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HHCTPYKIUSI
10 IPUMEHEHMIO Npenapara
OME3 ACP
(xancyJibl ¢ MOAH(HIHPOBAHHBIM BBICBO00XKACHHEM)

| COI'JIACOBAHO

MHUHHUCTEPCTBOM 3IPABOOXPAHEHU
TOPT'OBOE HA3BAHHE ; PECITYBJIMKH BEJIAPYCh
Owmes JICP (Omez DSR)  [Ipuxas MuUHHCTEPCTBA 3JPABOOXPAHEHUS

Pecnybnnku Benapycs

®OPMA BBIIIYCKA or «o240 06 204 r. o 95~
Karncyinel ¢ MOAu(UIHPOBaHHEIM BEICBOOOXKIEHHEM. — or Py 05 204

GOAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA

TpenapaTs! [uis Te4eHus 3a00eBaHU, CBI3aHHbBIX C HAPYIIEHHEM KUCIOTHOCTH; IPOTHBOS3BEHHEIE
[IpEnapaThl ¥ IPEnapaThl IS JTeYeHHs racTpos3odareaqbHOro pedimrokca.

Kox ATX: A02BX

COCTAB

Kaxast )xeTaTHHOBAsI Karcya COAEpIKHUT:

e Owmemnpason (B BU/E IpaHy I ¢ KAIIEYHOPACTBOPUMBIM IIOKPEITUEM) - 20 MT,

e JlommepumoHa (B BUIE IpaHyJ 3aMEICHHOTO BBICBOOOXKAEHHU) - 30 MT.

BcrmoMorarenbHble BEINECTBA: MAaHHMTOJN, JIaKTO3a MOHOTHIApAaT, HATpHs Jaypuicyibdar, AHHATPHS
ruapodocdar 6e3BOAHBIN, caxapo3a, THIPOMEII03a, METAKPUIIOBOH KHCIIOTEI cononuMep Tl C, HaTpus
rugpokcun (rpaHyibl), Makporoy, TuTaHa Auokcua (E171), Tambk OUYMINEHHBIH, 3THIILEIIIONO3a,
HOHITIapesb, KPEMHHUS JUOKCHUJ KOJUIOMIHBIA O€3BONHBIN, TPHALIETHH, OKCHJ Xene3a xentsit (E172),
okcuJ xenes3a kpacHsri (E172).

Cocras yepHu: kpacuble (RDI001) — ciupT aGCOMOTHBIN, H30TPONUIIOBBINA CITUPT, IIE/IaK, aMMHaKa
pacTBOp KOHIEHTPHPOBaHHBIN, mommcopbar 80, oxcun xene3a kpacHbli; depHele (BKIOO01) — mennaxk,
COHPT aOCONIOTHBIA, HW30NPONUIOBBIM CIHPT, OYTHIOBBIA CIUPT, MPOMUIEHTJIMKONb, OKCHJ JKele3a
YepHBIii, BOJA.

OIIMCAHHUE

TBepable XeTaTHHOBBIE KalCyJIbl pasMepa «1» ¢ Ipo3pavyHbIMU TENIOM M KPBIILKOMN, HA KPBILIIKE HAAIHCh
«DR. REDDY’S» u uzo0paxeHue J10roTuna KOMIaHWH, YEPHOTO 1BeTa, Ha Teye Haamuch «KOMEZ-DSRy»
KPacHOTO IIBETa, CONEPXXUT ChepHUecKHe IMeUIeThl LBeTa OT 6enoro [0 cepoBaTOro H OT XKEJITOBATO-
KOPHYHEBOI'0 O KOPUYHEBOTO.

®APMAKOJIOTMYECKHUE CBOMCTBA

DapmakoOuHamuKa:

Mexanu3sm feiicTBUs U hapMakoauHaMuyeckue 3G eKThl

KombuHanuss OBYX AEHCTBYIOIOMX BEILIECTB (AOMIIEPHIOH M OMEINpPa3oJi) OKa3bIBAET KOMILIEKCHOE
JIeACTBHE Ha OCHOBHBIE 3BEHbs IaroreHeza ['OPDb, mucnencudeckue HapyIneHUs pasjM4yHONO reHes3a.
JIOMIIEPHIOH YCHIIMBAET M CHHXPOHU3HUPYET (HHU3HONIOrMYECKHE IEPUCTATETHYECKHE BOJIHBL, OMENpasos
CHIKaeT 0a3albHYIO U CTUMYJIMPOBAHHYIO CEKPELUIO COJITHOM KHCIIOTHL.

Omenpason

Owmernpa3on KOHLEHTPHPYETCS B KMCJIOH Cpele CEeKPETOPHBIX KaHAThIEB [apHeTAILUBIX KICTOK
CJIM3MCTON OOOJIOYKH JKETy[IKa, aKTHBHPYETCS M WHTHOMPYET OpOTOHHBIA Hacoc — (depment HY/K*-
AT®azy, uro ofecrneuuBaeT [J0303aBUCHMOE BbICOKOI((EKTHBHOE HHTHOMpOBaHME 0a3anbHOW U
CTUMYJIHPOBAaHHOH CEKPELHH COJIIHOM KMCIIOTHI HE3aBUCHMO OT CTUMYJIUPYIOLIEro (akTopa.

Bnusnue na kucnomnocmo dicenyoka
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OMernpa3on Ipu €XETHEBHOM IEPOpPAbHOM IPUMEHEHHHM obecneunBaeT ObIcTpoe U 3 (eKTHBHOE
MHrMOMpOBaHUE JHEBHOH M HOYHOM CEKPELMH CONSHOM KHCIOTHL. MakcumanbHbIH 3hdeKT nocTuraercs
B TeueHHe 4 [Hel JieueHus. Y MalUueHTOB C S3BOHM JBEHANLATUIIEPCTHOM KUILKH OMenpa3ol B 1o3e 20 mr
BBI3BIBAET YCTOWYMBOE CHUIKEHHUE 24-9acOBOH )KETyIOYHON KHCIOTHOCTH He meHee ueM Ha 80 %. IIpu
3TOM JOCTHUraeTCs CHH)XXEHHE CpeAHEeH MaKCUMaIbHOH KOHLEHTpallMil COJISTHOH KHCIOTHI IIOCIIE
CTHMYJISIIIEK NeHTaracTpuHOM Ha 70 % B TeueHue 24 4acoB. Y MalMEHTOB C S3BOH JBEHAALATUIIEPCTHOR
KUIIKH omernpa3on 20 MI IpH €XEeIHEBHOM IE€POPATbHOM IPUMEHEHHH IOJUIEP)KUBAET BO
BHYTPHIKEYAOYHOH Cpe/ie 3HaAUeHHE KMCIOTHOCTH Ha ypoBHE pH > 3 B cpenHem B Teyenue 17 4yacos B
cyTku. HrubupoBaHHe CEKPELMU COJSTHOM KHMCJIOTBI 3aBHCHT OT IUIOMIAAM IOA (hapMaKOKMHETHYECKON
kpuBo# «koHIeHTpanus — BpeMs» (AUC) omenpa3ona, a HE OT KOHIIEHTpALMH IIperapara B IUIa3Me B
JAHHBIH MOMEHT BPEMEHH.

Meticmeue na Helicobacter pylori

Dpanukauus Helicobacter pylori mpu NPHMEHEHMH OMEINpa30jla COBMECTHO C aHTHOAKTEPHAIBHBIMU
CpENCTBaMH COIPOBOXKAAETCS OBICTPHIM YCTPAHEHHMEM CHMIITOMOB, BBICOKOM CTEHEHBIO 3aXKHUBIICHHS
nepexroB cmuzuctot obonmouxku XKKT u anurensHOM peMuCCHEH S3BEHHOM OONE3HM, YTO CHH)KAeT
BEPOSTHOCTh TaKMX OCJIOXXHEHMH, KaK KpOBOTE€YEHHsS, TaK e 3Q(PEKTHBHO, KaK M IOCTOSHHAs
IOAIEePXKUBAIOIIAsT TEPATTHSL.

Lpyaue s¢pghexmet

CHIKEHHE CEKPEI[MH COJISTHON KUCIIOTHI B JKEJTyJKE MPUBOOUT K HE3HAUUTEJILHOMY YBETHYEHHIO PHCKa
pa3BUTHUS KHINEYHBIX HH(eKuui, BbI3BaHHBIX Salmonella spp., Campylobacter spp. w Clostridium
difficile. Bo Bpemsl Jie4eHHUs IIpenapaTamMH, MOHMKAOIIAMH CEKPELHIO JKele3 JKeTyAKa, KOHIEHTpalus
racTpuHa B CBIBOPOTKE KpPOBM MOBBIIAETCS. BCIENCTBHE CHMXKEHHS CEKPELHH COJITHOM KHCIIOTBI
TIOBBIIIAETCS KOHIIEHTpalust XpomorpanuHa A (cum. paszen 4.4.).

[Homnepudon

AHTaroHucT modaMuHa, coyeraeT nepudepuyeckoe (raCTpOKMHETHUYECKOE) NEHCTBHE M AHTArOHH3M K
penentopam xodamMHHa B TPUTTEPHON 30HE TOJIOBHOrO MO3ra (LIEHTpalbHOE AEHCTBHE), Onaronaps yemy
obnajaeT MPOTHBOPBOTHBIM [E€HCTBHEM, CTHMYJIMPYET BBIIEIEHHME MIPOJNIAKTHHA M3 TUNOMH3a U
ycTpaHser HHrubupyromee BiausHHe AodpamMuHa Ha MoTopHyro Gyskmmoo JKKT, ycumuBaer wu
CHHXPOHHM3UPYET IEPUCTATLTHYECKHAE BOJHBI, TEM CaMBIM YCKOPSIET ECTECTBEHHOE OUNOPOKHEHHE
KEJTyIKa ¥ [TOBBIIIACT AaBleHHe COHUHKTEPA HHKHETO OTAENa MUINEBOIA.

DapmakoKuHemuKa:

Abcopbuus

Omenpa3zon

ABcopbuus oMernpasona BBICOKAs, BpeMsl MOCTHIKEHHS MaKCHMalbHOM KOHIEHTPALMM B ILIa3Me KPOBU
(tmax) cocTaBster 0,51 gac. Buonoctymaocts — 30—40 %, moce MoCTOSHHOTO MpUeMa

1 pas B cyTku Bo3pactaeT 10 60 %.

Jlomnepuoon

JlanHas nexkapcTBeHHass ¢popma obecrieunBaeT 3aMeVIEHHOE BBICBOOOXKIEHHME aKTHBHOTO BemecTBa. B
TecTax pacTBOPEHHsI B KUCIIOH cpene yepe3 8 yacos ompenensercs oT 75 % o 83 % oT HOMHHAIBHOTO
Coziep)KaHusl IOMIIEPHIOHA B OJTHOM Karcyrne, a yepe3 12 gacoB — ot 86 % mo 94 %.

A6copbuust Haromrak Obictpas, tmax — 30-60 mmmyT. Huskas GmomoctymHOCTh (15 %) cBsizana c
MeTab0IU3MOM TIEPBOTO MPOXOXKACHHUS B KHLIEYHOH CTEHKE H IIEYEHH.

Pacnpenenenue

Omenpason

Cas13b ¢ 6enkamu 1miasmel — 90-95 %. O6vem pacnpenenenus 0,3 n/kr.

Lomnepuoon

Csisp ¢ Oenkamu 1mtasmbl — 90 %. IIpoHuKaeT B pasnuyHblE TKaHH, IUIOXO MPOXOOUT Yepes
reMaTosHLEATHIECKHH Oapbep.

Buotpanchopmanus

Omenpason
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YacTe OMeINpasoJia NOJBEPracTcs NPECHCTEMHOMY NEYEHOYHOMY META00JIM3MYy C y4acTHEM B Gobliei
crenein CYP2C19, wem CYP3A4 c¢ obpa3oBanumeM HeakTHBHBIX MeTabomuToB. Omempason, He
BKJIFOYEHHBIM MapHeTaIbHBIMU KJIETKaMHU B Iporecc 00pa3oBaHUS aKTUBHBIX METa0OHMTOB, MOJHOCTHIO
MeTabonu3upyercs B neyeHd. OOmumi masMeHHsri Kiuperc cocrasiset 0,3-0,6 i/muH.
Lomnepuoou

Mertabonu3npyercss B Ne4YeHH (B TOM dYHCle 3a c4eT 3¢ddexra mepBoro IpOXOXKAEHHA) H B CTEHKE
KHIIeYHHKa (IyTeM I'MIpOKCHIMpoBaHus U N-Ie3ankumupoBaHus) ¢ yaactueM uszopepmentos CYP3 A4,
CYP1A2 u CYP2EL.

OnYMMHUHALUS

Owmenpason

Iepuon nomyseiBeneHus (ti2) oMenpasosna cocTapiseT okoyno 40 MunyT. Bersoaures noukamu (70—-80 %)
u ¢ xenunio (20-30 %).
Homnepuoou

BeBomutcst 66 % uyepe3 KuIIeYHUK (B HEM3MEHEHHOM BuAe — 10 %), moukamu — 33 % (B HEM3MEHEHHOM
Buze 1 %) B BHIe TIIOKypOHHAOB. IIpu BBIpaXK€HHOM XPOHHUYECKOH MOYEYHOM HENOCTATOUHOCTH ti/n
YIUTUHSIETCS.

[TeyeHOYHAs HEAOCTATOYHOCTD

[Tpu HapymeHuM GYHKUIUH IE€YEHHM YBEIMYMBACTCA OHOMOCTYNMHOCTh U YMEHBINAETCH IIA3MEHHBIH
KJIUPEHC OMEIpa3oa.

[ToyeyHas HEAOCTATOYHOCTD

[Tpu HapyiieHHH QYHKIUY IT0YEK HE OTMEYEHO H3MEHEHHH OHONOCTYIIHOCTH OMENpasoia.

IIpu BBIp@XXEHHOM XPOHHYECKOU NMOYEYHOH HEAOCTATOYHOCTH t1/2 JOMIIEPHIOHA YIIHHSIETCS.

JIyia moXXusaoro Bo3pacra

VY MOXHUIBIX TAIMEHTOB HE OTMEYEHO U3MEHEHHH OHONOCTYITHOCTH OMETpa3oa.

IIOKA3AHUS K IPUMEHEHUIO
Owme3 JICP nmpuMeHSIIOT y B3pOCHBIX cTapiie 18 JIET Mo CIeayoIuM MOKa3aHUusIM:
- JIUCIEICHs, CONPOBCKAAIOIMAACS 3aMEIJIEHHBIM ONOPOXKHEHHEM IKETyOKa, IKEeNyIO4HO-
MHIIEBOJHEIM pedIIroKcoM;
- ractpoa3odareansHas pedrokcHas 6onesns (I'OPB);
- TOLIHOTA, pBOTA, U3XOra, ceszaHHele ¢ ['OPB, racTpuToM, s3BEeHHON OONE3HBIO KEMyaKa U
JIBEHA/IL[ATUTIEPCTHON KHUIIKHU, B TOM YHCIIE TIOCIIE IPOBEACHHS SpaIuKaIllHOHHON TEPAIUH.

PEXHUM JO3UPOBAHUS U CITIOCOB ITIPUMEHEHMU S

Owmes JICP npuHHMAIOT IO OQHOU KaIcyse OAUH pa3 B CYTKH YTPOM.

MaxkcumansHas cyTouHas nosa — 1 xancyna Omes JICP, uto cootBercTByeT 30 Mr ommnepumona u 20 Mr
oMemnpasoJa.

Owme3 JICP npuHMMaeTcsi BHYTpb HaToLlak, 3a 20-30 MHHYT OO efbl, 3anuBas HEOOJBIIMM KOJIHYECTBOM
Bozbl. Colep)KMMOE KamcCyJibl HEIb3s Pa3)KeBbIBATD.

Hayuernmeot noxcunozo éo3pacma
Koppekuus pexuma J03HpOBaHus He TpeOyeTcs.

Hayuenmo! ¢ HapyuwieHuem PyHKyUU neveHu
[Tpu nerkux HapyIeHUsX QyHKIMH EYeHH KOPPEKLIHU peXUMa JO3UPOBAHUS HE TpebyeTcs.

ITayuenmel c hapyuwienuem QyHKYUU no4ex
Koppekuis pa3oBoii 103kl He TpedyeTcs.

Hemu

Owmes JICP mpoTuBonokasaH y AeTed U MOAPOCTKOB B Bo3pacTte 1o 18 Jer.
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HEXEJIATEJIbHBIE PEAKIITUA
Pe3tome npoduis 6e30macHOCTH
Quenwb pedko (Mozym go3Huxams He bonee wem y 1 wenogexa us 10 000):
e TsDKENble aUIEprHYecKHe peaklnMu (aHTMOHEBPOTHYECKHH OTeK, aHaduIakTHYecKas peakius,
TSOKENbIA aHaQUITAKTUIECKU O0K);
e CyOopory;
e arpaHyJOLHUTO3;
¢ TenaTuT, IeYeHOYHasi HEJOCTaTOYHOCTb;
¢ HSHuedanronaTus y NaueHTOB C HMEIOIUMHUCS 3a00IeBaHUsIMU NIEYEHH;
e cunapoMm CtuBeHca-/[PKOHCOHA, TOKCUYECKHUH SMUAEPMATIBHBINA HEKPOJIH3.
HeuszgecmHo (Ucxo05 u3 umeiowuxcs OAHHbIX Yacmomy 603HUKHOBEHUS ONpedentums He803MOICHO):
e OKEeNmyOOYKOBas apUTMHUS, IKEITyAOYKOBas Taxukapaus (y MAlHeHTOB CTapiie
npuHuMatomx 6onee 30 Mr 1oOMIepUaIOHa B CYTKH).

60 ner,

TabnuyHOe pe3toMe HeXeJIaTeNbHbIX peakun

Knaccudukanus 4acToTel pa3BUTHs NM060YHBIX 3 pekToB BeceMupHO# opraHM3anuy 37paBoOXpaHEHHUS
(BO3): ouens wacto (> 1/10), gacto (> 1/100, Ho <1/10), HewgacTo (> 1/1 000, o <1/100), peaxo (> 1/10
000, mo <1/1 000), ouens pexnxo (<1/10 000), gacToTa HeM3BecTHA (Ha OCHOBAHHUH MMEIOMIMXCS JAHHBIX
OLIEHUTh HEBO3MOXXHO). [IpH TIpynmupoBKE II0 YaCTOTE BCTPEYAEMOCTH HE)KENaTellbHble peaKIUuH
TPUBEEHBI B IOPS/IKE YMEHBIIEHHS HX THKECTH. :

Heoicenamenvnvie peakyuu Ha 00MnepuooH

10 OaHHBbIM KIUHUYECKUX UCCIeQ08AHUL

CucTeMHO-0praHHbII YacroTa HexxenarenbHble peakun
kjaace (COK)
[TcuxuyecKre HapylleHHs] Yacro Jenpeccusi, TpeBora, akaTH3HusI, aCTEHHUS.
Hapymenus Yacro I"onoBHas 60116, COHIUBOCTb.
CO CTOPOHBI HEPBHOM
CHUCTEMBI
XKenyno4uHo-KHIIEYHBIE Yacro CyxO0CTb B IIOJIOCTH pTa, JHAPES.
HapyIIEeHHUs
Hapymenus co CTOpOHBI Yacro CerImp, 3y1
KOXXH U MOAKOXXHBIX TKaHe | Hewacto I'MIIep49yBCTBUTENBHOCTD, KPATHBHHUIIA.
Hapymenus Yacro CHuXEHHE UIH OTCYTCTBHUE JIMOUIO,
CO CTOPOHBI TMHEKOMACTHS, 00JIb U UyBCTBUTEIBHOCTH B
PEnpOAYKTUBHOM CHCTEMBI 061acTH MOJIOYHBIX XKele3, ralakTopes,
M MOJIOYHBIX )KeJe3 HapylIEeHUs MEHCTPYaJIbHOTO IIHKJIA U
aMeHopesi, HapyIIeHHUe JTaKTaluu
Hewgacto Hafyxanue u BbIOENEHHS H3 MOJIOUHBIX JKelle3

ITo 0aHHbIM CROHMAHHBIX COOOUeH U O HeXNCeNameNbHbLX A68/IeHUSLX

CucTeMHO-0praHHBbIH YacroTa HexenaTtesibHble peakuuu
kiace (COK)
Hapywmenus Ouenn peako AHadunakTHUECKHE peaKIui, BKITIOYast

CO CTOpPOHBI UMMYHHO#H
CHUCTEMBI

aHaQMITAKTHYECKUH 1IOK

[Ncuxuyeckue HapyLIEHHS

Ouens penko

AdxuTtauus (MOBBIIIEHHAS BO30YAUMOCTS),
HEPBO3HOCTb, pa3IpaXXUTEIbHOCTh

Hapymenus

Ouensp penko

["0JTOBOKpYXEHHE, SKCTPaIUpaMHUIHEIE

4
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CHCTeMHO-0pPraHHbIH YacroTa HexenaTenbHble peakuu

kiace (COK)

CO CTOPOHBI HEPBHOM paccTpoicTBa, CyAOpOTH

CHCTEMBI

Hapymenus ‘YactoTa XenynouxoBast apuTMUS*, JKEITYIOYKOBas
CO CTOPOHEI cepALa HEHU3BECTHA TaxUKapaus M0 TUITYy «IIHPYIT», BHE3AMHas

KOpOHapHasi CMEpTh*

Hapymenusi co CTOpOHBI
KOXXH ¥ MNOOKOXKHBIX TKaHEH

Ouens penxo

AHTHOHEBPOTHYECKHH oTek (oTek KBuHKe),
KpalluBHHUIA

Hapymenus
CO CTOpPOHBI IIOYEK
1A MOYEBBIBOASINUX ITyTEH

OueHb peaxo

3afepxka MOUH

JlaGopaTopHbIe
U HHCTPYMEHTAJIbHEIE
JTaHHBIE

OdeHb peaKo

OTtwioHeHHUs NabopaTOPHEIX MOKa3areiei
(GYHKIMY NEYeHH, THIIEPIPOIAKTHHEMHS

*B HEKOTOPBIX SMUAEMHOJOTHYECKUX HCCIENOBAHUAX OBUIO MOKa3aHO, YTO NPHMEHEHHE AOMIIEPHIOHA
MOXeET OBIThb CBSI3aHO C IIOBBIIIEHHEM pHCKAa Pa3BHTHS CEPHE3HBIX IKEIyJOYKOBBIX ApPUTMHUM MM
BHE3aIHON CMEpPTH. PHCK BO3HMKHOBEHHS JaHHBIX SIBICHUH Oosiee BEPOSTEH y MAMeHTOB cTapiue 60 et
M y MAlHeHTOB, IPUHUMAIONIMX IIpenapar B CyTO49HOH no3e 6onee 30 Mr. PekomeHI0BaHO nprMeHeHHUE

JIOMIIEpPUIOHA B HAUMEHbIIEH 3G (EKTUBHON H03€ Y B3POCIBIX U IETEH.

HeoicenamenvHble peakyuu Ha oMenpason

CucreMHO-0praHHbIH YacroTa HexenarenbHble peaknuu

kjaace (COK)

Hapymenus Penxo ['mmoxpomHast MUKpOIIUTapHAs aHEMHS Y

CO CTOPOHBI KPDOBH H Jeren

mumdaruyeckoi cucteMsl  |-OdYeHb peaKo O6paTtnmasi TPOMOOIIMTOIIEHHUS, JIEUKOIEHHS,

NaHITATOIICHHUS, arpaHyJIOLIUTO3

Hapymenus
CO CTOPOHBI HMMYHHOH
CHUCTEMBI

OueHb peako

CrInb, NOBBIIIIEHHE TEMIIEPATYPHI TENA,
aHTMOHEBPOTHYECKHUH OTeK, OpOHXOCHa3M,
aJIIEPrHYECKUH BaCKyJIUT, IMXOPAIKa,
aHaHIaKTHYECKHE PEaKIMH/ 0K

Hapymenus merabonusma | Penko ['unonaTpuemMus
Y NUTaHHUA YacroTa M'anomarauemus (cM. paszen 4.4.)
HEU3BECTHA
Hapymenus Yacrto ["'onoBHas 6011, COHIUBOCTB, BSAIOCTH
CO CTOPOHBI HEPBHOH (IepednceHHbBIE HEeXENaTeIbHbIE PeaKIHH
CHCTEMBI 00Hapy>XUBAIOT TEHAECHIHUIO K yCyryOJIeHUIO
IIpH JJINTENbHON TEpanuu)
Hewyacto bBeccoHHHIA, TOJIOBOKPYKEHHE
Penxo [TapecTe3nu, CIlyTaHHOCTH CO3HAHHS,
raJUIOLIMHALIMY, OCOOEHHO Y MOMXHITBIX
NAIlHEHTOB UM IPHU TSDKEJIOM TCUSHUH
3aboJieBaHus
Ouens penxo | becnokoicTBO, Aenpeccus, 0COOEHHO Y
IIOXKMJIBIX MALMEHTOB HJIM [IPH TSKEI0M
TE€YEHHH 3a00JIEBaHUS
Hapymenus Heuacto 3pHUTENbHBIE HAPYIIEHNUS, B TOM YHCIIE

CO CTOPOHBI OpraHa 3peHHs

YMEHbIIEHHE T0JIeH 3PEHUS, CHUKECHHE
OCTPOTBI H YETKOCTH 3PUTENLHOTO
BOCHIPUATHA (OOBIYHO IPOXOASAT MOCIIE

5
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CuCTeMHO-OpraHHbIH YacroTa HexenaTenbHble peakuu
kaacc (COK)
TIPEKPAICHHs] TEPATTHHU )
Hapymenus Heuacto Bepturo, HapyIeHus CiIyXOBOTO
CO CTOPOHBI OpraHa ciyxa 1 BOCTIPUSATHS, B TOM YHCJIE «3BOH B yIaX»
naOupuHTa (o6BIYHO MPOXOAAT NOC/IE NPEKPAIIECHHUS
Tepanuu)
Xenyno4yHo-KHIIEYHBIE Yacto TomHoTa, pBOTa, METEOPHU3M, 3aI0p, JHApES,
HapyleHUs 60nb B )XHMBOTE (B OONMBIIMHCTBE CIIyyaeB
BBIPQXKEHHOCTH I€PEUYUCIICHHBIX SIBJICHHH
HapacTaeT C MPOAODKEHUEM TEpaIHH),
JKENE3UCThIE MMOJIUIEI (PYyHOATBHOTO OTAENA
xemyaka (Ho6pokadyecTBEHHBIE)
Penxo Hapymenue Bkyca, H”3MeHEeHHE [BETA S3bIKA

110 KOPUIHEBO-YEPHOTO U NOSBICHUE
0OpPOKAYECTBEHHBIX KUCT CIIFOHHBIX XKENe3
IIPH OZTHOBPEMEHHOM HCIIOIH30BAHUH C
KJIADUTPOMUIIUHOM (SIBJIEHUS HOCST
00OpaTUMBIit XapakTep MOCie MPeKpalIeHUs
TEpanyy ), MUKPOCKOITMYECKUH KOJIUT

Ouens penko

CyxocCTh CTU3UCTOM 000I0UYKH pTa,
CTOMATHUT, KAaHIUA03, TAHKPEATUT

Hapymenus
CO CTOPOHBI ITEYEHH H
YETYEBBIBOIIIINX TyTEH

Heuacto

W3meHeHus okasareneii akTHBHOCTH
«TTEeYEHOYHBIX» (hepMEHTOB (0OpaTUMOro
XapaxkrTepa)

OueHb penko

['emaTuT, XXeNTyxa, Ie4eHOIHas
HEIOCTAaTOYHOCTh, SHIe(anonaTus y
MAIMEHTOB C ()OHOBBIMU 3a00JIEBaHUSIMH
I€YCeHHU

HapymeHust coO CTOPOHBI
KOXXH ¥ NIOAKOXXKHBIX TKaHEH

Heuacto

Kpanusauna, ceime, 3y, anonenus,
MyJIbTH(GOPMHAS SpUTEMA,
boToceHCUOUTH3AIMS, TORBIIIEHHOE
IIOTOOTENIEHHE

OueHb penko

Cunpgpom Ctusenca-/KOHCOHA,
TOKCHYECKHUH SIMHAepMaIbHbIN HEKPOIU3

Hapymenus
CO CTOPOHBI MBIIIEYHOH,
CKEJIETHOM U
COEIMHHUTEIbHON TKaHU

Heuacto [TepenoMbl TO3BOHKOB, KOCTEH 3amsACThs,
rOJIOBKY OeqpeHHON KOCTH (CcM. paszaen 4.4.)
Penko Muanrus, apTpairus

OyeHpb peaKo

Menneusas ciabocTh

Hapymenus
CO CTOpPOHBI TOYEK
¥ MOYEBBIBOSIIMX ITyTEH

Penxo

VHTEepCTHIIHANBHBIN HEQPUT

YacroTta
HEWU3BECTHA

Puck pazButust ocTporo
TyOYIOHHTEPTUCIMAIEHOTO HedpuTa (C
BO3MOXHBIM IIPOIPECCUPOBAHUEM 10
ITOYEYHOM HETOCTAaTOYHOCTH)

Hapymenus

CO CTOPOHBI
PEnpOayKTUBHON CHCTEMBI
¥ MOJIOYHBIX JKEJIE3

OdeHb peako

T'urexoMacTus

Of6mue HapyLIeHHs]
U peaki[iH B MECTE
BBEJICHUS

Heuacto

[Tepudepuieckue oreku (OOBIYHO TPOXOAAT
MOCJIe TIPEKpAIleHHUs TePaIuHu)
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Coob1eHne o Io03peBaeMbIX HEXeJIaTeIbHBIX PeaKIHIX

BaxxHo coobmiaTe 0 MOAO3PEBAEMBIX HEXXENATENBHBIX PEaKLUAX IOCIE€ PErHCTPALMH JIEKapCTBEHHOIO
mpenapara C IEJNbI0 OOECIEeYeHHUs] HENPEPBIBHOTO MOHHTOPHHIA COOTHOIICHHS «IIOJIb3a — DHCK»
JIEKAPCTBEHHOr0 Ipermapata. MeauuMHCKUM pabOTHHKaM peKOMEHIyeTcs coobmars o JrobbIX
[I0ZI03PEBAEMBIX HEXENATENbHBIX PEaKIUsX JIEKAPCTBEHHOrO Npernapara 4epe3 HaIlMOHAJIBHBIE CHCTEME]
COOOIIEHHS 0 HEeXENMAaTeNIbHBLY. pEaKIUAX rOCYJapCTB — YWICHOB EBpasuiCcKOro 3KOHOMUYECKOTO COI03a.
Pecny6nuka Benapycs

220037, r. Musnck, ToBapuimeckuii nep., 2a

VYTI «lleHTp 3KCHEPTH3 U UCIIBITAHUH B 3]paBOOXPAHEHUU)

Ten.: +375 17-242-00-29

E-mail: rcpl@rceth.by

www.rceth.by

IMPOTUBOIIOKA3AHHUA

¢ TUNEepPYyBCTBUTEIBHOCTh K JOMIIEPHIIOHY, OMENpa3ony, O€H3MMHIa30aM HIH K JIH060My u3
BCIIOMOTATEIbHBIX BELIECTB, IEPEYUCIICHHBIX B pa3zaene 6.1.;

¢ [IPOJIAKTHH-CEKPETUPYIOIas OMyX0Jb runodusa (IponakTHHOMA);

¢ KEIyNOYHO-KUIIEYHOE KPOBOTEUEHHE, MEXaHHYECKas HEIPOXOJUMOCTh UM nepdopalus, T.e.
KOTla CTUMYJISIUSI MOTOPHUKH Xenynodno-kumegHoro Tpakra (QKKT) moxxeT OBITh onacHoif;

e HapyueHHe QYHKIIUU IIEYCHH CPEJHEN U TSDKEIIOW CTENEHH TSXKECTH;

e OIHOBPEMEHHBIH IIpHEM OSpIOTHHHOA, aTa3aHaBHpa, HeEN(QWHABHpa, PpHTOHABHpA HIIH
CaKkBHHABHpa, NEPOPAIBHEIX (GOPM KIApHTPOMHILIMHA, TENUTPOMHUIMHA HIH 3PUTPOMHULHHA HIIH
npyrux uHrubutopos CYP3A4, BembBaromux ymiuHeHHe uHHTepBana QT, Takux Kak
BOPHUKOHA30JI, UTPAKOHAa30JI, KETOKOHA30JI, 103aKOHAa30J1, (PIyKOHa30Jl H aMHOIApOH (CM. paszen
4.5.);

¢ HEMEepeHOCHMOCTH JIAKTO3bI, NeDUIUT JIaKTa3kl, IIIOK030-rajlakTo3Has ManbabcopOrws;

¢ neduIHT caxapa3bl/U30MaJIbTa3bl, HEIEPEHOCUMOCTh (DPYKTO3BI;

e OepeMEHHOCTH U MEPHOJ I'PYJHOTO BCKapMIIMBAHHUS;

e JIETCKHI Bo3pacT no 18 ner.

OCOBBIE YKA3AHUMS 1 MEPBI ITPEJOCTOPOXHOCTH ITPU ITIPUMEHEHUHU
C 0oCTOpPOXXHOCTBIO
e HapyueHHs QYHKIUHU MOYEK;
¢ OJIHOBPEMEHHOE IIPUMEHEHHE JIEKapCTBEHHBIX IIPENaparoB, BBI3BIBAIOIIUX OpamuKapOuio H
FHIOKAJTHEMHIO,

e OJHOBPEMEHHOE IIPHUMEHEHUE a3UTPOMUIIMHA H POKCHTPOMHIIMHA;

e OJHOBPEMEHHOE IPHUMEHEHHUE C aTOMOPGUHOM;

¢ HEIOCTaTOYHOCTH (DYHKIIUHU NEUEHH;

® 0OCTEONOpo3;

e OJHOBPEMEHHOE IIPUMEHEHHE C KIAPUTPOMHUIMHOM, KIONUAOTPEIOM, HTPaKOHA30JIOM,
Bap(apHHOM, IIMJIOCTA30JIOM, [Ha3ernaMoM, (EHUTOMHOM, CaKBUHABHPOM, TaKpPOJIKMYCOM,
BOPHKOHA30JIOM, pU(aMIIHLIHHOM;
3HAYMTENIPHOE CIIOHTAHHOE CHH)KEHHE MacCHI TENa;

TIOBTOPSIIOIIASICS] PBOTA, PBOTA C IPUMECHIO KPOBH;

HapylIeHHE [I0TaHHUS;

M3MEHEHUE LIBETa Kaa (OerTeodpasHbld CTy);

TpY HAJIMYMHU S3BBI XKETyaKa (MM [IPU MONO3PEHUH Ha €€ HAIWYUE) 10 Havasa JICUeHHs CIenyeT
MCKJIIOYUTh 3JIOKAYECTBEHHOE HOBOOOpA30BaHME, IOCKOJBKY JICUEHHE MOXET MpPHUBECTH K
MacKMpPOBKE CUMIITOMOB U 3a/iepXKaTh IOCTAHOBKY [IPaBHJIHOTO AHArHO3a.

Oco0Oble YKa3aHus
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Lomnepuoon

[Ipumenenue npu 3a601e6aHUAX NOYEK

Tak xak oueHb HEOONBIIOW MPOIEHT AOMIIEPUIOHA BBHIBOAUTCS MOYKAMHU B HEU3MEHEHHOM BMIE, TO
KOppEKIMs pa3oBOM N03bl y MAHEHTOB C NOYEYHOH HENOCTATOYHOCTBIO HE Tpebyercs. OpHako mpu
IIOBTOPHOM IPUMEHEHHUH AOMIIEPHIOHA YacTOTa IPUMEHEHHS NOJDKHA OBITh CHHIKEHA IO OIHOTO-ABYX
pas B CYTKH, B 3aBHCHMOCTH OT TSDKECTH HapyIIeHMH (QYHKIMH MOYEK, a TaK)K€ MOXXET BO3HHKHYTbH
HEOOXOIMMOCTh CHHXEHMsS [03bl. [Ipu [UIMTENBHOM Tepanuu MNarueHTs! AO/DKHBI HAXOMUTHCS IOJ
perynsipHbIM HaOIIOIEHUEM.

Dppexmobr 6 omHowenuu cepdeyno-cocyoucmou cucmembl

Jlomnepumon MoXeT BbibBaTh yanuHeHHe uHTepBana QT. Ha OKI' B xome mocTperucrpanuoHHBIX
HCCNEeNOBaHUI Y MAIlHEHTOB, IPUHUMAIOIINAX AOMIIEPUIOH, B PEAKUX CITydasx OTMEYAIOCh yBEIHYEHHE
uHtepBaia QT ¥ BO3HHKHOBEHHE MOTUMOPGOHOH XKEITyJOYKOBOM TaXMKapIMH THIA ITHPYIT». J[aHHbBIE
HeXenarelbHble peakIMd OBUIM OTMEYEHBl B OCHOBHOM Yy MAlMEHTOB ¢ (akTopaMH pucka, ¢
BHIDAKEHHBIMH 3JIEKTPOJUTHBIMH HApYIIEHUSMHM HJIM OIHOBPEMEHHO NPHUHHUMAIOMIMX Mpenaparsl,
yBenunuupatone uHTepsan QT. [IpumeHenue 1oMnepHaOHa H APYTHX IPENapaToB, CIOCOOHBIX BBI3BATh
yonuHenne uHTepBasia QT, He pPEKOMEHIOBAaHO y TAIMEHTOB C BBIPAXEHHBIMH JJIEKTPOJIUTHBIMU
HapylIeHUsAMH (TUIIO- W THIEPKaIAEMHs, THIIOMArHE3WEMHs) MM Yy MalMEeHTOB ¢ 3abo/eBaHUAMH
cepila, TAKUMH KaK XPOHHYECKas CepHeYHas HENOCTaTOYHOCTh. DBBUIO MOKa3aHO, 4TO HaTH4He y
MaLMeHTa 3JIEKTPOJMTHBIX HapyIIeHUH (TMIO- M THIEPKAIMEMHUs, THIOMarHe3ueMus) u Opaaukapanu
MOXET YBETMYUTEH PUCK Pa3BUTHS apUTMHUH.

JloMnepuaoH TPOTHBONOKAa3aH IMPH COBMECTHOM IIPHEME C JIEKAPCTBEHHBIMHM  CPEACTBAMH,
yanaastomumu uHTepBat QT, 3a uckimodennem anoMopduHa.

[IprMeHEHHEe COBMECTHO C armoMOpGHHOM BO3MOXKHO TOJBKO B TOM CiIydae, €CIH MPEUMYIIECTBO
COBMECTHOIO NMpPUMEHEHHs IOMIIEPHIIOHA C anOMOP(MHMHOM MPEBBINAET PUCKU, U TOJIBKO €CIH CTPOTO
COOMONEHbl PEKOMEHAYEMbIE MEpBI MPENOCTOPOXKHOCTH [Isi COBMECTHCTO NPHMEHEHHUS Ipernaparos,
YIIOMSIHYThIE B HHCTPYKIIMH ITO MEAUIIMHCKOMY PHMEHEHHUIO alloMOpdHHA.

B HEKOTOpPBIX 3MUAEMHOTIOTHUECKHX MCCIIENOBAHUAX OBLIO ITOKAa3aHO, YTO MPHMEHEHHE NOMIIEPHIOHA
MOXET OBITh CBA3aHO C IIOBBIIIEHHEM pHCKAa Da3BUTHS CEPBE3HBIX JKEITYZOUYKOBBIX APUTMHH HIIH
BHE3aIHOM KOpPOHApHOM cMepTH. PHCk MOXET OBITh Oojiee BEPOSTEH y MamUEeHTOB crapure 60 jeT u y
MalMEeHTOB, MPHHHUMAIOIIUX IIpernapar B CYTOYHBIX Jno03ax 6Oonee 30 Mr, a Takxe y MalHEHTOB,
IPUHUMAIOIIKX [penapatsl, yBenuuuBaromue uarepsan QT, unu unruburopsr usopepmenta CYP3A4.
PexoMeH10BaHO IPUMEHEHHE JOMIIEPUIOHA B HAaUMEHbIIeH 3G pexTUBHOM n03€.

Jleuenue mpemapaToM HEOOXOOMMO IPEKPAaTHTh NPH BO3HMKHOBEHHMHM IPU3HAKOB WM CHMIITOMOB,
KOTOpblE MOTYT OBITH CBfi3aHBI C AapuUTMHMEH cepana, MalMeHTBl JO/DKHBI  HEMEUICHHO
IIPOKOHCYIETHPOBATHCS CO CBOUM BPadOM.

JIOMIIEPUIOH HE PEKOMEHIYETCS IPHUMEHATH UL IPO(QUIAKTHKY TOIIHOTHI M PBOTHI IIOCTe Hapko3a. [Ipu
JUTMTENBHON TEpamuy IpenapaToM MNalMeHThl NOJDKHBI HAaXOOUTHCSA IMOL PETyNSIPHBIM HaGOJeHHEM
Bpaya.

Omenpason

[Tepen HayasoM Tepanmuu HEOOXOAMMO HCKIIIOYMTH HAIMYME 37I0KAYECTBEHHOIO IIpolecca B BEPXHHX
ormenax JXXKKT, Tak kak mpuHeM OMeNpa3oja MOXET MacKHpOBaTb CHMIITOMAaTHKY M OTCPOYMThH
[IOCTAHOBKY IIPaBHUJIBHOTO [uaruo3a. CHIDKEHHE >KETYNOYHON KHUCIOTHOCTH, B TOM YHCIE M IIpPH
UCIIOJIF30BAHMH OJIOKATOPOB IIPOTOHHOM IOMIBI, yBenuuuBaeT yuciao Oaxtepuit B XXKT, uro mosslmaer
DHCK BO3HHKHOBEHUS eIy JOYHO-KUIIEYHBIX HHOEKIHNH.

[ToBeimenue koHueHTpauuu CgA MOXeT OKa3blBaTh BIMSHME Ha pe3yJNbTaThl OOCNeNOBaHHM s
BBIABIEHHS HEUPOIHJOKPHUHHBIX oOrmyxoneH. JIns mNpenoTBpalieHHs NAaHHOTO BIHUSHHUA HEOOXOIHMO
BpPEMEHHO IPEeKPaTHTh MPHEeM OMenpasona 3a 5 nHel N0 MpoBEeNEHHUs UCCTeNoBaHuUs KOHIeHTpann CgA.
Ecmu koHuentpauuun CgA W racTpuHa B IJIa3M€ KPOBH HE HOPMAaJM30BAIMCh IIOCIE HAYaIbHOTO
H3MEpEHHUs], CIICAyeT IIPOBECTH KOHTPOIBHOE HCCIEAOBaHHKE Yepe3 14 AHeH mocie mpekpalueHus Je4eHus
HHIHOUTOPOM IMPOTOHHOM IIOMIIBI. i

VYV nanueHToB C BBIPOKEHHON HENOCTaTOYHOCTBIO (YHKIMH TIEYEeHH HEOOXOOMMO peryaspHoO
KOHTPOJIMPOBATH [10KA3aTeNH «IIEYEHOYHBIX» ()EPMEHTOB BO BPEMS TEPAITHH OMEIIPA30JIOM.
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Ilpu Tepanuu sA3BEHHO-3PO3MBHBIX IOpaXKEHMH, CBsi3aHHBIX ¢ npuemoB HIIBII, crenyer TmarensHo
paccMOTpeTh BO3MOXHOCTH OTpaHMYEHHs WM Ipekpamenus npuemMa HIIBII s mnoemmenus
3¢ GEeKTUBHOCTU NPOTHBOA3BEHHOM TEPAIIHH.

Crnenyer peryispHO OLEHHMBAaTh COOTHOILIEHHE pPHCKa W TOJB3bl JIHMTeNbHOH (Gomee 1 roma)
NOJUIEP)KUBAOINEH Tepamud OMenpa3oyioM. VIMEIOTCS JaHHBIE O MOBBIIIEHHH PHUCKA BO3HMKHOBEHHS
MepesIOMOB IIO3BOHKOB, KOCTEH 3alsCThs, I'OJIOBKM OEIPEHHOH KOCTH NPEHMYIIECTBEHHO y IMOMXHIIBIX
MAnMeHTOB, a TaKXKe NPH HaJIM4YMH IpeApacnojaraomux (akropon. [TanueHtam ¢ pHCKOM pasBuTHs
OCTEOIOopo3a ciienyeT obecneuuTs afeKBaTHoe norpebienue ButaMmuHa D U KarbLus.

Hmerotcss COOOIIEHHS O BO3HMKHOBEHHHM BBIDAXKEHHOH TMIOMAarHMEMHH Yy MaLMEHTOB, MOJYYarOLIHX
Tepanu HHruOUTOpaMH IIPOTOHHOTO HAacOCa, B TOM YHCIIE OMENPa30JIoM, CBhIIE | rona.

IlanweHTaM, IOJy4HarOIOHMM TEPANKI0 OMENPAa30JIOM B TEYEHUE JUIUTEIIBHOTO BPEMEHH, OCOOEHHO B
COYETAHHU C JAUTOKCHHOM WJIM OPYTHMH IIperiapaTaMH, CHHDKAIOLIAMH COJEP)KaHHE MarHus B IUIa3Me
KpOBH (IMypEeTHKaMH), TpeOyeTCs peryspHEIH KOHTPOJIb CONEPXKaHHs MarHus.

OMmerpa3on, KaKk ¥ BCE€ JICKapCTBEHHBIE CPEJCTBA, CHHXKAIOIIUE KUCIOTHOCTh, MOXET IPUBOIUTH K
CHWXKEHHIO BCAChIBaHHMS BHTaMHHa Bz (umanHokoOamamuua). O6 3TOM HEOOXOZUMO IIOMHHTH B
OTHOILIECHHH MALMEHTOB CO CHIKEHHBIM 3aIlacoM BHTaMuHa Bi2 B oprammsme mm ¢ dakTopamu prcka
HapyLIeHUs BcachlBaHU BUTAMMHA B2 IpH JUIMTENBHOM TEpaIkH.

VY nanueHTOB, IPUHUMABIINX NEPOPAIbHO B TEYEHHE JUIMTEIBHOIO BPEMEHH IIpenaparhl, TOHHKAKOIIUE
CEKPELIUIO XKeJle3 XeyaKa, Jalle OTMEeYaloch 00pa3oBaHHE JKENE3UCTBIX KUCT B XKETyIKe. DTH SABICHHUS
00yCIIOBIEHBl (U3HOIOTHYECKMMH HM3MEHEHHSMM B DE3yJIbTaTe€ HMHIUOMPOBAaHHS CEKPELHH COJIIHOM
KHCJIOTBI M TIOABEPraroTcst 0OpaTHOMY Pa3BHTHIO Ha GOHE NMPOIOJDKEHUS TEPAIIHH.

CHWKEHHE CEKpEeLUH COJITHOMW KHCIOTBI B JKEIyJKE NPHBOAUT K IIOBBIIIEHHIO POCTAa HOPMAabHOM
MHUKpPO(DIIOpEl KHIIEYHHKA, YTO, B CBOIO O4Yepelb, MOXKET NPUBOAUTE K HE3HAYUTENIBHOMY MOBBILEHHUIO
pricKa pa3BUTHS KMLIEYHBIX HHQEKLKH, BEI3BaHHAIX Oakrepusmu pona Salmonella spp. u Campylobacter
spp., a Takxe, BepoatHo, Clostridium difficile.

[TpuMeHeHHEe WHIHOMTOPOB IIPOTOHHOW IIOMIIBI CBSA3aHO C KpaHHE DEIKUMH CIIy4dasMH HOHOCTPOH
koxkHo# KpacHoil Bomyanku (IIKKB). B cilygae BO3HUKHOBEHHS MAaTOJIOTHYECKHX H3MEHEHHI KOXH,
0COOEHHO Ha OTKpBHITBIX €€ Y4YacTKaX, CONPOBOXIAIOIIMXCS apTpaIruei, MalueHTy CleayeT
He3aMeUIUTETbHO O0paTUThCA 32 MEIMIMHCKOH MOMOImEBI. Bpady ciemyeT paccMOTpeTh BOmpoc 06
ormeHe omemnpasona. Y mnanueHToB ¢ IIKKB Ha (oHe npeamecTByrolledl Tepanuud HHIHOHUTOPOB
[IPOTOHHOH TOMIIBI YBENMYEH DHCK €€ PasBHTHUs NpPH IOCIEIYIOIEH Tepalmuu APYTHMU HHIHOUTOpaMu
MIPOTOHHON ITOMIIBI.

BcnomorarenbHbIe BEIIECTBA

Jlakmosa

[TareHTaM ¢ HEMEPEHOCHMOCTBIO JIAKTO3bl, TaJaKTO3EMUEH M HApYIIEHHEM BCACBIBAHHS IIIIOKO3BI U
rajiakTo3bl He CJIeAyEeT IPUHUMATh 3TOT Ipernapar.

Caxapo3sa

[TanMeHTaM C pEIKO BCTpEYarollecss HacJIeACTBEHHOM HENEPEHOCHUMOCTHIO (PYKTO3BI, TJIHOKO30-
rajakTo3Hodl ManpabcopOuued wnM ne@UUUTOM caxapasbl-U30MajibTa3bl HE CJEOyeT NMPUHHUMATH 3TOT
mpemnapar.

B3AI/IMOJIEI71CTBI/I§J C APYI'MMHU JIEKAPCTBEHHBIMMU IIPEITAPATAMHU U OPYT'UE
BH /bl BBAUMOJENUCTBUSA

CriealbHBIX MCCIIEI0BaHUH JIEKapCTBEHHBIX B3aumonercTsuii Omes JICP ¢ apyrumu mpenapatamu He
[pPOBOAMJIOCH. [l OTHENBHBIX JIEKADCTBEHHBIX CPEACTB OBUIM OTMEYEHBI YKa3aHHbBIE HMKE
JIeKapCTBEHHbIE B3aUMO/ICHCTBHS.

JoMnepuion

AHTHXOJIHHEPrHYESCKUE penapaTbl MOI'yT HEHTPalM30BaTh JEHCTBHE JOMIIEPHIOHA.

[TepopanbHas OHOMZOCTYNHOCTh HOMIEPUIOHA YMEHBLIAETCS IIOCTAE TPEAIIECTBYIOMIErO MpHeMa
LHMMETHANHA WK HaTpus ruapokapbonata. He cienyer mpMHHMMaTh aHTALMIHBIE H aHTHCEKPETOPHBIE
TpenapaTsl OJHOBPEMEHHO C ZOMIIEPUIOHOM, TaK KaK OHH CHHXKAIOT €ro GHOJOCTYITHOCTb TIOCIE IpUeMa

BHYTb.
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OcHOBHOM MNyTh MeTabonM3Ma JOMIIEPUIOHA OCYLIECTBIAETCS mocpencTBoM u3odepmenta CYP3A4.
Pe3ynpTaThl MCCIENOBAHMH in Vifro W HAKOIUIEHHBIA KIIMHUYECKUH OIBIT NMPUMEHEHMS JOMIIEPUIOHA
MOKa3bIBAIOT, YTO COITYTCTBYIOIIEE IPUMEHEHHE JIEKAPCTBEHHBIX CPEICTB, 3HAYUTENHHO HHIHOHPYIOMIMX
3TOT H30()EpPMEHT, MOXXET COTMPOBOXKNATHCS YBEJIWYEHHEM KOHIEHTPALHMH IOMIIEPHIOHA B IUIA3Me.
CoueTaHHOE NPUMEHEHHE IOMIEPUIOHA C CHIbHBIMH MHIHOMTOpamu u3odepmenta CYP3A4, kotopeie,
110 MOJYYEHHBIM JaHHBIM, BBI3BIBAIOT y/UIMHEHHE HHTEPBaNa QTc, mpoTuBoNMoOKasaHo.
B3aumozeicTBHE CO CIEAYIOUMMHE NIpenapaTaMy MOXET MOBBIIATh PUCK yBenuueHus: uHTepBaia QTc:
IIpomugonokaszantvie KOMOUHAYUU:
Jlexapcmeennwvle npenapamst, yonunsiowue unmepsan QTc:
¢ aHTMapUTMHYECKHE CpelcTBa Kiacca IA (HanmpuMep, AU30NUupaMHl, THAPOXUHUIMH, XUHH/IHH),
e anTHapuTMuYeckue cpeacTBa knacca III (mampumep, ammonmapoH, MOGETHUIHI, APOHENAPOH,
UOYTHIIH, COTAJION);
omnpeaeieHHbIe aHTHIICHXOTHYECKHE CPEACTBA (HApHUMED, ralonepuao, TUMO3HI, CEPTUHION);
onpe/eeHHbIE aHTHAENPECCAHTHI (HapuMep, LIMTaJIOIpaM, SCIUTATIONpaMm);
onpezie/ieHHbIe aHTUOMOTHKHY (HanmpuMep, 1€BOGIIOKCALMH, MOKCH(IOKCAIIMH, CIIMPAMHIIHH);
onpe/eseHHbIe TPOTHBOrPUOKOBEIE CPEACTBA (HAPUMED, IEHTAMUIMH);
onpeieNieHHble IPOTHBOMAIIIPUHHBIE CPENCTBA (HapUMeEp, Tajlo(aHTPHH, TyMehaHTPUH);
omnpeeeHHbIE  JKETy[IOUHO-KUINEUHbIE JIEKAPDCTBEHHBIE CpPEACTBA (HAaNmpUMeEp, LU3aNpHI,
[0JIaCETPOH, IPYKAJIOMPHUL);
e OIpefeNeHHbIE IIPOTUBOOIYXONIEBbIE JIEKADCTBEHHBIE CpEACTBa (HAampuUMep, TopeMudeH,
BaHIETaHUO, BHHKAMHH);
e Ompe/eNeHHbIC aHTUTHCTaMHUHHBIE IIPeMaparsl (HapuMep, MEXHTa3UH, MH30JIaCTHH);
e HEKOTOpblE JpyrHe JeKapCTBEHHBIE CpEeACTBa  (Hampumep, Oempuamn, udemanuna
METHICYIb(AT, METAOH).
Cunvhbie unzubumopwt uzogpepmenma CYP3A4:
' a30J1bHBIE MPOTHBOTPHOKOBBIE IPEMApaThl, TAKKe, KaK (IyKOHA30JI, HTPAKOHA30JI, KETOKOHA30I,
BOPHKOHA30J1, [I03aKOHA3011,
e aHTHOHMOTHKH-MaKpOJIUIBI, HAIPUMED, KIaPUTPOMHIIMH, SPUTPOMHULMH, TETUTPOMHUIIHH.
[Ipu omHoBpemeHHOM mpueme 10 mMr mommepuaona 4 paza B cyTku U 200 Mr keTokoHasona 2 pasa B
CyTKH OTMedanoch yanuHenue uHTepBana QTc B cpemnmem Ha 9,8 MC B TedeHHMe BCEro nepuoja
HaOMONEHHUs, B OTIEIbHBIE MOMEHTHI H3MEHEHHUsI BapbupoBaiu oT 1,2 mo 17,5 mc. Ilpu ogHOBpemMeHHOM
npueme 10 Mr mommepunona 4 pasa B cyTkd @ 500 Mr 3pUTpOMHIMHA 3 pa3a B CYTKA OTMEYAnoch
ynuHenue uHTtepBasia QTc B cpemHem Ha 9,9 MC B TEYeHHE BCETro MepHO/Ia HaOMIONEHHUS, B OTAETIbHbIE
MOMEHTHI U3MEHEHHUs BapbupoBaimu oT 1,6 mo 14,3 mc. B xaxnom u3 stux uccrnenoBavuit Cmax 1 AUC
AOMIIEpUIOHA OBUTH yBEIMYEeHBl NPUMEPHO B 3 pa3a. B [OaHHBIX HCCIENOBaHMUSIX MOHOTEpAIus
nomnepunoHoM 10 Mr Uit mpHeMa BHYTph 4 pa3a B CyTKH BhI3bIBAla YBEIMYEHME CPEIHETO MHTEpBaia
QTc, cocraBuBmee 1,6 Mc (MCCIeOBaHME KETOKOHA307a) ¥ 2,5 MC (MCCIE€IOBaHHE IPHUTPOMHIIUHA),
TOrJa Kak MOHOTepanus KeTokoHa3osoM (200 Mr 2 pasa B CyTKH) U MOHOTepanus SpuTpomMuraoM (500
MT 3 pasa B CyTKH) IPHUBOIOWIM K yBenwdenHuro uHTepBana QTc, cocraBusmero 3,8 u 4,9 Mc B TeueHue
nepuoza HabMoAeH s COOTBETCTBEHHO.
HepexomeHOo6anHbie KOMOUHAYUU:
e AHTArOHHUCTHI KAIBIUs, TAKHE KaK JANTHA3eM U BeparaMul,
® HEKOTOpbIE aHTUOMOTHUKH U3 IPYIIIEI MAKPOIKIOB.
Kombunayuu, komopule cnedyem npumMeHams ¢ OCMOPO*CHOCMBIO:
e anoMopuH*,
e [penaparsl, BEI3BIBAIOLINE OpaHKapaMIO U FHITOKATMEMHUIO:
® a3UTPOMMIMH, POKCUTPOMHMIIKH.
BhllieyKkasaHHbIM CIIMCOK IIPENapaToB SBIAETCS TUTMYHBIM, HO HE HCYEpIbIBarOWMM. *JloMnepumou
[POTUBOIOKA3aH MPH COBMECTHOM MpPHEME C JIEKADCTBEHHBIMH CPENCTBAMM, YUTHHSIOMMMH HHTEpPBAT
QT, 3a uckiroyeHueM aroMopduHa. [IpuMEHEHHE COBMECTHO C arloMOP(QHHOM BO3MOXKHO TOJIBKO B TOM
cllyyae, €Cili MPEeHMYIIECTBO COBMECTHOTO TPUMEHEHHs MNOMIIEPU/IOHA C anoMOP(HUHOM MpEBBIIAET
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PHUCKH, ¥ TOJIBKO €CJIH CTPOro COOMIONEHE! PEKOMEHYEMBIE MEPEI IIPEJOCTOPOIKHOCTH ISl COBMECTHOTO
NpUMEeHeHus! IipenaparoB (cM. pazaen 4.4.).

O0HoBpemeHHOe npumereHue ¢ 1e6000n0U

ITpy COBMECTHOM NPHMEHEHHH MOXET HaONIONaThCs MOBBIIIEHHE KOHLIEHTPALWH JIEBOJONE! B I/1a3Me
kpos (3040 %), KoppeKLHuH N03BI HE TpeOyeTCs.

Owmenpason

Axmuenvie sewgecmsa ¢ pH-3asucumoti abcopbyueii

CHIXEHME KHCJIOTHOCTH JKEJIyJZOYHOrO COKa IPH NPHUMEHEHHH OMEIpa3ojia MOXKET IOBHIIATH HIIH
NOoHIKaTh abcopOIHio (papMaKoIOrH4eCKy aKTHBHBIX BEIECTB.

Hengunasup, amasanagup

ITpy OJHOBPEMEHHOM IIPHMEHEHHH C OMEINpPA30JIOM MOXET HabIIONaThCs 3HAYUTENBHOE CHHXKEHHE
I11a3MEHHOM KOHUEHTPALMH ara3aHaBUpa U Hel(UHaBHpa.

OnHOBpEMEHHOE IPHMEHEHHE OMENpa3oia U HelHHAaBHpa IPOTUBONOKa3aHO. COBMECTHOE IPHMEHEHME
omernpasona (40 MI' B CyTKH) CHH)KAET SKCIO3MIHIO HellbHHaBUpa NpubmusuTenbHo Ha 40 %, u cpenHss
9KCIO3uIMsa ()apMaKoJOTHYEeCKH aKTHUBHOro Mertabonura M8 cHuxkaercs Ha 75-90 %. Bo
B3aUMOJEHCTBHM MOXET Yy4dacTBOBaTb MexaHu3M uHrubupoanus CYP2C19. OpHoBpemeHnHOe
NpHMMEHEHHE OMEINpa3oJla C aTa3aHaBHPOM He peKoMeHayeTcs. COBMECTHOE IPUMEHEHHE oMernpa3sosa (40
MT B cyTKH) ¢ ata3zaHaBupa 300 mr/putonaBupa 100 mMr 310poBbIME HOOPOBOIBIAMH TIPUBOIUIO K 75 %
CHIDKEHHMIO 9KCIIO3MLIMH aTa3zaHaBupa. [loBelmeHue n03bl aTasaHaBupa A0 400 Mr He KOMIEHCHpYyeT
BIMSHME OMENpa3oJia Ha SKCIO3MIHUIO arasaHaBupa. IIpumenenue 20 Mr omemnpasona B cyTku ¢ 400 mr
arazanasupa ¥ 100 Mr puTOHaBHpa 3J0POBEIMH JOOPOBOJIBIAMH IPUBOAHIO MPHOMM3UTENBLHO K 30 %
CHIDKEHHIO 3KCIIO3MIIMK aTa3aHaBUpa M CONOCTABUMO C 3KCIO3WIMEN MpU ogHOKpaTHOM mpueme 300 mr
atazanaBupa #H 100 Mr puToHaBHpa. EcmM HCKIIOYMTE COBMECTHOE IPHUMEHEHHE ara3aHaBHpa U
OMernpa3soiia HEBO3MOXHO, PEKOMEHIYETCS OCYLIECTBIIATh TINATENbHOE HAOMIONEHHE 3a MAUEHTOM, a
TaK)Xe YBEJIMYUTH H03y arazaHaBupa 0o 400 Mr ¢ mpuMeHeHHeM puToHaBupa B no3ze 100 mr, mpu sTom
J103a OMeIpa3oJjia He TOJKHA IpeBbImath 20 MI' B CyTKH.

[Huzokcun

ComnyTcTBytollee jedyeHue omernpa3oyioM (20 Mr B CyTKHM) M AMIOKCHHOM Yy 3JOPOBBIX HOOPOBOJIBLEB
MOBBIIIAIO OHOMOCTYNHOCTE LurokcuHa Ha 10 %. HecmoTpst Ha To, 4TO rIMKO3UIHAS WHTOKCHKAIUS Ha
¢doHe mpuema OMempa3oia HE SABIAETCA YaCThIM COOBITHEM, HEOOXOOMM YCHIICHHBIH MOHHTODHHT,
0CODEHHO MPH JICUCHUH ITOXKHUIIBIX NallMEHTOB.

Knonuooepen ‘

OtMedeHo (apMaKOKHHETHYECKOE/(hapMaKOJAMHAMHYECKOE B3aUMOJEHCTBHE MEXIY KIOMHIOIPEIOM
(marpy3ounas no3a 300 Mr, moaiepxuBaromas 103a 75 Mr/cyTku) u oMenpasonoM (80 Mr/cyTku BHYTpB),
KOTOpOE CHI)KAET IKCITO3UIHIO aKTHBHOI0 MeTaboauTa Kiuonugorpena Ha 46 % (B 1-i nens) u 42 % (ua
5-i IeHb) M COKpalaeT CpelHee BpeMsi HHTHOMPOBAHUS arperauy TpoMOouuToB Ha 47 % (24 yaca) u 30
% (Ha 5-ii nmeHp). Taxkke moKa3zaHO, YTO INPHEM KIIOMMAOTpENa W OMEINpasoja B pa3HOe BpeMs He
NpeJoTBpallaeT HX B3aUMOACHCTBHS, 4YTO, BEPOATHO, OOYCIOBIEHO HHIHOUPYIOIIMM BIUSHHUEM
omenpaszona Ha CYP2CI19. Pe3dynprarel psana HaOMOJATENbHBIX HCCIECNOBAaHHHM IPOTHBOPEYUBEI U HE
[A0T OJHO3HAYHOrO OTBETA O HAJIMYMUU WIIM OTCYTCTBHUH IOBBIIIEHHOIO pHCKAa TPOMOO3IMOOIHYECKHMX
CEpIEeYHO-COCYAUCTBIX OCJOXHEHMH Ha (OHE OIHOBPEMEHHOTO NPHUMEHEHHs KIOMHAOTpeNa Hu
HHTHOUTOPOB MPOTOHHOI'O HAacoca.

lpyeue nexapcmeennvie cpeocmea

AGcopOuus IM03aKOHA307a, JPJIOTHHHOA, KETOKOHa30Jla M HTPaKOHA30Ja 3HAYUTENIbHO CHIDKAeTCH,
COOTBETCTBEHHO, yXyAulaercs HX KiuHH4Yeckas dS¢¢dexkTtuBHOCTh. Crenyer u30eraTb COBMECTHOTO
npreMa OMerpasofa ¢ 03aKOHA30JI0M HJIM 3PJIOTHHHOOM.

Jlexapcmeenubie cpedcmea, memabonusupyemoie uzogpepmenmom CYP2C19

Onenpason ymepenno unrudupyer CYP2C19, ocHOBHO# (epMeHT MeTabomu3Ma OMenpasona.

Takum obpa3om, MeTaboJIU3M [pYTHX JIEKApCTBEHHBIX CPEACTB, Takxke meTabonusupyembrx CYP2C19,
MOXeT OBITh CHHXKEH, a X CHCTEMHOE BO3[EHCTBHE — yBenu4eHO. [IpuMepamMH TakuX JIeKapCTBEHHBIX
cpencTB sBIsIOTCS R-BapdapuH M Ipyrue aHTaroHMCTel BHTamMHMHa K, Iiocrason, auasenam u
¢Genutonn. [Ipy NpUMEHEHMH OMENpa3o/a MNAalMeHTaMM, IIOAyYalOmUMH BapbapuH HWIM [pyrue
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aHTaroHUcThl BUTaMHHA K, HEOOXOAMM MOHHTOPHUHI MEXIYHAPOJHOTO HOPMAJIM30BAHHOTO OTHOIIEHHS
(MHO); B pszme ciy4aeB MOXXET MOHaZOOUTHCA CHIXKEHHE 103k BaphapyuHa MM JPYroro aHTaroHHCTa
putamupHa K. B TO e BpeMs CONyTCTBYIOLIEE JIEYEHHE OMENpa3oioM B cyToyHod nosze 20 Mr He
TIIPUBOIUT K M3MEHEHHIO BDEMEHHM KOAryJISAIMH Y AIUEHTOB, JUIMTENBHO IPUHUMAKOIINX BapdapuH.
Omenpa3on He BIHAET Ha MeTabonu3M MpenaparoB, MerabonusupyeMelx uzopepmentom CYP3A4,
TaK¥X KaK [[UKJIOCIIOPHH, JIMIOKAaWH, XUHUIWH, 3CTPaAUOII, 3pUTPOMHULIUH U OyIeCOHU.

He BBISBIEHO B3aMMOIEHCTBHS OMENpa3ojia CO CIEAYIOLIUMH IIpernapaTaMy: aHTALUOHBIE CPECTBa,
xocens, TeopuUIHH, S-BaphapuH, MHPOKCHKAM, TUKIO(EHAK, HATPOKCEH, METOMPOJIOJ, MPOIPAHOION U
3TaHOIL.

Memompexcam

Y HEKOTOpBIX MANMEHTOB OTMEYaj¥ HE3HAYUTE/IbHOE IOBBIIEHHE KOHLEHTPAlMM METOTpeKcaTa B
rasMe KpoBH Ha (poHE OHOBPEMEHHOTO MPUMEHEHHS C HHTHOMTOpaMH MPOTOHHOIO HAcoca.

[Ipy Ha3HaYeHWH BBICOKMX JI03 METOTPEKCAaTa CJIEyeT pacCMOTPETh BO3MOXKHOCTh BPEMEHHOTO
TpeKpalieHus IpueMa OMeIpasora.

[[unocmason

[Ipumenenue omemnpasona B go3e 40 mMr 1 pa3 B CyTKM NPUBOAMIIO K YBETHYEHHIO MaKCHMAJIBHOM
mrasMerHoi korneHTpauud U AUC nmnocrasona Ha 18 % u 26 % COOTBETCTBEHHO, M OJHOTO U3
AKTHBHBIX META0OJIMTOB LIMJIOCTa30Jj1a yBeUYeHHE cOCTaBUIO 29 % u 69 % COOTBETCTBEHHO.

Denumou

MOHHMTOPHHT [Ia3MEHHON KOHIIEHTpalMi (EHNTOMHA PEKOMEHIOBAH B TEYEHUE NEPBBIX 2 HEIENb MOCIE
Hayaja Tepaliy OMEIpa3oJioM U B ClIydae KOPPEKLHH J03bI (PEHHTOMHA; MOHUTOPHHT U MOCIEAYIOLIYIO
KOPPEKIIHUIO 1036l PEHUTOMHA CIIEAYET IMPOBOMUTE N0 OKOHYAHMUS JIEIEHUS OMETIPA30JIOM.

Heusgecmubiii MeXanu3m 63aumo0eticmeus

Caxeunagup

CoBMECTHBII IIpMEM OMEMpa3ona M CAaKBUHABMPA/PUTOHABHpA XOpOIIO mepeHocutcs y BUU-
MHOULIMPOBAHHBIX [AlMEHTOB, a TaKX€ IPUBOAMT K IIOBBILEHHIO TIIa3MEHHON KOHIEHTpPAIHU
cakBuHaBupa npubmusurensHo 10 70 %.

Taxponumyc

COBMECTHBIH [IPHEM C OMETPA30JIOM IOBBIIIAET CHIBOPOTOYHYIO KOHIIEHTPAIHIO TAKPOJIHUMYCA.

CrenyeT MPOBOAUTH YCUICHHBIH MOHHTOPHHI KOHUEHTPAIIMK TaKpPOJUMYyca B QYHKIIUM ITOYEK (KIHPEHC
KpeaTHHHHA) C KOPPEKIUEH N03b]I TAKPOJIUMYCa PH HEOOXOMUMOCTH.

Bnusnue Opy2ux 1ekapCmeeHHbIX cpeOCms Ha (apMaKOKUHemuKy omenpazona

Hueubumopyt uzoepmenma CYP2C19 w/unu CYP3A4

YuursBas MeTabou3M oMenpasona ¢ yaactueM uzopepmentoB CYP2C19 u CYP3A4, nexapcTBeHHBIE
CpelncTBa, CIIocOOHBIE HHIMOMPOBATh 3T (EPMEHTHI (TaKHe KaK KJapUTPOMHUIIMH M BOPHKOHA30I), MOTYT
[OBHIIATH CBIBOPOTOYHYIO KOHIEHTPALMIO OMEINpa3oia, 3aMemsis CKOpOCTh €ro Meraboiam3Mma.
OnHOBpeMEHHOE NPHMEHEHHE BOPHUKOHA30/a M OMENpa3ona MPUBOAMUT K Oosee 4eM IByKpaTHOMY
yBenuuenuio AUC omernpasosna. B cBf3u ¢ Xopolel nepeHOCHMOCTBIO BBICOKHX 103 OMENpa3ona, Mpu
HEPOIOJDKUTEIHBHOM OJHOBPEMEHHOM NMPHUMEHEHHM yKa3aHHBIX IpENnapaToB He TpeOGyeTcs KOppeKIHH
[I03BI OMeEMpasoa.

OJOHOBpPEMEHHBIH MpPUEM OMEMpa3ona C aMOKCHUH/UIMHOM MM METPOHMIA30JIOM HE BIHAET Ha
KOHIIEHTPALIMIO OMETIpa30J1a B M1a3Me KPOBH. :

JlexapcTBeHHble mpenapaTsl, HHAynupyromue wuzopepmentsr CYP2C19 u CYP3A4, takue kak
pudaMnuiMH ¥ IpenapaThl 3Bepobos MNPOABIPSBICHHOTO, NPH OJHOBPEMEHHOM IIPHMEHEHHH C
OMENpa30JioM MOTYT IIPHBOJUTH K CHM)KEHHIO KOHIIEHTPAIMM OMENpa3ona-B-HjiasMe KpPOBH, 3a CHeT
yCKOpeHHUs MeTaboJIn3Ma OMENpasoa. ‘

INEPEJO3UPOBKA
CHUMOTOMBI

l"onoraoxcpyxcenne, CIIYTaHHOCTh CO3HAaHHs, anmaTHs, COHJIMBOCTBH, I'OJIOBHAA 60JII>, Hapylme€HUE 3pCHHUS,
auiatagusa CoCynoB, TaXxHKapAus, TOLIHOTA, pBOTa, METEOPHU3M, AUAPEs, IOBBILLICHUEC NMOTOOTACICHHUA,
«CYXOCTB» BO PTY.
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JleueHue

AKTHBHPOBAHHBIA Yroib BHYTPb, IPOMBIBAHHE JKEJIyJIKa; IPH HEOOXOIMMOCTH — CHMIITOMATHUYECKas
Tepamnus U TIATeIbHOe HabmoneHNe. AHTUXOIMHEPIMYECKHE CPECTBA, PENapaThl, IPUMEHIEMBIE IS
JIedeHus TAapKHHCOHM3Ma, WJIM AaHTHTUCTAMHHHBIE [IpenapaTtbl MOryT ObITh 3((EKTHBHBIMM Mpu
BO3HHMKHOBEHHH dKCTpAllMpaMUIHbIX peakiui. ['eMonuanus HenocTaToyHO 3G (HEKTUBEH.

YCJI0BUSI XPAHEHUS
Xpauuth mpu TemrepaType 10 25°C B 3alIMINEHHOM OT BJIaTH U CBETA MeCTe. XPaHHTh B HEAOCTYITHOM
L7151 IETEeH MECTE.

CPOKTOJHOCTH
3 roma ¢ MOMEHTa U3roToBIeHUS. He ucrnonp30BaTh penapar no HCTEYEHUH YKa3aHHOTO CpoKa.

®OPMA BBIITYCKA \
10 xancyn B Omuctepe u3 amomMuHHeBOH ¢onbru u IIBX-nmenku.l GmucTep B ymakoBKe BMECTE ¢
HHCTPYKLHEH 10 IPUMEHEHHUIO.

YCJIOBUS OTIIYCKA
OTIIyCKaeTCs MO pELEeNnTy Bpaya.

HU3IrOTOBJIEHO
" JI-p Pemau'c Jlaboparopuc JItn", Xatinepaban, MHIIHSL.

13



