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COTJACOBAHO ¢

UHCTPYKIMA CTEPCTBOM 3JIPABOOXPAHEHUSA -
H M TV BJIMEY BEJAPYCE
110 MEAHIIHHCKOMY NPHMEHEHHIO JIEKAPCTBEHHOI 0 @1%5 HUCTepCTBE 3APABOOXPAHEHI |

Pecny6anku Beaapycs
Inap6u® Ko 43. y .

V JlanHoe JeKapcTBEHHOE CPECTBO MOIEXHUT JONMOIHUTEIBHOMY MOHHUTOPHUHTY. OTO IO3BOJHT
OBICTPO BBLIBHTH HOBYIO MHQOPMAIHIO IO 6€30MacHOCTH. MBI oGpammaeMcs K paGOTHAKAM CHCTEMbI
3/paBOOXPAHEHHS ¢ MPOCHOOI COOOIATE O MOOBIX MOJO3PEBAEMBIX HEXENATENBHBIX peakusax. O ToMm,
KakuM 00pa3oM CllelyeT cooBIAaTh O HeXeNaTeNbHbIX PEaKIHX, CM. B paszeie 4.8.

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O CPEACTBA
Dnap6u ® Ko

2. KAYECTBEHHBI! Y KOJIMYECTBEHHBII COCTAB

1 Tabnerka cogepxur:

Axmusnoe sewgecmeo

40 mr/12,5 mr: asuicapTaHa MEAOKCOMHI Kanus 42,68 Mr cooTBETCTBYET a3ujICapTaHa MEIOKCOMHITY
40 Mr; xnopramuaoH 12,5 mr

40 Mr/25 Mr: a3uncaprana MeJOKCOMUII Kanus 42,68 Mr COOTBETCTBYET a3uiicapTaHa MegokcoMuiy 40
MT'; XJIOPTAJIHJIOH 25 Mr

Honnviii nepevens 6cnomozamensuvix eewecme cm. 6 pasoene 6.1.

3. ®OPMA BBIITYCKA

TabneTky, HOKPBITHIE MIIEHOYHOM 060I0UKOH.

Onucanue

40 MI/12,5 Mr: Kpyrible ABOSKOBBITYKIBIE TaGIeTKH, IIOKPBITHIC IICHOYHOH 000JI0YKOH, CBETIIO-
PO30BOr0 LBCTa ¢ HAHCCEHHBIMH CEPBIMH YEPHHIAMH HaamucaMu «A/C» u «40/12.5» Ha OJHOH
CTOpOHE.

40 Mr/25 Mr: Kpyribie JBOSKOBBITYKIIbIE TaGIETKH, IOKPBITHIE IICHOYHOM 000JI0UKOM, pO30BOrO LIBETA
C HaHECCHHBIMM CEPBIMH YEPHHIIAMH Hapnucsamu «A/Cx» u «40/25» Ha omHOM cTOpOHE.

4. KIIMHUYECKHUE JAHHBIE

4.1  Iloxa3aHusl K IPHMEHEHMIO

Jleuenne aprepuanbHOI THIEPTEH3HH Y B3POCIBIX.

JlexapcTtBennoe cpenctso Dnap6u® Kio sensercs (ukcupoBaHHON KOMOMHANMEH, MpeHA3HAYEHHOI
AL JICICHUSA B3POCIBIX MALMEHTOB, YPOBEHb apTEPHATBHOIO JABJIEHHS KOTOPHIX HE KOHTPOJIHpYETCs
MOHOTEPANHUEH C HCIOIE30BAHUEM A3HIICAPTaHA MEIOKCOMHJIA.

42  Crnocob6 npumeHeHHs U JA03HPOBKA

ﬂosngom(a

Bspocnvie

Pexomennyemas Hayanbmas 703a JeKapCTBEHHOTO CpeAcTBa cocTaBindeT 1 TabneTka AO3HPOBKOM
40/12,5 Mr omuMH pa3 B CyTKM y MAlHEHTOB, YpPOBEHb apTepHAIILHOTO JIABICHHSA Y KOTOPEIX HE
KOHTPOJIMPYSTCA MpPOBOJMMOH ~AHTHIUIICPTCH3MBHOM MOHOTEpANMeH, TakoM Kak NPHMEHEHHe
JIEKapCTBEHHOTO cpencTBa Dxap6u® no3uposkoit 40 mr uiu 80 Mr.

IIpr Heo6xomuMOCTH 1032 MOXET GBITH MOBBIICHA, MAKCHMATBHO 10 1 TabieTku JO3MpOBKO# 40
MI/25 MT OJJUH pa3 B CYTKH.
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O6br4HO GIM3KMH K MaKCHMATBHOMY AHTHTUIEPTEH3UBHBIA d(dekr mocturaercs B TeyeHHE 1-2
HEJIeNIb IPHEMa, a MAKCUMaJIbHBIH 30 ¢eKT JocTuraectes K 4 Henene.

Ocobvie epynnvl nayuenmos

Tayuenmur nosxcunozo eospacma (65 rem u cmapuie)

Koppekius HauaneHOH 10361 Dmap6u® Ko y mamueHTOB MOXHIOro BO3pacTa He TpebyeTcs;
OCTOpPOXKHOCTh M TIIATEIBHOE MENUIMHCKOE HAOIOJEHHE PEKOMEHIOBaHBbl IIPH HCIOJB30BAHHM Y
IOXXHJIBIX TAIMEHTOB 75 JeT W crapiie, Yy KOTOPBIX MOXET OBITh IIOBBIIEH PHCK pPa3BHTHA
HEXeJIaTeJIbHBIX SBJICHUHU (CM. pa3fern 5.2).

Iloveunan neoocmamoynocme

XnopranunoH, komroneHT Jaap6u® Ko, Hemb3s MCIONB30BaTh Y NANHEHTOB ¢ TSOKEIOM MOYEUHOM
Hegocraroynoctio (CK® <30 mu/mun/1,73 m?) u anypueii (cM. pasgen 4.3). OTCYTCTBYET OIBIT
TIPUMEHEHHMS JIEKAPCTBEHHOI'O CPEJCTBA y MAIlMEHTOB, HEJJABHO NEPEHECIIUX TPAHCIIAHTALUIO MTOYKY.
ITareHTsI ¢ HOYEeYHON HEOCTATOMHOCTHIO JIerkoi mim cpenueit crenenn (CK® >30-<90 mu/mun/1,73
M?) B KOPPEKIIHH J03BI HE HYKIAIOTCHL.

Ileuenounas neoocmamounocme

Xnopranunon, komMnonent Jnap6u® Ko, Helb3s HCIONB30BATh Y MALHEHTOB ¢ TKEIOH HEeYeHOIHOM
HEJIOCTATOYHOCTHIO (cM. pasaen 4.3). Onbir npuMeHerus Dnapou® Ko y manuenToB ¢ HapylleHAIMH
QyHKIMM TIEYEHH JIeTKOM WM CpeAHed CTEeleHH OrPaHHYEH; OJHAKO KOPPEKIHS HAYAIBHOH JO3EI
Onap6u® Ko y NMalMeHTOB ¢ HApYMICHHSMH (YHKIHH [EY9CHH JIErKOH MM CpeAHEH CTEIEHH HE
Tpedyercs.

Tuasuael crnenyer HCNONB30BATh C OCTOPOXKHOCTHIO Yy HALMEHTOB ¢ HApyLIEHMEM (QYHKIUH IICYEHH
(cM. pasaensl 4.3 u 4.4). He3HaunTebHBIE M3MEHEHHS BOJHO-3JIEKTPOJIMTHOIO OanaHca BCIEACTBHE
OPUMEHEHHST THA3UIHBIX JUYPETHKOB MOIYT CIPOBOLUPOBATh pA3BUTHEC IICYCHOYHOH KOMBL
PexoMeH0BaH TIIATENbHBINA MOHHTOPHUHT (CM. paszen 5.2).

Ymenvwenue enympucocyoucmozo o6vema

VY ManMeHTOB ¢ yMEHBIIEHHEM 00beMa UUPKYIUPYIOIENH KPOBH UM cojlell (HanpuMep, y INalHeHTOB ¢
PBOTOH, Avapeeii UM y HAIMEHTOB, IIOTYYArOIMX BBICOKHE 035l JUYPETHKOB) IpEMeHeHHe Daapou®
Kio cnemyer HaunHaTh MOJ TINATENBHBIM MENUIMHCKHAM HAGIIONEHHEM, TOJLKO IIOCIE KOPPEKIHH
00BbeMa IMPKYIHPYIOMIEH XUAKOCTH HITH coiel (cM. paszen 4.4).

IIpexopsinas TUMOTEH3UBHAS PEaKIUs BCIEICTBHE YMEHBIIECHHS 00BheMa IUPKYJIHPYIOIIEH KPOBH HE
IPENATCTBYET IIPOJAOIDKEHHIO JIEUECHHS, KOTOPOEe OOBIYHO MOXKHO MPOJOKATh 0€3 3aTpyAHEHHIT MOCe
CTaOUIM3alUA ApTEPHATFHOTO JABJICHHS B 00beMa UPKYIUPYIOMIEH KPOBH.

Cepoeunas nedocmamounocme

Y NauMeHToB ¢ apTepHAIbHOM IMIepTeH3ued M 3aCTOWHON CEpIEYHON HEJOCTATOYHOCTHIO CIEIYET
COOJIIOIATE OCTOPOXKHOCTD, IIOCKONBKY OIbITa IpuMeHeHns Jnap6u® Kilo y 3THX HalMeHToB HET.
Ilayuenmer Hezpoudnoii pacet

Heo0X0quMoCTH B KOPPEKLHH 03Bl Y JTHX MAUHEHTOB HET, OHH OOBIYHO XapaKTEPU3YIOTCS Kak
TAIUCHTBI C apTePHAIbHON T'MIEPTEH3HEN ¢ HU3KHM YPOBHEM pEHHHA M OCIaGJICHHON peakiueil Ha
GJI0KaTOphl PEHWH-AHTHOTEH3HH-AIBJOCTEPOHOBON cucTeMbl (PAAC). BiusHHe Ha apTepHalbHOE
faieHue W npodune GesomacHocTH Dnap6u® Kio y manueHToB HETpOHMAHON pachl aHAJIOTHYEH
TaKOBEIM Y JIMII APYIOM PaCOBOM IPHUHAIIEXKHOCTH.

Jlemu

besonacnocts 1 3¢ dhekTuBHOCTS Henob30Barua Jnapou® Ko y mereit 1 oapocTKoB B Bo3pacte oT 0
1o 18 net He ycraHOBNEHEL. J[aHHBIE OTCYTCTBYIOT.

Cnocob npumenenus

Dnap6u® Kio npemmasHadeH IS HepOpabHOIO an/IMeHeHmr-ncsmwy:mjgrfnpw’;;rmm'? (cm.
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4.3 IlporuBomoxka3zaHusA
- T'umep4yBCTBHTENHLHOCTh K AKTHBHOMY BEHIECTBY WM K JIOOOMY H3 BCIOMOIaTelbHBIX
BEILECTB
- bepemennocTs (cM. paszaensl 4.4 u 4.6)
- Tspxenas cTeneHp MeYeHOUHOH HEOCTATOUHOCTH
- Tsoxenas crenens moueuno Hepocratounoctd (CK® <30 mu/mun/1,73 M2)
- Anypus
- Pedpaxrepnas runonarpuemus (cM. paszaenst 4.4 u 4.8)
- I'mnepkanbrimemus (cM. pasnensl 4.4)
- Cumnromarnueckas runepypukeMus (M. pasaenst 4.4 u 4.8)
- OnHoBpemenHoe npuMeHerre Daapou® Kio ¢ JekapCTBEHHBIMH CPEICTBAMHE, COIEPIKALIMME
AJMCKUpPEH, Y TAIlMEHTOB C CaXapHBIM JuabeToM WM Iode4Hod HemoctaroyHocthio (CK® <60
mi/mun/1,73 M%) (em. pasaens 4.5 u 5.1).

44  Mepbl IpeaoCTOPOKHOCTH

[Boitnas 61okaga PAAC

CywecTByIOT 10Ka3aTenbCTBa, YTO KOMOWHHPOBAHHOE IPHMEHEHHE HHIHOHTOPOB AHTHOTEH3WH-
npespamatomero ¢epmenra (AIID), 6;mokaropos penentopos anruoTensuna Il (BPA) wiu anickupeHa
HOBBINIAET PHUCK Pa3BUTUSA TUNOTEH3WH, THHNEPKAJHMEMHH M CHIDKCHHS (QYHKIHH MOYEK (BKIIOYAs
OCTPYIO IOYEYHYIO HEAOCTaTOYHOCTh). [ToaTromy aBoitHas Gnokaga PAAC nmyTteM KOMOMHHPOBAaHHOTO
npuMeHeHHs uHruduTopoB AII®, BPA minn anuckupeHa He pekoMeH0BaHa (cM. paszeinst 4.5 u 5.1).
Ecnu Tepanus ¢ 1BoiiHO# Giokaioi SBISETCS a0COIIOTHO HEOOXOAUMOM, TO OHA JJOJDKHA IIPOBOAUTHCS
TOJIBKO 1107 HAaOJIIOJICHHEM CHENHAINCTA, a TaKkke Ha (OHe TIHaTeIbHOro HaONIoJeHUS 3a (yHKIMeH
II0YEK, COACPIKAHHUEM DJIEKTPOJIUTOB H apTepHaAbHBIM JaBiieHreM. He cieyeT Ha3Ha4aTh HHTHOUTOPEI
AII® Bmecte ¢ BPA nammenTam ¢ muabeTrdeckoit HehpoImaTHei.

AxtuBupoBanHas PAAC

Y DalKeHTOB, Y€ COCYMHCTBIi TOHYC M IOYEeYHas (YHKIMS IMPEHMYIIECTBEHHO 3aBHCAT OT
akTuBHOCTH PAAC (Hampumep, HamMeHTHI ¢ 3aCTOMHOMW CEpACYHOW HEJIOCTATOYHOCTHIO HIH C
UCXOJHBIM IIOpa)XEHUEM IIOYEK, BKIIIOYAs [BYCTOPOHHHH CTCHO3 IIOYEYHBIX apTEpHii), JIEUCHHUE
JICKapCTBCHHBIMH CPEJICTBAMM, OKA3BIBAIOLIMMU BIMSHHME Ha 3Ty CHUCTEMY, TaKUMHM KaK MHTHOUTOPHI
AII® u BPA, acconuupoBaiocs ¢ pa3BUTHEM OCTPOM MMIIOTEH3HH, A30TEMHUH, OJIMTYPHH UIIH, B PEIKUX
CIy4asiX, OCTPO#l IIOYEYHOW HeJOCTAaTOYHOCTH. IIpH ucmons3oBammu Dnap6u® Ko BeposTHOCTH
Pa3BHTHS AHAIOTHYHBIX 3Q(PEKTOB HE MOXKET OBITH UCKITIOUEHA.

OOcnenoBanue NAaNHMEHTOB C apTEPUANbHOM TUIEpTEH3HeH ¢ akTuBHpoBaHHOM PAAC mOMKHO
BKJIIOYATDH NICPUOANYECKOE HCCIIEIOBAHNE NIOYCUHOM (PYHKIIUHN U YPOBHEH 3JIEKTPOTUTOB.

UpesmepHOe CHMXKEHHE YPOBHS apTEpPHANbHOTO JABJICHHS Y DNANUEHTOB C HIIEMHYECKON
KapAUOMHONATHEH HIM MIIEMHYECKHM HapyHIEHHEM MO3rOBOTO KPOBOOOpAleHHs MOXXET BBHI3BATh
pa3BuTHE MHPAPKTa MUOKApJIa WIH HHCYJIBTA.

[ToyeyHas HEOCTATOYHOCTD

Xunopranuaon, KoMnoHeHT Jnap6u® Kito, Helb3s HCIONB30BaTh Yy HALMEHTOB ¢ TSKEIOW MOYEYHOH
Henocratoudoctd (CK® <30 mun/mun/1,73 M?) (cm. pasgen 4.3). TamueHTsl ¢ JIErKOH WM CpelHei
CTEMEHBIO IIOYEUHOH HEOCTATOYHOCTH B KOPPEKIMH 03Bl HE HYKAAIOTCS.

HeobxoaumMo oTcexuBaTh yxXyameHue GyHKIUHA TOYEK Y TIalEHTOB ¢ TIIOYEYHO! HeJOCTaTOUHOCTHIO

MR, AR 0147, T

IyTeM NEepHOAMYECKOr0 MOHHMTOPHMHIa YpOBHEM eramnmia crsinbpo:u(n M anelqrpqnm%a v
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NANHEHTOB C MOYEYHOH HEMOCTATOUYHOCTHLIO BEPOSTHOCTH COOOIIEHHH 00 aHOMAIBHO BBICOKHX
IOKa3aTeNsX CHIBOPOTOYHOTO KpeaTHHHHA Oojiee BHICOKA. Y TaKHX IAlMCHTOB Dnap6u® Ko crepyer
TINATEIFHO THTPOBATh B YCIOBHAX MOHHUTOPHHIA YPOBHS apTEPHAIBHOIO JABJICHHS H MapaMeTpoB
(GYHKIHH 0oYeK. Y MalUeHTOB CO CTEHO30M ITOYeUHOM apTepiy (YHKIHSA TOYEK MOXKET YXYAIAaThCS.
VY nanueHToB ¢ OYeYHONH HEAOCTATOUHOCTHIO XJIOPTAIHMIOH CIEAYET HCIIOJIE30BaTh C OCTOPOXKHOCTBIO,
IIOCKOJIBKY OH MOXET CIIPOBOLHPOBATh pPa3BHTHE a30TeMHH. [IpH OYEBMIHOM IPOrpeCCHPOBAHUH
NIOYEYHOH HEJOCTaTOUHOCTH HEOOXOAUMO pacCMOTPETh BOIPOC O IPUOCTAHOBICHHH WM
IIpEKpallleHUH TE€Paluu JUYyPETHKAMH.

TpaHcnnanTanus MOYKU

B Hacrosmee BpeMs OTCYTCTBYeT ONBIT mnpuMeHeHHs Jnaap6u® Ko y mNanueHToB, HEIABHO
IIEPEHECIINX TPAHCIUTAHTALMIO ITOYKH.

IleueHoYHas HEAOCTATOYHOCTD

Xnopranunos, koMnoneHT Jnap6u® Ko, Helb3s HCIONBE30BaTh Y MAIMEHTOB C TAKEIOH NEYEHOTHOM
HEOCTAaTOYHOCTH (CM. paszen 4.3).

Onbir mpumenenus Dpap6u® Ko y NanueHTOB ¢ HapymeHHSMH (YHKIMH II€YCHH JIETKOH WIH

CpElHEH CTENMEeHH OrpaHW4YeH;, OJHAKO, Ha OCHOBE (PApMaKOKHHETHYECKHX HaHHBIX, KOPPEKIU
HaYaIbHOM 10361 Daap6u® Ko y manmeHToB ¢ HapylIeHHSAMH (YHKIHH [EYeHH JErkoi HIIH CpeIHeH
crenenn He TpeOyercs. HesHauuTenbHble H3MEHEHHS BOIHO-IJIEKTPOJIMTHOTO OajlaHca BCIIEACTBHE
NPUMEHCHHS THA3HIHBIX JUYPETUKOB MOTYT CIPOBOLMPOBATH pa3BUTHE MEYCHOYHO#H KOMEL [To 3Tol
NPUYHHE PEKOMEHI0BaH TINATEIbHBIA MOHUTOPHHT COCTOSIHUSA AaHHBIX IMAIMEHTOB (CM. paszaen 5.2).
I'unoTeH3us y NalMeHTOB ¢ YMEHbIIEHHEM 00heMa LIMPKYIIUPYIOIIEH KPOBY UK COJIEH

VY NanmeHTOB ¢ BO3MOXHBIM CHIDKEHHEM 00BeMa IMPKYJIMPYIOMIEH KPOBH MM COJIEH (HampuMmep, Y
NAIlMeHTOB C pPBOTOM, JHapeed MM Yy MalMEHTOB, NOJYYalOIIUX BBICOKHE JO3Bl AUYPETHKOB)
[IpUMCHEHHE Snap6n® Kio cnenyer HaunHaTh MOX TINATEILHBIM MEIHIMHCKHM HAOIIOACHHEM (CM.
paszen 4.2). Jleuenne Dmap6u® Ko cemyeT HauMHATH MOCITE KOPPEKIMH 06BEMa IIUPKYTHPYIOMICH
KPOBH H/HITH COJIEH.

[lepBUYHEIHA I HIICPATBI0CTCPOHHU3M

OOGBMHO mMaIlMeHTHl C MEPBUYHBIM THUNEPAIBIOCTEPOHM3MOM HE OTBEYAOT HA  TEPaIMIO
AQHTUTHIIEPTCH3MBHBIMH JIEKAPDCTBEHHBIMH CPEICTBAMH, MACHCTBYIOIIUMH IIyT€EM HWHTHOHPOBAHUS
PEHHH-aHIHOTEH3MHOBOM cucTeMbl. [[03TOMY y NaHHBIX TIAIMEHTOB HCIONb30BaHue Daapou® Ko me
PEKOMEHIOBAHO.

ONEKTPONUTHBIH JucOamanc

Kak u y moOBIX DNAlHEHTOB, IONYYAlONMX MUYPETHKH, CJIEAYET NEPUOAUYECKH IPOBOIHTE
ONpEJICIICHAE YPOBHS 3JIEKTPOJIMTOB CHIBOPOTKH.

IlpuMeHenre THA3MAOB MOXET BBI3BATH [HUCOAIAHC JKHAKOCTH MJIM 3JIEKTPOJIATOB  (BKIKOYAs
THIIOKAIMEMUIO,  THOCPKANbLUHUEMHIO, THIOHATPHEMHIO M  THHOXJIOPEMHYECKHH  alkaso3).
Hacropaxusaromumu npu3HakaMu AucOaaHca >KUIKOCTH MM 3JIEKTPONHTOB SBISIOTCS CyXOCTh BO
pTY, XKaxna, cnabocTh, 3aTOPMOKEHHOCTD, COHJIMBOCTD, OECIIOKOMCTBO, MBIIIEYHBIE 6OJIM MM CIa3MEL,
MBILIIEYHAst CIabOCTh, TMIOTEH3HUS, ONUIYPHUs, TAXUKAPAUS M HKeJyJIOYHO-KHIIEYHEIE PAacCTPOHCTBA,
TaKHe KaK TOLIHOTa WM pBoTa (cM. paszen 4.8). Ilepen nauaiom nedenus Dpap6u® Ko cremyer
CKOPPEKTHPOBATEH BOAHBINA U 3JIEKTPOJIMTHBIN JcOanaHc.

I'nokanvemust

['unokanuemuss — 3TO A0303aBUCHMaA HEXKCIIATC/IbHAA PCAKIIUd, KOTOpas MOXKET pPa3sBHUTLCA IIPH
MOHOTCPAIHU XJIOPTATTHIOHOM. OL[HOBpCMeHHOC NPUMCHCHHE asujiCapraHa MEIOKCOMUJIa YMCHBIIACT
BBIPOXXCHHOCTD  T'HIIOKAJIMCMHH, BBI3BAHHOM IIPUMCHCHHEM  XJIOPTAJIMIOHA. O,E[HOBpeMeHHOG

NPAMEHEHHE MPENapaToB JUIMTANIMCA MOXET YCHIMTh HEXeNarelpHEIe. 2QHeKTel [HuoKaIuemuy.
! 3 D AMO
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Ilepen naganom nedenns Jaap6u® Kio rumokanmeMuio cieayer CKOppeKTI/ngBéTBl} 4
['mnepkanuemus

AsuicapraHa MENOKCOMHII, KOMIOHeHT Dnap6u® Ko, aHTaroHHCT perentopoB aHrHoTeHsmHa II,
MOXET CTaTh NPUYUHONW PAa3BUTHS THIEPKAIHEMHH. XOTS CIIy4acB Pa3sBUTHs KIMHMYECKH 3HAYMMOM
THIIEPKAIHEMUN TIPH UCTIONE30BaHud Onap6u® Kio 3adukcupoBanHO He GbuTo, (aKTOpaMu pHCKa
Pa3BUTHS THIICPKAIMEMUN SIBIIAIOTCS MMOYEYHAs HEAOCTATOUYHOCTh H/UITH CepieuHas HEAOCTATOYHOCTD,
a TaKke caxapHsblii auaber. KamuiicOeperaromye n1uypeTuky, penaparhbl Kaans HIH 3aMEHHTENH COJIH,
COACPXKAIIKE KAKH, CIIeAyeT IPUMEHATE C OCTOPOXKHOCTBIO IIPH OJJHOBPEMEHHOM TpHeMe ¢ Daap6u®
Kno (cM. paznen 4.5).

['MoHaTpreMHs U THOOXJIOPEMUYECKHI ATKaI03

B0 1OKa3aHO, YTO THA3UABI BHIBIBAIOT pa3BHTHE runoHarpuemun. Onap6u® Ko Hembss
HCIIOJIE30BATh y MAUUEHTOB CO CTOMKOH rumoHarpuemuer (cM. paspen 4.3). Jlebuuut XIopHaoB
OOBIYHO 11200 BBIPAXEH U He TpeOyeT TeUeHH .

[nepkanbiiemus

Tnasuzel c0COGHE! YMEHBIIATH BLIBECHHE KalbUHsi ¢ MOYOH ¥ BBI3BIBATH IEPHOANYECKOE U JIETKOE
TIOBBIMICHHUC YPOBHS CBIBOPOTOYHOIO KaJIbIUsA IPH OTCYTCTBHH H3BECTHBIX HAPYIICHHH MeTaGoin3Ma
Kajiblus. Beipaxkennas rumepkaibupemMus MoXeT ObITh NPH3HAKOM JIATEHTHOTO THIIEpHapaTHpeo3a.
Ilepen mnpoBenennem wuccinenoBanus (GyHKLHE NApAIHTOBUAHBIX JKElle3 NPUMEHEHHME THA3HIOB
cleayeT nmpekpatuth. Imapou® Kio ne CIIEYET HUCIONB30BaTh Y MAIMEHTOB C THIEPKATbIHEMHEN (CM.
pasznen 4.3).

['mnomarnueMus

BbUTO mOKa3aHo, 9TO THA3H/BI YCHIIHBAIOT BEIBEIEHHE C MOYOM MarHus, YTO MOXET BBI3BaTh Pa3BUTHE
TUIIOMarHueMuH (cM. paszaen 4.5).

CTeH03 a0pTANBEHOrO ¥ MATPAILHOTO KIIAlaHa, 0GCTPYKTUBHAS THIepTpodudeckas KapAMOMHONATHS
Kax ¥ nps ucnone30BaHuu JPYrux JIEKapeTBEHHBIX CPEJICTB, BBI3BIBAIOMMX paclIipeHue COCYI0B HIIH
YMEHbIICHHE 00beMa NUPKYIUPYIOIE KPOBH, 0cofas OCTOPOXKHOCTH TpebyeTcss y MalHeHTOB CO
CICHO30M 20pTallbHOrO WJIM MUTPAJbHOrO KIIallaHa, a TAaKkKe ¢ THIePTpodUIecKolt 06CTPYKTHBHOMN
KapIHOMHONATHEH

Merabonuueckue u 3810KpHHEBIE G DEKTEI

Jleuenne THasMAAMH MOXeET HapymuTh TOJIEPAHTHOCT, K IJIIOKO3€, B CBSI3HM C YeM MOXKET
NOTPEOOBATHCS KOPPEKIIUS O3B UHCY/IMHA WM NIPOTUBOIMA0ETHYECKOTO JiedeHus. Bo Bpems nedeHus
THa3HaMU MOXET MPOSBUTECS JTATCHTHBIN caxapHbiii quadet. C JeyeHneM THA3HIHBIMU JUYpETHKAMH
accoNMHUpPOBAIOCH MOBBULIEHHE YPOBHEH XOIECTEPHHA H TPHUIJIULEPHIOB.

l'unepypukemus

Y HEKOTOpHIX MAIMEHTOB, IOIYYAIOHX XJIOPTAINJOH WJIM JPYTHE JUYPETUKH, MOKET HAOIIONAThCs
PasBUTHC THOCPYPHUKEMHHM HIH 00OCTpeHHMe mnonarpbl. Daap6u® Ko Henb3s MCHOIB30BATH y
TIAlIMEHTOB € CHMITOMATHYECKO# runepypukemueit (cm. pasnen 4.3).

bepemennocts

Onap6u® Kito Helb3s mpUHUAMATE BO BpeMst GepeMeHHOCTH (cM. paszen 4.3).

He cnenyer nasnauars BPA Bo Bpems Gepemennoctr. Eciu Tobko mpomomkeHue tepanuu bPA He
SBJIACTCS KU3HEHHO HEOOXOMMEIM, NAIMEHTKaM, IIAHUPYIOIHM GepeMeHHOCTD, CIIEyeT MepelTH Ha
ANBTCPHATHBHYIO ~ aHTHTHIICPTEH3HBHYIO TEpalHio, KOTOpas MMeEeT JOKAa3aHHbIH  IIPOQHIb
Ge3omacHOCTH JUI NpUMEHEHHsS Npu GepemeHHOCTH. B CJlydyac JHArHOCTHPOBAaHUS OEpPEMEHHOCTH
CICAYCT HEMC/UICHHO OTMEHHTh jeueHne BPA, W, mpu HeoOGXOmuMOCTH, Ha4aTh albTepHATHBHOE
neyenue (cM. pazzensi 4.3 u 4.6).

He crnemyer ucmons30Bath NMypeTHKH UIS JICYEHHS OTEKOB WA apTepUabHOM TUIIEPTEH3HH TIPU

s e mmui
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OepeMeHHOCTH (CM. paszen 4.6). 33 ba - 201 g
JInTnii
Kak u B orHomenmm npyrux BPA, npuMmenenwe nutus B KomOumamuu c Jpmap6u® Ko He
PEKOMEHI0BaHO (cM. pazzen 4.5).

eTH
besonacHocTs 1 3¢ dekTHBHOCTS HCIONB30BaHUs Dnapou® Ko y nereil 1 mMoapocTKoB B Bospacte ot 0
A0 <18 netT He ycTaHOBNEHS!. JIaHHbBIE OTCYTCTBYIOT.
XOpUOUJIATBHEIH BINOT, OCTPAs MHONIMS ¥ BTOPHYHAS 3aKPBITOYIOJIbHAS [IAyKOMa
CynbhoHaMubl MM MPOM3BOLHbIC CYNbGOHAMUIA, MOTYT BHI3BIBATH HIMOCHHKPA3HYECKHE peaknuuy,
NPUBOJAIIME K pPA3BUTHIO XOPHOHIAIBHOrO BBIIOTA C JeEKTOM IO 3pEHHs, OCTPOi
KpaTKOBPEMEHHOH MHOIUM M OCTPOH 3aKPBITOYTONBHOM riaykoMe. CUMIITOMBI BKIFOYAIOT CHIKEHHE
OCTPOTBI 3pEHHS HJIH OOJIb B I/1a3aX, KOTOPbIE BO3HHUKAIOT, KAK IPABUJIO, B TEUCHHE HECKOJIBKHUX 4ACOB
WM HEIEIb IIOCHe Havala NpHeMa JICKapCTBEHHOTO CPeAcTBa. IIpM OTCYTCTBHM JiedeHMS OcCTpas
3aKpLITOYTONbHAS T[aykoMa MOXET IPHBECTH K HeoOpaTHMoif motepe 3penus. Ilpu mposBieHym
CHMITOMOB HEOOXOIMMO KaK MOXHO CKOpee MpeKpaTHTh IpHeM mperapata. Eciu BHYTPUIJIa3HOE
AABJICHHE OCTACTCA HEKOHTPOIHMPYEMBIM, MOXET IMOTPe6OBATLCS HEOTIIONKHOE MEIHKAMEHTO3HOE
JICICHUE MM XHPYPTAYECKOE BMEIATeNbCTBO. DaKTOpaMy PHCKa Pa3BUTHsL OCTPOH 3aKpPBITOYrOIBHOM
TIIaYKOMBI MOTYT OBbITh aJJIEPTHYECKHE PEaKIMK Ha CyTb()OHAMI/IBI MM HA MEHAIIWUTHE B aHAMHE3C.

4.5  BsaumopeiicTBue ¢ Apyrumu JIEKADCTBEHHBLIMH CPeACTBAMM

Oonospemennoe npumenenue ne pexomenoyemes

JInTwii

Coob1anock 06 0GpaTHMOM NMOBBINIEHHH KOHLEHTPALKH CBIBOPOTOYHOT'O JHMTHS U TOKCHYHOCTH IIPH
OMHOBPEMCHHOM IIPMMCHEHWH JIUTHSA ¥ WHrHuOuTOpoB AIID. AHanoruusbii >pdexT MoxeT
HaOMIoAaThCs ipH MpuMeHeHn: BPA. TTodeunbiif KIHpeHC TUTHS O/ AelicTBHEM JUYPETHUKOB, TAKUX
KaK XJIOPTaJIMJI0H, CHUXAETCs, IIOBBIIIAsl PUCK Pa3BUTHS JTUTHEBOH TOKCHYHOCTH.

B cBsI3K ¢ OTCYTCTBHEM OIBITA OHOBPEMEHHOTO npuMeHeHust Jxap6u® Ko u mpenapaTos JaTus ux
KOMOVHHMPOBaHNE He PeKOMEH/I0BaHO. Eciu mpuMeHenue 5Toi KOMOHHAIHHE CYUTaeTCS HEOOXOIUMBIM,
CICAYEeT NPOBOJMTE MOHHTOPHHT CHIBOPOTOYHBIX YPOBHEH JIUTHSL.

Heobxo0umo cobnrooams ocmoposicrocme npU 00HOBPEMEHHOM NPUMEHEHUU

Hecreponnneie mpoTHBoBocnamuTenbuble cpencra  (HIIBC), BKMOYas CeleKTHBHEIC 1OrI-2
MHIHOUTODBI, aEeTHNCATHIWIOBYIO KHCIOTY (>3 r/cyTkH) U HecenexTuHbie HIIBC

llpn onnoBpemennom npumenenun BPA u HIIBC (T.€., CENEKTHBHBIX HHrHOMTOpOoB 1[OI-2,
AUCTUICATTHIMIOBOH KMCIOTBI (>3 TI/CyTKH) M HECENIeKTHBHBIX HIIBC) wmoxer Habmonarscs
OCnabieHue aHTHTHIEpTeH3uBHOTO >ddekra. Bonee Toro, y TalHCHTOB MOXHJIOIO BO3pacTa,
TIAaIMCHTOB CO CHHJKEHHEM O00BeMa UMPKYIHpYIOLiell KpOBH (BKINIOYAs MAIUEHTOB, II0JIyYarOIUX
JICUCHHE JUYPETHKAMH) WA NAlMEHTOB ¢ HAPYIIECHUAMH (GYHKIMA [OYEK COYETAHHOE IIPUMEHEHHE
BPA u HITIBC MoeT npuBecTH K yXy/IIIEHHIO OYeYHOI }ynxuuu (B ToM uHciIe K BO3MOXHO# 0CTpOii
NOY€YHOH HEeJOCTATOYHOCTH) W IOBBILIEHHIO YPOBHS CBIBOPOTOYHOTrO Kanus. Ilostomy B Hauane
JICICHUA PEKOMCHAYETCA IPOBECTH aACKBATHYIO TUPATALIMIO X MOHUTOPHHT (yHKITHH ITOYEK.
lpenapatsl xanus, 3aMEHHTEH CONH, COJIEPKAIIHE KATHIA, K IPYTHE BEIeCTBa, CIIOCOGHDIE IOBBILIATE
YDOBEHb Kalus

Ha ocHoBe onbiTa NpUMeHEHHs JPYTUX JEKaPCTBEHHBIX CPeACTB, OKa3hIBAIOILKX BiIUsHHE Ha PAAC,
ONHOBpEMECHHOe mpumeHeHHe Onap6u® Ko ¢ mnpemaparaMy Kamus, 3aMeHHTENSIMH COJIH,

P
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Kanus (HapuMep, remapHH), MOXET MPHUBECTH K IOBHIMIECHHIO CHIBOPOTOYHBIX YPOBHEH KauHs Y
NALKCHTOB ¢ apTepHaIbHOM runepTeH3uel (cM. pasaen 4.4).

Jluraranuc

OnHOBpeMEHHOE NPHUMEHEHHE IPENapaToB JUTHTAIHCA MOXET YCHIHTh HEXETATEIbHBIE PEaKIuH
THIIOKaIneMHH (cM. pazzaen 4.4).

Honoanumenvrnas ungpopmayus

D0ap6u® Kno

CornacHo faHHBIM KIMHUYECKHX HCCIEJOBaHWN mBoiiHaa 6Onokaga PAAC mocpencTsoMm
KOMOWHMPOBAHHOTO IPUMEHEHHs] HHTHOUTOpoB AII®, BPA miH anMcKHpeHa accOHUpyeTcs ¢ Goiee
BBICOKOM 4YaCTOTOH pa3BHTHsl HEXENATENBHBIX PEaKiuil, TaKMX KaK TMIOTEH3Hs, THIEPKAIMEMHS H
CHIDKeHME (yHKUMH mMoyek (BKIIOYAs OCTPYIO MOYEYHYIO HEJOCTATOYHOCTB), 1O CPABHEHHIO C
MOHOTEpaNHeH ICKapCTBEHHBIM CPEICTBOM, Bo3zieicTByIommM Ha PAAC (cM. paspenst 4.3, 4.4 u 5.1).
DapMakOKMHETHKA a3MICAPTAHA MEJOKCOMMIA M XJIOPTATHIOHA NPH COBMECTHOM IIPUMEHCHUH HE
U3MEHSETCS.

Hccnenosanus  B3aumoneiictBust Opap6u® Ko ¢ ApyrMMM  j1eKapcTBEHHBIME CPEACTBAMH HE
NPOBOAWIIACE, OJHAKO TAaKHE HCCICAOBAaHMsA OBUIM IIPOBEAEHHI B OTHOLICHWH a3WJICApTaHa
MEIOKCOMMIIA U XJIOPTATHAOHA.

Asuncapmana medoxcomun

He Habmonanock HUKaKHX KIMHAYECKA 3HAYMMBIX JICKAPCTBEHHBIX B3aUMOJIEHCTBHI B MCC/IEI0BAHMSX
asyjicapTaHa MEJOKCOMHUJIA WM asujicapTaHa INpH NPHMEHECHHH ¢ aMIIOJMIIMHOM, aHTAlWAaMH,
XJOPTAMAOHOM, JHUIOKCHHOM, (JIyKOHA30J0M, NIHOYPHIOM, KETOKOHA30JI0M, MET(OPMHUHOM H
BapdapuHOM.

A3suicapTaHa MEIOKCOMHI SBJISETCS IIPOJICKapCTBOM, KOTOPOE OBICTPO THAPOIH3HPYETCS 3CTEpasaMu
J0 NEHCTBYIOLICrO BEINECTBA A3WICAPTaH B OKENYJAOYHO-KWIIEYHOM TpPAKTE H/MIM BO BPEMS
BcachiBaHus (cM. pasfen 5.2). MccnemoBanus in vitro TOKa3adH, 9TO B3aMMOJEHCTBHS HA OCHOBE
HHIHOMPOBAHHS 3CTEPA3bI SBISIOTCA MAIOBEPOSITHHIMH.

Xnopmanuoon

MuypeTukn ycunuBaroT 3(deKT KypapenojoGHBIX MpEenapaToB W aHTHTHIICPTEH3HBHBIX CpeAcTB
(HampuMep, TyaHETHIMH, METHIJONA, 6GeTa-GI0KaTopsL Ba30AMJIATATOPbl, AHTArOHHCTBHI KaJIbIHS,
UHruOuTOpH! AII® 1 BPA).

I'nnoxanuemuyeckuii a3bdexT XI0pTamumIona MOXeT YCHIHBATHCS IPYMEHEHHEM KOPTHKOCTEPOUIOB,
AKTT, B2-aronncroB, aMmpoTeprumna 1 KapGeHOIOKCOHA.

Asonypusos

OnHOBpeMEHHOE TIPHMEHEHHE XIIOPTATHIOHA MOXET MOBBINATH YaCcTOTy BO3HMKHOBEHHS peaKiiuii
THIIEPYYBCTBUTEIBHOCTH Ha AJUIOYPHHOIL.

AMaHTamuH

XJIOpTamuaoH CIHOCOGEH MOBBILATH PHCK PA3BUTHS HEXKeNaTeNbHBIX 3¢dexToB, BEI3BaHHBIX
NPHMEHEHUEM aMaHTa/HHA.

AHTHXOIMHEPTHYECKHE  CPeACTBA  (HampuMep, aTponMH, OWIEpHIEH) MOIYT IIOBBIIATH
OHONOCTYMHOCTE XJIOPTANHAOHA MyTEM CHHXKEHHS MEPHCTANTLTHKH XKEIYAOYHO-KUIIEYHOTO TPaKTa M
CKOPOCTH 3BaKyalliH COAEPKHUMOTO JKeIyaKa.

IporuBosuabeTnyeckne JeKapCTBEHHbIE CPEACTBA (CPEACTBA JUISl MEPOPAIBHOTO [PHMEHEHHS M

HHCYJIWH)

Moxet HOTpe6OBaTLCSI KOPPECKIIHUA NO3bI HpOTPIBO,IIHaGCTI/I‘IeCKHX JICKAPCTBCHHBIX. cpe,uc»mm_-‘»jm
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dapmakonorudyeckue 3QGEKTs KaK Colel KalblUd, TAK U BUTaMHHA D MOTYT OBITH MOBBIIEHBI 0
KIHMHUYECKH 3HAYUMBIX YPOBHEH B Cllydae Ha3HAYECHHUS BMECTE C XJIOPTAIHUIOHOM.

[{uknocniopun

OnHOBpeMEHHOE JI€UYCHHE LHUKIOCIIOPHHOM MOXKET IOBBICHTh PHUCK DPA3BHTHS THIIEPYPHKEMHH H
OCIIOXXHEHHH, XapaKTepHBIX JUIs IOJarphl.

XoJlecTUpaMUH

B npucyTcTBHE aHHOHOOOMEHHBIX CMOJI BCACHIBAHHE XJIOPTAIMIOHA MOXET HApyHIaThesa. BO3MOMKHO
CHHOKEHHE (papMaKoIoruyeckoro 3¢ dekra.

LIMTOTOKCHYECKHE JIEKAPCTBEHHBIE CPEICTBA

OIHOBpeMEHHOE  NpPHMEHEHHE  UMTOTOKCHYECKHX  JIEKADCTBEHHBIX  CPEACTB  (HAmpHMep,
MKIopochamuia, METOTPEKCaTa) MOXET CHH3UTh HUX BBIBEJEHHE IIOYKAMHM H YCHJIHTh HX
MHEJIOCYTIPECCUBHBIE 3 (PEKTHI.

EI/IEBOKCI/IQ

XJIOpTaNnuA0H MOXKET YCHIIHTh THIIEPTIHKEMIYeCKHH S (EKT AMasoKCcHa.

4.6  Ilepnon 6epeMeHHOCTH H IPYAHOI0 BCKAPMIHBAHHS
bepeMenHoCTE
Onap6u® Kno He crenyer IPUMEHSATH BO BpeMsi OepeMEeHHOCTH (cM. pazzen 4.3 u 4.4):
- Jleuenne BPA Bo Bpems mepBoro TpumecTpa GEpEMEHHOCTH HE PEKOMEHIOBAHO (CM. pasien
4.4).
- Jledenne BPA Bo Bpems BTOPOro M TPETBErO TPHMECTPOB GEPEMEHHOCTH MPOTHBONOKA3AHO
(cM. pasgensi 4.3 u 4.4).

- Jledenue THasunaMu Bo BpeMst GepeMEHHOCTH IIPOTHBOTIOKa3aHo (CM. paszeist 4.3 u 4.4).
Knnumdeckue nammbie o mpumenenun Onap6u® Ko y 6GepeMeHHBIX JKEHIIMH OTCYTCTBYIOT.
Hcnibitanus Ha SKHBOTHBIX AEMOHCTPHPYIOT PENPOLYKTHBHYIO TOKCHIHOCTS.

Azuncapmana medoxcomun

YbeuTensHEIE SMUMIEMHONIOTHYECKAE JAHHBIE O PUCKE TEPATOTEHHOCTH B PE3yNIbTATE SKCIIO3HLAH
HHrHOuTOpoB All® B TeueHHe NEPBOrO TPUMeECTpa GEPEMEHHOCTH HE OBUIH IOJYYEHBL, OXHAKO
HC3HAYATCIBHOC  MOBBILNCHHE  PHCKA  HENb3  HCKIIOYATH.  XOTS  KOHTPOJHPYEMEIE
SIHJCMHUOIOTUYECKHE JaHHBIC OTHOCHTENIBHO PUCKA NIpuMeHeHHs BPA oTCyTCTBYIOT, HOMOGHKIN pHCK
MOXCT UMETh MECTO AJI JAaHHOIO KJiacca JIEKApCTBEHHBIX CPeACTB. Eciu HEOOXOIMMO MPOMOIKHUTE
Tepanuio BPA, To nauuenTkam, MiIaHHPYIOIM GepPEMEHHOCTS, CleyeT NIEPeiTH Ha b TePHATUBHYIO
AHTUTHIICPTCH3MBHYIO TEPANMIO, KOTOpas MMEET JOKa3aHHbIH npoduib 06e30macHOCTH HpU
IIPAMEHEHHN Y OCpeMEHHbIX. B ciydae AMAarHOCTHPOBaHUS OEPEMEHHOCTH CIEAYET HEMEICHHO
IPEKpaTHTE JieueHne bPA, ¥, npn Heo6X0MMMOCTH, HauaTh albTEPHATHBHOE JICUCHIE.

Tepanus BPA Bo Bpems BTOpOro M TpPeTBETO TPUMECTPOB GEPEMEHHOCTH BBI3BIBAET pa3BHTHE
(eTOTOKCHIHOCTH y YeoBeKa (CHHKEHHE TTOUeYHOM (YHKLUH, MATOBO/IHE, 3aMeIUIEHHE OKOCTCHEHHS
KOCTE{ depena) M TOKCHYHOCTH Y HOBODOXIEHHBIX (IIOYEYHAS HEJOCTATOYHOCTH, THIIOTEH3HS,
THIIEPKAIHEMHUS).

Ecu JjlekapcTBeHHOE CPEICTBO NPHMEHSIH BO BTOPOM TPUMECTpe OEpEeMEHHOCTH, PEeKOMEHIyeTCs
[IPOBEICHHC YJIBTPAa3BYKOBOTO HCCIICAOBAHUS Ui OINpeJeaeHUs (QYHKIHM IOYEK U OKOCTEHEHMS
KOCTEH yepena y mioja.

Crenyer BecTd TiaTenbHOe HabMIOICHWE 3a MIIAJICHIAMH, MaTe€pH KOTOPHIX NMpPUMEHsH BPA, Ha
NPEeIMET pa3BUTHUS apTePHAIbHON THIIOTEH3MH (CM. paszaen 4.3 u 4.4).

Xnopmanuoou

He cnepyer ucnone3oBath NHYpETHKHM JUIS JIEYEHHs OTEKOB WM ApTEPHANBHOM THIEPTEH3UM IIpU

Ve

Foryo.



HO PS
9344 -701¢9

GepeMEHHOCTH, MOCKOJIbLKY MX IPHMEHEHHE MOXET OBITh CBA3aHO C THMIIOBOJIEMHUEH, YBEIUYCHHEM
BA3KOCTH KPOBH W HApYINEHHEM ILIAIICHTAPHOTO KPOBOTOKA. Takue JMYPETHKH, KaK XJIOPTAUJIOH,
IPOHHKAIOT Yepe3 IUIALCHTAPHBIA Oaphep M MOMAJAOT B IIYIIOBUHHYIO KpOBb. bBBUIH HONYdeHBI
COOOIIIEHHS O MOAABJIEHHH JEATEIbHOCTH KOCTHOIO MO3Ta II0Aa, TPOMOOIMTOIICHUH, KEITYXe II0Ja
¥ HOBOPOXIEHHOT'0, KOTOPbIe GBUTH CBA3AHBI C IPUMEHEHUEM THA3HAONOAO0HBIX JUYPETHKOB.
I'pyaHoe BCKapMIIMBaHHE

Urdopmanuu o npuMeHenmn Jmap6u® Kino M asmncaprana MeNOKCOMHIA BO BpeMsl TPYIHOTO

BCKapMiIMBaHus HeT. OHAKO XJIOPTAIUAOH IPOHUKAET B IPYAHOE MOJOKO, M IIO3TOMY NPHMEHCHHE
DOnap6u® Ko Bo BpeMs IpyJHOrO BCKapMIMBAHHA HE PEKOMEHIOBaHO. Bo BpeMs TIpyIHOTO
BCKapMJIMBaHHS IMPEANOYTHTEIFHO NPHMEHEHHE AIbTEPHATHBHOTO JICUeHHS C OoJiee JOKa3aHHBIM
npodpuieM O0€30IIaCHOCTH, OCOOEHHO B CiIy4ae TIPYJHOT0 BCKapMJIMBAHHS HOBOPOXIECHHOIO HIIH
HEIOHOUICHHOTO peOeHKa.

DepTUIBHOCTD

Her naunbix o Bausuaun Daapou® Ko Ha GepTHIBbHOCTS y desmoBeKa. JJOKIHMHHIECKHE HCCIIEA0BAHHAS
IPOJEMOHCTPUPOBAIIH, YTO a3WJICApTaHa MEAOKCOMUII He OKa3bIBaeT BO3ACHCTBUS HA QEPTHIBHOCTD Y
CaMIIOB M CAaMOK KpBIC.

4.7 BausHHe Ha cIOCOOHOCTH YHPABJISTH TPAHCHOPTHBLIMH CPEACTBAMH HJIM MeXaHH3MAMH
Ha ocHoBanmm apmakonuramudeckux cBoicTB Jnapbu® Ko cumTaercs, 4TO OH OKA3bIBAET
HE3HAYMTENIBHOE BIMSHHME Ha CIOCOOHOCTH YINPABNISTH TPAHCIOPTHBHIMH CPEACTBaAMH M paboTaTh €
Mexanu3Mamu. [Ipn 3ToM B yclnoBusSX mpHMEHEHHS JIIOOBIX AaHTUTHIEPTCH3MBHBIX CPEICTB CIEXYeT
IIPMHAMATh BO BHUMAHUE BO3MOXHOCTE PA3BUTHS T'OJIOBOKPY)KECHHUS HITH YTOMJISIEMOCTH.

4.8 Ilo6ouHoe neiicTBHE
0630p npoduiasa Ge3omacHOCTH

besomacuocTs 3)1ap6n® Ko oumeHumBanu B paMkax KIMHHYECKHX HCCICAOBAaHHH C y4yacTHEM
IAIHEHTOB, KOTOpBHIE IIOJIydald JIeYeHHEe B TeueHHe 52 Hejenb. B paMkxax STUX HCCIEJOBaHHH
HEXeETaTeNlbHble PEakl|u, KOTOphlE ObUIM CBsA3aHBl ¢ NedeHHeM Jnapou® Kio, GbUIM B OCHOBHOM
JIETKOM U CpEeIHEH CTEMECHH TSXKECTH.

Camoilt yacToli HeXxenaTe/IbHOM peakiueil ObUIO MOBHIIEHHE YPOBHS KPEaTHHHHA B KPOBH. JlaHHBIE
HOBBIIIEHUS YPOBHS KPEaTHHHHA B KPOBU HOCHJIM T0303aBHCHMEII XapakTep U, B OCHOBHOM, SIBIISUINCH
BPEMECHHBIMH MJIM HEIIPOrPECCHPYIOIIKMMHU B IIpoliecce JICYSHHS U OOpaTUMBIMH IIOCTIE IPEKpallcHUs
nedeHns. YacTora BOHUKHOBEHHS HeXeNaTeNbHBIX PEaKlHil, CBA3aHHBIX ¢ JedeHHeM Daapou® Kio,
HE 3aBHCENIA OT I10J1a, BO3PacTa WM pacoOBOM MPHHAUICKHOCTH.

KinHuYecKoe HeciieIOBaHUE

B pamkax KpaTKOCpOYHBIX HcClleNOBaHHUi MPOMHIL GE30IMaCHOCTH OBLI CONMOCTABHM C aKTHBHBIMH
IpernapataMM CpaBHEHHS M He INOKa3al KIMHUYECKH 3HAYAMBIX pa3jMYdii B HEOJHOPOMHBIX
NOArpyNnax, OTAMYABIIMXCSA IO BO3pPacTy, MOy W PacoBOi NpHHAUIC)KHOCTH. [Ipu nmpUMeHEeHHH
Onap6u® Kio nanmeHTamu, ypoBEHb apTEpPHANHLHOTO JABICHHS y KOTOPHIX HE KOHTPOIHPOBAICS
aJIEKBAaTHO C IIOMOIIBIO a3uicapTaHa MemokcoMmia 40 Mr, obmmii npoduns 6ezomacHocTd Dnapou®
Kio nozuposkoit 40 mMr/12,5 Mr OsUT analoruyeH Mpoduio Ge30macHOCTH aswicapTaHa MeZIOKCOMUIIA
40 mr. Dnap6u® Kio 40 mMr/25 Mr Takxke ObUT 6€30ImaceH M XOPOIIO IIEPEHOCHICA, XOTA Golee 4acTo
HAOMIOJAINCh NOBBILICHHE YPOBHSA KpEaTHHWHA B KPOBH, TOJIOBHas OOJIb U TOJIOBOKPYKEHHE B
COYETaHUU ¢ OOJBIIUM CHIDKEHHEM apTepPHAIBHOrO JaBjieHWs. B paMkax J0IrocpoYHOro
UCCIICOBaHUs O€30IacCHOCTH € Y4YacTHEM DIAIlMEHTOB C IIOYE€YHOH HENOCTaTOYHOCTBIO CpEaHEH
CTETEHH TSXKECTH HabIofaeMble HeXenaTeNbHbIE PeaKIMH, CBA3aHHBIE ¢ jedeHueM Daap6u® Ko,
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OBUIM CXOXH C HEXEIaTeIbHLIMH  SBJICHHSMH, CBS3aHHBIMM C JICYCHHEM OJIMecapTaHa
MeIOKCOMHJIOM/THAPOXJIOPOTHASHIOM.

HccnenoBanusi pe3ylbTaToB JICUYSHHS MU CEPACYHO-COCYAUCTOM CHCTEMBI IOKa3alnH, dTO
JOJNTOCPOYHOE JICUCHHE XJIOPTAIUAOHOM CHI)KAET PUCK 3a00JI€BacMOCTH M CMEPTHOCTH OT CEp/ICYHO-
COCYAUCTBIX 3a00JIeBaHUM.

TaGynupoBaHHEIH HepeYeHb HeXeTaTeIbHBIX Peakiui

Huxe mpenctaBieHs! 0000IIEHHbBIE JIAHHBIE BCEX KIMHHYECKHX HUCCIefoBaHUH 3 (a3bl B OTHOIICHHH
HEXKENaTeIbHbIX peaklIuid, KOTOpbIE MpPEACTABIEHBl COTJIACHO CHCTEMHO-OPraHHBIM Kiaccam H
TEPMHHAM [PEANOYTUTENbHOr0 yrmoTpebnenus. [lo gacToTe pa3BUTUS HEXKENATEIBHBIE pEAKIMH
pacipezieieHsl clenyomuM oopa3om: ouenb dacto (>1/10), wacto (ot >1/100 mo <1/10), medacto (oT
>1/1000 mo <1/100), peaxo (ot >1/10 000 no <1/1000), ouens peaxo (<1/10 000), yacrora HEU3BECTHA
(HEBO3MOXHO OIECHHTh HAa OCHOBAaHMH HMEIOIMXCSA [aHHbIX). BHYTpH KaxIo# TIpynmbl dacToTa
Pa3BHUTHS HEXENATENILHBIE PEAKLIUU IPE/ICTABIICHA B MIOPAKE YMEHBIICHHS UX CEPHE3HOCTH.

v PR

CucreMHO-0praHubIii Kj1ace YacroTa He:xenaTebHAS peaKiHs
Hapymenust co ctoponsl kpoBu | Heuacto AHemus
U MTUMQaTHYECKON CHCTEMBI
Hapymenus co ctoporsl oomena | HYacro IToBbIIEHUE YPOBHS MOYEBOH
BEIIIECTB U TUTAHHS KHCJIOTHI B KPOBH,
TUIICPYPUKEMHUS
Heuacro ['MnokanremMus, IOBBILICHUE
YPOBHSI KaJTUsl B KPOBH,
TUIIOHATPHEMHUS, CHIXKEHHE
YPOBHSI HaTpHUs B KPOBH,
nmojiarpa
Hapymenus co cTopoHbI Yacto I'onoBokpyxeHue,
HEPBHOU CHUCTEMBI MOCTYPaJIbHOE FOJIOBOKPYKEHUE
Heuacto CHHKODAIbHOE COCTOSHUE,
HapecTe3ust
Hapyienns co cTopoHbI Yacto I'mnotensus
COCYZIOB
Hapymenus co cTopoHBI Yacrto Huapes, TomHoTa
KEIyJOYHO-KUIIEYHOTO TPaKTa
Heuacro PBota
Hapymenust co ctoporsl koxu u | Hewacto Coinb, 3y
MOAKOXXHOH KIETYaTKH
Hapyimenus co cTopoHbI Yacro MeIeynsie criazMbl
CKEJICTHO-MBIIIIEYHOU 1
COCMHUTENIBHON TKaHU
OG6mue paccTpoiicTBa U Yacto YToMIIsIeMOCTb
HapyIlICHHS B MECTE BBEICHUS
JlaGopatopHbie U Ouens yacTo [ToBbIIIEHHE YPOBHS
HHCTpYMEHTAJIbHbIEC JaHHBIE KpeaTHHUHA B KPOBH
Yacto ¢+=|-lLOBBICHHE, YPOBHS MOUCBUHDI

[ T e )
]

crorecd
NI
h H)é
H
i

SO asRn




O P

-

o2 7 74 20 4 0
e 3 (4
B Kpd%n&& ) Ut Jd
HeuwacTo IloBbImenue YPOBHA TJIIOKO3HI B
KpOBH

HononnurenbHas nHGOpMALUS [0 OTAENEHBIM JSHCTBYIONMM BELIECTBAM
Bo Bpems nedenns Dnap6u® Ko MOryT pa3BUBAThCS HEXeNaTelbHbIE PEAKLWH, HAGIOAaBIIMECT BO
BpEMs NPHUMEHEHHMS KaXIOro M3 ACHCTBYIOIIMX BEIIECTB II0 OTAECIBHOCTH, HO HE OTMEYECHHBLIC B

KJIMHHYECKUX UCCIICAOBAHUAX.
Aszuncapmana meookcomun

IToMHMO HeXeNaTelbHBIX pPeaKuuii, OTMEYEHHBIX BHINE NpH HCIonb3oBaHuM Jnap6ou® Ko, npu
HCIIOJIL30BAHUH a3UJICApTaHa MEAOKCOMHIIIA COOOINAIOCH O CIIEAYIOMUX HEXKEJIATSIbHBIX PEaKIIHAX:

0 mepudepryecKhX OTeKaX, MHUIPEHH M IIOBBIIIEHHH YPOBHA KpeaTUH(GOCHOKHHA3HI B KPOBH
CO00IIaNoCh KaK 0 HEYaCThIX HEXeNATeIbHBIX PEaKIUsX.

O ciyyasx mo4yeqHON HEIOCTATOYHOCTH PEAKO COOOLIAIOCh B TEYEHHH KIMHHYECKHMX MCCIICOBAHMI.
Penko Mo>xeT pa3BuBaThCs cepbesnslii oTek Ksunke (ot >1/10000 xo <1/1000).

Xnopmanuoon

B nomnonHeHne K HeXenaTebHBIM peaKUusIM, TepedrcIeHHbM Bhime 11g Dxapou® Ko, creayromue
HeXeNaTebHbIC PEeaKIUH ObUTH OTMEUYEHHI IIPU HCIIOJIB30BAHMHE XJIOPTAIHIAOHA:

CucTeMHO-0pranHbiii Kiaace YacroTa HexenareabHasi peaknusi
HapymeHus co ctoposs! KpoBu | Penko Tpombouurtonenus, TeHKONEHHUS
1 TUM}aTHYECKOM CHCTEMBI arpaHyJoIUTO3, 303HHO(HIHS
Hapymenus co croponst o6Mena | OueHs 9acTo VBenuueHue ypoBHs JIMIIKUOB B
BEIIECTB M MUTAHUA KpPOBH

Yacto Tl'unoMarauemust
Penxo I'unepxanpnuemus,

TTIIOKO3YPHS, YXYALICHHE
COCTOSIHUS META00IM3MA MTPH

nuabere

Ouens penko I'unoxnopeMuyeckuii ankano3
Hapymenus co cTopoHs! Penxo I'onoBHas 6ons
HEPBHOH CUCTEMBI
Hapymenus co croponsi cepaua | Yacro [ToctypanbHas runoTeH3us

Penxo Aputmus
Hapymenus co cropons Penxo ANIEepruyeckuii OTeK JIErKux
AbIXaTCIbHOM CHCTEMBI, OPraHOB
I'PYJHOM KJIETKH H CPeAOCTCHUS
Hapymenus co cTopoHbl Yacto [Toreps annerura,
KEJTyJOYHO-KHUIIIEYHOTO TPaKTa HE3HAYUTEJIBHOE JKEITYJOYHO-

KMIIIEYHOE PACCTPOIMCTBO

0P, Q01 B XKEITyIKE

R

I




- PR

§344h—20-1+35
Penxo
ITankpeatut
Ouens peaxo
Hapymenus co ctopons! neuenu | Peako BHyTpunieueHOYHBIH X0JecTa3
H JKETYEBBIBO/IAIINX ITyTEH WIH XKENTyXa
Hapymenus co ctopons koxwu u | Hacto KpanusHuna
ITOAKOXXHOW KJIETYAaTKH
Penxo ®doTocencHOMIM3aIHs, KOXHBIH
BacCKyJIUT
Hapymenus co cropons! moyek | Penxo AJnepruyeckui
Y MOYEBBIBOJSIIMX ITyTEH HHTEPCTUIHANBHBIN HeQpUT
Hapymenus co croponst Yacto WMnoreHumst
PEIPOAYKTHBHON CUCTEMBI U
MOJIOYHOM JKeJe3bl
Hapymenus co croponst oprana | YactoTa HeM3BecTHA XOpHOUIABHBIH BBIIOT
3pEeHHUS

Onucanne OTIENBbHBIX HEXENATCIbHEIX PEAKIIH
0] HapYIICHUH q)YHKI_II/IPI TIOYEK M HOYECYHOH HEIOCTATOYHOCTH ITpH INOBBILICHHUHU YPOBHSA KpE€aTHHHHA B

KPOBH COOOIIANIOCH HEYACTO; OGONBIIMHCTBO Cly4aeB ObUIM OOpaTMMBIMM IIpH JICYCHHH HIH TOCTE
ot™MeHBI J1ap6u® Kito 1 He TpeGoBaIH IpOBECHNS IHATH3A.

Kak u B ciyyae ¢ npyrumu BPA, peaxo Moxer pa3sBuBaThes cepbesHblit oTek Ksuuxke (o1 >1/10000 1o
<1/1000).

JlabopaTopHble H HHCTPYMEHTANLHEIE JAHHBIE

Cuigopomounuiii kpeamunun

HoBpunenne ypoBHS KpeaTHHHHAa B KPOBH SBIETCS H3BECTHBIM (papMaKOIOIHYECKHM >(P(heKToM
6noxaropoB PAAC, takux kak BPA u unru6utops: AII®, u cBA3aHO ¢ BBHIPAKEHHOCTBIO CHUXKCHHS
aprepuanbHOro japnenus. Jledenne Dnap6u® Kio yBennumMBazo 4acTOTY BOSHHKHOBEHHS CIIyYacs
NIOBBIICHHS KPCaTHMHMHA B KPOBH II0 CPAaBHEHMIO C TaKOBOH IIPH MCIOJB30BAaHUM a3WIicapTaHa
MCIIOKCOMHIA U XyopTamuIoHa. [loBelmeHne OBUIO NPEXOASINMM WM HE IPOTPECCHPYIONIHM H
00paTUMBIM M COYETANOCH C BHIPAKCHHBIM CHIXKEHHUEM YPOBHS apTEPHATBHOTO JABJICHHS.

Mouesasa kucroma

[Ipumenenne Onap6u® Kio accomuupoBagoch ¢ IIOBBIIEHHEM YPOBHS MOYEBOH KHCJIOTHI B
CBIBOPOTKE, YTO COOTBETCTBYET H3BECTHBIM (papMakosoruueckum 3¢ dexram quypernkos. IloBplmenne
YPOBHS MOYEBO¥ KHCJIOTHI HAXOJAMTCS B 3aBHCHMOCTH OT J03bI, YBEJIHYHBAACh C MOBBINICHUEM O35
XJIOPTAJIM/IOHA, XOTs COOOLIEHHS O CIydasX Pa3BUTHS MOAArphl M3 TPyNN, MONYYaBIIHX JIEUCHHE,
IIOCTYIAJIM HEYACTO, JAaXKe B JOJTOCPOYHBIX HCCIIEIOBAHHSIX.

I'emoenobun u cemamoxpum

Ipumenenne Onap6u® Ko acconMupoBaTocs ¢ He3HAYHTEBHBIM CHUMKCHHEM reMaTOKpUTa, YpOBHEi
TEMOITIOOHHA W HE3HAYMTCIBHBIM YMEHBIICHHEM KOJHYECTBA SPUTPOLMTOB, YTO COOTBETCTBYET
M3BECTHBIM (hapmaKooruueckuM s pexram uaruéuTopos PAAC.

ONBIT NOCTPETHCTPAHOHHOTO IPUMEHEHHS

Ilpu ucnons3oannu Omap6u® Ko o cioywasx passutus oTeka KBHHKE COOBIIAIOCH penKo.
HocTperucTpauoHHBIX CIOHTAHHBIX COOOLICHUH O APYTHX HEXeENATENbHBIX PEaKIUIX OGHAPYKEHO HE
OBLI0.

Coobwenue 0 n0003pesaemvix HeXCeLamenbHbIX PeaKyusax
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BakHo coobmaTh 0 moa03peBacMBIX HEXENATENbHBIX PEeaKIMAX IOCIE PErMCTPalliy JIEKApCTBEHHOTO
CpelcTBa C LENBI0 OOECHEeYeHUs] HENpEephIBHOTO MOHUTOPHHIA OTHOIICHHS IIOJB3bI H PHCKA
JIEKapCTBEHHOT'O CPEZICTRA.

Ilpn mosiBIeHWH HeXeNaTeNbHON peakIMH, YKa3aHHOH B JaHHOH HMHCTPYKLHH II0 MEIMIHHCKOMY
IIPUMEHEHHIO HIIH HE YIIOMSHYTOH B HEH, MAIUCHTaM PEKOMEHIyeTCs 0OpaTHTHCS K JIedalleMy Bpady.
MepunuacknM pabOTHUKaM peKOMEHIyeTcs cooOImarh O JIOOBIX MOZ03PEBAEMBIX HEXENIATEIbHBIX
peaxIMaX JIEKapCTBEHHOTO cpeficTBa B PecnybinkaHckoe yHHTapHOe npeanpuatue «LIenTp skcnepTus
U HCOBITAaHWA B 31paBoOXpaHeHHMH» (cM. pasmen «MHbpopmaiuio 0 HEXEIaTeNbHBIX PEaKIMIX
HaIpaBJIATh IO afipeECy»).

4.9 IlepenosupoBka

Mudopmanus o ciaydasx nepeno3uposku Inap6u® Ko y yenoBeka orpaHHyeHa.

Asuncapmana medoxcomun

HUcxons u3 dapmaxonormdeckux 3p(eKToB, OCHOBHBIM MPOABIEHHEM NEPEIO3HPOBKH a3HJICApTaHa
MEJIOKCOMHJIA BEPOATHO OyJeT CUMITOMaTHYeCKast apTepraibHas THIIOTEH3US U TOJIOBOKPYXeHHe. B
IPOLECCe IPOBEACHUS KOHTPOIMPYEMbIX KIMHUYECKUX UCCIICIOBAHUHE Cpe/IH 3I0POBBIX JOOPOBOJIBIEB
OJHOKpaTHBIE 0361 10 320 Mr Dnap6u® B CyTKM NPHMEHSINCh B TeUeHHE 7 JHEH H XOpOIIO
[IEPEHOCUJTHCh.

B ciyyae pa3sBuTHS CHMITOMATHYIECKOM THIIOTEH3HH CIIEAYET IIPOBOAUTH IO IEPKABAIOIIEE JICIECHHE U
MOHHUTOPHHT IIOKa3aTeNeH >KU3HEHHO BAXHBIX (YHKUHA. A3WjIcapTaH HE BBIBOAMTCS H3 OpraHH3Ma
IIyTeM IPOBEICHUS THANIN3A.

Xnopmanuoon

CuMOTOMaMH TIEPEO3UPOBKA XJIOPTAIMIOHA ABJAIOTCS TOINHOTA, CIAa60CTh, TOJOBOKPYXEHHE H
HAPYIICHHUS 3JEKTPOIUTHOrO Oananca. Crenupuueckoro aHTUAOTA HE CYIIECTBYET, HO PEKOMEH/IYETCS
IIPOMBIBAHUE JKEIyAKA C IOCIEAyIOWeH MoJiepKuBamomei Tepamueit. CreayeT MTPOBOIAUTE
MOHHUTOPHHT  apTEPHANILHOTO NABJICHHS W  BOJHO-3JIEKTPOJIMTHOrO OallaHca H  INpPUHUMATH
COOTBETCTBYIONIME MEPHI MO MX KOpPpeKHMH. Moxer OBITh INOKa3aHO BHYTPHBEHHOE BBEJCHHE
XHMIKOCTH U DJICKTPOJIMTOB.

5. ®APMAKOJIOTHYECKHE CBOMCTBA

5.1 @apmakogHHAMHKA

Dapmaxkomepanesmuyeckas 2pynna: aHTarOHUCTH aHruoTensuna Il 1 quypeTuku.

Koo ATX: CO9DA09.

Opap6u® Kio mpencraBnser coGoil  KOMGHHAIHIO IBYX aQHTUTHIIEPTEH3UBHBIX CPEJICTB C
KOMIIJIEMEHTapHBIMU Me€XaHU3MaMU KOHTPOJI apTEPHAIBHOTO JABJICHHS: IIPOJIEKAPCTBO a3ujicapTaHa
MEIOKCOMHJI, aHTArOHUCT penentopa aHruoreHsuHa Il tuma 1 (AT1), u THasuaONOKOOHEI qHYypPETHK
XJIOPTATHIOH.

Mexanusm oeticmeus

AsuiicapraHa MEIOKCOMHJI SBJISECTCS MPOJEKapCTBOM Uil MEPOPATILHOrO NPHEMA, KOTOPOE GBICTPO
KOHBEPTHPYETCS 3CTEpa3’aMH B IKEJIYJOYHO-KUIIEYHOM TpaKTe W/WUIM BO BpeMs BCACHIBAHHS B
JCHCTBYIOLIEE BEIECTBO, a3HIICAPTaH, KOTOPBIM SBJIAETCS CeJEKTHMBHBIM AHTATOHMCTOM AHTHOTEH3HHA
II, Gmokupys ero cBs3eiBanue ¢ peuentopoM ATI Bo MHOXecTBe TKaHe# (cM. pasmen 5.2).
AnrvorensuH Il sBisercs ocHOBHBIM mpeccopHbiM areHToM PAAC, sddekraMu KOTOPOro SBJISIOTCS
CyXKE€HHE COCYIOB, CTHMYISLUS CHHTE3a W BBIIEJIEHHUS albJOCTEpOHA, CTUMYJSILUS CEpACYHOH
JEATENIbHOCTH U IToYeuHas peabcopOuus HaTpus.
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CeKpelmeii peHHHA, HO BO3HHMKAIOIWE B pe3yJbTaTe IOBBIEHHE AKTMBHOCTH PCHHMHA IUIA3MBI H
YPOBHS UMPKYJIHPYIOIIEr0 AHTHOTeH3WHa Il He mNpeo0JeBalOT AHTHTHIEPTEH3MBHBIA 3(geKT
aswjicapTaHa.
XJIOPTIHAOH BBHI3BIBAET QUype3 C MOBHIIICHHBIM BBIBEJCHHEM HATpUs M Xjopuaa. Todukod ero
IIPUIIOXKEHHUS SIBIIACTCS HadalbHas M3BUTAas YacTh JAMCTAJBHOTO KaHampla HeppoHa. JlnmypeTryeckuii
3¢bdexT XnopranuaoHa 00yCIOBIIEH OJaBICHHEM peabCcopOIIMu HATPHS IIOCPEICTBOM HHIHOMPOBaHHsA
peabcopbuun Na*Cl yepe3 anTaronusm ¢ xotpaucnoprepom Na'Cl™ B 3Toif TOuke, YTO NPHUBOJHUT K
YCHJICHHIO BBIBEJICHUS HATPUS U BOMBIL.
Knunuueckas s¢pgpexmuenocmo
bnuskoe K agOUTUBHOMY CHIDKEHHE apTEpUaIbHOTO  JaBJICHHUS, BBI3BAHHOE OTACIBHBIMH
KOMITOHEHTaMH, HaOIIOJAJIOCh B PaMKaxX TepaleBTHYECKOrO JUala3oHa J03 U COXPaHAIOCh B TEYECHHE
24 gacos.
B pamMkax MHOTOIIGHTPOBOT'O, PAaHAOMH3HPOBAHHOTO, ABOMHOIO CJICTIOr0, KOHTPOJIHPYEMOTr0 aKTHBHBIM
IpenapaToM CpaBHEHHU (GaKTOPHAIBHOTO HCCIIEAOBAHMS C TAPAJUICIBHBIME IPYIIIAMH.
1714 namueHToB ¢ 3CCEHIMANBHOM apTepHaIbHOM MHIIEPTEH3UEH CPEIHEN U TSKEIOH CTENEeHH TKECTH
OBUIM paHIOMH3UPOBaHBl Ha 11 TIpymm CpaBHEHHS OTHOCHTENBLHOTO BIMSHHS Ha apTepHAbHOE
nasinenue Daap6u® Kito M COOTBETCTBYIOMMX KOMIIOHEHTOB B PEXKHMME MOHOTEPANHH 6e3 THTPOBAHHS.
KoMGuuupoBanHoe Jnewenne Onap6u® Ko npuBeno K 3HauMMO GONBIIEMY —CHHXKEHHIO
CHCTOJIMYECKOTO M JAMACTOJIINYECKOr0 apTepUaIbHOIO JABIEHHUS MO CPABHEHHIO C COOTBETCTBYIOLIMMH
BHUJaMH MOHOTEPAllMM  COINIACHO  KJIMHHUYECKOMY H3MEPEHHIO0  apTepHalbHOIO  JaBJIECHHS.
AmOynaTopHO€ MOHHTOPHpOBaHHE apTepuanbHoro naasieHus (AMAJ]) yposus AJl B mepuon
ocraTo4Horo ahdexra (dyepes 22-24 yaca mociie mpruemMa J03b1) MOKa3al0 aHAIOTHYHEBIE Pe3yJIbTaThL.

Tabmuua 1. CpenHee H3MEHEHME  OTHOCHUTEIBHO  HMCXOQHOIO — 3HAYeHHS  KIIMHHYECKOTO
CHCTOJINYECKOT 0/ THACTOINYECKOTO apTEPHAIBHOTO IaBJiCHUS (MM PT. CT.) Yepe3 8 Hexenb

X1opTaanaoH, A3HJICAPTAHA MeIOKCOMMJI, M
Mmr 0 20 40 80
0 He npumennmo -20/-7 -23/-9 -24/-10
12,5 -21/-7 -34/-14 -37/-16 -37/-17
25 -27/-9 -37/-16 -40/-17 -40/-19

B pamMkax MHOTOLICHTPOBOI'O, paHJOMHU3UPOBAHHOTO, JIBOHOTO CIIENOro, KOHTPOJIUPYEMOIO AKTHBHBIM
IIPENapaToM CpPaBHEHMs HCCIEAOBaHHSA ¢ MapajUIENbHBIMH TpYyNIaMH € YYaCTHEM IIalIUEHTOB C
apTepuaibHOM rumepreH3Wed 2 WM 3 CTENeHH, y KOTOPbIX apTepHAbHOE HABIICHHE HE
KOHTPOJIMPOBAJIOCH aAE€KBaTHO TIpH TepalmuH asWicapraHa MenokcoMmioM 40 Mr, IeneBoe
KJIMHUYECKOE CHCTOJIMYECKOE apTepHaibHoe gaBieHue (<140 MM pT. CT. mns oOuiel NOmyisiMM U
<130 MM pT. CT. AJIS MALHEHTOB C JHa0ETOM HJIH XpOHHYECKOM 00JIe3HOI0 MoUYeK) ObUI0 JOCTHTHYTO Y
63% manueHTOB, OJIyYaBIIKX JICYSHHE a3uiicapTaHa MEJOKCOMIIIOM H XJIopTajugoHoM 40 mr/12,5 wmr,
H y 78% MNalMEHTOB, MOJIyYaBIIMX JICYCHHE a3MICaApTaHa MEIOKCOMUIIOM U XJOpTanufoHoM 40 Mr/25
MI, 10 CpaBHEHHUI0O C 35% MANWEeHTOB, IO-NIPEKHEMY MOJYYaBIIHX JIEYCHHEC a3uiICcapTaHa
menokcommiom 40 mr. ITocite HauanbHOro neweHus Daapou® 40 Mr B TedeHHe 4 HEseNb JICYEHHE
Dnap6u® Ko mauueHToB, apTepralbHOE aBIeHHE KOTOPBIX OCTANIOCh PaBHBIM WA Bbie 140 MM pT.
CT., IPHBENO K CHU)XKEHHIO CHCTOIMYECKOIr0/JMACTONIMYECKOTO apTEPHAIBHOrO JaBICHUS Ha 15,8/7,7
MM pT. cT. (40/12,5 mr) u 21,1/10,3 MM pT. cT. (40 MI/25 Mr) IO CPaBHEHHUIO € NAIMEHTAMH, KOTOPBIE
IO TIpEKHEMY IPUHEMAIIH a3uiicapTaHa MefokcoMut 40 mr 6,4/3,4 MM pT. CT.

B pamkax mByX paH/IOMU3HPOBAHHBIX, JBOHHBIX CIEMBIX UCCIIE/IOBaHH-€ THTPOBAHHOM
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MEOKCOMIJI M XJIOPTAIM/IOH IPUBEIH K OOJNBIIEMY CHIDKEHHIO CHCTOJIMYECKOTO U JHACTOIHYECKOro
apTepUabHOTO JaBIECHHSA 10 CPaBHEHHIO C OJIMEcapTaHa MeEIOKCOMHIIOM/THAPOXJIOPOTHA3HIOM Y
NAI[MEHTOB C apTepUAIbHOMN THIIEpTEH3UEN CPEIHEHN B TSKEIOH CTENEHH.

DddeKT CHIKEHNS apTePHANBHOrO JaBieHus nocie npuema dnapou® Kio coxpansics B Tedenue 24
4acoB, IPH 3TOM HAHOONBIIMI aHTHIHIEPTeH3UBHEIH ekt Dnap6ou® Ko nabmonaics B TeueHue 1-
2 uenenu npumenenus Dnap6u® Kio u noanepxusaics 10 12 MecsleB HCCeI0BAHUS.

Ipuem Dpap6u® Ko nprBoau K HAJEKHOMY CHIDKEHHIO BCeX TApPaMETPOB apTepHalIbHOTO JaBICHHUS
B Pa3sHOOOPa3HBIX MOATPYNIIAX, OTAMYAIOUNIUXCSA O BO3PACTY, IOy U PacoBOH NpPHHAIEKHOCTH. B
YAaCTHOCTH, Y TAlEHTOB HETPOMAHON pachl neuenme Jnapou® Ko NpUBOAMIO K CHIKEHHMIO
apTEPHATILHOTO JIaBJICHHUsS, KOTOpOE B LEJIOM OBUIO CXOAHBIM ¢ oOmmied momyisuued, HeCMOTps Ha
H3BECTHYIO MEHEE BBIPAXXECHHYIO peakiuio Ha 6iokany PAAC y aToil nomynsiuu.

BiusiHue Ha cepAeYHYIO PEenoIApPU3AIMIO

beuto BBIMONIHEHO THIaTeNbHOE wHccnenoBanue wuutepBana QT/QTc, 4ToOB H3YyuYMTH MOTEHIUAI
asmicapTaHa MEJIOKCOMMUJIA OTHOCHTENbHO yBenuueHus uHrepBasna QT/QTc y 3m0poBEIX CyOBEKTOB.
IIpu ucnone3oBanun 320 Mr asuicapraHa MeaokcoMuna ysenauenne uarepsana QT/QTc otMeueHo He
ObLI10.

HononnutenbHas uHGoOpManus

B pamkax nByx 60JBHIMX paHIOMH3MPOBAHHBIX, KOHTpONHpYeMbIX ucciegoBannit ONTARGET u VA
NEPHRON-D uccnenoBanu npumeHenne kombunamnuu anruoutopa AII® ¢ BPA.

ONTARGET - 310 HCcneioBaHue, B KOTOPOM y4aCTBOBANIM MAMEHTHI ¢ CEPAEYHO-COCYAUCTHIM MM
1epebpoBacKyJIApHBIM 3a00JIeBaHHEM B aHAMHE3€ WM CAaXapHBIM JXA0ETOM 2 THIA B COYETAHHM C
NpU3HaKaMu MopaxeHus opraHoB-mMuiieHer. VA NEPHRON-D - s3to uccnemoBanue ¢ ydyactHeM
MAHEHTOB € CaxapHbIM JuabeToM 2 THHa U AHabeTH4YeCcKoi HepomaTHEi.

OTH HCCle/IOBaHHS HE MOKA3ald 3HAUMTEIBHOTO OJIArONPHATHOTO ACHCTBHS HA PE3yJbTaThl JICUEHHS
CO CTOPOHBI IOYEK H/MIIH CEPAEYHO-COCYAHUCTON CHCTEMBI M CMEPTHOCTh, IPH 3TOM HabJonacs
NOBBILICHHBIH DPHUCK THIIEPKAIMEMHH, OCTPOr0 IOYEHHOrO MOBPEXKACHUSA W/WIM THIIOTCH3HH 110
CPaBHCHHIO ¢ MOHOTEpaNHed. Y4MTHIBas aHAJNOrMYHbBIE (hapMaKoJWHAMHYECKHE CBOKMCTBA, 3TH
PE3YJIbTATHI ABJIAIOTCS TAKXKE PENCBAHTHBIMU A Apyrux uHrubutopos AII® u BPA.

Ilostomy He cnenmyer HasHauaTh WHTHOUTOpPEI AII® BMecTe ¢ BPA manmentam ¢ amabeTHyeckoit
Hedponarueii.

ALTITUDE - 370 uccriefoBanue, IpeHa3HAYECHHOE A OUEHKH OJIb3bl J00ABICHHS aTHCKHPEHA K
craHzapTHoi Tepanuu HHrHO6HTOpoM AIID mnu BPA y naumeHToB ¢ caxapHbM quabeToM 2 THIA H
XPOHHYECKOH OOJIE3HBIO TOYEK, CEPACYHO-COCYIUCTHIM 3a00JIEBAHMEM WM HMX COYETAHHEM. OJTO
HCCIIeIoBaHe OBLIO NPEKPAIEHO JOCPOYHO HM3-3a MOBBIMICHHOTO PHCKA HEOJarONPHATHEIX HCXO/OB.
CMepTh MO NpHYMHE CEPASYHO-COCYAMCTON MATONOTMH M HMHCYILT HaONIOJANNCH Yalle B TPYIIIE
IUCKHPEHa, YeM B rpymnne mianedo, u 6oiee 4acTo cooOIAIOCh O HEXENAaTeNbHBIX SBICHHAX H
CCPBE3HBIX HEXEJATENbHBIX SBJICHUAX (THICpKAIMEMHs, T'MIIOTCH3HS M ToYeyHas AUChYHKUHSA) B
IpyNne alMCKUPEHa, YeM B Irpynine miane6o.

5.2 ®apMakokHHeTHK2

OnHOBpeMeHHOe IpAMeHeHH e asuiicapTana 80 MT H XJIOPTATHAOHA 25 M OIHH pa3 B CyTKH B TEUEHHE
7 nmHe# He BIMAET Ha GapMaKOKHHETHKY OOOMX BELIECTB Y 3J0OPOBBIX CYOBEKTOB.

ITocnie mepopanpHOro nmpreMa TableTKH ¢ pUKCHPOBAHHOM JO3UPOBKOM MaKCHMasIbHAs KOHICHTpPAIHs
xjnopranuaoHa B miazMe (Cmax) Ha 45% Bbille MO CPaBHEHUIO C INPUMEHEHHEM XJIOPTAJIHIOHA U
aswicapTana B BUJE OTIENbHBIX TabseToK. CTeneHb BcachlBaHHS, KOTOpasl ONpeesseTcs Kak IIomaib
nox kpuBoi (AUC), asuicaprana U XJIOPTAIMAOHA MOCIE TIPHEMA. Qﬁgggpggfgg‘lg’Qg%qgw_‘cmneﬂn
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BCACHIBAaHHS a3MJICAPTAaHA M XJIOPTAIHIOHA, KOT/Ia HX IIPUHUMAIOT B BHIE OT/ETBHBIX Ta0NETOK.
Dap6u® K10 MOXHO IPHHUMATE BO BPEMS HIIH BHE [IPHEMA IHIIIH.

B nanHOM paszene npuBeaeHH (papMakOKHHETHIECKHAE CBOHCTBA KaXA0T0 U3 ACHCTBYIOIIMX BEILECTB,
BXOAAIMX B cocTaB Daap6u® Kio (asuicaprana MeIOKCOMHJ M XJIOPTAIHAOH), B COOTBETCTBHH C HX
HHCTPYKIMSMH 110 MEAUIIHHCKOMY IIPHMEHEHHIO.

BcacriBanue

Asuncapmana mMeooKkcomun

ITocne mepopanbHOro ImpueMa asmjicapraHa MEIOKCOMHI MOABepraercs OBICTpPOMY THAPOJHU3Y MO
asuiiIcapTaHa, aKTHMBHOTO MeETaboJIMTa, B IKEIYHOYHO-KHIIEYHOM TpaKTe€ BO BPEMS BCACHIBAHHS.
AsuicapraHa MENOKCOMMI He oOOHapyXuBaeTcs B IUIa3Me [IOCJI€ IIEPOpaJbHOTO IpHeMa.
WUccnenosanus in vitro MOKa3bIBAIOT, YTO B MPOIECCaX THAPOJIH3a B KMUIEYHHKE W MEYCHH y4acTBYET
depmenT kapGokcumerwieHOyTeHONMMAa3a. Takke B TIMAPOIW3E Aa3UICApTaAHA MEIOKCOMHIA [0
asuJIcapTaHa y4acTBYIOT IJIa3MaTUYECKUE 3CTEPashl.

PacyeTnas abcomoTHas OHOZOCTYIHOCTH a3WiicapTaHa MOCJIE MPUEMa a3WiicapTaHa MeJOKCOMHIIA
cocrapiseT npubmusutTenbHo 60%. Ilocne mepopanbHOro IpHeMa a3uiIcapTaHa MeEIOKCOMHIA
MaKcUMaJIbHasi KOHUEHTpalus a3uicapraHa gocturaercs B TedeHue 1,5-3 4acoB (Tmax). [Ipuem mumum
He BMseT Ha 6HOJOCTYITHOCTH asuicaprana (cM. paszaen 4.2).

Xnopmanuoown

Pacuernas 6M010CTyITHOCTD XJIOPTATHIOHA Yepe3 8-12 YacoB mocHe IpHEMA COCTABISET 0KoIo 64%. B
YCIIOBUSIX NMPHEMa MHOTOKPATHBIX €XKEAHEBHBIX 103 50 Mr cpelHss paBHOBECHAs KOHIEHTpaius 7,2
MKI/MJ (21,2 MKMOJIB/JI), ONpeNeNsBIIascs [0 OKOHYaHHM 24-4acOBOTO HMHTEPBANIA MEXIY J03aMH,
JOCTHrajace yepes 1-2 Hegenm.

Pacnpenenenue

Asuncapmana meooxkcomun

O6GbeM pacnipesieNieHHs a3HiIcapTaHa COCTAaBIsAET OKOJIO 16 TUTPOB. A3HIICAPTaH HPOYHO CBA3BIBAETCS C
Genkamu muasMel (>99%), PeUMyINECTBEHHO ¢ CHIBOPOTOYHBEIM albGyMuUHOM. CTENEHb CBA3BIBAHHS
asuyicapraHa ¢ OelKaMHM COXPAHSETCsl IOCTOSIHHOM IpU IUIA3MEHHBIX KOHIIEHTpAILMsAX a3MjICapTaHa
3HAYUTEJILHO BBIIIE T€X, KOTOPBIE JOCTUTAIOTCS MOCIIE HCIOB30BAHUS PEKOMEHIOBAHHEBIX J03.
Xnopmanuoon

B 1enbHO#M KpOBH XJIOPTAIHIOH CBS3BIBAECTCS NPEMMYIIECTBEHHO ¢ KapOOAHTHAPa30it SpUTPOLUTOB. B
IIasMe in Vvitro MpUMEPHO 76% XJIOPTAIUAOHA CBA3aHO C OEJKaMH ILIa3Mbl, MPEHMYIIECTBEHHO C
anTbOyMHHOM.

XNOPTAIMIOH IPOHMKAET Hepe3 IUIAlleHTapHbIN Gaphep M MOMAJaeT B IPYJHOE MOJIOKO. Y MaTepeii,
KOTOpHIe MojTy4Yand S0 MI XJIOPTaIUAOHA B CYTKH [0 H MOCIIE POJOB, YPOBHH XJIOPTAIHAOHA B LEILHOM
KpOBH IINOAa COCTaBIsM 15% oT ypoBHe# xjopranugoHa B KpoBH Matepeid. KouueHtparmu
XJIOpTAIHAOHA B aMHHOTHYECKOH JXHIKOCTH M B I'PYJHOM MOJIOKE COCTABISIOT HpuUMEpHO 4% OT
COOTBETCTBYIOLIETO YPOBHS B KPOBH MaTEPH.

Metabonusm

Asuncapmana meookcomun

AsuiicapTan MeTaboNu3HpyeTcs O JBYX OCHOBHBIX MeTaGoIUTOB. I NIaBHBI MeTabONHT B IUIa3Me
obpasyercs myTeM O-Ie3aIKHIMPOBaHMs M HasbiBaeTcs MeTaboiauToM M-II, BTOpOCTENEHHbIH
merabomut M-I obpasyercs myrem nekapOokcuimpoBaHusi. CHCTEMHAs OSKCIIO3MIMS TJIABHOTO M
BTOPOCTENEHHOIO META0OJIMTOB y YelioBeKa MpUMepHO cocTaBiieT 50% u meHee 1%, COOTBETCTBEHHO,
0 CpaBHEHHIO ¢ aswicapraHoM. M-I u M-Il He yyacTByroT B (hapMakonOrH4ecKoi aKTHBHOCTH
Dnap6u® Kio. OCHOBHBIM (hepMEHTOM, OTBEYAIOIINM 3a METaGoIM3M asuicapTana, sisercs CYP2CY.
Xnopmanuoon
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BTOpocTeneHHBIM IIyTeM BBIBEIECHHS XJIOPTATMIOHA SBISETCS METabONU3M U MEYEHOYHOE BBIBEICHHE
B Xemub. B Teuenue 120 gacoB 0ko0 70% OT 03bI 3KCKPETUPYETCS B MOYY H KaJl, IPEUMYINECTBEHHO
B HEM3MEHEHHOH opme.

BriBesenue

Asuncapmana medoxcomui

Ilocne mpueMa IepopalbHOM n03bI *C-MedeHOro asmicapTaHa MEIOKCOMHIA NPHMEPHO 55%
PalMOAaKTUBHOTO BEIIECTBA OBUIO OOHAPYKEHO B Kajie U mpuMepHO 42% B Mode, IIpH 3ToM 15% 110351,
BBIJICJIIEMOM € MO4Y0#i, OBUIO BBIBEJICHO B BHJE asuicapraHa. [lepuon 1moiyBbIBEIECHHs a3HIICapTaHa
cocTaBisier mpuMepHo 11 4acoB, a MOYEYHBIH KIMPEHC COCTABIAET HMPHOMM3UTENHHO 2,3 MII/MUH.
CrauuoHapHbIe YPOBHH a3WicapTaHa JOCTHIAIOTCS B TEYEHUE 5 THEH, IIPH 3TOM HAKOIUIEHHS B IUIA3ME
IIPH IIOBTOPHOM Pa30BOM €XEHEBHOM BBEJICHUH HE IMPOUCXOIUT.

Xnopmanuoon

XJ0pTaNUuIOH BBIBOAUTCS U3 IENBHOM KPOBH M IUIA3MBI ¢ IIEPHOJOM IOJTYBEIBEACHHUS, COCTABIISAIOMNM
B cpeaHeM 50 yacoB. B ycnoBusX UIMTENBHOrO mpreMa HEpPHOJ IONYBHIBEACHHS HE H3MEHSCTCS.
OcHOBHasl 4acTh OT BCOCABLIEHCS 03Bl XJIOPTAIHIOHA BHIBOAHUTCS MOYKAMH CO CPEIHHM KIHPEHCOM
60 my1/MuH.

JInHEeHHOCTh/HEMMHEHHOCTD

Asuncapmana medokcomu

B nmanazome no3 asuicaprana Memokcommiaa ot 20 mo 320 Mr mocie mpueMa pasOBBIX HIIM
MHOTOKPATHBIX 103 YCTAaHOBJICHA 3aBUCUMOCTD IKCIIO3UITHH a3HIIcapTaHa OT MPHHATOM JIO3BI.
Xnopmanuoon
JUs 103 25 Mr u 50 mr 3HaYeHUS Cmax B CpeIHEM PaBHBI COOTBETCTBEHHO 1,5 MKr/mi (4,4 MKMOJIB/JT) U
3,2 mxr/mi (9,4 mxmontw/n). J{nst 103 1o 100 Mr HaGmomaeTcs nponopimonanbHoe ysennyeHne AUC.
Ocobble rpynnsl

eTH

DapMaKOKHHETHKY a3HiIcapTaHa MEJOKCOMHUIIA HCCIENOBATH Y JieTell ¢ apTepHalbHOM THnepTeH3uei B
Bo3pacTte oT 4 10 16 ser. OHako Ge3onmacHOCTH U AP PEKTUBHOCTE y AeTeH He YCTaHOBIICHA.
dapMaKOKHHETHKA XJIOPTATHIOHA Y 1eTeil Miame 18 et He u3ydaach.

[Moxuuple mroau

dapMakOKHHETHKA a3uicapTaHa y Moioasix (18-45 net) u moxunbx (65-85 ner) mauueHToB 3HAUMMO
HE OTJIHYaeTcs.

BriBefieHHE XJIOpTAMMIOHA y IMOXWIBIX IAalUEHTOB Oojiee MEMJIEHHOE, YeM Y 3/I0POBBIX MOJOIBIX
JIIOJIeH, XOTs BCACBIBAaHWE OJMHAKOBoe. IloaTomy mpumensts Jaap6u® Ko y odYeHb MOMKHIBIX
IIALMEHTOB (>75 JIeT) celyeT ¢ OCTOPOKHOCTRIO (cM. paszen 4.2).

IToyeynas HEIOCTATOYHOCTD

Y NauMeHTOB C IOYEYHOHM HEJOCTATOYHOCTBIO JIEKOM, CpelHEH M TSDKENOod CcTemeHH obmas
skcnosunus asuwicaprana (AUC) Owuia yBenmuena Ha +30%, +25% u +95% cootBercTBeHHO. Y
IAIEHTOB ¢ TEPMUHAIBHON XPOHUYECKON MOYEYHOH HEIOCTATOYHOCTBIO, KOTOPBIC HAXOJWIUCh Ha
Juanuse, yBeludeHus He HaOmonaamoch (+5%). OTCYTCTBYIOT KIMHMYECKHE JAHHbBIE O IAIMEHTaX C
TSKENOU CTeneHH movedHoit HemoctaTouHoctd (CK® <30 mu/mun/1,73 M?) W TepMHHAIBHOM
XPOHHYECKOH IOYEYHON HEIOCTaTOYHOCThI0 (cM. pasgen 4.2). AsuicapTaH He BBIBOAMTCA U3
CHCTEMHOT'0 KPOBOTOKA MPH MPOBEICHHH FreMOAHATHI3A

OcCHOBHas YacTh OT BCOCABIIEHCS J03bI XJIOPTAIMIOHA BHIBOAWUTCS NMOYKAMH; OJHAKO JUCHYHKIMSA
No4YeK He BIHACT Ha (apMaKOKHHETHKY XJIOpTaIHIOHA. (DaKTOpOM, OrpaHHYMBAIOIIAM CKOPOCTh
BBIBEJICHMSl XJIOPTIMAOHA M3 KPOBH WM IUIa3MBEI, CKOpPEE BCETO, SBIAETCH appUHHOCTD
JIeKapCTBEHHOrO CPeJICTBa K KapGoaHruapase sputponutos. {B-pesyiik T8 He. Tpebyer
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10361 Dnap6u® Ko y manmenToB ¢ HapymerueM (YHKIMH Touek nerkolt u cpeaneit crenenu (CK®
>30-<90 m/mun/1,73 M?).

IleuenoYHast HEAOCTATOYHOCTD

Hcnonp3oBanue azuiicaprana MeJoOKcoMuia Gojiee 5 [Hel y MalMeHToB ¢ Jerkoi (kmacc A mo Imkane
Haitina-IIst0) umu cpeaneii (xiace B o mkane Yaitna-I1s10) TsOKECTH NEYEHOYHOM HEIOCTATOYHOCTBIO
IPHBOJMJIO K HEOOJIBIIOMY yBeNIHYeHHIO 3Kcmosuiuu asmicaprana (AUC ysenmuuBanoch B 1,3-1,6
paza). DapMakOKHHETHKa a3WJICApTaHAa Y IalHEHTOB C TDKEIOM CTENEHBIO IEYECHOUHOM
HEJOCTaTOYHOCTH HE H3y4Yajach. DapMakOKMHETHKA XJIOPTAIHAOHA y MAIUEHTOB C IE€YEHOYHOH
HEJIOCTATOYHOCThIO He H3y4anach. llpuem Daap6u® Ko mpoTHBONOKa3aH HalHEHTAM C TAKEIbIMH
HapyleHusMH QyHKIHHK NTedeHu (cM. paszaen 4.2).

ITon

DapMaKOKMHETHKA a3WICApPTaHA y MYXYMH M OKCHIIMH 3HAYMTENIBHO He oTiIndaeTcd. COracHO
NONYJSLIMOHHOMY (apMaKOKHHETHYECKOMY aHalW3y MAMEHTOB C apTEpHAllbHOM THIepTeH3Hei,
npuaEMaBIEx Jxap6u® Kio, skenosumnus (Cmax 1 AUC) y naupeHTOB MY>KCKOr0 mojia ObLIa HHXE,
YE€M Yy MAalUCHTOB JXEHCKoro mona (<30%). Otu pa3nuuds B (PapMaKOKUHETHKE HE SBISAIOTCS
KIMHUYECKH 3HAYUMBIMH.

HCOGXO,HI/IMOCTB B KOPPEKIHMH O3B! B 3aBUCHMOCTH OT HOJIA ITAIlHCHTa OTCYTCTBYET.
PacoBas IIPUHAUIC)KHOCTH

®apMaKkOKHHETHKA a3MIICAPTaHA y NALUEHTOB €BPOIEOMIHON M HErPOMIHOM pachl 3HAYHTEIBHO HE
ormpyaercs. CorjgacHoO  HOMYIANHOHHOMY — (apMaKOKHHETHYECKOMY AaHANM3y IANHEHTOB C
apTepHaNbHON TMIEPTeH3Hel, npuHuMaBMx Daap6ou® Ko, pacoBas IPHHAUICKHOCTD He BIMSUIA HA
(bapMaKOKHHETHKY a3wiicapTaHa ¥ XJIOPTAIHAOHA.

Heo0xomuMOCTh B KOpPEKHMH [M03bl B 3aBHCHMOCTH OT pPAacoOBON INPHHANNEXHOCTH IAIHCHTA
OTCYTCTBYET.

6. O®APMAINEBTUYECKHUE CBOMCTBA
6.1 IlepeueHs BCIOMOraTeJLHBIX BEIIECTB
MannuTon

dymaposas KuciI0Ta

Hatpus rugpoxcun

IN'mnponosa

KpocnoBunox

Llenmrono3a MEKPOKPHCTAIIIMYECKAS

Maruus creapar

Turana muoxcun

Kpacurens jxene3a OKCHI KpacHBIH
I'unpomennosa 2910

Tampk

Maxkporos 8000

Yepuuna cepoie F1 ounmeHnsIe 471 MapKHPOBKH

6.2 HecoBmecTumocTs
He npumenumo.

6.3  Cpok rogsHoctu
3 roga.
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6.4  YciaoBusi XxpaHeHUsA
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XpaHuTh B OPUIHHAIBHON YIAKOBKE Uil 3aI(uThl OT Biard. OcoOble TeMIEPATypHBIE YCIOBHS

XpaHeHHs He TpeOyloTcs. XpaHUTh B HEJJOCTYIIHOM JUIs JIETEH MeCTe.

He ncnons3oBare no ucreueHun CpOKa IrOAHOCTH.

6.5 YnakoBka

Tabnerku, HOKPHITHIE MIEHOYHON 000IOYKO.

o 14 Tabnerox B An/An Gmucrep, 2 OnucTepa BMECTe ¢ HHCTPYKIIMER 1O IPHMEHEHHIO IOMEIIAOT B

KapTOHHYIO [IaUKy.

6.6  Ocolble yka3aHMs IO NPUMEHEHHIO H MePbI NPEJ0CTOPOKHOCTH NPH yTHAN3A AN

Oco0BIX yKa3aHuil HET.

Jioboe uewncnois30BaHHOE KOJIMYCCTBO JICKapCTBCHHOTO CpPCACTBAa HIIM €ro OTXO0JI0B CIIEAYET

YHHUYTOXaTh B COOTBETCTBHU ¢ MECTHBIMU Tp€60BaHI/I$IMI/I.

6.7  YcaoBHSA OTIYCKA M3 aNTEK

ITo peuenty Bpaua.

7. ITPOM3BOAUTEJID
Takena AimsHn JIumuren

bpoit buznec ITapk

Kunpagnepu, ['p. Yuxioy

Wpnangus

IIpemensuu nompebumeneii na meppumopuu Pecnyénuxu Benapycs nanpasenams no adpecy:
Hpencrasurenscteo OO0 «Takeda Osteuropa Holding GmbH» (Asctpuiickas PecryGiuka) B

Pecrry6nuke Benapyce

np-T [foGenureneit, 84, oduc 27, 220020, Munck, Pecry6nuxa Benapycs

Ten. +375 17 240 41 20, daxc +375 17 240 41 30

Hnudpopmayuio o nexcenamenvrvix peakyusx nanpasnams no adpecy:
Pecnybukanckoe ynurapHoe npeanpustae «LIeHTp 3KCIepTH3 U HCIBITAHM B 3PABOOXPAHCHHN»

ToBapumecknit nep., 2a, 220037, Munck, Pecny6uxa Benapycs

e-mail: recpl@rceth.by
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