Hpuxad apvchk

[pu6auzurensto y S0 % nauueHToB, BKIOYEHHBIX B UCC/IC/I0BAHNIE MEDAWMWW—"‘—J

aAHEHUHA

oueHke OblJa 3aperdcTpUpOBAaHA apTepHajbHas TUMNEPTEH3Ws B aHAMHE3C. Yacrora
BbIObIBAHMS  BeneacTeBMe HP, CBA3aHHBEIX ¢ apTepuanbHOM runepreHsuei, Obina
CTATHCTMYECKH 3HAYMMO BHIIE U STOPHKOKCHGa, uem s auknopenaka. Yacrora HP,
cesisanHbXx ¢ XCH (ciyyau BbIOBIBAHUS W3 HCCIC/0BAHMS WM CEPHE3HBIC sABJICHUs), Oblia
cXOo/HOM 1St STOpHKOKeHGa B o3e 60 Mr u ukiodperaka B go03e 150 mr, HO ObLta BhILIE VIS
stopukokcuba B aose 90 Mr mno cpaBHEHHIO C nuknopenakoM B poze 150 mr (u
CTATHCTHYECKH 3HAYMMO BBIlE JAAA OSTOpukokcnba B jo3ze 90 Mr ro CpaBHEHHIO C
auknodenakoM B fo3e 150 Mr B rpynme ocTeoapTpUTa MCCICAOBAHHA MEDAL). Yacrora
noareepiacaennblx HP, cazannpix ¢ XCH (sBaeHMs, KOTOpbIC ObIIM CEPbE3HBIMU U TTPHUBEIIH
K TOCTIUTAIM3ALIMN HITH TIOCEIUEHHUIO OTIENEHHUs HEOTIOKHON NOMOLLK), Gb1/1a HE3HAUMTENBHO
BBIITE JUTSl STOPUKOKCHGA N0 CPABHEHHIO C AUKIOPEHAKOM B J103€ 150 mr; naHHBI dddeKT
6uUT 10303aBUCMMEIM. YacToTa ciiyyaeB BLIOBIBAHMsS W3 MCCIEOBAaHUs BCICICTBHC HP,
CRI3AHHBIX C OTEKaMu, GbIUIA BBILIE IS STOPUKOKCHOA 10 CPABHEHMIO C JMKIO(DEHaKoM B
nose 150 mr; pammbil 5ddekt OB 10303aBUCHMEIM (CTaTUCTUYECKH 3HAYUMO JUIA
sropukokcuba B 103¢ 90 MT, HO He AJIA sTopukokcuba B fo3e 60 mr).

Pesynomampl oyeHKU KapOUopeHalbHoti besonacnocmu 6 uccnedosanusx EDGE u EDGE II
CO2NACYIOMCSL ¢ Pe3YTbMAmMamu 6 UCCIe008anul MEDAL

B ornensumix ucciaegosanuax ITporpammer MEDAL abcontoTHast uacToTa BEIOBIBAHHA U3

HceTeI0BaHUs B 06Ol Tpyme nedenus s sropukokcuba (60 Mr wim 90 Mr) cocrasnsia
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1o 2,6 % B ¢BA3M ¢ apTEpUANbHOlM runeprensuei, 10 1,9 % B ces3u ¢ orekamu u a0 1,1 % B
cessu ¢ XCH. V naipeHToB, NpUHUMABIINX 3TOPUKOKCHO B 103¢ 90 Mr, YacTOTa BHIOBIBAHUS
U3 MCCIICNI0BaHMs OblIa BEILIE, YeM Y MALHEHTOB, IPHHUMABIINX 3TOPUKOKCHG B 103 60 M.
Pesyromamot oyenxu srcenydoyno-xuweynoti neperocumocmu 6 I1, 'poepamme MEDAL

B kaxnom u3 Tpex uccienoBaHMil, BXOAAIMX B [Iporpammy MEDAL, uacToTa BeIOBIBaHUS
W3 MCCeNoBaKs Ans JoGoro kiuHuyeckoro HP co cropons XKKT (Hanpumep, aucrnencus,
Oonb B JKMBOTE, s3BbI) OBLIA JOCTOBEPHO HWXKE [/ DTOPHUKOKCMGA B CPaBHEHUU C
Auknodenakom. Yactora BbIOBIBAHMS M3 MCCEOBAHUS BCIEACTBHE KiauHMYeckux HP co
croponbl JKKT Ha 100 nauuenTo-ner 3a Bech mepros Mcc/ea0BaHus Obla caeayiomei: 3,23

A oTopukokcuba u 4,96 nna muknodeHaka B uccaemosanuu MEDAL: 9,12 ans

sTopuKoKcuba u 12,28 nns nuknodenaka B ucenenosanuu EDGE; 3,71 s  OTOpUKOKCUOa M.

R -."E A {1 3 P / 5_7 {
4,81 nns muknodenaka B uccaenosanun EDGE 1. il it

MHHHACTEP S3APABOOXPAHEHH

Pesynomamot oyenxu 6esonacnocmu 6 ommouternuu XKKT ¢ Ipozparye MEQAJYT
vl Pecnyb

B uenom HP co croponsr Bepxuux oraenos XXKT Gbuin onpeaeneHbi-kak-epdhop:

1H

u KpoBoreueHus. Ocnoxnennele HP co croponsl Bepxnux otmenos JKKT Brmouanu
nep@opaluio, HEMPOXOAUMOCTE U OCJIOKHEHHOE KPOBOTEUEHME; HEocioKHeHHBle HP co
croponsl  BepxHUX otaenos JKKT Bkmodannm HEOCNOXKHEHHBIE KPOBOTEHYEHHs M
HEOC/IOXNHEHHbIe s13Bbl. OO6mas uactora HP co croponsr BepxHux otaenos JXKT Geuia
JAOCTOBEPHO HIKE i 3TOpUKOKcMOa B cpaBHeHUMM ¢ aukinodeHakoM. JloCTOBEpHBIX
pasnu4Yui MeXJ1y STOPHKOKCHOOM M OHKIO(EHAKOM IO 4YacTOTe OCJIOMKHEHHBIX SIBICHMIA
o6HapyxeHo He Obuto. Ilnst remopparuveckux HP co croponsl Bepxnux ormenos JKKT
(OC/MOKHEHHEIX M HEOCJIOXKHEHHBIX B COBOKYIHOCTH) He GBUIO OGHAPYKEHO IOCTOBEPHBIX
pasnuuuil Mexay STopuKokcuboM u auknodenakom. I[IpenmymiecTBo sTopHKokcuba B
ortHoweHun BepxHuX otaenos JKKT no cpaBHeHumro ¢ aukinopeHakoM y MallMeHTOB,
oxHoBpeMeHHO npuHuMarommx ACK B Huskux ao3ax (oxono 33 % mnanueHToB), He OBLIO
CTATUCTUYECKH 3HAYUMBIM,

YacroTa MOATBEPKACHHBIX OCIONHEHHBIX H HEOCTOXKHEHHEIX KinuHuueckux HP co cropoHsl
sepxaux otaenoB JKKT wa 100 namuento-ner (mepdopauuu, s3Bbl M KPOBOTEHCHMS)
cocrasuna 0,67 (95 % AU 0,57, 0,77) mns sropukokeuba u 0,97 (95 % IH 0,85, 1,10) s
JuKIo(eHaKka, HA OCHOBAHMM Y€ro OTHOCHTENBHBIN puck coctasun 0,69 (95 % U 0,57,
0,83).

Beuta usyuena dvactora moarBepikaeHHEIX HP co crtoponel Bepxuux otaeno JKKT vy
MalMeHTOB TMOXKMIOrO BO3pacTa; MaKCHUMalbHOE CHIDKEHHE 4YacTOTHl Habmoganocs vy

MalMeHTOB B Bo3pacre > 75 ner — 1,35 (95 % AU 0,94, 1,87) B cpasHenuu ¢ 2,78 (95 % U
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2,14, 3,56) sBnenutt wma 100 mammenTo-metr juis sTopukokcHba M aukiodeHaka
COOTBETCTBEHHO.

Yacrora moxreepaennpix HP co croponsr nmknux otaenos JKKT (repdopatms TOHKOro
WIH  TOJCTOTO KHIUEYHWKA, HENPOXOAWMOCTE WM  KPOBOTEUEHHE) JIOCTOBEPHO HE
pasiinyanace MeXy rpynnaMu, no/y4aBUIMMH 3TOPUKOKCUO U AUKIO(EHaK.

Pesynomamet oyenxu 6esonacnocmu 6 ommowenuu nevenu 6 Ilpoepamme MEDAL
ITOpUKOKCHO XapaKTepu3oBaCs CTATHCTHYECKM JOCTOBEPHO (oJee HU3KOM 4acTOTOM
BbIOBIBAHUSA W3 MCCNEOBaHMA BeleAcTBUEe HP €O CTOPOHBI TEUEHM [0 CPABHEHHMIO C
nuknodenakom. B obbenuuennoit [Mporpamme MEDAL 0,3 % mnauueHTOB, NOJy4aBLIMX
9TOPUKOKCHO, M 2,7 % NalUMeHTOB, MOJYyYaBIIMX AWKIO(DEHAK, BHIOBUIM W3 HCCIELOBAHHS
senefcreue HP co croponst neuenn. Yacrora HP na 100 mauuento-ner cocrasuna 0,22 mnsa

sropukokcuba u 1,84 mna aumxnodenaka (p <0,001 ansa sToprkokcuba B CpaBHEHHH ¢

e b, o, .

mukiopenakom). bonemuncteo HP co croponsr mewenn B IMporpayve MEDAL Geum

'BFaT &

HECEPBLE3HBEIMH.

AGNEHUAMU

. |

B KkiuMHMYECKMX HCCIEOBaHMSX, 3a MCKIIOUeHHeM uccieaoBanuit ITporpammer MEDAL,
npubmsuTesHO 3100 ManueHToB MoyYann STOPUKOKCHO B 03¢ > 60 MI' B CYTKH B TEUEHHE
12 wenene wmu  poneiwe. He 6buto o6Hapy)keHO 3aMETHBIX pas3iMuuii B 4acToTe
MOATBEP)KAECHHEIX cepbe3HbIX TpoMOoTuueckux CC sBAEHHH Yy MAlMEHTOB, MOJyYaBIINUX
stopukokcu6 B no3e > 60 mr, mnane6o unu HIIBII, He comeprkamue HanpokceH. OgHako B
CPaBHEHUM C MAaLUEHTaMU, TNOJYYaBLIMMM HarpokceH B jo3e 500 mMr fgBa pasza B CYTKH,
4acTOTa 3THX fABJCHMH Obla BhHILIE y MAlMEHTOB, MOJIy4aBLIHX 3TOpUKOKcHO. Pasnuua B
aHTHarperaHTHo akTUBHOCTH MexAy HekotopeimMu HIIBIT, wnarubupyrommmu LOT-1, u
ceJIeKTUBHBIMU HHrHOUTOpaMu L{OI'-2 MOXKeT UMeTh KTMHUYECKOE 3HAYEHHE Y MAllUEHTOB U3
rpyNmel pucka pa3ButHs Tpombosmbonuyeckux apieHuit, CenexkruBHele HHrHOUTOPE! [1OI'-2
MOAABIIAIOT 00pa30BaHHE CHCTEMHOTrO (M, BOSMOXHO, 3HAOTEHAIBHOI0) MPOCTALMKINHA, HE
BIusa Ha TpomOouutapHeili TpomOokeaH. KinHudeckas 3Ha4MMOCTh 3THX HabmoaeHuil He
YCTaHOBJICHA.

HononnumenvHote dannvie no 6ezonacnocmu 8 omuoutenuu KKT

B ABYX [BOMHBIX CHEMbIX DHIOCKOMUYECKHX MCCICHOBAHUIX MPOAOIKUTEIBHOCTEIO
12 Helenlb KYMYJNATHBHAsS 4acTOTa PasBUTHUS IacTPOAYOACHANBHBIX 513B Oblla 3HAYMTENBHO
HI)KE Y MalMEeHTOB, MOMYYaBIIUX STOPUKOKCHO B no3e 120 Mr ofiMH pa3 B CYTKH, YeM Y

MalMeHTOB, MOJyYaBUIMX HAanmpokceH B ao3e 500 mr iBa pasa B cyTku uau ubynpoden B 103e
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800 mr Tpu pasa B cyTku. HacToTa pa3BUTHS A3B NPU HA3HAYESHUH 3TOpUKOKCcHUOa OblTa BBILIE
M0 cpaBHEHHIO ¢ marneto.

Heenedosanue ghynxyuu novex y nayuenmos nojicuiozo 603pacma

B paHIOMH3MPOBAHHOM JBOMHOM cleroM Miaue6o-KOHTPOIMPYEMOM HCCIeNOBAHHE B
napajjielbHeIX CPYNNax OLECHUBANM BO3AeHcTBHE |5-JAHEBHON Tepanuu STOPUKOKCHGOM
(90 mr), uenexokcubom (200 mr gBa pasa B cyTKu), HanpokceHoM (500 Mr /iBa pasa B CyTKH)
W miauebo Ha BbIBEJCHME HATpHA Moukamu, AJl W apyrue rokasatenu QyHKUMH MOYEK Y
MalMeHToB B Bo3pacTe OT 60 n0 85 ner, momyyaBIIMX PaLMOH C COJAEPIKAHUEM HATpUS
200 makB/cyT. DTOPUKOKCHO, LIeJIEKOKCHO M HANPOKCEH uYepes 2 Heflelu JIeYEeHH s OKa3biBaIy
CXOHO® BJIMSHHE HA BbIBEJEHWE HATPUs MovKkamMu. Bce akTHBHEIE Mpenaparsl CpaBHEHUs
MPUBOAMIM K YBCJIMYEHHUIO CUCTONMYECKOro AJl OTHOCHTENBHO mianebo, OJHAKO Teparnus
3TOPUKOKCUOOM NMPUBONIA K CTATUCTUYECKHA 3HAYUMOMY YBEIMUEHHUIO CUCTOaMYeckoro AJl
Ha 14-f JIeHb MO CPaBHEHHWIO C IIeJIEKOKCHOOM M HampoOKCeHOM (CpeaHee HM3MEHEHHe Jis

cucronnyeckoro AJl o ¢paBHEHUIO ¢ UCXOJHBIM 3HAYEHUEM: STOPUKOKCHO — 7,7 MM pT., CT.,

uenexokeud — 2,4 MM pT. CT., HAMPOKCEH — 3,6 MM PT. CT.).

¥

Coraa
MUWHHCTI o

COBAI
ABOOXPAHE! 13151 |

5.2. ®apmakoKHHeTHYECKHE CBOIiCTBA

AGcopOrius

npueme BHYTpb cocraejser okoio 100 %. Ilpu npumeHeHuM npenapata y B3pOCIbIX

MalMeHTOB HaTolak B jgo3e 120 Mr oauMH pa3 B CyTKM [0 JOCTHUIKEHHS PABHOBECHOTO
cocTostHUA Crax cOCTaBIseT 3,6 MKr/mil. Bpemst JoCTHIKEHUS MakCUMalbHOH KOHUEHTpaLUu
(TCmax) B mmasme kpoBu — 1yac mocie mpuema npernapara. AUCo.24q — 37,8 MKr-u/MiL
dapMakOKWHETHKA STOPUKOKcHOa B TIpefesnaX TeparneBTHYECKMX 103 HOCHUT JIMHEHHBIH
Xapakrep.

IIpu npueme stropukokcuba B mosze 120 Mr Bo Bpemst mpuema nHIIM (MHIIA C BBICOKUM
cojepiKaHHEeM JKUpa) He HabmoJanoch KIWHHYECKH 3HAUUMMOrO BIIMSIHUS Ha CTEMEHb
abcopbimn. CropocTh abcopOLUMU U3MEHTach, YTO MPUBOAMIO K CHHKEHHIO Cmax Ha 36 % 1
yBesuueHUI0 TCrax Ha 2 yaca. JlaHHBIE Pe3y/IbTaThl HE CYUTAIOTCS KIMHUYECKHU 3HAYMMBIMHU.
B xiuHMYeCKUX HUCCIIEAOBAHUSIX STOPUKOKCUO NMPUMEHSCS He3aBUCHMO OT BPEMEHU Npuema
TTHLIH.

Pacnipeienenue

Aropukokcnd npubnuzuTensHo Ha 92 % cBsA3pIBaeTes ¢ OeMkaMM MaasMbl KPOBHU y YellOBEKa
npu KoHueHTpauusx 0,05-5 mxr/mi. O6vem pacnipesienenus (Vass) B pABHOBECHOM COCTOSHUN
coctagser okono 120 n.

DTOpUKOKCHE TPOHUKAET uepes MaueHTapHbIi Gapbep U reMaTosHuedanuueckuii 6apbep.
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Buorpanchopmaris

DTOPUKOKCUO WHTEHCUBHO MeTtabonuzupyetcs. Menee 1% sTopukokcu6a BEIBOIUTCS
noykamMu B HeusMeHeHHOM Bujae. OcHOBHOM mnyTh MeTabonusma — obpasoBanne 6'-
THAPOKCUMETHIITOPHKOKeHOa, KaTanu3upyemMoe (epMEHTaMU CHCTEMBI  LIUTOXPOMOB.
Mzopepment CYP3A4 cnocoGerByer Mmerabonu3My 3TOPUKOKCHOA B YCIOBUAX in Vivo.
HUccnenosanus in vitro ykaseiBaiot, yro uszodpepmentst CYP2D6, CYP2C9, CYPIA2 u
CYP2C19 Takke MOryr Karaiu3dpoBaTh OCHOBHOM mnyTe MeraGoau3ma __hlj,g_lgﬁ_w__,h

& ; ; ITJIA
KOJIMYCCTBCHHOE BO3NEUCTBUE B YCIIOBHAX /M VIVO HE U3Y4aJIOCh, 'I‘ITI( J( i ; j(
N UCTEPCTBOD

ECITVE. ” |
Y uyenoseka oOHapyKeHO 5 MeTabONUTOB 3TOpUKOKCHOa. OCHOBHBIM Mpﬁ%ﬁgqﬁmm ﬂﬁﬂf[d

6'-kapOOKCHALETUIATOPUKOKCUD, 00pasyromuiics TMpH  JOMOJIHUTEE
THAPOKCUMETHIITOPUKOKCHOA, DTH OCHOBHble MeTaboJMTEl He 00JajaroT 3aMETHOH
aKTUBHOCTBIO MO0 sBjsAroTcs ciabbiMd  wHrHOuTopamu [[OI-2. Hu oguH H3 oTHX
meTtaboauToB He uHrubupyer [{OI-1.

DnUMUHALUS

Ilp OAHOKPAaTHOM BHYTPUBEHHOM (B/B) BBEJICHWM 3/I0POBBIM J0OPOBOJIBLIAM MEYEHOIo
pPagMoOaKTHBHOTO 3TOpUKOKcHOa B mo3e 25 Mr 70 % stopukokcuba BHIBOAHIOCH TMOYKAMH,
20 % — wuyepe3 KHIUEYHHMK, TIPEUMYIIECTBEHHO B Buae MerabonutoB. Menee 2 %
o0HapyKMBaIOCh B HEM3MEHHOM BHJIE.

BrieeieHHe 3TOpUKOKCHOA MPOUCXOAUT B OCHOBHOM IyTeM MeTa0o/u3Ma ¢ MOCIedyIoluM
BBIBEJeHUEM MOYKAMH.

PaBHOBeCHasi KOHLEHTPALMsS JOCTHIAETCs NpH exceIHeBHOM mpueMe 120 mr stopukokcuba
yepe3 7 cyToK ¢ KO3(pHHUUMEHTOM KyMYJSALMH OKOJNO 2, UTO COOTBETCTBYET MNEPUOAY
nonyssiBeaeHus (TY2) okono 22 yacos. [TnasmeHHBIN KIMpeHC rocsie B/B BBeAeHMs 25 M
cocTaBisieT NpUOIU3UTeIbHO 50 MII/MUH,

Oco0ble TPyl MalHeHTOB

ITayuenmur nodicuno2o eospacma

DapMaKkOKHHETHKA Yy TALHEHTOB TMOXKWIOro Bo3pacta (65 neT W crapiie) COMOCTaBUMa C
¢apmaxoxnnemxoﬁ Y MOJIOOBIX TTIAIIMEHTOB.

Ion

MapMaKOKHHETHKA STOPUKOKCHOA CXOJ(HA Y MY)KUUH H JKCHIIMH.

ITeuenounas HedoCMamoyHocmb

V naluWeHToB ¢ HapyleHueM (YHKIMU TEUeHH JIerKoH cTerneHu TskecTH (5-6 6annos mo
mkane Yaina-ITero) nprem stopukokcuda B 1o3e 60 Mr ofMH pa3 B CyTKH CONpPOBONKIANCS
yBenudyeHuem Tnokazatens AUC na 16 % Mo CpaBHeHHIO CO 3[0pPOBBIMH  JIMLIAMH,

NPUHUMAaBLIMMH Mpenapar B TOH ke A03e.
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V MalyeHToB ¢ HAapyleHUeM (YHKLHHM MeYeHH CPeJIHEH CTENEHH THKeCTH (7-9 Gannoe mo
mkane Yabna-TIbio), NPUHUMABIIMX 3TOPUKOKCHO B Ao3e 60 Mr uepes JeHb, CpeiHee
spauenne AUC 6pl10 TakuM 3Ke, KaK Yy 3J0POBBIX JIHL, NPUHUMAaBIIMX ITOPUKOKCHD
eIKEIHEBHO B TOM ke jJo3e. Dtopukokcub B moze 30 Mr OAMH pa3 B CYTKM HE M3yHailcid B

JJAHHOM MOITYJIALMH,

,HaHHble KIIHHHYCCKHX K q}apmamlmﬂemqecmx uccnenoaaﬂuu Yy NalHeHTOoR.. &Hapyu,leguwem'
F hr‘.‘ -“ F S :I'“?

DYHKLMH edeHH TSHKENON cTeneHn (2 10 6annos no mikane Llalfl.l'lﬂ,-]._[blo orgchquyko OB

IToyeunas HedOCMamMoyHOCHb
DapMaKOKMHETHYECKHE TMOKA3aTeld OJHOKPaTHOrO MNPUMEHCHHUS sTfipwmeu
120 Mr y nmauMeHTOB ¢ HapylEeHHAMH (QyHKUMHA TIOYEK CpeaHeit u TSKEJION CTENeHH U C
TEPMUHAIBHOM CTaJMel XPOHUYECKOH [I0YEUHON HEJOCTATOYHOCTH, HAXOIALUXCA Ha
reMoMaau3e, He OTIHYAINCH CYLIECTBEHHO OT MOKasaTesed y 340POBBIX JIHIL [Cemonnanus
He3HAUMTENBHO BIIMA/ Ha BhIBeAeHUe (KIMpPEHC Auanu3a — okono 50 MJI/MUH).

Hetu

dapMaKOKHHETHYECKUE MapaMeTphl sTopukokcuba y fieteit 10 12 net He U3y4amuch.

B dapMakOKHHETHYECKOM MCCIE0BAHNH (n=16), npoBoauBIIEMCS Yy TOAPOCTKOB B
Bospacte oT 12 1o 17 et, GpapMakoKUHETHKA y TIOJPOCTKOB € maccoit Tena oT 40 1o 60 kr
Npu mpHeMe TOpUKoKeuGa B 03¢ 60 Mr OJIMH pa3 B CYTKH My MOJPOCTKOB ¢ macco# Tena
Gonee 60 Kr mpu Tpueme sToprKokcuba B foze 90 Mr oauH pa3s B CYTKU Opia aHanoruvHa
dapMaKOKWHETHKe y B3POCIBIX MPH MpHEMe sToprKkokcuba B 03¢ 90 Mr oJiuH pa3 B CYTKH.

Be3onacHocTh U (b ()EKTHBHOCTH STOPUKOKCHOA Y IETeH HE yCTaHOBIICHA.

6. ®APMAIIEBTUYECKHUE CBOIICTBA
6.1. Ilepeuenb BenoMoraTe/IbHbIX BELIECTB

Stopuakc, 30 Mr, TabJeTKH, TOKPEITEIE nyeHo4YHOoH 000JI0UKOH
sopo.

[lenrono3a MUKpokpucTamiiyeckas, tun KG-802

Llenmono3a MUKPOKPUCTAITUYIECKas, TUIT PH-200 LM

Kansuus rugpodocdar

KpockapMmesniosa HaTpUs

Harpus creapundymapar

KpeMH#s AMOKCH]L KOJUTIOUIHEIH

Ob6o10uKa NIeHOYHAS.

Onappait 85F28751 11 Genbiit (MOJIMBUHUIOBEIN CMIUPT, THTAHA JAHOKCHA (E171), maxporoJi-
3000, TaabK)
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Otopuake, 60 Mr, TabIeTKH, MOKPLITHE MICHOYHOM 0b0m04uKOi
AHopo:

Lenmonosa mukpokpucranmugeckas, Tun KG-802

[lenmrono3a mukpokpucrammuueckas, tan PH-200 LM

Kaneuus runpodocdar

CIIVEIHRH BRyApyy . EHA
linwme ¥

Hprryag

Kpockapmennosa narpus
Harpus creapundymapar
Kpemuust nuokena konnouanmlit

Obonouxa nieHounas:

Onazpaii 85F28751 11 Genpiit (nonuBrHMIOBEIA cnupt, TuTaHa auokcua (E171), MakKporos-
3000, Tanek)

Kpacurens sxenesa oxeup sxentsiit (E172)

DTopuakc, 90 Mr, TabaeTKN, TOKPHITEIE MIEHOUYHOM 000/104KOl
Aopo:

Lenmonosa mukpokpucraninieckas, tin KG-802

Llennronoza mukpokpuctanauueckas, Turn PH-200 LM

Kaneums runpodocdar

Kpockapmennosa Hatpus

Hatpus creapundymapar

KpeMHuust [uokcus KoiouaHbIi

Obonouxa nnenounas:

Omnagpaii 85F28751 Il Genwrit (nmonmuBuHUIOBEIH crupt, THTaHa auokena (E171), makporon-
3000, Tanbk)

Kpacurens xxenesa okcujt kpacHslii (E172)

Otopuake, 120 Mr, TabIeTKH, NOKPEITHIE [JIEHOYHOM 000I0UYKOH

lopo:

Lenmionosa Mukpoxpucranuyeckas, tTun KG-802

Llenmorno3a Mukpokpuctanyeckas, tun PH-200 LM

Kansums rugpodocdar

Kpockapmeinoza Hatpus

Hatpus creapundymapar

KpemHust 1HOKCH KOMITOUIHBIM

Obonouxa nieHouUHas:

Onanpaii 85F28751 11 Genelii (MoJIMBUHWIOBEIH cnupT, TUTaHa auokcun (E171), maxporon-

3000, Tanpk)
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Kpacurens sxenesa oxenn kpacusiit (E172)
6.2. HecoBmecTumocTn

Henpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHus) I COTJ

A ¢
= W ERY

3 roaa.

![|_!.! Ka3
i

JOXpPaHeHN A
941 -"_-':.-'ii:-'CL

6.4. OcoGrbie MepBI NIPEIOCTOPOKHOCTH NPH XPAHEHHH

e ——— S

=3
e ——

XpaHuTh npu Temnepatype He Boiwe 25 °C, B OpUTHHANBLHOMN yIAKOBKE.

6.5. XapaxTep u cojep:kaHHe NePBHYHON YNAKOBKH

[To 7 umu 10 rabnetox B Gmucrepe u3 komGunuposanHoro martepuana OITA/An/IIBX -
ATIOMUHKEBOM QOJIBIH,

[To 1, 2, 4, 8 wm 12 Gnucrepos mo 7 taGmetok wiau no 1, 3, 6 wm 10 Gauctepos 1o

10 TaGneTok BMECTE ¢ TMCTKOM-BKJIA/IBIIIEM MOMELIAIOT B MUKy KAPTOHHYIO.

He Bce pasmepsl ynakoBok MOTYT GBITE JOCTYIHBI /1S peajlu3aliui.

6.6. OcoGble Mepbl NPEIOCTOPONKHOCTH MPH YHHYTOXKEHHH HCIOJb30BAHHOTO
JIEKAPCTBEHHOT0 mpenapara WM OTXOA0B, TMOJYYeHHBIX I0C/He [pPHMEHEHHs
JIEKapCTBEHHOr0 Mpenapara, i Apyrue MaHUMYJISIIHH ¢ PenapaTom

Het ocobrix TpeGoBaHuii K yTUIH3ALIHH,

7. JEPKATEJIb PETUCTPAIIMOHHOTI'O YTOCTOBEPEHMUSI
CnoBenus
AO «KPKA, n.1., HoBo mecto», llImapeemka necra 6, 8501 Hoeo mecto
Ten.: +386 7 331 21 11
Qaxkc: +386 7 332 15 37
Anpec a1 noutsl: info@krka.biz
7.1. IlpeacTaBUTE/Ib AEP/KATEIISI PErHCTPALHOHHOIO YAOCTOBEPEeHMUsI

[Ipeten3uu noTpedureeil HaNpPaBIATE [0 aIpPecy:

Poccuiickas @edepayus

000 «KPKA-PYC»

143500, Mockosckas 0611, r. UcTpa, yi1. Mockosekas, 1. 50
Ten.: +7 (495) 994-70-70

Daxc: +7 (495) 994-70-78

Anpec o1 nouts!: krka-rus@krka.biz

Be6-caiit: www.krka.biz

Pecnybnuxa benapyco
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[IpeacraBurenscTBo AKIMOHEPHOTO 06IIECTRA «KRKA, tovarna zdravil, d.d., Novo mesto»

(Pecny6muxa Crosenus) B Pecrry6iuke Bemapycs
220114, r. Munuck, yn. ®unumoHnosa, a. 25T, oduc 315
Ten.: 8 740 740 9230

s

®@akc: 8 740 740 9230 Pipapen;

MHHHCTED

Anpec 71, noutsl: info.by@krka.biz

Beb-caiitT: www.krka.by

[ S—

]' Mpuraz M

Pecnybnuxa Kazaxcman

TOO «KPKA Kasaxcran»

050059, r. Anmarsl, np. Anb-®apabu, 1. 19, opuc 207
Ten.: +7(727) 311 08 09

@axke: + 7 (727) 311 08 12

Anpec a11. noutsl: info.kz@krka.biz

Be6-caiit: www.krka.biz

Pecnybnuxa Apmenus

IpencraButensetBo «Kpka, 1.1., HoBo Mecto» B PecniyGnuke Apmenust

0001, r. Epesan, yn. Han6angsu, a. 106/1 («CASIT-HOBA» BU3HEC-LIEHTP), oduc 103

Ten.: +374 11 560011
Anpec . noutst: info.am@krka.biz
Beb-caiit: www.krka.biz

Kuvipevisckas Pecnybnuka

[TpencraButensctBo AO «KPKA, ToBapHa 3apagui, a.1., HoBo mecto» B Keipreiscrane

720040, Yyiickas obnacte, r. bumkek, OyneBap DpKUHAMK, 1. 71, 610k A
Ten.: + 996 (312) 66 22 50
Anpec a1. noutsl: info.kg@krka.biz

Be6-caiiT: www.krka.biz

8. HOMEP PETUCTPAIIMOHHOI'O YJOCTOBEPEHUS

9. JIATA IIEPBUYHOI PETMCTPALIAN (TIOXTBEPKIEHUSI

PEI’MCTPAIIMH, IIEPEPETICTPALIAN)

Hata nepBoit perucTparuu:

10. JATA IEPECMOTPA TEKCTA
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COI”JIACOBAHO
MHHHCTEPCTBOM 3MPABOOX pA; IEHUA
PECHYBIMKN BESAPYC),

M HHHCTepeTRy 3APaBOOXDaHeHIg
PecnyGauy Benapye,

Ipukag
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