FIE Pl |
COTITACOBAHO

6171 -2017

OBH_IAH XAPAKTEPI/ICTI/IKA JIEKAPCTBEHHQFQ IIPEITIAPA! ]?FAmcaa MuuueTepeTBa 3APABCOXPAHERNS

cnysuary Bengpyes
0’:‘«!__\%:__42 G\ZW}EJ& ‘

it

1. HAMMEHOBAHUE JEKAPCTBEHHOI'O IPEHAPATA

®povunn® yHo Ta6IeTKA NPOJIOHIHPOBAHHOTO IEHCTBIs, HOKPBITHIC 00010KOM, 500 mr
Knapumpomuyun (Clarithromycin) ‘

2. KAYECTBEHHBII 1 KOJUYECTBEHHBIN COCTAB
1 TabreTKa IPOIOHTUPOBAHHOTO JeiicTBHA comepxkuT S00 Mr KTapHTPOMHUIIHA

BcnomozameinvHule UHZPeOUeHmbvL ¢ UIGECHHLIM Oeticmeuem: Kaxas TablieTKa IPOIOHTHPOBAHHOr0
medictBuA comepkut 213,75 Mr naxTossl, 12,85 Mr HaTpus.

BeromorarebHbe HETPEIHEHTE! IEPETrCIICHE! B pasaene 6.1.
3. JEKAPCTBEHHAS ®OPMA
TabeTKu MPOJOHIHPOBAHHOTO I[eﬁéTBHﬂ.

KopuureBaTo-xKenThie, OBaIbHBIC, BOAKOBBILYKIIbIC TaBIIeTKH, TOKPLITHIC TNICHOYHON 000I0UKOH, ¢
MapkipoBKo# «U» Ha OJHOM CTOPOHE.

4, KJIMHUYECKUE JAHHBIE
4.1 TIlokazanusd K NPUMEHEHHUIO

- WHGEKIMH BEPXHAX OT/CIOB JBIXATENbHBIX IMyTeH (ganprMep, TOH3WUIODAPHUHIHUT, OCTPBIH
CHHYCHT);

- HEQEKIHI HIKHAX OTHEIOB IBIXaTeIBHBIX MyTel (HampuMep, oCTPEIA OakTepHaTbHELIl OpOBXHUT,
06OCTPEH e XPOHIYECKOT0o GPOHKHTA M BHEOOTEHUIHAS IIHEBMOHIS); _

- AHQEKITIE KOKM W IHOAKOIKHON KIETUATKH JIErKOK MM CPE/IHEH CTENCHH TSKECTH (manpmMep,
QOILIAKYIIUT, LIEIVTFONHT, POIKA);

Opommmua® YHO IOKa3aH A JIEYEHHS. B3POCIBIX 1 nereit 12 et u crapiie.

Ocoboe BHEMAHHE CIEAYeT YAEATH METOLOIOTHYECKIM IPHHIUIIAM HAUICKAIIEr0 HCIIOIb30BAHMA
aHTHOAKTEPUATBLHEIX IPENapaToB, .

4.2 PexHM J03UPOBAHHS H C1IOCO0 NPHMEHEHHUSI

Bspocnoim u Oemam cmapuie 12 sem Ha3HAIAIOT 110 1 Tabnerke Opovmmina® yro (500 Mr) Kaxmsre

24 yaca. J{ns jedeHus TSDKENBIX HHGEKIME CYTOIHYIO 103y YBCIMIUBAIOT N0 2-x Tabnerox (1000

Mr) Kaxcueie 24 gaca. JIMuTEeNBHOCTD IEIECHHUS — OT 6 1o 14 nweii.

ITeouampuyeckas nonyasyus

KIHAYECKHe HCCIeI0BAHrs GBI IPOBENEHBl C UCIONB30BAHMEM IIEJUATPHYECKOH CyCICH3UY

KJIApPATPOMHUIEHA Y A€TeH 0T 6 MecsAIeB JI0 12 met. Taxum obpasom, HeTsaM MiIagme 12 jiet cnexyer

Ha3HAYATh KIAPUTPOMUIMH B BUJC CYCIICH3HA.

[pumenenue y NayUeHMOoG ¢ NOYEUHOU HedOCAamOUHOCMbIO

Y [anvweHToB ¢ HapylieHneM (QYHKIHM IOYEK ¢ KIHPEHCOM KpeaTHMHMHA MEHCE 30 mn/mMuH 1033

KIaPHTPOMULMEA TOJDKHA OBITH YMEHBIIEHA B JBa pasa, T. €. 10 250 Mr OfHH pa3 B CyTKH K 250

MT JBAIBI B JCHD Tpy Golee TsOKeIsX uHdeKnuix. Jleuenne He non;@;cf@i@'@"@gﬁ{%&gonee 14

nHel y Takux nanuenToB. T.k. TabieTka He MOXKET OBITH pasz[eneHa;,: o/gs%?’l"fpenapa'ra H“e"“l\iéﬁgetrém’rb
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camwKera ¢ S00 MT' B CYTKH, IOSTOMY KIAPHTPOMHIIMH TabJICTKH npOJIOHri/IpOBaHHord TEHCTBHS He
clelyeT Ha3HadaTh JaHHbBIM ITallieHTaM (cM. paszen 4.3).

Crnocob npuMeHeHus
Jlns npruema BHYTph. TableTKd He CleAyeT JCSTUTh. IanmenTsl JOJDKHB! IPUHUMATD Iperapar BO
BpeMS eJIbL.

4.3 IlpoTuBOomoKa3zaHuUs

- I'urepdyBCTBATEIFHOCTD K AKTHBHOMY BELIECTBY WJIM JEOOOMY K3 BCIIOMOTATEIBHBIX KOMIIOHEHTOB
TperapaTa, Wiy IPYTUM MaKpOIHAHEIM aHTHOMOTAKAM; '

- IpUMEHEHHe Y MANEEHTOB ¢ KIMPSHCOM KpeaTnHuHa MeHee 30 Mi/MuH, T.K. 9Ta popMa mperapara
HE II03BONAET YMEHBINUTE g03y Hinke 500 Mr. ¥V 5THX MAlUdeHTOB MOTYT HCHOJB30BaThCA APYIHe
JIeKapCTBEHHEBIE (POPMEI IIperapara;

- OJHOBPEMEHHOE IPUMEHEHNE KIAPHTPOMUIIIHA | JIFOOO0T0 U3 CISIYIOMHUX IPEIapaToB: aCTeMH30,
IU3ATIPH, JOMIIEPUIOH, NEMO3HA K TepeHanud (T.K. 9TO MOXET NIPHUBOIUTE K YIVIMHEHHUIO
yurepsana QT ¥ DPAsBUTHIO CEPHEYHBIX apUTMEH, BKIIOYAT JKENy/|0YKOBYIO TaXHKap/IMIo,
(GuOPUILISIMIO HKELYI0YKOB ¥ JKEJIYAO0YKOBYIO TaXUKAPIMIO THIA «mpyaT») (cM. paspens! 4.4, u
4.5y,

- OJIHOBPEMEHHOE TIPEMEHEHYEe KIAPUTPOMALHA i 3ProTaMuHa WM JUTHAPO3ProTaMuHa (T.K. OHO
MOYKET TIPUBECTH K SPrOTOKCHYHOCTH); ‘

- IPOTHBONOKA3aH OJHOBPEMEHHBI] IPAEM KIAPUTPOMHULIMHA ¥ THKATrPejIoa Wik PaHOIA3UHA;

- ONHOBpEMEHHOE IPHMEHEHWE KIAPHTPOMUIWHA M JIOMHTANUIA IPOTHBOIOKA3aHO (CM. pasien
4.5.);

- KJAPUTPOMUIIMH HE CIeIyeT Ha3HAYATh HANMCHTaM C YUIMHEHHBIM HHTEPBATIOM QT (Bpo>kneHHBIH
JIH  TpHOGPETEHHBI  3a0KyMEHTHPOBAHHBIY ymHeHH M QT HHTEPBAN), JKEIYNOIKOBLIMU
APHTMHSIMH CEPJILa, BKII0TAs JKEIYI0YKOBYIO TaXUKAPIHIO TAIA IIPYIT» (cm. pasgensl 4.4. 7 4.5);
- KIAPUTPOMUIMH HE CIEAYeT IPUMEHSTh OJHOBPEMEHHO C uaruburopamu I'MI'-KoA-penykrass
(cTaTMHAME), KOTOpHIE HHTEHCHBHO MeTabomusupyrotes CYP3A4 (noBacTaTvH WA CHMBACTaTHH), B
CBSI3H C PHCKOM Pa3BHTHS MEOIIATHH, BKIoUas pabaomuomnns (CM. pasaer 4.5);

- KIApPUTPOMHIMH HE CielyeT HA3HAYaTh NAlMEHTaM ¢ HapyIICHHEM OJIEKTPOJHTHOrO Oamanca
(TEIoKaTueMyeH Ml THIIOMArHMEMHEEH, B CBS3H ¢ PUCKOM yJJTHHCHHUS MHTEpBaa QT);

- KIAPATPOMHIMH He CIEAyeT HasHAYATh INAllMeHTaM, CTPajalolM TDKEToH NIEYeHOYHOH
HEJOCTATOYHOCTEIO, B COUETAHUH ¢ HapyIIeHHEM PYHKIUH TOYCK; :

- COBMECTHBIA IIpHEM KIAPHTPOMHIEHA (KaK M JPYTHX CHJIBHEIX HHTHAGHTOPOB CYP3A4) c
KONIXUIIMHOM IIPOTHBOIIOKA3AH,

- COBMECTHBII IIpHEM KIAPUTPOMHIMEA C MEZA30JaMOM UL II€POPAIBHOTO IPUMEHEHHS
IpoTHBoIOKasaH (cM. pasaen 4.5);

- KITAPHTPOMHELIIH ¢ MEJA30JIaMOM CJIeJiyeT HIPHHUMATE ¢ OCTOPOIKHOCTEIO.

4.4 Ocobble yKazaHHA K MePbI IPEJOCTOPOKHOCTH HPH HPUMEHEHHH

He cliefiyeT IPHMEHATH IpenapaT B IEPBOM TPUMECTpe OSpeMEHHOCTH 0e3 TIMATEeNBHOM OIEHKH

COOTHOIIEHHS MOJIb3a/pucK (cM. paszen 4.6).

C  OCTOPOXKHOCTBIO ~CIIEAyeT TPMMEHATh Ipemapar y IAlueHTOB ¢ TSOKEJON  ITOUedHON
HEeOCTATOYHOCTEIO (CM. pasnen 4.2).

KyTapuTpOMMIIMHE BBIIENAETCA B OCHOBHOM IIEHUCHBIO, TO3TOMY ¢ OCTOPOJKHOCTBIO HEOOXOIMMO
HA3HAYATh JAHHBINM AaHTHOMOTHK MAlieHTaM C HapyIICHHOM @WI&;IQ&%EW%,\FWQPGHHOI’I u
TSDKEIION TIOUEUHOM HeIOCTaTOUHOCTEIO (CM. paszer 4.2). oo N';"“Zi”d'@;Rx
Coobmanock 0 AACHYHKIMY II€YeHH, IOBBIICHUH aKTI/IBHOE@'@ géeququLIX @eﬁﬁ:&;ﬁQOB U
PEMATOLEIIIONAPHOM H/HIIM XOJECTATHYCCKOM ICNaTHTe C JKCJ
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IIpEMEHEHAEM KIapuTpoMArHa. ITofo0Has quchyRKIpA TIeYeHn MOXKET O5ITH Cephe3HOH 1. 00BITHO
obpatuma.

B HEKOTOPHIX CIydasx cOOGIMANOCs O MEUCHOYHON HEJOCTATOUHOCTH € JETAIBHBIM HCXOXOM (CM.
pazzien 4.8), KOTOpas, B OCHOBHOM, GBLiIa aCCOMAPOBAHA C CEPBE3HBIMY OCHOBHBIMHE 3200 ICBAHHAME
W/WITE  COIYTCTBYIOIMM MEIMKAaMEHTOSHEIM JieueHreM. Heobxomumo HEMEISHHO NpPEeKpaTHTh
IpEMeHEHRE KIAPATPOMHUIIIHA IPH BOSHUKHOBEHUH TAKAX IIPOSBICHIHE ¥ CHMITOMOB IeIIaTHTa, Kax
AHOPEKCH, JKEJITyXa, IOTEMHECHIE MOYH, 3y WA 00JIb B 00JIACTH JKIBOTA.

O pa3sBUTHH TICEBIOMEMOPAHO3HOT0 KOINTA JIETKOM CTeIeHH [0 XKH3HEYTPOIKAIOMIETO COOOMIANoch
IIpU IPAMEHSHHUH IPAKTHICCKH BCEX aHTHOAKTEPUAIBHEIX IIPETapaToB, B TOM YHCIIC X MAKPOJH/IOB.
Imapes, accommuposannas ¢ Clostridium difficile, ot nerkoif CTemeHW TKECTH HO (aTambHBIX
KOIIMTOB, OBLTA 3aPETHCTPUPOBAHA [IPY IIPHMEHEHMM IIOYTH BCEX aHTHOAKTEPHAIbHBIX CPECTB,
BKJTIOUAs KIapuTpoMuLuH, [IpruMeHeHre aHTHOAKTepHaIbHbIX IPENapaToB HapyInaeT HOPMAalbHYIO
dropy KumleyHAKAa W MOXCT IIPHBOJUTH K H30BITOUYHOMY pocry C. difficile. Bepostaocts C.
Difficile-acconmavpoBaHHO} [uaper IOIDKHA YYMTHIBATBCS Y BCEX IAECHTOB C JHapeet,
IPHHAMAIOIIX aHTHOHOTHKA. KpoMe Toro, HeOGXOMMMO TINATENBLHO COOpaTh aHAMHES, Tak Kak O
paspuTiu jmuapew, BepBammoit Clostridium difficile, coolwanocs cmycrs 2 Mecsana Iocie
IpEMEHEeHHs aHTHOaKTepUaNbHEIX HpenapaTos. CiieoBaTeNbHO, CICAYST PacCMOTPETh BOIPOC O
IIPeKpAIICHAY TpUeMa KIApPUTPOMHMIHA HE3aBHCHMO OT mokasamus. HeoOXoammo IpOBOIHTE
MEKpOGHOIIOTHYECKOE HCCIEIOBAHAEe M HasHauaTh anekpaTHoe neuenme. Ciexyer msGerarh
IPYIMEHEHHS JIEKapCTBEHHBIX CPEICTB, MHIHOUPYIOIIHUX IEPHCTANBTHKY .

Co06ImIAaIoch O Pa3BHTHE KOMXUIMHOBOHA TOKCHYHOCTH (B TOM UHCINE C (paTambHBIM HCXOIOM (CM.
pasziert 4.5)) IpE COBMECTHOM [PUMCHCHHH KIAPHTPOMHUIMHA ¥ KOJIXUIMHE, OCOOCHHO Y TOMUITBIX
MAUEHTOB, B TOM 4dHclAe Ha (OHe MOUEeUHOM HemoCcTaTo4HOCTH. COBMECTHOE NPUMCEHCHHE
KJIapPATPOMUIIIHA M KOJIXHIMHA IIPOTHBONOKa3aHO (CM. pasner 4.3).

Ciefyer COONIONATH OCTOPOXKHOCTH IIPH  COBMECTHOM INPHMCHCHHH KIAPUTPOMHIHA K
TPHa30I6EH30IHA3EIUHOB, TAKAX KK TPAA30JaM ¥ ME/[a30J1aM (CM. paszieln 4.5).

PexoMeH/IyeTcs ¢ OCTOPOXKHOCTBIO HA3HAYATh KIAPUTPOMUIMH OJHOBPEMECHHO C NPYIMMU OTO-
TOKCHYHBIME IpelapaTaMu, OCOOCHHO ¢ aMEHOTIMKosuzamu. Bo Bpema ¥ IOCTE JICICHHS
HeoGXO0/IMO OCYIIECTBIIAT MOHUTOPUHT BeCTHOYIAPHBIX U CITyXOBBIX (QYHKIIHH.

CepieuHo — COCYAUCThIC HeXEIATCIbHEIE PEAKITHI

Ilpy JeYeHry MaKpOJMAAMH, BKIOUas KIAPUTPOMULKH, HaOM0anoch yINHHEHAE HHTEpBala QT,
BEIpaXKafomeecs B d(QGdexre Ha CEPEIHYyIO DENOISIPH3AIHIo, HYTO CO3MABAN0 PUCK DAa3sBHTHA
CepredHOl ApUTMHY U IHMPYITHOH Taxukapmud (cM. pasier 4.8). M3-3a IIOBBLIIEHHOTO PHCKA
yomrerns QT ¥ pasBHTHS JKETYHOUKOBBIX apUTMUi (BKIOUAS TAXWUKAPIMIO THIIA KIHAPYIT?),
IPOTHBONIOKA3aHO [IPAMEHEHHE KIAPATPOMUIIAHA Y CIIETYIOIMX NaIllACHTOB!

- IPMHAMAONIAX aCTEMA3OJL, [U3AIIPH, JOMIIEPUOH, TUMO3K/ U Tep(eHa I,

- C THIIOKAJTUEMUEH;

- ¢ BPOYXICHHEIM WA IPHOGPETeHHEIM IposoHruposatusm QT mETepBamoM HIA JKEITYIOIKOBOX
apuTMEel B anamuese (cM. pasmen 4.3).

Boitee TOTo, KIAPUTPOMHUIIAH CIEAYET HCHOJB30BATh C OCTOPOKHOCTHIO Y CIEYIOIIIX NalHeHTOB:

- ¢ GOJE3HBI0 KOPOHAPHBIX apTepHif, THKETOH CEepHeYHOd HEeIOCTATOYHOCTBIO, HAPYINCHHIMH
TIPOBOUMOCTYL WIIH KIIMHAIECKH SHATAMOM OpauKap/me;

- OJHOBPEMEHHO MPHHUMAIONIEX PYTHe JCKAPCTBCHHBIC CPENCTBA, CBASAHHBIC C yINIHHCHHCM QT
(kpoMe Tex IpernaparoB, KOTOPBIE IIPOTHBOIIOKA3AHEL).

P IHIEMIOTOTHUECKHe HCCICTOBAHMS [0 OLEHKE PHCKA CepHedHO-COCYNUCTHIX HEONAronpusTHEIX
MICXOJIOB TI0Ka3a/ld BapHabeNbHBE Pe3yNbIaThl. B HEKOTOPHIX HAOIFOMATENBHBIX HCCICHOBAHMIX
BBLBIGH DHCK PasBHTHS apUTMEM, WH(bapxTa MHOKapia H CepIEYHO-COCYJUCTOH CMEPTHOCTH,
CBA3HHEIA C IPAMEHCHHEM MAaKpONMOB, BKIOYAS KIAPUTPOMUIMH.-

Hpp-HasHagennn
B ORI A AL [T s 58
KIApHTPOMHUIIIEA HEOOXOMMO [IPUHUMATh BO BHUMAHHUC nonyfieHHgVi«Hfb‘opManmo WYL
IPeHMYIIECTBA JICICHHA. S, O
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[TocKONBEKY BO3MOXKHO CYIECTBOBAHUE PE3UCTEHTHOCTH Streptococcu umonide K ‘MaxpoIunam,
B&)KHO IPOBOIMTH TECT HA UyBCTBUTENBHOCTh NPH HA3HAYCHHM KIAPHTPOMULMHA UL JICHCHHUA
HEeroCIMTANLHONM ITHEeBMOHKH. B clydae TIOCHHTAJIBHOM ITHEBMOHHMH KIAPHTPOMUIMH HYIKHO
IPAMERATH B KOMOMHAIMH C IPYTEMHA COOTBETCTBYIOMUMA aHTHOMOTHKAMH.
VindeKImu KOXI 1 MATKUX TKaHe! JIeTKOH B Cpe/iHel CTCNCHN TKECTH.
Jlageble MAQEKIHY Halle BCEr0 BBI3BAHBI MUKPOOPraHH3MaMU Staphylococcus aureus u Strep-
fococcus pyogenes, KaXIsI W3 KOTOPBIX MOXET OBITH PE3UCTEHTHBIM K Makpormpam. Iloaromy
Ba)XHO IIPOBOJMTH TECT HA UyBCTBHTEIBHOCTB, B CIyuasx, KOT[a HEBO3MOXHO MPUMEHHTH Gera-
JNIaKTAMHBIE aHTHOMOTHKH (HApUMEp, ajUIeprus), B Ka4ecTBe IIPerapaToB IEPBOTO BEIOOpa MOryT
' IpPUMEHATHCS NpYTHe aHTHOMOTHKY, HAIIpUMep, KIMHIamMulH. B Hacrosiee BpeMS MaKpPOJHIBI
MTPAIOT PONb TONBKO B JICUCHHH HEKOTOPHIX HHQEKIMH KOXHA W MSIKMX TKaHe#, Hampumep,
padexnuy, BhBanHble Corynebacterium minutissimum (3putpasMa), acne vulgaris, poxxucroe
BOCIIAJICHHE; ¥ B CUTYAIHSIX, KOTIa HEJIb3s NIPHMEHATD JICUCHUE IICHUIMIUTHHAMA.
Ilpm pasBUTHM TSDKENBIX OCTPHIX PEAK[MH TI'HICPIYyBCTBHTENHHOCTH, TAKHX Kak aHaduIaKCHs,
TOKENble  KOXKHBIE — HEXXENaTeNbHBIE  peaknuy  (HampuMep, OCTpBIE  IeHepaln30BaHHBIN
sK3aETeMaTo3Hbl1 mycryres (O'DII), cunxpom CruBeHa- [KOHCOHA, TOKCHYECKHH SIHEPMAIbHEIH
HEKPOJTH3, JIEKAPCTBEHHAS PEaKius ¢ D03MHOGUIMEH W CHCTEMHBIME HPOSBICHUIMM (DRESS)),
Tepamyuio  KIAPHTPOMUIIMHOM — CIEIYeT HEMEIUICHHO IpPEKPaTuTh W Cpasy IKe  Hawath
COOTBETCTBYIOIIEE JICUCHHE. '
KnapATpOMHIMHE HY)KHO IPHUMEHATh € OCTOPOXKHOCTBIO HPH OJHOBPEMEHHOM HAsHAUCHMM C
uryKkropamu hepmenta rproxpoma CYP3A4 (cm. paszen 4.5).
Unrubwrops: [MI-KoA-penyKTa3p (CTAaTHHEI)
KOMOUHEPOBAHHOE NPHMEHEHHE KIAPUTPOMHUMHA C JIOBACTATHHOM WJIM  CHMBAaCTATHHOM
mpoTEBonokasano (cM. pasmen 4.3). Ciexyer OPOABIAT OCTOPOXNKHOCTH IPH  HASHATCHHM
KIAPUTPOMUIMHA C PYTUME CTATHHAME. BhUM COOOIEHNUS O PAa3BUTHH paboMuoNu3a y HalUeHTOB
TIpH COBMECTHOM IIPHMEHEHHA OSTHX JIEKapCTBEHHBIX CpPETICTB. HeoGxomumo HaOMIOAEHHE 34
[alHeHTaMy Ha IpeMeT HAINYIKI IPH3HAKOB ¥ CHMIITOMOB MHOIIATHH.
B ciydae, eciHm OZHOBPEMEHHOIO IPUMEHCHWS CTaTHHOB M KIAPHTPOMUIMHA n30eKaTh
HEBO3MOXKHO, PEKOMEHAYeTCs HA3HA4aTh MUHHMAJIBHYIO 33PEIHCTPHPOBAHHYIO [NO3Yy CTATHHA.
MosKeT GEHITh HPHHATO PEIEHHE O NMPUMEHEHMH CTaTWHA, KOTOPHIM HE 3aBHCUT OT meTtabomusma
CYP3A4 (mampumep, (ryBacTaTHH). .
TlepopabHble T'HIOrIUKEMAYECKre cpeicTra/HCYIuH ‘
KoMGHHIpPOBAHHOE TPUMCHEHHE KIAPUTPOMHIMHEA M HEPOPAIBHBIX IMIOTTAKEMUICCKIX CPE/CTB
(Takux KaK Cy/nb(QOHMIMOUCBHHA) M/WIM WHCYIIHHA MOXKET BHI3BATh BBHIPAKCHHYIO IHIIOTTHKCMHUIO.
PeKOMEH/I0BAH TIIATEIEHBIA MOHHTOPHHT YPOBHS [IIFOKO3HI (CM. paszien 4.5).
IepopalibHble aHTHKOArYISHTEI
TIpu COBMECTHOM NPHMEHEHHH KIAPUTPOMHUIKHA ¢ BappapHHOM CyIIECTBYET PUCK BOSHUKHOBCHMUI
Cepbe3HOr0 KPOBOTECUEHHS, 3HAYUUTEIBHOIO nopbmnenns nokaszarens MHO (MexmyHapoxHOe
HOPMANM30BAHHOE OTHOIIGHHE) KM MNPOTPOMOMHOBOIO —BPEMEHH (cm. pasmen 4.5). llpm
OIHOBPEMEHHOM MPHMEHEHUH KIAPHTPOMUIMHA M HEPOPAIBHBIX AHTHKOAryILIHTOB, HE00X0AUMO
4acTO KOHTPONEpOBaTh mokasaresib MHO 1 npoTpoMOHHOBOE BpeMs.
Criexyer coOMIO/aTh OCTOPOXKHOCTh HPH OJHOBPEMCHHOM TPUMEHEHHH KIAPUTPOMHMIMHA  C
TepOpaNbHBIME AHTHKOATY/ISHTAME [PSIMOro IEHCTBHUA, TAKUMU Kak JaburarpaH, puBapokcabaH ¥
anKcabaH, 0COOSHHO IAIEEHTaM ¢ BEICOKMM PHCKOM KPOBOTEUCHES (CM. pa3aen 4.5).
IIpuvererne JEOGOH AHTHMUKPOOHOH Tepariy, B' TOM YHCIE KIAPUTPOMHMIMHA, UL JICICHUA
uadexuwn H pylori MOXKET IIPUBECTH K Pa3BUTHIO MHAKPOOHOH PE3UCTEHTHOCTH.,
JlnTensHOe WM TOBTOPHOE IPUMEHEHHE aHTHOMOTHKOB MOXET BEHISBATH 30BITOYHBIA  POCT
HEUyBCTBUTENBHBIX OaxTepuit # rpuboB. IIpy BOSHHKHOBEHUH cynepuHGbEKIMH CIeyeT IPEKPATHTh
IpUMEHeHHe KIaPATPOMUIIHHA ¥ HaYaTh COOTBETCTBYIOIIYIO TOPAIIMIO.  premsiisipetany,
Crnegyer oOpaTHTh BHUMaHHe Ha BO3MOXHOCTH nepelcpec?(%g;@&‘ﬁéémi‘enﬁf&q Ry MEAY
.0,
0

KITAPATPOMALHHOM ¥ JPYTEME MaKPOJIKAMH, & TAIKe JIMHKOMUAIIOM U KIHHAAMILIIHO
Jimm fercviry knge
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DOpommun® YHO COEpIKUT TaKTo3y. [TalieHTH] ¢ HACHE/ICTREHHOM HeNlepeHOCHMOCTBIO TallAKTO35I,
HEOCTATOMHOCTHIO JIAKTA3bl M CHHAPOMOM INIIOKO30-TalaKTO3HOH MambabcopOiuu He JOJDKHBL
IPUHAMATD JAHHBIN IIpErapar.

Harpnit

1 Tabnerka Opomumun® yHo comepKut 12,85 Mr HOHOB HaTpHs, 9T0 MeHee 1 MMOIb (23 MT') HaTpus
Ha J103Y, T.e. QpakTuuecku 6€3 COACPIKAHMN HATPUSL.

2 rabuerku Ppomunua® yHO comepxkmT 25,7 MI HOHOB HATpHs, 9YTO SKBHBAIEHTHO 1,285%
MaKCHMaJIBHON CyTOYHOM /0361 (2 T IS B3POCIBIX ), peKoMeHn0BaHHOH BO3.

4.5 BsammoaeiicTBue ¢ APYrHMH JIEKAPCTBEHHBLIMM IIpenaparaMu W JApyrue BHIBI
B3aUMOJ el CTBHI :

IIppMeHneHue CIEAYIOMINX OPEHapaToB CTPOro NpOTUBOINOKAIAHO HM3-32 BOSMOXKHOI'0 PASBUTH

TSKEJIBIX I10CIeICTBHHA B3aNMOCHCTBHS
ACTeMM30J1, H3AIPHI, JOMISPHUIOH, IIMMO3KI ¥ TepeHa HH:

IToBbImeHre YPOBHA [M3ANPHUIa B CEIBOPOTKE KPOBK HAOIIOAATIOCH P COBMECTHOM IPUMCHEHUH C
KIApUTPOMHIIMHOM, YTO MOYKET IPUBECTH K yIVIMHEHHIO mHTepBana QT ¥ IOSBICHUIO apHTMHH, B
TOM YHCIIE JKETyIOYKOBON TaxuKapiuu, GEOPHILIAIMY JKEeIyNOUKOB U HKEIyJOYKOBON TaXUKapIHK
tama  «mEpysT».  llomoGuble 3GdEeKTEl OTMEYanMChb W IpPH  COBMECTHOM IPHMCHCHMH
KIAPUTPOMHUIIMHA ¥ MIMo3uAa (cM. paszen 4.3).

BEIIO OTMEUEHO, YTO MaKpOJHIBI H3MEHMIOT MeTabonusM TepdeHaiuHa, B pe3yJbTare 9Yero
[IOBBINAeTCS €r0 YPOBEHb B CBHIBOPOTKE KPOBH, YTO TAKKe MOXET IIPHUBECTH K YIMHCHHUIO
paTeppana QT W MOSBICHHIO apATMEH, B TOM 9HCIE JKENIyJOYKOBOH TaXHKapIuy, GuOpUILIIIIT
JKENYIOUKOB H JKEIyJOUKOBON TaXHKApIMH THIIA «IHPYsT» (CM. paszen 4.3). B omaOM
HCCIeNoBaHME Ha 14 370pOBBEIX JAOOPOBOJNBIAX OZHOBPEMEHHOE NMPUMEHECHHE KIAPUTPOMMIMHA U
TepeHa A TIOKA3aI0 yBeINIeHHe YPOBHS KHCIOTHOTO MeTaboiuTa TepheHanyuna B CHBOPOTKE
kpoBH B 2-3 pasa u yuruHeHHe uaTepsana QT, uTo He ABIANOCH KITMHAYECKA 3HAYUMBIM. TTonoGHEIE
5(beKTH OTMEYATKCE ¥ IIPH COBMECTHOM IIPEMEHEHUM aCTEMU307Ia ¥ IPYTUX MaKpOIHIOB.
DproTaMuH/IATHAPOIPTOTAMUH

OIHOBpeMEHHOE IPAMEHCHHE KIAPUTPOMHIMHA ¥ OProTaMHHA HIM AUTHIPO3PrOTaMAHA
aCCOI[MUPOBANIOCh C IIPU3HAKAME OCTPOIO BPrOTH3MA, YTO XapaKTepHU30BaoCh Ba30CIA3MOM M
PIIEMIEeH KOHEYHOCTeH ¥ JPYrHX TKaHei, BKIIOYas LIeHTPaNbHYI0 HEpPBHYIO cucteMy. lIpuMenenne
KITAPHTPOMHIIHHA U JAHHBIX JICKAPCTBEHHEIX CPEIICTB IPOTHBOIIOKA3aHO (CM. pasaen 4.3).
Munazonam HepopagbHO '

Ilpu OXHOBPEMEHHOM IPHMEHEHHH MHasoiama ¢ TabneTkamu kiaputpomunyaa (500 Mr 1sa pasa B
cyrkn) AUC Munasonama yBeNMUMBAJICA B 7 pa3 Iocie IIEPOPaNbHOro IIprpeMa MuAasoiama.
OJHOBPEMEHHEBI TpHeM MepOpalbHOIO MEJa30aMa M KIAPHTPOMUIMHA HPOTHBONOKa3aH (CM.
paszen 4.3).

Waru6uropsr TMI-KoA-penykrassl (CTATHHEL)

OXHOBpPEMEHHOE  NpPVMCHEHWEe  KIAPUTPOMHIMHA C  JIOBACTATHHOM M  CHMBACTATHHOM
IIPOTHBOIIOKA3aHO BCIIEICTBUE Merabomusma »Tux craTuHoB cucreMoi CYP3A4, 4ro mpHBOIUT K
[OBBLIILIEHUIO WX KOHLEHTPAIMH B IUIa3Me KPOBH M, CICHOBATENIBHO, YBEIMIMBACT PUCK PasBUTHLI
MEONaTHy, BKIouas pabmommonmm3 (cM. pasgen 4.3). Eciu nieueHne KIapUTPOMHLMHOM HEJB3S
H36eKaTh, TO TEPAIHs JNOBACTATHHOM MM CHMBACTATHHOM JOJDKHA OBITH HPHOCTAHOBICHA Ha
MPOTSUKEHWH BCEro Kypca iedeHus. [lpu HasHAUeHMH KIAPUTPOMHLIMHA OXHOBPEMCHHO CO
CTATHHAME CIEAyeT COONIOHaTh OCTOPOJKHOCTb, B CHTyamusax, KOrma HeNb3s HCKIIOTUTE
[[PAMEHEHHE CTATHHOB IPH JIEICHAH KIAPHTPOMHUIMHOM PEKOMEH/YeTCs HasHadaTh MUHAMAIBHBIC
JO3HPOBKM JAHHBIX IIperrapaToB. MoxkeT OBITE PacCMOTPEHO Ha3HAUCHHE CTATUHOB;=METa00Iu3M

7, : =i, o N g
KOTOPHIX He cBsizaH ¢ cucTeMolt CYP3A (marprmep, ¢IryBacTaTHH) (c%),;}ggsﬂfeh%é). Héo.@@ggmo
HaGOJCHHE 32 TAIHEHTaMA Ha [IPS/MET HATMIUS [IPH3HAKOB H CHMIITC MIOB MUOTIATHH. *‘

BausHue APYCUX JeKapCTBEHHbIX cpecTB Ha (hapMAKOKHHETHK KAaparpoMinnEa 10 iy

R
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JlexapcTBEHHBIE CPEACTBA, SBILIIOIMUECT HHIYKTOPAMH (P3 A4 (HanpuMep, “pUhaMIHUHMH,
denuronn, xapbamasemwH, ¢enoGapOuTan, Npenaparsl 3Bepo60s), MOTYT HHAYIHPOBATDH
MeTaGoIM3M  KIAPHTPOMHIAEE. JTO MOXET IIPHBECTH K CyOTCpameBTHHYCCKHM  YPOBHIM
KIAPUTPOMHUIAHA ¥ CHIDKGHHWIO ero sddexruBHOCTH. Kpome TOTO, MONKET TOTpeOOBATHCS
MOHHTOPHHT TIa3MeHHBIX ypoBHell mHmykTopa CYP3A4, KoTOpBle MOTYT OBITH TOBBIIICHEI U3-3a
praruOuposanns CYP3A4  KIapUTPOMHIMHOM (CM. TaKXKe HHCTPYKIHIO IO MEMIUHCKOMY
TIIPEMEHERUIO COOTBeTCTBYIomIero HuAykTopa CYP3A4). OnHOBpEMEHHOE IIPHMEHEHNE pudabyruHa
¥ KIApUTPOMHAIMHA TIPUBOFIIO K TOBBINEHHIO ypoBHEH pralyTrHa ¥ CHIXKCHHIO YPOBHEH Kia-
PUTPOMHULMHA B CHIBOPOTKE KPOBH C OTHOBPEMEHHBIM HOBBIIICHUEM PHCKa IOABICHUA YBEATA.
BiausHHE CIEAYIOMUX JEKapCTBEHHBIX CPEACTB HA KOHIEHTPAIMIO KIAPUTPOMUIMHA B KPOBH
M3BECTHO MM IPEAIONIAraeTes, IOATOMY MOXKET HOHAI0OUTLCS U3MCHEHNE O3B! MM IPUMCHEHHUE
aJbTepHATUBHOM Tepaluu.
Ddasupenn, Hepupanye, pudammuys, prdalbyTul u pudaneHTHH
Momuble HHAYKTOPEL (epMenToB uuroxpoMa P450, Takue Xax obaBEpeHL, HEBUPAIUH,
pudavmunums, prdabyTnH ¥ pH(ANCHTHE MOTYT YCKOPSITh METaConusM KIApHTPOMHUINHA,
YMeHbIIas €ro KOHIGHTPaImMio B IUIa3Me KpPOBH, HO YBEIHMUMBAas KOHICHTPAIAIO 14-OH-
KJIAPUTPOMUIHES — MUKPOOUOIOTHYECKH aKTUBHOTO MeTaGomuTa. Tak Kak MHKpOOHOTIOrHYecKast
aKTHBHOCTH KinapuipoMuuuaa u 14-OH-xrmapurpomMunuHa pasHas 110 OTHOIICHHIO K PasIHBIM
GaKTepHsIM, OXKHIAEMBIN TepareBTHUecKuk 5 dexT MoxeT ObITh HEe JOCTHIHYT M3-32 COBMECTHOIO
IpEMEHEHHs KIIAPUTPOMHUIIEHA B HHIYKTOPOB (PEPMEHTOB IIUTOXPOMA P450.
OTpaBupuH
DTpaBEpHH yMEHbINACT KCIIOZHIMIO KIAPHTPOMHIMHA; TEM HE MECHEE, KOHIICHTpPAIHs. AKTUBHOIO
Merabommta, 14-OH-wapuarpoMuiuaa, yennauBaercs. Tlockonsky 14-OH-KnapuTpOMUIEE AMEET
HU3KYIO aKTHBHOCTH B OTHOIICHHE KoMIlekca Mycobacterium avium (MAC), ofmas akTHBHOCTb
IIPOTHB 3TOTO BO3OYHUTENS MOXET MEHATHCA. 1I09TOMY CIENyeT paccMarpuBaTh ajlbICPHATHBY
xaaputpoMunuay s nederns MAC. _ ~
DayKoHa30I
CosMmecTHBIA prem ¢urykoHazona 200 MI exe[HEBHO U KIapUTPOMHUIIUHA 500 Mr gBa pasa B JIE€Hb
21 370pOBEIME JOGPOBONBIAMA IPUBET K YBETMYEHHIO CPefHOH MUHHMANBHOH PaBHOBECHOH
KOHIEHTparuy Kiaputpomuiura (Cmin) ¥ Ioromagu MOJ KPHBOH (AUC) Ha 33% u 18%
COOTBETCTBEHHO. PaBHOBECHBIE KOHIGHTpamuu akTuBHOro Merabomura 14-OH-kmapurpoMunuHa
SHAYHTENHEO HE M3MEHSUIACH IIPH COBMECTHOM IIPHMEHEHHH ¢ (IIyKOHa301IOM. II3MeHeHHe IO3BI
KJIApUTPOMHUIIMHA HE TPEOyeTCs.
PuToHaBup
UccnenoBanns (apMakOKAHETHKY TIOKA3allH, YTO OMHOBPEMEHHOE IPUMEHEHAE PUTOHABUPA 200 mr
kaxple 8 uacoB W Kaapurpomurmaa 500 Mr xaxasie 12 9acoB IPHBOJMIO K 3HAYATCIBHOMY
YrHETEHUIO MeTaboim3Ma KIapuTpoMuiiHa. Cnax KIAPHTPOMUIMHA OBBIIIATIOCH HA 31%, Cmin — Ha
182% u AUC — ma 77%. OTMedanock IOIHOe yraerenne oOpasoBanms 14-OH-kmapurpoMunuiHa.
N3-3a GOMBLIOrO TEPAIEBTUYECKOrO0 OKHA yMEHBIICHWE MO3BI KIAPUTPOMHUIMHA y IAIHCHTOB C
HopMalbHOM (QyHKuEed Hodek He Tpebyercs. Y NalEEHTOB C [IOYEYHON HETO0CTaTOYHOCTHIO
Heobxomuma Koppekmua no3sn npa CLcr 30-60 Mu/muH 103y KIapUTPOMEIEHA HE0O0X0IUMO
crMETS Ha 50%; mpr CLcr < 30 MI/MEH — 103y KIApUTPOMHIEHA HEOOXOMMMO CHUSHTH Ha 75%.
J{035I KITAPHTPOMHUIIMHA, IPEBHIMAIONMHE | I/CHb, HE CIE/yeT IPHUMEHATH BMCCTE C PUTOHABUPOM.
Taxue ke KOPpPEeKTHPOBKE JO3BI CIGIYeT POBOJUTE Y MANMEHTOB ¢ HAPYIICHHCM GbyHKIUHE OYeK
[[pM TIpEMEHEHAY PHTOHABHMPA B KadeCTBe (HapMaKOKMHETHIECKOIO yCHITUTELA BMECTE € APyTHMIL
uurubuTopamu  BYU-mpoTeassl, BKIOWAS AaTa3aHABAP W CAKBMHABHD (cM. pasgen HEDKE
«JIByHAIPaBICHHOE JIEKAPCTBECHHOEC B3aUMOJICHCTBUEY).
Bansigue KIAPUTPOMHAIIHA HA PapMaKoKHHETUKY APYTUX JeKADCTBEHHBIX CPEACTB
Bsaumopeiicteus Ha ocHoBe CYP3A

CoBMecTHOE IIPHMEHEHHE KIApUTPOMUINHE, H3BECTHOTO uHrEbuTopa_ hepMeHTa CYP3A, u
TperapaTa, B OCHOBHOM MeTabOM3HPYIOIIET0Cs CYP3A, M0>1cerﬁ.1g@g{g§é;gml%m;@mpHmo KOH-
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i LeHTPAIMK TIOCIEHETO B ILIa3Me KPOBH, 4TO, B CBOIO OUEPEITH, . MO T2 CHITHTE * MK
i TepaneBTAIecKui 3P (EeKT ¥ PHCK BOSHUKHOBEHU HEXKCIATCIIbHBIX peaKIui. T
! TIpuMeneHye KIAPUTPOMUIUHA MPOTHBOIIOKA3aHO NAKEHTaM, IIOJIy9aromuM cybcrpatsr CYP3A
ACTEMHU30JI, [IU3ALPI, IOMIIEPHIOH, MAMO3UL U TepdeHa s 13-3a pucka ymmuenus uarepsana QT
W apuTMEi Cepama, BKIEOYAs OKSIYZOUKOBYIO TAXHKApIMIO, (QUOPHILINKMIO IKEIyTOIKOB X
JKEITyOUKOBYEO TAXHKAP/MIO THITA ITHPYST» (CM. pasnenst 4.3 1 4.4).
B TlpuMeHeHre KIAPUTPOMHIMHA TaKKE ITPOTHBOIIOKA3AHO IPH HCIONB30BAHME  ANKAIOKUIOB
:! CIOPBIHBH, MHIa30iaMa JUIl IpHeMa BHYTPb, WHIHUOHTOPOB I'MI' KoA-penyxrassl,
Bt MeTabonmm3upyeMbIX IaBHbM obpasoM CYP3A4 (mampumep, JOBAaCTATHHOM H CHMBACTATHHOM),

KOJIXHIMHOM, THKAIPEJIOPOM M PAHOJIA3HHOM (CM. pasnen 4.3).

O/MHOBpPEMEHHBIA INIPUEM KIAPUTPOMHMIIMHA C JIOMHTAIIMIOM IPOTHBOIIOKA3aH B CBS3H  ©
BEPOSTHOCTHIO 3HAYUTEIHHOTO IOBBIIICHNS yPOBHA TpaHcaMuHas (CM. paszen 4.3). -

Crenyer cOGIOAaTH OCTOPOXKHOCTD IIPH NPUMEHEHHH KIIAPUTPOMULAHA IAIUEHTaM, T0TyJarolliuM
TepamHIo JeKapcTBEHHBIME cpexcramu-cyberparamu CYP3A, ocobenno ecimu CYP3A-cyberpar
; uMeeT Y3KHHl TepaleBTMUECKHil JumamasoH (HampuMep, KapOamasemwH) W/WIM SKCTCHCHBHO
P MeTabOIH3UPYeTCs STHM SH3UMOM. MosKkeT IOHAZ00UTHCS M3MEHEHUE JO03bl, H, IO BO3MOXKHOCTH,
i TIATENBHBIH ~ MOHMTODUHI  CBIBOPOTOYHBIX  KOHIEHTpAldi  JIEKapCTBEHHOIO  CPEJCTBA,
i . metabommsmpyromerocss CYP3A, 'y  DaluMeHToB, KOTOpbIe — ONHOBPEMEHHO — IIPUMCHSIOT
il KJIapUTPOMUIIHH. A ‘
i 3BecTHO (WM MPEAIONATacTes), 9TO CIEAYIOINMe JIEKapCTBCHHBIC IPEIApaThl WM TPYIIIbL
i nperapaToB MeTabomusupyrores oxuuM H TeM ke CYP3A uzodepmenToM (3TOT CIIMCOK HE SBIIETCS
| VICUePIBIBAIONIAM):  aiblipasoyiaM, KapOaMmasemuH, IMWIOCTa30ll, IUKIOCHOPHH, W30MAPAMHUL,
; HOpyTHHUO, METHIIIPEJHU30IOH, MHEJa3onaM  (BHYTPUBEHHO), OMENpasol, [epopaIbHLIE
! AHTHUKOATYJIIHTHI (manpumMmep, Bapdapus, prBapoKcabaH, amukcaban), ATUNHUYHbIE
I AHTHUIICHXOTHYCCKAE Ipelaparsl (HampuMep, KBETHAIWH), XHWHAVH, pubabyrun, cungesadu,
i CHPONMMYC, TaKpoOJUMyC, TpuasojaM ¥ BHHOTacTHH. IIOMOGHBIE MexaHH3M B3AHMOMCHCTBH
OTMEUEH IIpH [PHMEHEHHH (EeHUTOUHA, TeO(PHMUIMHA U BaIbIPOATa, KOTOPEIE METabOIH3HPYIOTCS
0 npyram u30(hepMeHTOM CHCTeMBI uToxpoma P450. )
| [Tepopanpable aHTHKOAryIaHTH npsivoro percreus (DOACs)
DOAC naburatpan sBisercsi cyberparoM sdduroxcHoro Tpancrnoprepa P-gp. PuBapokcaban u
i amukcaban metaGonmsupyrores depes CYP3A4 u taioke sBisorcs cyocTpatamu it P-gp. Crenyer
IIPOSBIATS OCTOPOXHOCTH IIPH OJHOBPEMEHHOM IPUMCHCHHM KIAPMTPOMHUIWHA C [aHHBIMHA
i Ipenaparamu, 0COOSHHO MAIeHTaM ¢ BEICOKAM PHCKOM Pa3BUTHA KPOBOTCUCHHS (cm. pazzen 4.4).

' . AHTHAPUTMHYIECKUE CPEACTBA

CymecTBYIOT MOCTMAPKETHHIOBEIE COOOIUECHHUSA O Pa3sBUTHH IKEIyJOYKOBOH TaXWKapIuu THIA

(IAPYST», BOHUKIIEH P OJHOBPEMEHHOM NPHMEHEHWMH KIAPHTPOMAIMHA C XAHAJUHOM HIA
: auzonupaMuioM. PexoMeHyeTcss IpOBOAUTE OKI'-MOHUTOPUHT JJIi CBOEBPEMEHHOI'O BBLIBJICHIS
i ynmurerns untepsana QT. Bo Bpems Tepanwy KIapUTPOMHIEHOM CIEAYET CICIUTH 38 YPOBHEM
! IIA3MEHHOM KOHIIGHTPAINH 3THX IIPEapaTos.
f Taxke CyIIECTBYIOT IIOCTMaPKETHHIOBEIE COOOIIEHHS O CIyYasX TMIOITMKEMHUN IPH COBMECTHOM
! nprieMe KIAPUTPOMHUIUIA WK Ap3omupamuna. [TosTomy HEOOXOMMM MOHHTOPHHT YPOBHS TITFOKO3BI
. Ha TIPOTHKEHAU BCErO IEPHOJA COBMECTHOTO IIPHeMa KIAPUTPOMUIIHA ¥ IA30IMHPaMUNA.
il [lepopaibHble THIOTIMKEMUAYESCKIE CpecTRa/ IHCYIIE
i COBMECTHBIA MpHEM KIAPUTPOMUIMHA W HEKOTOPHIX CaXxapOCHMKAIOMMX [PENapaTos, TakKuX Kak
HATETIMHNUL M PENarjdHAA, MOXET MPHBECTH K THIONIHKEMHUA 33 CHCT HHTAOVPOBAHUS
knaputpomurimaoM CYP3A. Pexomennyercs TINATENLHEIH KOHTPOJIb YPOBHS IJIFOKO3BL,
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P W3MEpEHUM B TedeHHe 24 I COCTAaBWIO 5,2, IPH COBMCCTHOM -TIPHMEHEHMY 'OMCIpasola ¢
KJIApUTPOMUIIHOM — 3,7, '

Cuenadu, Tananabw v BapreHaduI

Kaxcslit u3 5TEX WHrE6ATOpoB hochoauscTepassl MeTaboIu3rpyeTcs (10 Kpaliel Mepe YacTHTHO)
¢ yuactmem CYP3A, KOTOpEIM MOXET HHIHOMPOBATECS ~ COBMECTHO — IPHMEHAEMBIM
KapuTPOMHITEHOM. OIHOBPEMEHHBIH IpHeM KIApUTPOMULWHA U cuifeHabuma, TafanaduIa UM
BapieHaduIa MOXET NPHBOZMTH K  YBETWUCHMIO HMHIHOMPYIOIIETO  BO3JCHMCTBHS  HA
dochommacrepasy. Ilpu IpuMeHEHHH 3THX HpENapaToB COBMECTHO C KIAPUTPOMUIHHOM CIENyeT
paccMaTpHBATh BOIPOC 00 YMEHBIICHHH JI03BI CHIIcHAGUIIa, Tafanaduia Wi BapAeHapua.
Teodumuy, xapdaMazelny ’

PesynbTaTel KIMHAYECKMX FHCCICHOBAHHMM TIOKA3alM, 4Yro CYIUECTBYeT HE3HAYMTENIbHOe, HO
crarreTauecky 3HagrMoe (p < 0,05) yBemuuenre KOHIEHTPaluy TeoQUILIMEA KM Kapbamasenuna B
[ITa3Me KPOBH IIPH WX OXHOBPEMEHHOM IIPHMEHEHHH C KIAPATPOMEIMHOM. MOXKET MOTpeb0BaTHCS
YMEHBIICHHUE TO03BL. ‘

Tonteponun

ToaTepoyH MeTaboMUu3ApyeTCs: IIaBHEM 06pasom 2D6-n3ohopmoit maroxpoma P450 (CYP2D6). ¥V
nammentos 6e3 CYP2D6 merabomusm mpoucxomut depes CYP3A. B 3Tof momyssituy yrHCTCHUE
CYP3A mpHBOAHUT K 3HAYMTEILHOMY YBEIMICHHIO IIA3MEHHBIX KOHIEHTPalUi TONTEPOIHHA. Js
TAKEX [IAIUEHTOB YMEHBIIEHHE O3Bl TONTEPOAMHA MOXET OBITH HEOOXOMMMBIM IIPH €ro
TIpEMeHeHHH coBMecTHO ¢ mHTHOUTOpamMu CYP3A, TakuMu XaK KIapuTPOMUIAH.
Tpra30a6eH30Ma3eIiHb] (HaIpyuMep, AIbIIPa3olaM, MUIA30JIaM, TPHA30IaM)

Korma MmmasonaM TPHHHEMAIH COBMECTHO ¢ TabneTkamu kiapurpomuimza (500 Mr nsa pasa B
nens), AUC mumasonama yBelIHYUBanach B 2,7 pasa Ipy BHYTPHBEHHOM BBEJICHMY MAJA30/amMa 1 B
7 pa3 pu mepopaisHoM Ipreme. CremyeT u3berarhb OIHOBPEMEHHOIO MPUMEHEHHs EPOPABLHOro
MuasoamMa ¥ KIapHTpoMuImHa. IIpr BHYTPHBEHHOM BBEACHHM MHUfasolaMa B COYECTaHUM C
KIAPUTPOMUIIMHOM HEOOXOIMMO IPOBOJUTH TINATENbHBI MOHATOPHHI KIHHHYECKOTO COCTOSHES
NANMeHTa JUIS TOCO, YTOOBI CBOGBPEMEHHO IIPOBECTH KOPPEKTHPOBKY MO3bL Te ke Mepsl
IIPEOCTOPOIKHOCTH JOJDKHEI OBITH IIPHHATE IIPH MPUMEHEHHU IPYTHX GCH30HA3NHMHOB, KOTOPHIE
metabommsupyrores CYP3A, B ToM uimcle Tprasomama W anmmposonama. [lims OEH30/IMa3€EIINHOB,
BEIBENIEHNE KOTOPBIX He 3aBucuT o CYP3A (TeMasemaM, HUTpaseram, JIOpasenam), ManoBepOsTHO
Pa3sBUTHE BAKHOTO C KIMHUYECKOH TOUKA 3PEHUS B3aUMOCHCTBISA C KITAPUTPOMHALIHHOM.

Bo BpeMs IIOCTMAPKETHHTOBOTO OIBITA GBLIM 3apeTHCTPUPOBAHEL JTEKAPCTBEHHbIC B3aHMOJICHCTBHIA 1
BO3ZEHCIBEE HAa LEHTPANBHYIO HEPBHYIO CHCTEMY IIOCIC OJHOBPEMEHHOIO IPAMCHCHIS
KIIAPETPOMUILIMHA | TPHa3oiama (HarmpuMep, CORIMBOCTD B CIyTaHHOCTD co3HaHMsA). Pexomenayercs
HabIoIeH e 3a YeHIeHreM (hapMaKoIOrHIecKoro AeHCTBUS Ha IEHTPAIbHYIO HEPBHYIO CUCTEMY.
JIpyrue Buibl B3anMoaeHcTBuii

AMWHOIJIHKO3HIBI

CieflyeT HpOSBISTE OCTOPOXKHOCT IPH COBMECTHOM HA3HAUCHHH KJIAPUTPOMHIMHA C APYrHMH
OTOTOKCHUHBIME IPEIapaTaMy, 0COOSHHO ¢ aMUHOIIHKa3mIaMu (CM. pasjen 4.4).

Komxuuug

Komxumms ssisercs cyberparom CYP3A  m  P-rmuxonporemsa (Pgp). F3sectso, 4TO
KIAPHTPOMEIME ¥ JPYTHE MAKPOJHIBI CIOCOOHE! YIHETATh CYP3A u Pgp. Ilpr ogHOBpEMEHHOM
IPUMEHECHHY KIIAPUTPOMHUIMHA U KOIXWIMHA YTHETCHUC Pgp w/mmu CYP3A KnapuTpOMHAIEHOM
MOYET TIPHBECTH K TIOBBIICHAIO SKCIO3UIAT KOIKHUIHUHA (CM. Pa3Iebl 43m4.4).

JIuroxcus

JIMrOKCHH CUMTaeTCs CyOCTparoM P-TIMKOmpPOTEHHA. VI3BECTHO, YTO KIAPATPOMHUITMH CIOCOOEH
MHrEGHpoBaTh P-rnuKonpoTers. Korma KIapuTpOMALME B TUTOKCHH NPAMCHSIOTCS OXHOBPEMEHHO,
MHrE6MpoBanue Pgp KIAPHTPOMULUHOM MOXKET IPHBECTH K yBEIMUCHHIO BO3JCHCTBUS AUTOKCHHA.
Bo BpeMs HOCTMAPKETHHIOBOTO HaOMOfERHs COOOIIATIOCh 00 yBeNTUYCHUN KOHLIEHTPAMU B IIIa3Me
JATOKCHHA y TIAMEHTOB, IONYJaBIIMX COIYTCIBYIOUIYIO TEP@HIHOmIIIaPUTPOMHIIAHOM. N
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JIATOKCHHA B CHIBOPOTKE KPOBH HAIIUEHTOB IPH €10 MPHMEHEHIN C KIAPUTPOMUIIAHOM.
3UOBYAMH -

OnHOBpPEMEHHOE IPUMEHEHHE TabIeTOK KIapUTPOMHIMHA U SHIOBYIMHA ¥ BUY-pEATHPOBAHHBIX
B3POCHIBIX MAIMEHTOB MOJMET BBI3BATH CHIIKCHHE - PABHOBECHBIX KOHIICHTpanui 3UIOBYAMHA B
CHIBOPOTKE KpoBH. KIIapUTPOMHUIMH CIOCOOEH —IMPEIsITCTBOBATH abcopOruu  IepoOpanbHOro
SUNOBYAMHA TIPA ONHOBPEMEHHOM IIpHEMe, HO 5TOT0 MOXHO H30eKarh IyTeM COOMIONCHH
FHTEpBATA MEKIY NPUEMAaMH KIGPATPOMHIMHA H 3HIOBY/HHA TPONODKATENBHOCTBIO HE MEHES 4
4acoB. DTO B3aEMOIeHCTBIE He HAOIIONAIOCH IPU MIPUMEHEHUY Y AeTeH KIapuTPOMHIMHA B opme
CYCIEH3WH ¢ 3WAOBYAMHOM MM [JUIAHO3MHOM. Taxoe B3aMMOJCHCTBHE MANOBEPOATHO IIPH
BHYTPHBEHHBIX HHY3HAX KIapUTPOMUIIHHA.

DeHUTONH ¥ BAIBIIPOAT

BeuIM CHOHTaHHBIE WIH OIyOIUKOBAHHBIE COOOLIEHU 0 B3aumopekicreun mHrHOUTOPOB CYP3A,
BKIIOYAsS KIADUTPOMULUH, C JEKAPCTBCHHBIMH  CPEICTBaMH{, KOTOPBIC HE  CUMTAIOTCA
merabommupyemsiva CYP3A (nampumep, GEHHTOMH U BAIBIPOAT). PEKOMEHAYETCS ONPEIETICHIE
ypOBHE# 3THX JIEKAPCTBEHHEIX CPEJCTB B CHIBOPOTKE KPOBH IIPH OHOBPEMEHHOM HA3HAYCHWH UX C
rapuTpoMumEOM. COOBIIAIOCH O OBEIEHNH CHIBOPOTOYHBIX YPOBHEH.

JIByHANpPABJIEHHOE JIEKAPCTBEHHOE B3AUMOJEHCTBHE

ATazaHaBup

KnapuTpoMALMH ¥ aTasaHaBUp ABJIOTCA CyOCTpaTaMd K parubuTopamu CYP3A, u CymecTByroT
CBUIETENBCTBA ABYHAIPABICHHOTO JEKAPCTBCHHOTO B3auMoiecTBus. OJHOBPEMEHHOE IIPHMEHEHUE
wiapuTpomunuHEa (500 Mr ABajKIEI B IEHb) ¢ arasaHaBupoM (400 Mr oxuH pas B JICHb) B pe3yJIbTaTe
IPUBOJUT K 2-KPaTHOMY YBETHUYEHHIO BO3/CHCTBUS KIIAPUTPOMUIIMHA U HA 70% cHIKaeT NeHCTBHE
14-rugpoxcuxnapuTpoMunrHa, ¢ 28%-mEM yBemmaenueM AUC aTazanaBHpa. M3-3a GOIBLIOrO
TePAIeBTHYECKOTO OKHA Ui KIAPUTPOMUIMHA IalUeHTaM C HOpManbHON (yHKIWEH IIOYeK HE
TpebyeTcss CHEOKCHWs NO3BL [ TAlMeHTOB ¢ YyMEPEHHBIM IOBPEKACHHACM OYEeYHOH (YHKIUH
(xmuperc kpeatuauHa oT 30 g0 60 My / MUH) /(032 KIAPATPOMHUIMHA NOIDKHA OBITH YMEHBIICHA Ha
50%. {19 IamHenToB ¢ KIUpeHcoM KpeaTnarHa < 30 Mt / MEH 1032 KIAPATPOMUIIMHA IOJDKHA OBITH
yMeHplneHa Ha 75%, HCIONB3Ys COOTBETCIBYIOIIUE NO3MPOBKH H JICKAPCTBCHHBIC (dopmeL. Jlo3bI
xrapuTpomurpHa 6oree 1000 Mr B JeHb He JOIDKHBI IPMHMMATHCA COBMECTHO C© HHTAOUTOpaMHI
nporeas.

BrnokaTops! KaabIHEBEIX KQHATOB

V3-3a pHCKAa Pa3BUTHS apPTCPUANLHON TMIOTCH3HH CHIEAYeT C OCTOPOXKHOCTBIO IHPHMCHATE
KITAPUTPOMUIIMH OIHOBPEMEHHO ¢ OyoxaropaMd KaJbIIHCBBIX KaHaloB, MeTa00IU3APYIOLIHX CS]
CYP3A4 (mampuMep, Bepamamull, aMIOJANHH, Juitaasem). IIpi B3aMMOJEHCTBAM MOIYT yBe-
NMYHUBATLC IIa3MEHHBIC KOHIIEHTPAINH KaK KIIAPATPOMETIMEA, TaK ¥ OJIOKAaTOPOB KaIbIEEBHIX
KaHaIoB. Y TAMACHTOB, IONyYABINHX KIAPHTPOMULMH BMECTE C BEPATIAMHUIOM, HAOIIOAINCh
apTepHaibHast THIIOTEH3Ms, OpauapuTMUY 1 JIAKTOAUI03. '
HTpaxoHa3ol

KIIapATpOMUIIME X HTPAKOHA30]I ABJIIOTCS CyOCTpaTaMy I uaruburopamu CYP3A, 9T0 IPUBOIHUT K
ABYHAIPABIEHHOMY B3aHMOJICHCTBHIO mperapara. KIapuTPOMHAIME MOXET yBEIMTHBATH YPOBHH
HTPaKOHA307Ia B IUIa3Me KPOBH, B TO BPEMs KaK HTPAKOHA30]T MOXET NOBBIIATE IIA3SMEHHBIC ypOBHI
KIAPATPOMHIMHA, IlalHeHTs, MPUHAMAIOIINE HTPAKOHA30M W KIaPUTPOMUIMH OXHOBPEMEHHO,
JIOJDKHBI HAXOTATHCS MO TINATETHHEM HAOMOLCHIEM I CBOEBPEMCHHOTO BBIABIICHHS [PU3HAKOE
J CHMIITOMOB YCHIIEHHUS WI¥ IPOTIOHTHPOBAHHS (hapMaKoTIOTHIECKIX 3¢ peKTOoB.

CaxBUHABHD

KnapuTpoMUIlgH ¥ CaKBHHABHD ABJIAIOTCA cyberparamu i marEGuTopamu CYP3A, u CyMECTBYIOT
CBHETENHCTBA  JBYHAIPABICHHOTO — B3aMMOZICHCTBHS  [PEIapaToB. Ilpp  OJHOBPEMEHHOM
npuMererud KiaparTpomuanmaa (500 Mr BB B IIeHb) U CAKBUHABHpA (MAIKHE >KENaTHHOBBIC

xarieyst, 1200 Mr TpH pasa B AeHb) 12 3I0pOBBIMI HOOPOBOIBLAMA B,,eﬂfa:ﬁfﬁ?éj{ié;ﬁﬁ%g?&gﬂna AUCu

e on X,
Cmax CAKBHEABHDA cocTaBsud 177% u 187%, u Gsutd BbIIE, U Q@WﬁpﬁMeHeHﬁﬂ%ﬁﬁlﬂaBKpa
A3 ()
otnespro. 3Hadenus AUC B Cmax KIapATPOMHALMHA puOIIH3 { gfﬂb 0 Ha 40% BBIIENZ ?M pu
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IPUMEHEHHY KIAPUTPOMHAIMHA OTACIbHO. KOppeKiwms n03bl He -FpeOyCTes,  eClu IBa: npenapara
IPEMEHMIOTCA COBMECTHO B TEUEHHE OTPAHMYICHHOTO IEPHOJa BPEMEHH B H3YUCHHBIX 032X /
cocraBax. PesyIbTaThl, MOJNYYCHHBIC B HCCICAOBAHUAX B3aUMOACHCTBHN C IPUMEHCHHEM MITKHX
JXETATHHOBEIX KAICYJ, HE MOTYT OBITh DELpPE3eHTATHBHEL B OTHOIEHHH 5(()EKToB IpH
HCIIONB30BAHAN CAKBMHABHMpPA B TBEPJBIX JKEJIATHHOBEIX KalCylax. Pesynprarbl, HOIYYCHHBIC B
MICCIIENOBAHAAX B3aUMOMCHCTBEM ¢ IPEMEHEHHEM OJIEHOTO TOIBKO CAaKBMHABMpA, HE MOTYT OBITE
pETPEe3eHTATHBHEl B OTHOINCHNY 3(deKToB, HabMONAEMbIX B Cllydae KOMOHHHPOBAHHOH Tepamuu
CaKBHHABHPOM/PUTOHABHPOM. [IpH OZHOBPEMEHHOM IPUMEHEHWM CAKBHHABHpPA C PUTOHABHPOM
CIIeyeT YYUTHIBATH TOTCHI{MATBHEIE SQQEKTH NeHCTBHIS pUTOHABIPA Ha KIAPATPOMHULIHIH.,

4.6 DepTUILHOCTH, 0€PEMEHHOCTH M JAKTAIHSI

Fepemennocme

JTaHHEIE O BpEIHOM BO3ICHCTBAN KIAPHTPOMHULIFHA B HEPHO 6EPEMEHHOCTH Y JIO/CH OTCYTCTBYIOT.
OCHOBBIBAsICH Ha PA3IMUHBIX PE3yJIbTaTax, IOMYUYEHHBIX B MCCIICIOBAHUAX Ha XKUBOTHBIX M OITBITE
IPHMEHEHHS y JHOMeH, Hemb3s HCKIIOYHTh BO3MOXHOCTb HEXENATCNbHBIX BO3JCHCTBHM HA
sMmbpuodeTabHoe  pasBuTHe. HekoTopsle HAOMIONATCIBHBIC —HCCIEIOBAHMSA, OLECHABAIOMME
BO3JEHCTBYE KIAPUTPOMHIMHA B TEUEHHE IEPBOT0 M BTOPOrO TPUMECTPa, PErHCTPHPOBAIH
NOBBIIIEHHBIA PHCK BHIKHBINA IO CPABHEHHIO C OTCYTCTBHEM HCIIONB30BAHMS aHTHOUOTHKA HIM
APYTAX AHTHOMOTHKOB B TEYeHHe TOIO JKE Tepuoja. FIMeromuecs SHHIEMHONOTAIECKUE
MCCIE{OBAHHES PUCKA CEPHE3HBIX BPOXK/CHHBIX IOPOKOB Pa3sBUTHS IIPH IPUMEHEHHH MaKpOJHIOB,
BKJTFOYAs! KIIAPATPOMHUIMMH, BO BpeMst GEpPeMEHHOCTH JAIOT HPOTHBOPEIHBEIC pe3ynbTaTsl. [loaroMy
HE PEKOMEHIYeTCs IPHMEHSATh IIperiapaT BO BpeMs OepeMEHHOCTH 0e3 TIMATEeNpHOM OLEHKU
T10JI638/PUCK.

Jlaxmayus

Be30macHOCTh IPUMEHEHWS KIApUTPOMMIIMHA B KOPMIICHHS TIPYABIO HE  YCTAaHOBJICHA.
KnapuTpoMUIMH B HEOONBIIOM KOJHYECTBE UPOHUKAET B TIPYAHOE MOJIOKO 'y mone#t. beuio
HONCYATAHO, YTO MJIAJEHEIl, HAXOMAIMUiics Ha HCKIIOYMTEIBHO IPY/HOM BCKapMIIMBAHUM, TIOIYIHT
oxono 1,7% 1035l KIApHTPOMHUIMHEA C IHOIPABKOH Ha Bec MaTepu. IlosToMy HE CIEAyeT KOPMHTH
TPY/IBIO BO BPEMs JICUECHHUS. '

DepmunvHoCcms

WccneoBanust (pepTUILHOCTA Ha KPBICaX He BEIBHIM KaKMX-IHOO0 NPR3HAKOB BPEJHOTO BO3ICUCTBUL

(cMm. pazgen 5.3).

4.7 Biusm@e HA CHOCOGHOCTH YIPABJIATH TPAHCIOPTHHIMHE CPEACTBAMH M paboTath ¢
MeXaHU3MaMH

JlaHEBIe O BIMSHUN KIAPATPOMHUIMHA Ha CIOCOOHOCTD YHPaBIATh aBTOMOOHITIEM WM MEXaHU3MaMHU
orcyrctByroT. OfHako Iiepes; YIpaBIEHWEM aBTOTPAHCIOPTOM H APYrMMA MCXaHH3MAaMH
HeOBXOIUMO IIPUHATH BO BHEMAHHE BO3MOYKHOCTH BOBHMKHOBEHHS HEXEIATENBHBIX PEaKIHd CO
CTODOHBI HEPBHOW CHCTEMBI, TaKHX KaK TOJOBOKDYXXCHHE, BEPTHIO, CIYTAHHOCTh COSHAHHA M

AC30pUeCHTa L.

4.8 HexenareabHble peakyy

a) Cymmapuslii npoguib 6e30nACHOCIU
CaMbIMH YACTEIME M OOIIMME HE)KENATENbHBIMA PEaKiysMU IIPH JICUCHHH KIAPHTPOMHUIMHOM

B3POCJIBIX 1 nIeTel SBJIAIOTCS 00JIb B KUBOTE, JHapes, TOIIHOTa, pBOTA H I/ICKa)KGHI/Ie BKYCa. OTH

o I

ST

HEeXeNATebHBIEe PEAKK OOBIMHO HE3HAYMTENBHO BBLIPAKEHBI X COI‘JlaCQBBIBaIOTczt“~C*n~K3BeCTHBIM
npoduieM 6e30IaCHOCTI MAKPOJTH/THBIX aHTHOHOTHKOB (eMm. noltl?z ( 6) pas,uena 4. 8)\ %\\\\
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Bo BpeMsi KIMHHYECKHAX HCCIEHOBAHUN HE 6BIJIO BBISIBIICHO 'cyﬁfeCTBeﬁ‘me pasmami B HacToTe
BOSHUKHOBEHMS JAHHBIX HEXEIATENbHBIX pPEeaknyi MEXAy TIpyHmIaMu HTaldeHTOB, Y KOTOPBIX
HaGIHOAIIICE HITH OTCYTCTBOBAIA MAKOGAKTEPHAIbHEIC HH(EKIIH.
6) Cymmapras mabauya HeHceLamenbblX PeaKyull
Huke IpeCTaBIeHb HeXeNaTebHbe Peakiliy, BOSHAKIINE BO BPEMsl KIMHHISCKUX UCCITEI0BAHME
J DOpH TIOCTMAPKETHHIOBOM IPHMEHCHHY DA3/IMYHBIX JICKAPCTBEHHBIX dopM H IO3HPOBOK
KIapHTPOMHUILEHA, B TOM YHCIIE IPOTOHTHPOBAHHOTO JEHCTBHL.
Hesxernarenpable 3(GheKTs], BO3HUKAIOIME [IPY JICYCHAN KIaPHTPOMUIMEOM, KIaCCHQHUIUPYIOTCS B
COOTBETCTBYIOIINE TPYIIIEI IO CHCTEMaM OPTaHOB M B 3aBHCHMOCTHU OT YaCTOTHI BOSHUKHOBECHHUA:
i - oueHs yacto (>1/10),
it - wacro (>1/100 no <1/10),

i
1
1
i
i
!
i
o

, - ge yacro (>1/1000 mo <1/100),
i - YACTOTA HE M3BECTHA (JaCTOTY OIPEIENIATh HEBO3MOIKHO Ha OCHOBAHUY HMEFOIIAXCA NAHHBIX).
: B mpezmenax KaXAo# TPYIIEl HEXeJaTeNbHBIE Peaklyu perapara IPEACTaBICHB! B IOPAIKE
; YMEHBIICHUS TSKECTH.
CrcTeMbI OPraHoB Yacto He gacto YacToTa HE U3BECTHA |
’ Mudexnny 1 HHBA3HU ; Kanmunos, IcermomMeMOpaHO3HBIH  KOJIHT, :
| TaCTPOIHTEPHT, POXHICTOE BOCTIAJICHUE
' HHDEKIH®, BarWHAILHAS
rHPEKITUSI
Hapymenus co Jlelikonenus, ATrpaHyJIOIUTO3, ;
7 CTOPOHBI KpOBH H ‘ HeﬁTponeHm3, TPOMOOLMTOIICHHS
muMGbaTHIeCKOR TpOM6OU;I/ITeMI/1512,
| CHCTEMBI 303mHO(GHIHL }
0 ' Hapymrerus co HrepuyBCTBUTEIBHOCTE | AHAQUIAKTHYECKAES — PEaKIHH,
i CTOPOHBI HMMYHHOH AHTMOHEBPOTHYCCKUH OTEK
I cacTeMbr*
i Hapyenns co AHOPEKCHS,  CHEDKEHHe | THIOIIHKeMUs
i CTOPOHBI anmneTHTa
i MeTaboIm3Ma u
| ITHTAHKS
. Hapymenns co |beccorrnna | TpeBOKHOCTS, Icuxo3sr, CIIyTaHEOCTS |
i CTOPOHBI IICHXHUKH HEPBO3HOCTE? CO3HAHWS, JeTePCOHATM3AMNS, |
! JieTIpecCcus, JIE30PHUCHTAITYSL, |
; raJUTONMHAIH,  KOIMApHBIE |
it CHOBUWJICHHS, MaHHs :
il Hapymerns CO | IMCTEB3Ms], |TOJOBOKPYXKEHUE, CyZOpOTH, arep3ws, IapOCMUESL, :
| CTOPOHBI TOJIOBHAS COHJIHBOCTE®, TPEMOP AHOCMMSI, TTAPECTE3 S
i [EeHTpaIbHON 6oIb f
i HEPBHOM CHCTEMBL
Hapymenus co TonoBokpyxKeHHE, Tloteps cayxa
i CTOPOHBEI oprasa YXyZLUICHAE CIlyXa, 3BOH B
g ciIyxa i ymax i
| a0 pHHTHbIE ] ‘
HApYIICHHS
|
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Hapymenuns co Y nmuHeHue HHTepBAaJa | Taxmcapzmﬁ
CTOPOHBI ~ CEPIEUHO- QT?, OLIYITICHHE | TUIIA <<Hpr3T>)7 KNIy ZOUKOBas |
COCYZIMCTOH CHCTEMBI cepaeOueHus TaXUKapAus,  JKEIyLO4KOBas
bubpunsnus :
; HapymeHm co Kposouzmgane® ;
CTOOHEI COCYIOB
Hapymenns co HocoBoe kpoBoTeuerne!
CTOPOHEDI
JBIXaTeIHHOM
CHCTEMBI,  OpIaHOB
IPYJHOM KIETKH |
CPEeIOCTEHUS :
Hapymenus co | luapes®, I"actposzodareansHast Octpsrit IIaHKPEATHT, |
CTOPOHBI JKEIYZOYHO- | PBOTA, pedmroxcHas GoNe3HB', |M3MeHEHHe ~ IIBETA  S3BIKA, |
KMIIEYHOro TpaKTa | IUCIIENCHs, |TacTPHT, IPOKTarHa!, | i3MEHeHHe [BeTa 3y60B
TOIIHOTA, CTOMATHUT, TTIOCCHT,
| 6015 B |B3[yTHE JXHBOTA®, 3amop, “
' JKHBOTE CYXOCTh BO PTY, OTPBDKKA,
i METEOPH3M
Hapymenus co | Otkmonenue | Xonecras®, renatut, | Ileuenounas HG}IOCT&TOTJHOCTLQ,:‘:
CTOPOHBI or  HopMHl |moBpmenHwe ypoBHs AJIT, | remaTonemoIIpHas JKeATyxXa
renaToOnIMapHon ¢dysxaumonan |ACT, ITT?
CHCTEMBI |PHBIX TECTOB §
| eueHn
Hapymenus co | Cpimp, 3yx, KpanuBHUIG, | Tsoxensie KOJKHBIE |
CTOpPOHBI ~ KOKM W | THIIEPTHUIPO3 | MaKyJoIalyie3Has CHIIE? | HeKETIaTEbHbIE peamum%
HOJKOXXHON (HampuMep, TeHepaln30BAHHBI ;
KJICTUATKA AK3eMaTO3HBIA HyCTyJies |
' (OI'3II)), Cuuppom CrmBeHca- |
' Tixoncona’, TOKCHIECKHH |
SIMZepMANBHEIM  Hekpoums’,
MeIUKaMEHTO3HAasI KOJKHAS |
peaKIys, KOTOpast |
COTIPOBOYKIACTCS S03UHOQHIIHEH |
U CHCTEMHBIMH IIpOSIBJIeHI/U{MI/I
(DRESS), axue
Hapymenus co MpeImeudbie CcriasMbl, Pa6nomuomus’!®, MuonaTus ;
CTOPOHEL ~ OHOpHO- MEaIrHs' !
JBHTATENBHON
CHCTEMBI u
COEIMHUTEIIBHON
TKaHH
Hapymenus co IToueunast  HEJOCTATOIHOCTE, ’
CTOPOHBI ~IIOYEK U MHTEPCTHIHATBHEIA HeQPUT
MOYEBBIICTUTEIBHON P «
CHCTEMBl Z 3‘»‘9;;-‘_‘9‘3—’—”" T 2 AN
X :
’0611.[1/16 Hapywiens o HGHOMOPaHHeS’ / T @yt L3RRS \z i
N | CTp ],,2'@18 18 |
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MECTO BBEJCHHU meopam(az‘, acTeHH, ‘oS =~ —_—
B TpyIE’, 03H06",
yTomyenue’ ,
JlabopaTopHbIe [ToBennenuEe ypoBHs | [IOBEIIIEHAE  MEKITYHAPOZHOTO |
HCCIIEIOBAHUS menouroi  ¢ocdharasbl B | HOPMAJIU30BAHHOTO
KpOBH®, OBEIIICHHE | COOTHOIIEHHS, yBETHYCHHE |
YPOBHS | mpoTpoMGuEOBOTO  BpemenH’, |
NAKTATIETHAPOTEHA3EL M3MEHEHUE 1IBETa MOUH f

1230 naHHBIX HEXENATEeNBHBIX PEeaKHsIX COOOMAIoch TONBKO IPH NPHMEHCHHH IIperapara B
hopme:

| Ta6I1eTOK IPOIORTHPOBAHEOTO JEHCTBHS

2 IOpONIKA IS TIPUTOTOBIEHHS CyCIEH3HE JUTS IIPHeMa BHYTPb

3 TaBIIETOK HEMEUIEHHOTO BHICBOOOKICHHUS.

4689 Cwm. pasmen a)

5710 Cy. pasner 6)

6) Buibopounoe onucanue HedicenamenbHblX peaKijiii :

B HEKOTOPHIX COOOIIEHHSAX O pPaGIOMHONH3e YIOMUHATIOCH 00 OJHOBPEMEHHOM IPUMCHEHHH
KIIAPUTPOMHUITHHA H CTATHHOB, (HOPATOB, KOTXAIAHA U AJUIOIYPUHOIA (CM. Pa3aeisl 43u44).
[TocTMAPKETHHIOBEIE WCCIICHOBAHUA COBMECTHOTO MPUMCHEHHS KIAPUTPOMHIMHA ¥ TpHa3oiaMa
BELIBHIIM CYIIECTBOBAHWE B3anmMOAeHcTBEH M HX 3(QQeKTH Ha LEHTPANbHYIO HEPBHYIO CHCTEMY
(HampEMep, CORJIMBOCTh W CIyTAHHOCTH CO3HAHMS). PexoMeHmyercs HAOJIIOICHUE 32 YCHIICHHEM
(hapMaKoJIOTHYECKOTO IEHCTBHS Ha IEHTPATbHYIO HEPBHYIO CHCTEMY (cM. paszen 4.5).

B penkux COOOIICHHSIX INAIMEHTOB, MHOTHE U3 KOTOPBIX CTpajaid aHaTOMAYCCKAMH (BxIFOYas
HJIEOCTOMHEIO HITH KOJOCTOMMIO) MM (DYHKIMOHATIBHBIMH XKEJTyJOYHO-KHAIMNECYHEIMA HAPYIICHUAMH C
YKOPOUYEHHBIM BPEMEHEM KHIIIEUHOT0 TPAH3UTA, COOOIIANIOCH O BIMIHIHT TabJIETOK KIapUTPOMHLIMHA
¢ IIPOIOHTHPOBAHHEIM JleHCTBUEM Ha CTYIL Y HEKOTOPBIX NMAIUCHTOB GBI OOHAPYKEHE! OCTATKH
TaGNETOK B CTylde, HODTOMY MaHHBIM IIAlHEHTaM pPEKOMEHIOBAHO IGPeHTH Ha JIPYryio
JIeKapCTBEHHYIO (JOpMY KIAPHTPOMHIEHEA (HAIPHMED, CYCISH3HIO) HIlK Ipyroii aHTUONOTHK.

2) lpumenenue y oemeii .

BLUIH TIPOBENEHBI KIMHHYECKAE HCCIENOBAHASA C IIPHMCHEHHEM CYCICH3MM KIAPHTPOMUIMHA Y
nereit ot 6 Mecsnes o 12 ner. CrnenosarensbHO, ETH B BO3PACTE 110 12 jieT DOKHBI MCIIOIB30BaThH
KIAPATPOMHUIMHE B BUIE CycHeH3uM. HemocTarouHo NaHHBIX Ui Ha3HAYCHUA KIIapHTPOMUIIIHA B/B
(IIOpOIIOK YISl IPUTOTOBICHHS PACTBOPA JUIsA HHBEKINN) IAMeHTaM MIaIIIe 18 net. Yacrora, THII 1
TSDKECTD HEXKeNaTeNbHbIX Peakiuil y feTel IpeIoNoKUTENbHO TaKUe Ke, KaK H Y B3pOCIHBIX.

0) Ilayuenmol ¢ 0C1AOICHHBIM UMMYHUHIEMOM )

I[Tpu neveHnr MUKOOAKTEPHANBHBIX MHQEKIMH y MallHCHTOB, CTPAJaroIHX CIINI pmu mpyrumu
MMMYHOZEQUIMTHEIME ~ 3a00ICBaHMAME, MOJYYaBIIUX KIAPUTPOMMIMH B BBICOKHX 033X
JUIHTENbHEIA IIepHOJ BPEMEHU, TPYAHO OBUIO OTJIMYUTH HEXKETATeNhHBIC DEAKInH, CBA3AHHLIC C
IpHEMOM KJIAPUTPOMHIMHE, OT IPH3HAKOB 3a00NeBAHHA BHPYCOM AMMYHOAC(QHIINTE YeI0BEKa
(BUY) wit HHTEPKYPPEHTHBIMA 3a00IeBAHUAMH. )

Y B3pOCIBIX AIKEHTOB HauboJIee YACTHIMU HEKENATETHHEIMU PEAKIUIMHY [IPY NPHMCHCHAN obme#
cyroaroit 10351 1000 Mr 1 2000 Mr KIapATpOMHUIAHA OBIIM: TOIIHOTA, PBOTA, H3MEHEHHE BKYCOBBIX
OIIyIIeH A, G0N B XKHBOTE, MUAPEs, ChIIb, B3AYTHE JKMBOTA, IOJIOBHAL 605b, 3am0p, HapyllcHUE
CilyXa, TOBBIIIEHHEC CBIBOPOTOYHOIO YPOBHS ACT m AJIT. Pexe HaOmOMaNKMCh OMBIKA,
GeCCOHHMIA, CYXOCTh BO PTY. UYacToTa BO3HHKHOBEHHA HEKCIATSIIBHBIX peaknuii COmocTaBuMa y
[AEEeHToB, eKeaHeBHO moxydasmmx 1000 mr u 2000 MI KJIapATPOMHLMHA, OIHAKO IAHHBIH
[10Ka3aTeNp B 3-4 pasa BHIUE y NALMEHTOB, Ybs ©XKCJHEBHAL CYyTOIHAT 1032 COCTABIIAIA 4000 mr.

T

v LR e S,
Ilpr omerke JaGOpaTOPHEIX IOKasareied MAMEHTOB C MMMy _og\@g}zzmﬁf‘mm YARTEIBATICE
’ N (N
MpeIeIbHO JOIYCTAMBIE 3HAUCHNUS YPOBHS, OTKIIOHSIOIEroCs OT Hoip%‘ﬁl’ﬁnﬂ yKasaHHOFd‘Te%;:@ (1.c.
KpaiiHue BepXHWEe MM HKHEE TIpamuuer). Ha ocnopammy 3@@6 KRUTePAEH,. OKOJIQ, F%0r3%
EUG AN 7~ 1
[ 23.02.2020 l V. [ Crp 13 618 ]
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mam@enToB, kortopele moxywasm 1000 mr § 2000 MF KI4pHIPOMHUIMHA EXCHHEBHO, HMEIH
anoManpHOoe ToBbmenne ypopHelr ACT u AJIT, u aHOMATbHO HH3KHE YPOBHH JIGHKOIHUTOB 1
TpoMGoImTOoB. HeGONBmoN MPONEHT NAleHTOB M3 STHX JBYX TPYII HMEIH TIOBBINICHHBIE
KOHIIGHTPAIME A30Ta MOYEBHMHBI KpOBH. HeznaunmtelbHBIC OTKIOHEHHA OT HOPMBI OTMEHANIHCH

aNEeHTOoB, NoTydasmux 4000 Mr B IeHb I BCEX apaMeTPOB, KPOME JICHKOIHTOB.

¢

R |

Coob1enne 0 moI03PeBacMbIX HEXKENATEIbHBIX POAKIUAX

i Baxxro coo0wark O II0J03PEBACMBIX  HEKENATENBHBIX  PEAKIHMAX II0CIe  PerHCTpaluu
i JIEKapCTBEHHOTO Tpemapara ¢ LENbi0 00ecHeYeHHs HENPEePhIBHOIO MOHUTOPHHIA COOTHOIICHMS
| IIOJIB3a-PHCKY JIEKAPCTBEHHOTO Ipenapara. [IpocuM MeIUITMHCKIX Pa0OTHIKOB COOOIIATE 0 JEOOBIX
. TI0/I03PEBAEMBIX HEIKEIATEIBHBIX PEaKIHUAX JIEKapCTBEHHOIO IIperapara 4epe3 HaMOHAIBHbIC
ik CHCTEMBI COOOIICHHUS O HeXKENATEIbHBIX PEAKITPISX.

4.9 Ilepeno3upoBka

CyImecTByIOmze COOOLICHAs YKA3HBAIOT HA TO, YTO [EPE03MPOBKA KIAPUTPOMULIHOM MOXKET
i . BBI3BATH ITOSBIICHME CUMITOMOB CO CTOPOHBI JKEJIYIOUHO-KHINSUHOTO TPaKTa. ¥ OJHOIO IAI[UeHTa C
! GUIIONIPHEIM [ICHX030M B aHaMHese, KOTOPBIM MPHHAT 8 T KIapPHTPOMHUIMHA, PASBHINCH HAPYIICHHE

! MEHTAIBHOTO CTAaTyca, HapaHOUIAIBHOE II0BEICHHUE, THIIOKAINEMHUS X THIIOKCEMHU.

f HesxenarelbHBe  PEaKIWH, CONPOBOXKIAIONTHE IIEPEO3HPOBKY, CISIAYeT JEYHTh C TOMOLIBIO
t

|

i

IIPOMBIBAHHS JKeTy[Ka W CHAMITOMarmaeckodl Tepamyu. Kak u B coydae ¢ APYTMMH MaKpOIHLaMH,
_‘ MAaJOBEPOSTHO, YTOOB! TeMOMAIN3 M MEPUTOHCANBHEM THaNH3 CYIIECTBEHHO U3MEHAIN yPOBEHD
o KJIApUTPOMHUITMHA B CEIBOPOTKE KPOBH.

B ciyyac MepeHO3MPOBKH, HPUEM IJIAPHIPOMHIMHA (B JIEKapCTBEHHOH ¢opme mopomka UL

: IPUTOTOBJEHMs. PACTBOPA JNA HHBEKIHMIA) CleIyeT OTMEHMTh M HAdaTh COOTBETCTBYIOILYIO

| CHMIITOMaTHYECKYIO TEPAIIHIO.

5. ®APMAKOJOI'MYECKUE CBOYICTBA
5.1 d®apmakoguHAMHYECKHE CBOHCTBA

i dapMakoTepareBTHIecKas IpymIa; AHTHOAKTePHATbHBIC CPE/ICTBA Ul CHCTCMHOIO IPHMCHCHH.
i MakpoIHIE], THHKO3aMEIB! B CTpenTorpaMuHsL. Koz ATX [JOIFA09].

: DapmaKoOUHAMUKA
i Mexanuzm oevicmeus
KnapuTpoMHUIUH — MaKpOIM], HOJIYCHHTETHYECKOE IIPOM3BOAHOC SPUTPOMHUIMHA. CaszpiBasich ¢ P-
| JI0KycoM prbocoManbHo# cybbenuumis: S0S, MOaBIIET CHHTES Oenxa B MEKPOOHOH KJIETKE, 4TO B
pesynbTare LIPUBOJAT K IMPEKPAIIEHMIO €€ HOPMAILHOIrO (ymxmuornposanus. Bribopounoe.
i CBSI3BIBAHEE MAKpPOJHAOB C PHOOCOMaMH KIICTKH HYEJNOBEKa SBIACTCA OPUYMHOM HX HU3KOHK
; TOKCHYHOCTH. XJIOpaM(EHWKOJ, JHHKO3aMHIBl M HEKOTOPBIC fakTepud KOHKYPHPYIOT C
MaKpPOJIAIAMHE 3a CBSI3BIBAHHE ¢ P-TOKyCOM, 9TO IPUBOIUT K AHTATOHHCTHICCKOMY JeHCTBHIO.

it MeTtabomut KJIAPUTPOMHUIHA 14-(R)-rBXpOKCUKIIAPHTPOMHALIH TaKxKe oOnagaet
i npoTrBoMuKpOOHOl  akriBHOCTEIO. OH MeHEe aKTHBEH, U€M HCXO[HOS COC/MHCHHC UL
£ 6ONBIIMHECTBA MEKPOOPraHA3MOB, BKJIFOUas MEKOOaKxTepui. VICKirouenue coCTaBiieT Haemophilus
i influenza, B OTHOIIEHHH KOTOPOTO 14-rHApoKcH MeTaboJIUT B J(Ba pa3a aKTHBHEE, 4eM HCXOJHOE
} BEIECTBO.

KnapuTpOMHIIUH JEHCTBYET 0aKTeprOCTaTHICCKH. Onpako €ero JIeHCTBHE 3aBHCUT OT JO3BI
MaKpoNua, KojuyudecTBa OakTepuil ¥ CTA/HMH YXH3HCHHOTO IHKIIA MHI(pOOP;gEfI;ISM%?@r}IGKOTOpBD(
cAydasx OH MOJXKET OKas3hIBaTh TAIKCe GaKTEepUIMAHOE JEHCTBHE B Q‘Cgcggﬁb“ﬁ ‘Ha

aStreprococcus

. NS OO
pyogenes, Streptococcus —pneumoniae 1 Moraxella  catarrhg f{.é‘;/ JIyumum norca\aa-\@%eM
5((BEXTHBHOCTA MAKPOIHMIOB, COIIACHO KIMHHYCCKAM HonLITaHHw‘g( 61\’/;?1-}1/1,

(23022020 | i
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KOTJ[a KOHI[GHTPAIMs B CHIBOPOTKE aHTUOHMOTHKA B‘B’I‘Iﬂe*“vMHHI/IMaJIBHG)I/I~-i?HHFK6HiQYIOHIeﬁ

xornentpamuu (MUK).
Anmubarcmepuanvras d¢exmuenocms
KnapuTpoMUIH ~ OKa3pIBaeT  OaKkTEePHOCTATUHECKOS M OakTepHIMAHOe  JEeHCTBHE  Ha

IPAMIIONIOKATENBHEIE M [PaMOTPHUIATENbHEIC GaxTepun, Takdme Kak aspo0kl, aHaspoOwL,
dakynpTaTHBHEIC aHaspo0bl M Apyrue Oakrepud (MHUKOIUIA3MBL, ypEAIUIasMbl, —XJIAMH/MH,
NervoHeNIb) i ATHIWYHbIE MEKOOAKTEPUH.

Tabmuua 1: bakrepuu, TyBCTBUTENBHEIE K KIAPUTPOMUIIHY

i A3po0bl,- A3po0bnl, AuHa’pobHbIe GaKTepHH
ik I'PAMIIOI0KHTEIHHbIE rpaMoTpUIATEIbLHbIE
faxTepun GakTepun
’ ; Streptococcus pyogenes Haemophilus influenzae I'pamnonoscumensrole
| baxkmepuu
Streptococcus pneumoniae Moraxella catarrhalis Clostridium perfringens
i MeTanpHE- Legionella pneumophila Peptococcus spp.
Bt YyBCTBUTEIHHBIN
‘ Staphylococcus aureus
§ Streptococcus agalactiae Neisseria gonorrhoeae Peptostreptococcus spp.
‘ Streptococcus viridans Helicobacter pylori Propionibacterium acnes
, Corynebacterium spp. Campylobacter jejuni I'pamompuyamenshoie
i baxmepuu
Listeria monocytogenes Bordetella pertussis Bacteroides spp.
Bacillus spp. Pasteurella multocida Bacteroides fragilis

) Prevotella melaninogenica

i JIpyrue MEUKPOOPIaHH3MbI
{

Chlamydia pneumoniae Mycobacterium avium complex

Chlamydia trachomatis

Mycobacterium fortuitum

Mycoplasma pneumoniae Mycobacterium chelonae
Ureaplasma urealyticum Mycobacterium kansasii
Borrelia burgdorferi Mycobacterium leprae

MrHEIMaJIbHBIE HHTAOUPYIONIME KOHIICHTPANI
Cnemyromue MVIK 61z onpenesers EBpOneHCKIM KOMUTETOM 110 TCCTUPOBAHAIO AHTHMUKPOOHOU

. axtrsrocTH (EUCAST).

b MUK, mr/n
, MHuKpPOOPraHH3M YyscTBUTEALHB! IPH (S) VcToluuBe! npu ()
Staphylococcus spp. 1 mMr/n 2 Mr/n
! Streptococcus A, B, C and G 0,25 Mr/xn 0,5 mMr/n
i Streptococcus pneumonia 0,25 mr/n 0,5 mr/n
s Viridans group streptococcus IE IE -
Haemophilus spp. 1 mr/n 32 mr/n
; Moraxella catarrhalis 0,25 Mr/n 0,5 mr/n!
i Helicobacter pylori 0,25 mr/n* 0,5 mr/n

I MUK oCHOBaHbI HA SIMHIEMUONOTHIeCKHX Hoporossix 3HadeHuax (ECOFFs), koTopsie OTIMYAIOT
M30JIST BEpPyCa JUKOTO THIA OT T€X, YTO HMEIOT HU3KYIO BOCIPHUMIHBOCTE.
"[E" ykasbiBaeT Ha TO, 9TO HET JOCTATOYHBIX JOKA3aTENbCTB TOTO, ITO MUKPOOPTaHUSM ABJIACTCA

ik JOCTYIIHOW MUIIEHBIO JJIs BO3ASHCTBHSA IIpenapara.

5.2 ®apMakoKHHeTHYECKHe CBOHCTBA

—— o,

1
|
|
i
g KugeTuka KIADATPOMAIAHA L1 IpHeMa BHYTps B Qopme Ta6neTo ‘Méﬁﬁ“@n npmaaﬂnbm
‘| BEICBOGOJKIEHHEM CpABHHBATACH C KHHETHKON TabIeTOK —KIIApHT Mmmﬂa Hememenfrogo
i
|
1

BricBOBOaenws 250 mMr u 500 mr. Ilpyu HasHAUCHUM B OJUHAKOBBIX Cy qqm,m 032X, a@ccpp@u}m
@\.4»
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mperapaTa B O0OHX Ciydasx Obula SKBHBAJCHTHOM. Abcort ONOCTYIIHOCT! :j?CQGIE&]%II}IeT
oxo0 50%. Ilpu mpreme IOBTOPHBIX 03 Ipelapara KyMy A -IpakTHIecKn &’ O0HapyKeHa, 1
XapakTep MeTaboiu3Ma B OpraHu3Me He H3MeHiICs. Ha OCHOBaHWH NAaHHBIX IO SKBUBANCHTHOCTH
BCACHIBAHIS Ul JIEKAPCTBEHHOH (GOPMBI ¢ MOAH(HIMPOBAHHBIM BBICBOOOXK/ICHHEM IPUMEHUMBI
CEYIOIIKE JaHHBIC, IOy YCHHbIE in vitro u in vivo.

Invitro .

VicoleioBanys OKA3aIM CBI3bIBAHME KIAPHTPOMUIMEA ¢ OeIKaMHy ITA3MElL, B cpeaHeM, Ha 70% B
xounentpauu ot 0,45 mir/mMa go 4,5 Mir/mi Ilpu xommentpamun 45 MKI/MJI CBSI3BIBAHHE
ymensmaercs 10 41%, BO3MOXHO B pesyNbTaTe HACHILIEHWS MECT CBSI3BIBAHHS. Orot 3¢ dexT
HaOJIOIaeTCsA TOJIBKO IPH KOHIIEHTPAIHAX, MHOTOKPATHO MIPEBBIIIAIOIIIX TEPAIICBTAYECKYIO.

In vivo ,

HMccmenoBaHus IOKA3ald, YTO YPOBEHB KJIAPUTPOMHIMHA BO BCEX TKAHAX, 33 HCKIIOYCHUEM
IIEHTPAIBHON HEPBHOM CHCTEMEBI, B HECKOJNBKO pa3 IPEBBINAET YPOBEHB LHUPKYIUPYIOLIEro
npenapara B KpoBd. CaMyro BBICOKYIO KOHIIEHTPAIUIO OOHApYKUBAIHK B IICUCHH H JICTOYHOM TKaHHU,
I7ie COOTHOIIEHHNE «TKaHb-Tu1asMay gocturano 10 - 20.

DapMaKOKHHETHKA KIAPATPOMHUIMHA HE ABIAETCS JMHEHHOM. MaKcHMAIbHEIE DABHOBECHBIE
KOHIIGHTPAIMY KJIapATPOMUIKHA B muasMe u 14-OH-kiapuTpOMHIMHA Y TAIMEHTOB OIS IpHeMa
500 Mr KIapuTPOMHIEHA ¢ MOAM(HUIHPOBAHHEIM BBICBOCOXKICHUIEM OIWH pa3 B CYTKH IOCIE €lIbl
cocrapmum 1,3 mxr/Mn um 0,48 mxr/miu coorBercTBeHHO. llepuon IIOJTYBRIBEJECHAS HCXOIHOTO
Ipenapara ¥ MaTaGOoJHTa COCTABWIMA 5,3 U 7,7 4acoB COOTBETCTBEHHO. ITpu yBenuaeHUH 03I O
1000 MT B CYTKH OJJWH pa3 B JeHb PaBHOBECHBIE Cmax KIAPUTPOMUIMHA H MeTaboauTa COCTABIIM 2,4
MET/M1 1 0,67 MKI/MI COOTBETCTBEHHO. [IepHOo IOMyBEIBEACHUSI HCXOAHOI0 IPETIaparTa Py IPUeMe
703561 1000 Mr cOCTaBIIsIT 0KOJIO 5,8 wacos, Toraa kak musd 14-OH-xiapaTpoMuIuHa — 8,9 gacoB. Tmax
s o3 500 mr m 1000 Mr cocTaBysio OKOJIO 6 wacoB. PasHoBecmas konmenTpamui 14-OH —
KIAPUTPOMUIIAHA HE YBEIHUABANACH HPONOPIHUOHATEHO 1036 KIAPUTPOMUIMEAE, B TO BPEMI KaK
TIEpHOJ TIOTYBHIBE/ICHES ISl KIAPHTPOMHIAHA U MeTa00 UTa YBE/IMIHBAICS [IPA IOBBIICHIH JIO3BL.
HenmreHHOCTD $apMaKOKUHETAKA KIAPHTPOMEIMHA CTAHOBUTECS Ooree BBIPQXKEHHOH IIPH BEICOKHX
JI03aX.

C Mo40ii BEIBOIUTCA 0K0JI0 40% 03B KIapUTPOMHIIKHA, YePe3 KHINCIHHK - IPAMEPHO 30%.
Hayuenmol -

Knapurpomuime ¥ ero Mertabomut 14-OH-kIapaTpOMUIIHHE OBICTPO IPOHUKAIOT B TKAHW ¥
JKUIKOCTH opraEmaMa. OTpaHWYeHHBIC NAHHEIE WCCIENOBAHMN CBHACTENBCTBYIOT O TOM, €IO
KOHIIEHTPAIHs KIAPHTPOMUIIUHA B TepeOpOCIHHAIBHON KINKOCTH IIPH E€POPanbHOM IPUMEHEHHH
HesHauuTeNbHA. KOHIEHTPAINS B TKAHIX O0OBIYHO B HECKOJIBKO Pa3 BEINE, 9€M B CBIBOPOTKE KPOBH.
Brusnue gospacma u 3a601e6anuil Ha PapMaAKOKUHEIMUKY KAAPUIMPOMUYUH]

Ioocunsie nayuenmol; Pe3yipTaThl IOKA3BIBAIOT, 9TO I INAIKMEHTOB MOXWIOrO BO3pacTa HE
Tpebyercs KOPPEKIms JO3bI, 3a ACKITIOYEHHEM CIIyYaeB 3HAYMTEIBHOTO HAPYMIEHMA MOYCUHOM
GyHKIIH. '

Hapywenue QyHnxyuu neyenu

PesymbTaThl HCCIENOBAHAN [TOKa3BIBAIOT, YTO y JIAI C YMEPEHHEIMU WUITH THKEIBIMA HAPYIICHIAMA
(YHKITHH [HEYEHE, HO C HOPMANbHOK QYHKIMEH TOYeK, KOPPEKIHK HO3BI HE Tpebyercs.

Hapywenue @pynxyuu novex B

BBUIO MPOBEJEHO HCCIENOBAHME C IEIBIO OLCHKA U CPABHCHHA (hapMaKOKUHETHIECKOTO MPO(HILL
MHOTOKDATHBIX IEPOPATBHBIX 103 KIAPHTPOMUIIIHA (500 mr) ¢ yyacTHeM IAEEHTOB ¢ HOPMaIbHOHU
¥ CHEDKCHHOM (QyHKuuel rnogek. KoHImenTpams B Iasme, IePHOJL HOTyBBIBEICHI, Ciax B Cuin UL
xnapurpoMuuea u ero 14-OH-merabomura 6o Bemme, a AUC — Oomnplne y MAIUCHTOB ¢
papymennsMy QyHKImH modeK. KoHcTaHTa SINMUHANEH U BbIBECHIC ¢ Mouoit Opumm Oonee
sy, CTeneds H3MEHEH s 9THX apaMeTpoB 3aBUCUT OT CTETICHU HapPYIICHHA (YHEKIUE IOYEK:
yeM TSDKellee IopakeHHe, TeM CYIIeCTBCHHES PasHiIa. ‘

PesynpTars! MOKa3ajld, YTO NAlHEHTaM C TDKEIBIMH HapymeHmn’;g&iz;g&u%@gg %EpeGyeTCﬂ

yMeHpIIEHHe 03Bl TableTKu IPOTOHTAPOBAHHOIO nettcreus  péeefforixomar zmﬂ“\z.f\"?gm,eneﬂm
1/43’ 7 &‘3} ‘ﬁ‘
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5.3 JJanHble JOKJHHHYECKOH 0€30NacHOCTH

VccneoBaHHA OCTPOM TOKCHYHOCTH TOKA3ald HU3KYI0 TOKCHYHOCTh KIAPUTPOMHUIMHA Y
JaGOPATOPHEIX KHBOTHEIX. Brulo 0GHApyxeHo, uto 3Hadenrs LDso cocrasnsior ot 1,5 fo bonee 5
I/KT T0cie TepopaitbHoro BeexeHusd 1 or 0,7 0 CBBILE 5 I/KI HOCIE NAPCHTEPATEHOTO BBEICHHUL.
[IoBTOpHOE BBEJEHHE OYEHb OOJNBIIAX 03 TIOKA3alo, 4YI0 KIAPUTPOMHIMH —obiagaer
relaTOTOKCHYECKAM M He(POTOKCHUECKHM JEHCTBMEM M OKa3bIBaCT BPEJHOE BO3JCHCTBHE Ha
OKENTYOYHO-KUIIEYHBIA TPAKT.

DepTUIILHOCTD, PEIPOYKTHBHOCT U TEPATOrCHHOCT ,
Wcciie[oBaHus, TPOBEICHHbIE Ha KPBICaX Py nepopanbHoi fo3e 10 500 Mr/kr/neHs (camast BBICOKas
1033, CBS3aHHAS C SBHOM MOYEYHOU TOKCHYHOCTBIO), HE BBISBUIIM HUKAKHX HENKEIATeTbHEIX
peaximif, CBA3aHHBIX ¢ KIAPUTPOMUIIMEOM, Ha MYyKCKYIO (EPTAIBHOCTD. JTa /033 COOTBETCTBYET
SKBHBAIEHTHON mo3e mmsi uenoseka (DJ[U), mpuMepHO B 5 pa3 NPEBHIMIAIONEH MaKCHMAIBHYIO
pexoMeHIyeMyIo 103y s genoseka (MPYJI) B MI/M* Ha yesoBeka BecoM 60 Kr.

ViccrenoBasus (hepTHIBHOCTH M PEIPOAYKTHBHOCTH Y CAMOK KPbIC TIOKa3aJIy, YTO CYyTOYHAs J{03a
150 mr/xr/cyTkE (caMas BEICOKAs MCHBITAHHAS 7103a) HE OKa3blBala HeOIaronpHUATHOrO BO3ICHCTBH
HA OCTPANbHLI IMKT, (EPTHIBHOCTb, POJABI M KOJTHYECTBO H JKH3HECIOCOOHOCTH IOTOMCTBA.
VccneoBasusl epopalsHOl TeparorenHoctd Ha kpeicax (Wistar m Spraque-Dawley), kpomuxax
(HOBO3ENAHACKAX OENbIX) M ABAHCKMX Makakax He IPOACMOHCTPUPOBAIA KaKo#-1m60
TepaTOTeHHOCTH OT KIAPHTPOMHIUHA TIPA CaMBIX BBICOKHX HCIIBITAHHBIX 033X B 1,5,2,4u 1,5 paza
or MPUJ[ Ha ocHOBe MI/M’> COOTBETCTBEHHO. ONHAKO AHAJIOTHYHOC HCCIENIOBAHHE Ha KpbICax
Sprague-Dawley moxasano Hu3Ky0 (6%) 4acToTy CeplieuHO-COCY/IUCTEIX HapyIIeHuH, KOTOpBIE, I10-
BHIAMOMY, CBSI3aHBI CO CIIOHTAHHOMU 3KCIIpeccHeii FeHeTUIECKAX U3MCHeHM . [{Ba HCCIEI0BARNA Ha
MBIIIaxX BELBHIE IepeMerHyro 9acToty (3-30%) pacmenursl HEGA IPH OKONO 5-KPATHOM 3HAYEHWUH
MPUJ] Ha ocHOBe Mr/m* s YenoBeka BecoM 60 Kr. OMOpHOHAIbHAA MOTEPS Ha0omanachk y
06€3BH, HO TOIBKO IIPH 033X, KOTOPbIE OBLIA SBHO TOKCHYHEI JIst GEPeMEHHBIX CaMOK.

6. (DAPMAHEBTH‘IECKHE CBOMCTBA

6.1 IlepedeHb BCIOMOraTeAbHBIX BElIECTB
BcnomozameibHule Gelyecmaea. HATPYsl albIHHAT, HATPAA Kbl aabIUHAT, JTAKTO3hI MOHOTHAPAT,
TOBUIOH, TTonucopbar 80, KpeMANS THOKCHT KOJUIOMIHEIHA Ge3BOAHBINA, MATHUS CTEapaT, TAIBK.

Cocmas 06onouku mabremxi. TAIIPOMEIUIO3a, TalbK, JKellesa okcup xentoii (E172), Turana
mwoxenn (E171), IponmIeHI IMKOIb.

6.2 HecoBMecTHMOCTD

He mpumMenumo.

6.3 Cpok rogaocrua

3 rona.

6.4 Ocobble MepPBI NPENOCTOPOKHOCTH NPH XPAHEHUH

YIIaKOBKE.
XpaHUTH B HEJOCTYIHOM JUIst IeTel MecTe.

a
. i V- %
6.5 Xapakrep ¥ cofepKaHue MEPBUIHOM YIAKOBKH é’é ( Jine oo cmog Vo)
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MEHEC?LY
: PECTIVENGRE 57
: 5 1 7 1 - 2 IP%‘“JI‘E“‘.” S
5 ra6nerox B 6mactepe (IIBX/TIBJIX mieHKa ¥ amOMUAHEEBast QOIBLA): S FabuoT
B KAPTOHHOM AYKE. ,
7 TaGnerox B 6muctepe ([IBX/MIBIX mienka u amoMusrenas Gonsra). 7 mm 14 tabmerox (1

i 2 6nactepa) B KapTOHHOM MavKe.

LUAICHUSA
JICTEP)

6.6 OcoGple  Mepbl  NPEIOCTOPOKHOCTH  TPH  YHAYTOKEHHMH  HCIOJbL30BAHHOTO
JAEKAPCTBEHHOr0 INpenapara WIM  OTX0J0B, NOJYYEHHBIX ~MOCJAe NpHUMEHCHHS
JeKAPCTBEHHOI0 IPenapaTa Wik padoThbl ¢ HIM. .

HeT 0co6s1x TpeOOBaHMM K yTHIH3AIMY.
Bech OCTaBIIMHCS JTEKApCTBEHHBIH Ipenapar ¥ OTXOABI CIEYeT YHMYTOXHTH B YCTAHOBICHHOM
HOpSIAKE.

6.7  VYcnoBus oTIycka

ITo peuenty Bpaya.

7. JEPXATEJb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

KPKA n.11., HoBo mecTo, IIImapremxa necra 6, 8501 Hoso mecto, CrioBeHus

TpeacTaBuTeas AepPKaTEIs PETHCTPAUMONHOr0 YI0CTOBEPEH s B Pecny6auxe Benapyen

I[IpencTaBUTENBCTBO AKIHOHEPHOTO O6mecta «KRKA, TOVARNA ZDRAVIL, D. D., NOVO
MESTO» (Pecny6muxa Croenus) B PecmyGimike benapychb: yiL. dumumonosa 25T, oduc 315,
220114, r. Musck, Pecry6imuxa Benapycs, Ten/dake: +375 740 740 9230, e-mail: info.by@krka.biz.
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