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Perncrpannonnblii Homep:
Toprosoe nanmenosanue: Tapka®

MexayHapoaHoe HeNMATEeHTOBAHHOE HAMMEHOBAHHE WJIH IPYNIIHPOBOYHOE HAUMEHOBAHHE
Bepanamu + Tpangonanpun

JlekapcrBennas popma
Tabnetku ¢ MoaNUIMPOBAHHBIM BHICBOOOKIEHHEM MOKPBITHIE IIEHOYHOH 000JI0YKOM

CocraB

AxmusHble 6eugecmea. Bepanamuia ruApoxaopua — 240 mr, Tpangoaanpui — 4 mr;
Bcnomozamenvhvie sewecmsa:

Chou mpanoonranpuna: Kpaxmaial KyKypy3Hbid — 74,30 mr, makto3el MoHorujpar — 110,37 mr,
noBu1oH-K25 — 5,33 mr, runpomesuiosa 6 mlla-c (tum 2910) — 4,00 mr, HaTpust creapuiadymapar —
2,00 mr.

Cnott  6epanamuna 2uopoxiopuda: UEIUIKOI03a MHKpoKpHcTaundeckas — 78,80 mr, HaTpus
anrusat — 320,00 mr, moBuoH-K30 — 48,00 mr, maraus creapart — 3,20 mr, Boga — 30,00 mr.
IInenounoe noxkpoeimue (Onaopaii ceemino-kopuunessiit): tunpomerniosa 6 mllac (tum 2910) —
58,044 %, runpomeruiosa 15 mlla-c (Tunm 2910) — 5,760 %, runpososa 7 mllac — 5,760 %, makporon
400 — 9,000 %, maxporos 6000 — 1,610 %, tamek — 4,100 %, KpeMHHS JAMOKCUI KOJUTOMIHBIA —
0,150 %, noky3ar natpus — 0,150 %, turana quokcuzn (E171) — 10,285 %, kpacurens xeine3a OKCH]L
kpacubiit (E172) — 4,799 %, xpacutens xene3a okcup xentsiid (E172) — 0,326 %, kpacuTtelns xeneza
okcut yepHbii (E172) — 0,016 %.

Onucanue

OBaJibHBIE TaOJIETKH, MOKPHITHIE MJICHOYHOH 000I09KOM, KPACHO-KOPHYHEBOTO I[BETA C I'PAaBHPOBKOM
«A244» Ha o1HO¥ CTOpOHE.

Buag Ha nomepeyHoM paspese: OT 0esloro ¢ JKENTOBAaTbIM WM CEpOBAThIM OTTEHKOM JI0
KOPUYHEBATOIO I[BETA PO BeparaMuiia, Oesblit clioi TpaHaoIanpuia.

®apmakoTepaneBTHYeCKasi Tpynna
['unoreH3uBHOE CpeACTBO KOMOMHHpPOBaHHOE (OJI0KATOp «MEIICHHBIX» KaJIbLIMEBBIX KaHAIOB

(BMKK) + unruburop anruorensunnpeppaiatomero pepmenta (AI1D)).

Koa ATX: CO9BB10



®apmako0rH4ecKne cBoiicTBa

Tapka® — KOMOMHEPOBAHHKI IIPENapaT, B COCTAB KOTOPOTO BXOAAT BEparaMuI IIPOJOHTHPOBAHHOTO
JNEHCTBUS U TPaHI0JIalPUJL.

Tpanponanpun npenacraBasier coboit ATUIOBBI 3dup (MporeKapcTBO) HeCYIbPrugpHUILHOIO
uarubutopa AII® tpangonanpuiara.

Bepamamun — BMKK.

dapmakoHHAMHKA
Bepanamun
Bepanamun —  Onokatop — «MeuieHHBIX»  KanbuueBbiX  kaHainoB  (BMKK), mpousBoaHoe

bennnankuiaMuna. brokupyer TpaHcMeMOpaHHOE MOCTYIUIEHHE HOHOB KalbLUs (M BO3MOXKHO
HOHOB HATpHs) Yepe3 «MEUICHHbIE» KaHalbl B KIETKH MPOBOISINEH CHCTEMbl MHOKapia H
rJ1a/IKOMBIIIEYHBIE KJIETKH MUOKAp/a U COCY/IOB.

CHmkaeT noTpeGHOCTh MUOKAp/a B KHCJIOPO/IE, YTO CBA3AHO KAK C MPSMbBIM JICHCTBHEM Ha MHOKap/I
Ha YpOBHE KJIETOYHBIX METabOJIMYECKHX IPOLECCOB, TaK M C OINOCPEJIOBAHHBIM JCHCTBHEM Ha
CEpICUHYIO MBIIIILY 3@ CUET CHUIKEHHSI IOCTHArpy3KH. BhI3bIBaeT paciiupeHue KOpOHapHbBIX COCYI0B
M YBEIIMYMBAET KOPOHAPHBIA KpOBOTOK. CHMIKAeT TOHYC IJIaJKOH MYCKYyJaTyphl Nepu(pepuyecKkux
aprepuii u obmee nepudepuyeckoe cocymucroe comnporunieHne (OIICC) Ge3 KoMIeHCATOPHOTO
YBEJIMYEHHSI 4aCTOThI cepaeunbIX cokpamenuit (UCC).

Bepanamui CyImIecTBEHHO 3ame/UIsieT aTPHOBEHTPUKYISpHYIO (AV) NpOBOAMMOCTH, YTHETAeT
aBTOMaTH3M CHHYycOBOro yiia. He Bamser unm HeznauurtenbHo ypexaer YCC mpu HOpMaTbHOM
CHHYCOBOM PUTME, OJJHAKO Y IAIlMEHTOB C CHHIPOMOM CJIa00CTH CHHYCOBOIO y3J1a MOKET MPUBECTH
K cHHOaTpuaibHOH (SA) 6110Ka1e U OCTAaHOBKE CHHYCOBOTO y3J1a.

Bepanamui cHUXKaeT COKpaTUMOCTh MHOKap/a. Y OOJIBIIMHCTBA MAIlMEHTOB, BKJIIOYAs MMAIHEHTOB C
OpPraHMYeCKMMH TIOPOKEHHSAMH CepAlla, OTPUIATebHOE HWHOTPOIHOE [eHCTBHE BeparmaMuia
HUBEJIMPYETCS CHHJKEHUEM IOCTHArpy3ku. CepleuHblii MHJEKC OOBIMHO HE YMEHbBIIAeTCs, HO Y
MAllMEHTOB ¢ YMEPEHHOH M TsKEIOHW CeplevYHOH HeJI0CTaTOYHOCTHIO (IaB/ICHHE 3aKJIMHUBAHHS B
JeroyHoi aprepun O6osee 20 MM pT. €T., ¢pakius BbIOpoca JIEBOTO JKelyaodka MeHee 35 %) mpu
IPUMEHEHHMH BepanaMuia MOKET HaOIIOJaThCs OCTpas JACKOMIIEHCAIMS XPOHHYECKOW CepIeyHOn
HE/I0CTaTOYHOCTH.

Bepanamui He oka3bIBaeT BIMSHUS HA HOPMAIBHBIN MMOTEHIUA JCHCTBHS MPEICEPIHid HIIH BpeMs
BHYTPHIKEJTYI0UKOI O [IPOBEIEHHUS, HO CHUKAET aMILUTUTYAY, CKOPOCTb JEHOJISIPU3AIIUHU U ITPOBEICHHUS
B H3MEHEHHBIX BOJIOKHAX Ipejacepauil. Bepamamun ykopauuBaeT 3¢ ¢eKTHBHBIN pedpakTepHbIii
nepuoa (OPII) u oberyaer anterpaaHoe NpoOBECHUE 110 JTOTMOJTHHTEIBHBIM IIPOBO/ISAIINUM Iy TSAM.
AHTHUTHIIEpTEH3UBHAs aKTUBHOCTh BeparnaMuiia o0yCJIOBJICHA CHH)KEHHEM OOINEro COMpPOTHUBIIEHHUS
nepudepryeckux cocyaoB 0Oe3 kommnencaropuoro yseimdenus YCC. Bepanmamun 00BIYHO He
IPUBOJIUT K PA3BUTHIO OPTOCTATHUECKON TMIIOTEH3HH.

Bepanamun He u3MeHsieT oOmiee cojep)KaHHE KadbIlMs B CBIBOPOTKE KpPOBH; HE BIIHMSET Ha
KOHLIEHTPALUIO B KPOBU JIPYTHUX IEKTPOJIMUTOB, TTFOKO3bI, KPEATHHHHA; Y HOPMOJIHITHIEMHYECKHX
MAlMEHTOB HE BIUACT HAa (PAKIMH JTUIIONPOTEUHOB I1JIa3Mbl KPOBH.

Tpanoonanpun

Tpanponanpun nmojaaBisieT aKTHBHOCTh PEHHH-aHTHOTEH3HH-aIb0cTepoHOBOM cuctembl (PAAC)
IU1a3Mbl KpOBH. PeHUH - 3T0 (hepMeHT, KOTOPBIH CHUHTE3UPYETCs MOYKAMH U MOCTYIAeT B KPOBOTOK,
IJIe BBI3BIBACT IPEBPAIICHHE AHTMOTEH3MHOI€HA B AQHTHOTEH3WH | (MaJOaKTHBHBIA JEKAreNTH).
[Tocnenuuii mpeBpamaercst noxa aedictBueM AllD (mentuamnaunentuaasbl) B anruotensus Il -
MOIIHBIA Ba30KOHCTPUKTOP, BBI3BIBAIOIIUM CYKEHHE apTepUil W MOBBIIIEHUE APTEPHUATIBHOIO
nasiienus (AJl), a Takke CTUMYJIHPYIOIIUN CEKPEIUIO AJIbIOCTEPOHA HAANOYCYHUKAMH.
WNurubuposanne AII® npuBOoAMT K CHHIKEHUIO KOHIEHTpauuu aHruoteHsuHa Il B miasme xposw,
KOTOPOE COIMPOBOKIAETCS YMEHBIIEHHEM Ba30IPECCOPHONW aKTUBHOCTH U CEKPELHUH allbJOCTEPOHA.
XoTs BeIpaOOTKA aIbJIOCTEPOHA YMEHBINACTCS HE3HAYUTEIIBHO, TEM HE MEHEe, MOXKET HaOJr01aThCs



HeOOJIBIIOE MOBBIIICHHE COACPKAHUS KIS B CHIBOPOTKE KPOBH B COYETAaHHH C IOTEPEH HATpHs U
BOJIBI.

CHuXKEHHE KOHIIGHTpallMd aHruoteHsuHa Il mo wmexaHusmy oOpaTHOH CBSI3M IPUBOJMT K
MOBBIIIEHAIO aKTHBHOCTH PEHHHA B IU1a3Me kpoBH. [lpyroi ¢pyuxuueit AIID sBisercs paspymienue
KAUHUHOB  (OpaauKuHUHA), O0OIaJalOMMX MOIUIHBIM  COCYAOPACIIMPSIONIMM  JICHCTBHEM, [0
HEaKTUBHBIX MeTaboiuToB. B cBsi3u ¢ stum mnogasiaeHue AlID NpuBOAUT K IOBBIIIECHUIO
[UPKYJIHPYIOIIMX U TKAHEBBIX KOHIEHTPALUH KaUIMKPEHH-KHHUHOBOH CHCTEMBI, YTO CIIOCOOCTBYET
PaCIIMPEHHIO COCY/IOB 3a CYET aKTUBAIIMU CUCTEMBI [IPOCTArJIAHIANHOB. DTOT MEXaHU3M, BO3MOXKHO,
YaCTHYHO OIpeJeNsseT aHTHIHIIEPTeH3UBHOE JelicTBHEe MHruOuTOpoB AIID n sgBiasercs NMpUYMHOH
Pa3BHUTHS HEKOTOPBIX MOOOYHBIX 3P (eKToB.

VY [anueHToB ¢ apTepUaibHOM runepreH3ueid npumeHeHue uHHruOutopoB AlID mnpuBoaut K
COIMOCTaBUMOMY CHIDKEHHUIO AJl B MOJIOKEHUHU «I€Ka» U «CTOs» 0€3 KOMIIEHCATOPHOTO YBEIHYCHHUS
gacToThl cepaeuHbiX cokpamienuit (HCC). Obmee nepudepryueckoe COCyIUCTOE CONPOTUBIICHHE
(OIICC) cHmxaetcs, cep/IeYHbIi BHIOPOC HE MEHSIETCS WM YBETHYMBACTCS, MOYEUHBIH KPOBOTOK
YBEJIMYUBAETCS, a CKOPOCTh KJIyOOUKOBOH (puiibTpanuu oObI4HO HEe MeHseTcsi. Pe3koe nmpekpainenue
TEparuyd HE COMPOBOXKAAIOCH OBbICTphIM MOBbIIeHHEM AJ[. AHTUTHIIEPTEH3MBHOE JCHCTBHE
TpaHI0JIalIpHIa MPOSBISETCS 4epe3 | U mocie mpuema BHYTPbh M COXpAHSIETCSl B TEUEHHUE, I10
KpaitHeit Mepe, 24 4. B HEKOTOPBIX ClIyyasX ONTUMAILHOTO KOHTposst AJl yaaercs 10OUThCS TOJIBKO
Yyepe3 HECKOJIbKO HeJeNb Mocje Hadata JiedeHus. [Ipu JnTenbHON Tepanuu aHTHTHIIEPTEH3MBHOE
JelcTBHEe coXpaHseTcs. TpaHaonanpul He yXyAIaeT cyTouHbli npoduis AJl.

Knunuueckas 3¢pgpekmusnocms u 6ezonacnocms

IIpenapam Tapka®

B wuccienoBaHusSX Ha 370pOBBIX JO0OpOBOJIBIAX, a TaKXKe KUBOTHBIX, HE OBUIO BBISBICHO
B3aUMOJICHCTBUS MEXJIy BepallaMHIoM H TpPaHJOJANPHIOM Ha YpOBHE (apMaKOKHHETHUYECKHX
napametpoB win PAAC. CnenoBaTenbHO, CHHEPrH3M JIByX JIEKAPCTBEHHBIX CPEJACTB OTPAKACT MX
B3aUMO/IONIOHsOIIHE hapmakouHaMuyeckue 3G dexTsl. B KIMHUUECKUX HCCIIeI0BaHUAX ITpenapar
Tapka® camxan AJ] B GonbIneii cTeneny, yem 06a Mpenapara B OTAeTbHOCTH.

DapMaKOKHHETHKA

IIpenapam Tapka®

CBenenuii o (apMakOKMHETHUYECKOM B3aMMOJICHCTBHM BepalaMuia M TpaHAOJAlpHIa HWIH
TpaHOJIaNpHIaTa HET, M0ITOMY (apMaKOKHHETHKA JIBYX IPENapaToB IIPH COBMECTHOM ITPUMEHEHHUH
HE OTJIMYAETCS OT TAKOBOM MPH X HA3HAYCHHUH 110 OT/I€IbHOCTH.

Bepanamun

Bepanamui npejactaBiseT co0oi paleMHYEcKyl0 CMECh, COCTOSIIYIO U3 OJMHAKOBOIO KOJIMYECTBA
R-sHantromepa u S-sHaHTHOMepa. Bepamamuin akTuBHO Mertabonusupyercs. OaHuM U3
12 MeTaboIuTOB, OOHApyXXEHHBIX B MoOue, SBISETCS HOpBepamaMui, (apmakosoruyeckas
aKTHBHOCTh KOTOporo cocrasiseT 10-20 % OT TakoBOM BepamamuiIa; ero JoJs cocTaBiaseT 6 % oT
BBIBOJIMMOTO Tpernapara. PaBHOBeCHbIE KOHIICHTpAllMM HOpBEpamaMmuia U BepalaMuia - CXOJHBIE.
PaBHOBecHass KOHLEHTpAMs NPH JUIUTEILHOM INPUMEHEHUH OJIMH pa3 B CYTKM JOCTHUIaeTCs 4epes
3-4 nus.

Bcacwvisanue

bonee 90 % npuHATOW BHYTPhH J03bl Bepamammia OBICTPO BCACBIBAETCS B TOHKOM KHIIEYHHKE.
BuooctynHOCTE cocTaBiisgeT Bcero 22 % u3-3a BEIPaKEHHOT0 3 (eKTa «IepBUIHOTO IPOXOKICHUSI)
yepe3 rneveHb. [Ipu MOBTOPHOM MPUMEHEHUH Cpe/IHss OHOIOCTYITHOCTh MOKET Bo3pacTtarh 10 30 %.
TCmax cocTaBnseT 4-15 4. MakcuMasnibHas IJIa3MEHHAs KOHLIEHTpALUsl HOpBEparamMuiia J0CTHIaeTCst
npuMepHO 4epe3 S5-15 uvacoB mocie npuema npenaparta. [Ipuem nuimm He OKa3bIBaeT BIMSHHS Ha
OMO0CTYIHOCTB Mpenapara.

Pacnpeoenenue

Bepanamui Xopomo pacrpeessercss B TKaHSX OpraHu3Ma, 0ObeM paclpejiejieHHus BapbUpyeT B



npenenax 1,8-6,8 n/kr y 310poBbIX 100poBosiblieB. CBsA3b ¢ Oenkamu mia3Mel KpoBu 0ko10 90 %.
Memabonusm

Bepanamus akTUBHO MeTaboIH3UpyeTcs. [n vitro MeTabOJUYecKUe UCCIIEAOBAHUS IOKa3alH, YTO
Bepanamun Metabommsupyercs uzopepmentamu CYP3A4, CYP1A2, CYP2C8, CYP2C9 wu
CYP2C18 nuroxpoma P450. V 310poBBIX 100pOBOIBLEB IOCIE IMpHEMa Bepanammuia BHYTpPb
IMPOUCXOIUJI AKTUBHBIA METa0O0IM3M B IEUEHH, NMPHU 3TOM ObUTH OOHapyXeHbl 12 MeTaboiuTOB,
OOJBIIMHCTBO W3 KOTOPBIX - B CIEIOBBIX KoiuyecTBax. OCHOBHBIE METa0OIUTHI OBUIH
uIeHTUUIHPOBaHbI Kak Gopmbl N- u O-geankuIupoBaHHBIX IPOU3BOIHBIX Bepamammia. M3 atux
MeTa0OJUTOB TOJIBKO HOpBEpanaMHJ OKa3bIBAeT KaKOe-JIMOO CyIIEeCTBEHHOE (apMaKOJIOTHYecKoe
BiausiHUE (mpuMepHO 20 % OT MCXOAHOr0 KOMIIOHEHTA), YTO ObUIO BBISIBJIEHO B X0J1€ MCCIICOBAHUS
Ha cobakax.

Buvigeoenue

Cpenuuit T2 npu noBropHoM npueme coctaBisier 8 yaco. [Ipumepro 50 % npuHSATOrO Npenapara
BBIBOJIMTCS Yepe3 MOoYKku B TeueHue 24 yacos, 70 % - B Teuenue nsatu aued. Jlo 16 % npunsroro
npernapara BbIBOJUTCS uyepe3 kumeuHuk. [Ipumepno 3 — 4 % npenapara BBIBOAMTCS Yepe3 MOYKH B
Heu3MeHeHHOM Buje. OOmuil KIMpeHC BepamaMmia MPUMEPHO TaKOM JKe, KaK M MeYeHOYHBIH
KPOBOTOK, T.€. puMepHo 1 1/4/kr (B nuanaszoune: 0,7 — 1,3 n/a/kr).

Ocoobvie cpynnsl nayuenmos

Jlemu

Wmeromuecst nanHple 0 papMaKOKHHETHYECKUX CBOMCTBAX IMperapara y JeTei orpanudensl. [locie
BHYTPUBEHHOI'O BBEJICHUS CpPEJHUN IEpHOJ IMOJYBHIBEICHHS BeparmaMuia coctaBiuser 9,174, a
cpennuii kiupenc cocrasisgeT 30 /4, B TO BpeMs KaK OH cocTaBiisieT mpumepHo 70 J1/49 y B3pociioro
yestoBeka Becom 70 kr. PaBHOBecHast KOHIIEHTpAllUs B IUIa3Me KPOBH HEMHOT'O HIDKE y JIeTeil mociie
npuema rnpenapara BHyTPb 10 CPABHEHHIO C B3POCIIBIMH.

[ooicunvie nayuernmer

Bospact moxeT noBiusATh Ha (hapMaKOKMHETHYECKHE CBOMCTBa Bepamamiia MpH €ro MpHeMe
NalMeHTaMHu C apTepHaibHON runepreH3uei. Ilepuoa mosyBbIBeIeHHS MOXKET OBITH YBEJIHYEH Y
IOXHJIBIX MalueHToB. He ObUIO BBISABIEHO B3aUMOCBSI3H MEXKIY aHTHTHIIEPTEH3UBHBIM JIEHCTBHEM
Beparammia i BO3pacToM.

[loueunas neoocmamounocme

Hapymenne ¢yHKIUM T[OoYeKk He OKa3blBAaeT BIHMAHUSA Ha (DapMaKOKHHETHYECKHE CBOMCTBA
BEpalramMuiia, 94To ObUIO BBIBICHO B XO0JI€ CPAaBHUTEIIBLHBIX MCCIEIOBAHUN C Y4aCTHEM MAIlMEHTOB C
TEPMUHAJIBHON CTaauel MOYeYHOH HEJI0CTATOYHOCTH U MAIlMEHTOB C HOPMATbHON (YHKIIHEH MOYeK.
Bepanamun u HOpBepanmamMusl HE BBIBOJATCS B 3HAYUTEIBHBIX KOJMYECTBAX C IOMOIIBIO
reMo/IHaIn3a.

[levenounasn neoocmamoynocmeo

buoocTynHOCTE U nepuo/1 MOTYBBIBECHUS BepariaMuia yBEJIHUYUBACTCS y MAlUEHTOB C UPPO30OM
neyeHu. OIHAKO KHHETHYECKHE XapaKTEPUCTUKH BeparaMuiia OCTAIOTCS HEH3MEHHBIMH Y MAIIHEHTOB
C KOMIIEHCHPOBAHHOH TUCHYHKIIUEH TeYESHH.

Tpanoonanpun

Tpanjonanpun sBIsETCS MPOJIEKAPCTBOM U THAPOJIHM3YETCS O aKTUBHOTO JHAIMIHOTO MeTabouTa
TpaH0IaNpyiaTa.

Bcacwvieanue

Tpanponanpun ObICTPO BcachbIBaeTCs IMOCIE MpHEMa BHYTPb. BpeMms JOCTHKEHUS MaKCHMaIbHOU
KoHIeHTpaluH (TCmax) Tpanaoanpuia B rmiasmMe KpoBu - okoso 1 4. AGcomoTHast OHOI0CTYITHOCTh
TpaHosanpuia - okoio 10 %.

Cpennee TCnax Tpanaonanpuiara B rasmMe KpoBu coctaniiseT 3-8 4. AGcoroTHas OHOAOCTYITHOCTD
TpaH/I0JIallpUIaTa IpH IpUueMe Tpanaoaanpuiaa coctaBisieT okoio 13 %. Cmax 1 AUC (mtomans moja
KPHBOH «KOHILIEHTPALUSA-BPEMS») HE 3aBUCAT OT BPEMEHH IIpUeMa ITHIIH.



Pacnpeoenenue

CBsi3b TpaHI0Janpuia ¢ OeTKaMu IU1a3Mbl KpoBH - 0K0J0 80 % M He 3aBUCUT OT KOHLEHTpALUH.
O6beM pacnpenenenust Tpangonanpuna (Vg) cocrasiser okosno 18 Cesa3p ¢ OenkamMu KpoBH
3aBHCHUT OT KOHIEHTpaluK M BappupyeT oT 65 % (npu koHueHtpauuu 1000 ur/ma) xo 94 % (mpu
kKoHueHTpauuu 0,1 HI/MJI), 9TO yKa3blBaeT Ha JIydlllee KadyeCTBO CBSA3bIBAHUS IIPH YBEIUYCHHH
KOHILIEHTPAIHH.

Memabonuzm

B mia3me KpoBH TpaHIOJIANPHII MOABEPraeTcs rUApou3y GpepMeHTaMu 10 00pa30BaHMsl aKTUBHOTO
JMALUIHOTO MeTaboIuTa TpaH101apHuIaTa.

Buvigeoenue

[lepnon mnomyBeiBeneHus (T12)- menee 1 4. Ilpu MHOrokpatHom mpueme TpaHIOJIAlpUIIa
paBHOBECHAsi KOHLIEHTpAIUsl TpaHIOJalpuiaTta JOCTHTAeTCsl MPUMEPHO Yepe3 YeThipe JHS Kak y
3[I0POBBIX JOOpPOBOJIBIIEB, TaK M Y MOJIOJBIX MM MOXHJIBIX MAIMEHTOB C apTepHAIbHOM
runepren3ueii. B paBHOBecHOM coctosiHuu S(dextuBHblit Ti12 Tpannonanpuiara BmecTe ¢
HeOoIbIIOoN (pakiuel NPUHATOrO Ipenapara BapbUpyeT Mexay 1549 u 23 4, 4TO, BEpOSTHO,
OTpa’kaeT CBsA3bIBAHHE ¢ IUIa3MeHHBIM U TkaHeBbIM AlID. [Tocne npuema MmedeHHOrO TpaHp0IanpuiIa
BHYTpb 33 % mpemnapaTta BBIBOAMJIOCH MOYKaMH U 66 % uepe3 kumedHuk. Okono 9-14 % 103el
TpaHJOJaNpHia BHIBOAUTCS B BHJE TpaHJOJANpuiIaTta MovykaMu. B HE3HAUUTETBHOM KOJIUYECTBE
BBIBOJIUTCS B HEM3MEHEHHOM Buze depe3 nouku (menee 0,5 %). OOmuil mia3MeHHBIH KIMpEHC
TpaHJ0JalpHIa U TPaHJI0JIANpUiIaTa ocjae BHYTPUBEHHOTO IIPUMEHEHUs IPUMEPHO 2 MI' IIpernapara
cocTaBisgeT NpudIn3uTeNbHO 52 /9 U 7 /4 cooTBeTCTBeHHO. [lodeyHbIit KIMpeHe TpaHaoIanpuiara
Bapeupyer ot 0,15 10 4 11/4 B 3aBUCUMOCTH OT J03bI.

Ocoosie cpynnsl nayueHmog

Jlemu

dapmakOKMHETHKA TpaH0JalpyiIa He U3yvanach y aetei 10 18 ner.

I oocunvie nayuenmeol u paznudus N0 NOIO60OMY NPUIHAKY

®dapMakOKMHETHYECKHUE CBOMCTBA TpaHJOJaNpuia ObLUTH M3Y4YEHBI Y MOXKHJIBIX MAIlMEHTOB (CTaplie
65 net) u manueHToB 000UX 1os1oB. KoHIEeHTpalus TpaH 10 anpuiia B 1jia3Me KpOBU yBEJIHIHBACTCS
y MOXWIBIX [alMEHTOB C apTepuanbHON runepreHsueil. OaHako IIa3MEHHAsh KOHIEHTpAIUs
Tpanponanpuiata u ero All®-unrubupyromas akTHBHOCTh Yy MAalUEHTOB € apTepHATbHOM
TUIIEPTEH3UEN MTOKHUIIOTO BO3pacTa U MOJIOJIBIX MAlMEHTOB OJIMHAKOBBIE.

dapmakOKMHETHKA TpaH0JIallpuia U TpaHaoanpuiata, a Takke AlID-unrudbupyromas akTHBHOCTh
Y HOXHJIBIX MAllUEHTOB O0OMX MOJIOB OJJUHAKOBBIE.

Pacosas npunaoaesxcrnocmo

dapmakOoKHHETHKA y IPEACTaBUTENIEH pa3HbIX pac HE H3ydalach.

[loueunas neoocmamounocmso

[To cpaBHEHHIO CO 3/I0pOBBIMH JOOPOBOJIBIIAMH Y MAIlMEHTOB, HAXO/AIIUXCS HA IEMOJIHATH3E U C
kmupencom KpeatuHuHa (KK) menee 30 mi/MuH, mia3MeHHass KOHIEHTpALMs TpaHAOIANpUiIa U
TpaHJOJalpHiaTa NPUMEPHO B 2 pasa BhIIIE, a MOYEYHBIH KIMPEHC CHH)KEH NMPHOIM3UTEIBHO Ha
85 %. [TauuenTam ¢ MOYEUHON HEIOCTATOYHOCTHIO PEKOMEH/I0BaHA KOPPEKIHS J103bI IIpernapara.
[leuenounasn neoocmamoyrnocmeo

[To cpaBHEHHIO CO 3/710pPOBBIMH J0OPOBOJIBIIAMHU Y MALKEHTOB € AJIKOTOJBHBIM LHPPO30OM IIEUEHH
JeTKOH ¥ yMEpeHHOH CTENeHH TSDKeCTH IUIa3MEHHas KOHLEHTpaluus TpaHAoJalpuia H
TpaHJloJIanpuiaTta yBenuuuBaercss B 9 paz u B 2 pasza coorBercTBeHHO, HO AlI®D-unrubupyromas
aKTUBHOCTH He u3MeHsieTcs. [lanueHTam ¢ me4eHOYHOUW HEJOCTAaTOYHOCTBIO MOXKET MOTpeboBaThCA
Ha3HAuYEHHE MEHBIIUX JI03 [pernapara.



[Toka3anusi K npUMEHEHHIO

AprepuaiibHasi TUNEPTeH3Us (MalMeHTaM, Y KOTOPBIX apTepHAIbHOE JIAaBICHUE HE KOHTPOIMPYETCS C
IIOMOIIBIO TpaHJONANpWIa U BepalaMiia B MOHOTEpAlMM WIM IaleHTaM, KOTOPhIM IIOKa3aHa
KOMOWHHMpOBaHHAsI TEPAIMs TPAHIOIAIIPUIIOM U BEPAITAMIJIOM B TEX K€ JI03UPOBKAX).

IIporuBonokaszanus

— TOBBIIICHHAs] YyBCTBUTEIBHOCTH K JIOOOMY KOMIIOHEHTY IperapaTta Wid K JI000MYy Ipyromy
uHruouropy All®;

— AHTMOHEBPOTHYECKUH OTEK B aHAMHE3€, CBSI3aHHbIH ¢ IpueMoM HHTHOuTOpoB AllD;

— HaCJICJICTBEHHBIH U HIMONATHYECKUN aHTHOHEBPOTUYECKHH OTEK;

—  KapJAUOTE€HHBIN LIOK;

— arpuoBeHTpHKyJsipHas Onokaza II wmm III cremenum (3a MCKIIOYEHHEM MAIUEHTOB C
HIIEKTPOKAPIUOCTUMYIISITOPOM);

—  CHHJpPOM ciabocTH CHHYCOBOTO y3na (3a UCKITIOYCHHEM HallMEeHTOB c
HIIEKTPOKAPIUOCTUMYIISITOPOM );

— cep/iedyHas HEeIOCTaTOYHOCTh €O CHIKeHHOW ¢pakuueit BbiOpoca (PB) menee 35 % wu/unm
JIaBJICHMs 3aKJIMHUBAHUs JIerO4HO# aprepun 6osiee 20 MM pT. CT.;

—  QuOpHIUIALHS/ TpEeNeTaHUe NIPE/ICePANil IPU HATMYNH JOTOJHUTEIBHBIX [IPOBOIAIINX MyTel (B
T.4. y MAIIMEHTOB ¢ cuHApoMoM Bonbda-Ilapkuncona-Yaiita, Jlayna-I"'anonra-Jlesuna). [lanubie
NAlMEHTh] MOJBEP)KEHBl PHCKY PAa3BUTHS JKEITYJOYKOBOW TaXMApUTMHUH, B T.4. HUOpHUILIALIUH
’KEJTy/I04KOB B Cllyyae [IpueMa Beparnamuia;

— aOpTaJIbHBIA CTEHO3 WM OOCTPYKIIHS BBIHOCSIIIETO TPAKTA JIEBOTO JKEITYI0YKa;

— OJIHOBPEMEHHOE IpHMEHeHHe ¢ [-aapeHo0iokaropamMu (BHYTPUBEHHO) (32 MCKIIIOYEHHEM
MAlMEHTOB, IPOXO/AIINX J€UCHUE B OT/CJICHUU HHTEHCUBHOM Tepanum);

— Tskenble HapymeHuss ¢yHkuun nouek (KK wmenee 30 mur/MHH), BKIIOYas MpOBEICHHE
reMo/InaIn3a;

— LHPPO3 MEUEHH C aCIIUTOM;

— OJIHOBPEMEHHOE IIPUMEHEHHE C AJIUCKUPEHOM M AJTMCKHUPEHCOACPXKAIIMMH IpernapataM y
MAlMEHTOB C caxapHbM auaberoM wu/umu HapymeHueM ¢yHkuun mnodek (CK® wmenee
60 ma/mun/1,73 M?);

— OepeMeHHOCTB;

— IEPHOJ IPYJHOTO BCKapMIIMBAHMUS,

— Bo3pact 10 18 et (3¢peKTHBHOCTD ¥ 0€301MacCHOCTh HE YCTAHOBIICHBI);

— HEMNEpPEeHOCUMOCTb  JAKTO3bl,  JAeDUIMT  JIaKTa3bl, CHHIPOM  [JIFOKO30-TAlaKTO3HOM
MasibabcopOIuy (penapar CoOAEPIKUT JIAKTO3Y);

— OJIHOBPEMEHHOE IPUMEHEHHE C HBaOpaguHOM (cM. pazznen «B3aumomelcTBHE ¢ APYTrHMH
JIEKapCTBEHHBIMH CPEICTBAMHUY);

— OJIHOBpEMEHHOE€ IMPHMEHEHHE C aHTaroHucramu peuentopoB anruoreHszuna II (APAID) y
NALMEHTOB ¢ AuadeTu4yeckoi HedponarTueii;

— OJHOBPEMEHHOE MPHUMEHEHHE C HUHTMOMUTOpaMH HEUTpaIbHOW SHAONENTHIA3bl, TAKUMH Kak
cakyOuTpuI u panexkagoTpui (eM. paszaesnsl «Ocobble ykazaHnus» U «B3auMoieiicTBHE C IpyrHMHU
JIEKapCTBEHHBIMU CPEJCTBAMH»).

C 0CTOPOKHOCTHIO

['unepkanuemusi; caxapHblii gua0eT; OJHOBPEMEHHOE MPUMEHEHHE C KaluicOeperaronmMu
QMypeTHKaMH, IMpenapaTaMi Kalus, KaIUHCOAepKAIUMH 3aMEHHUTENSIMH  [HIIEBOW COJIH |
npenapaTaMM CIIOCOOHBIMH YBEJIMYMBATH COJIECPIKAaHHE KalHs B CHIBOPOTKE KPOBH; OJHOBPEMEHHOE
IPUMEHEHHUE C IpenapaTaMy JUTHUS; IIPU CUCTEMHBIX 3a00JIeBaHUSAX COCTMHHUTEIBHOM TKAHHU (B TOM



YUCIe CUCTEMHAas KpacHas BOJIYAHKA, CKJIEPOJEpMHs), OCOOeHHO Ha (OHE JIeYeHHS
KOPTUKOCTEPOHJIAMU U aHTHUMETabOJIMTaMU — PUCK PA3BUTHUS arpaHyJIONMTO3a M HEUTPOICHUH;
YIrHETEHHE KOCTHOMO3TOBOI'O KPOBETBOPEHHMS; OCTPBIH MH(APKT MHUOKap/a; aTpUOBEHTPHUKYIISIpHAS
Omokana | cremenu; OpagMkapaus; CUMITOMATHYeCKas apTepHalbHas TUIOTEH3HUS; COCTOSHUS,
COTIPOBOKIAIOIIHECS CHIDKEHHEM oObema mupkyupyromeid kpou (OLIK) (B Tom uymcne auapes,
pBOTa); JBYCTOPOHHHUH CTEHO3 I[I0YEYHBIX AapTEpHil; CTEHO3 apTepUH EIUHCTBEHHOW IOYKH;
COCTOSIHME TI0CJI€ TPAHCIUIAHTAIMH MMOYKH; HapyluieHHe QYHKIMH MOYEK; OJHOBPEMEHHBIH MpPHEM C
CepACYHBIMH  IJIMKO3MJAMH, XHHHIUHOM, (JIEKAaUHUIOM, CHMBACTaTHHOM, JIOBACTATHHOM,
aTOpPBACTaTHHOM; PUTOHABUPOM M JPYTUMH IMPOTHBOBUPYCHBIMH Mpenapatamu uist jgedeHus BUY-
uHdekuun; Oera-aapeHOOIOKATOPAaMH U TpHEMa BHYTPb; CpPEACTBAMH, CBS3BIBAIOIIUMHECS C
OenkaMu IUTa3Mbl KPOBH; OJHOBPEMEHHOE MPUMEHEHHE C KOJXHUIIMHOM, Aa0UrarpaHoM, JAPYTUMH
NEPOPAIbHBIMH  AQHTHKOAryJISHTHBIMH CPEJICTBAMHU IPAMOT0 JEHCTBHUS; IOXKHIJIOH BO3pacrt;
NPUMEHEHHE y IPEACTaBUTENIeH HErpouJHOM packl (cM. pasaen «Ocolble yKazaHUs»); HApyLICHUS
GyHxkuuu  medyeHu; runeprpoduyeckas  OOCTPYKTHBHAs  KapJAHOMHONATHs;  3a00JeBaHWUS,
COIIPOBOKJIAIOIIMECS HAPYIIEHHEM HEPBHO-MBIIICYHON Mepenayd (MHUACTEHUsT TPABHUC, CHHIAPOM
Jlambepra-Utona, mprmeynas guctpodus JlomeHHa); y MalUEHTOB, COOMIONAIOIIMX HETY C
OrpaHHYECHUEM TIOBAPEHHON COJIH; Mepe] Mpoueaypoi adgepesa JIUMONPOTEHHOB HU3KOM IIOTHOCTH
(JIITHIT), oqHOBpeMEHHOE MPOBEACHUE JIECCHCUOUTH3UPYIOIEH Tepanuy ajuiepreHaMu (Hampumep,
A7I0M 1E€PENOHYATOKPBUIBIX) — PUCK Pa3BUTHs aHADUIAKTOUIHBIX peakiyil (B HEKOTOPBIX CIIydasix —
JKM3HEYTPOXKAIOIINX); XUPYPrHUECKOe BMEIIATeJbCTBO (00INas aHecTe3us)) — pPUCK Pa3BHTHS
Ype3MEPHOTO CHIDKEHUS Al reMo/IHamu3 ¢ IPUMEHEHUEM BBICOKOTIOTOYHBIX
IOJTHAKPUITHUTPHIIOBBIX MEMOpaH — pHUCK pa3BUTHSA aHA(QUIAKTOMIHBIX peaKIHil; cepaeyHas
He0cTaTOuHOCTh ¢ OB Gonee 35 %; ofHOBpeMEHHOE IPUMEHEHHUE C JUTOKCHHOM.

[Ipnvenenne npu 6epeMEeHHOCTH U B MEPHO/ IPYIHOT0 BCKAPM/ITHBAHHS

bepemennocme

BesonacHocts npumenenus npenapata Tapka® y GepeMeHHBIX He ycTaHOBIIeHa. IIpuMeHneHne mpu
OepeMEeHHOCTH TPOTHBOIOKA3aHO. MIMEIOTCS OTaebHbIE HAOIOJCHHS O Pa3BUTHH THIIOIUIA3HH
JETKUX y HOBOPOXKICHHBIX, 3aJ€P)KKH BHYTPUYTPOOHOrO pa3BUTHS IUIOJIA, OTKPBITOTO
apTepHabHOTO MPOTOKA U THIOIUIA3MU KOCTEeH uepemna rnocie npuMeHeHuss HHruouTopo AII® Bo
BpeMsi OEpEeMEHHOCTH.

Ceenenuii 0 TepaTOreHHbIX WM AMOpuo/derorokcuunbix 3¢dekrax wuuHruouropos AllD B
[ TpumecTpe OGepeMEHHOCTH HET, OJHAKO IOJIHOCTBIO HCKJIFOYUTH TaKyl0 BO3MOXHOCTH HEIb3S.
[TanmenTkam, IIaHUPYIOMUM OepeMEHHOCTb, CIeIyeT HAa3HAYUTh TMIIOTEH3UBHBIE CPE/ICTBA, JUIs
KOTOPBIX O€30MaCHOCTh IPUMEHEHHS BO BpeMsi OepeMeHHOCTH ObLIa J0Ka3aHa, 3a HCKIIIOYCHUEM TeX
ciIydaeB, Korja npumeHeHue UHruouTopoB AlID neobxomaumo. Eciu GepeMeHHOCTh HAcTymaeT B
nporecce npuema uHruobmropa AIID, ero HeoOXOAMMO HEME[UIEHHO OTMEHHTh H HA3HAYMTH
THIIOTEH3UBHYIO TE€PAIUIO, PA3PEIIEHHYIO K IPUMEHEHHIO BO BpeMsi OepeMEeHHOCTH.

M3sectHo, uyto mnpu npumeHeHuH uHruOutopoB AII® Bo BTOpOM U TpeTbeM TpHMECTpe
OepeMEeHHOCTH BO3MOXKHO (DETOTOKCHYECKOE ACHCTBHE MpenapaTtoB Ha IUI0J (HapylieHHe (QYHKIHH
IIOYEK, MaJOBOJME, 3aMEUICHHE OCCH(PUKAIMM KOCTeH dYepera) U TOKCHYECKOE BO3JICHCTBHE HaA
HOBOPOXKJICHHOTO (IIOYeyHasi HEJAO0CTaTOYHOCTh, apTepHalibHAs THIIOTEH3Hs, Tunepkaiuemus). B
cillyyae NPUMEHEHMs TpaHJOJANpuia, Ha4yhMHAas CO BTOPOr0 TpPUMECTpa OepeMEeHHOCTH,
pPEKOMEH/I0BaHa YJIbTpPa3BYKOBash OINEHKA (YHKIHH MOYEK IUI0JA U COCTOSHHS KOCTeH ueperna.
HoBoposxaeHHble, 4bU MaTepH BO BpeMsi OEpEeMEHHOCTH MpUHUMAIH HHITHOUTOpHl AIID, MOIKHBI
HAXOJIUTHCH 1101 HaOIIOACHUEM Bpaya ISl HCKITIOUEHHUS apTepUAIbHOM THIIOTEH3HH.

Bepanamus MoxkeT yrHeTaTh COKpaIeHUs MaTKH [PH MPUMEHEHHH B KOHIle OepeMeHHOCTH. Kpome
TOr0, OCHOBBIBAsICh Ha (hapMaKOJIOTHYECKHX CBOHCTBAX, HEJIb3Sl HCKITFOUUTH BO3MOXKHOCTD Pa3BHTHS
OpaauKapIuK U apTepUAIbHOM THIIOTEH3HH I1JI0/IA.



Ilepuoo 2pyornozo éckapmauganus

Bepanamu BelesseTcsi B IpyAHOE MOJIOKO B HEOOJBIIMX KoyinyecTBaX. J[aHHBIE O NMPHUMEHEHHH
TpaH0JIaNpHiIa B IEPHO/ IPYIHOTO BCKAPMIIMBAHHUS OTCYTCTBYIOT.

I[Ipumenenue npenapata Tapka® He peKOMEHIOBAHO B MEPHOJ IPYAHOTO BekapMmuBanus. Cremyer
OTJaBaTh IMPEANOYTEHHE MpernaparaM ¢ U3yYeHHBIM NpoduieM 0e30MacHOCTH IS JaHHOM TPYIIIEI
MAlUEHTOB, 0COOEHHO MPU KOPMJICHUH HOBOPOXK/ICHHBIX U HEIOHOIICHHBIX JICTEH.

Cnocod npuMeHeHHs H 103b1

Jlns nmprema BHYTpb.

Tabnerkn HEOOXOAMMO MPOIIATHIBATh, HE Pa3’KEeBbIBAs, 3alUBasi JIOCTATOYHBIM KOJHYECTBOM BOJIbI.
[Ipenapar mydrne Bcero mpuHUMATh YTPOM IOCIIE €/IBL.

B3pocibie

Pexomenayemas n103a - oiHa TabseTka B JCHb.

[Ipu pnuTensHOM JleYeHMH MaKCHUMallbHAs CYTOYHAs J03a Ipernaparta [0 BeparmaMuily He JI0JIKHA
npespimarh 480 Mr. MakcumanibHasi CyTOYHas J03a Mpenapara IO TpaHIOJAIpUIy He I0JDKHA
IPEBBIAT 4 MT.

B ciiygyae HEOOXOQMMOCTH CHHIKEHHS 03B PEKOMEHIYETCs IEpeXOj Ha Teparuio IpernaparoM
Tapxa® B no3upoke 180 Mr +2 Mr.

IIpumenenue npenapaTa npu HapymeHUsIX GYHKIIUYA OeYeHU

BeparaMut 1 TpaH0Ianpuil BHIBOISTCS NEYEHbI0, Mo3ToMy mpenapat Tapka® 240 Mr+4 mr ciemyer
INPUHUMATh C OCTOPOXKHOCTBIO IO/ TIIATEJIbHBIM KOHTpOJeM Bpada. [Ipu HapymeHusx (yHKIuu
TeYeHH PEKOMEH/IYETCs Mepexo/l Ha Tepanuio npenapatoM Tapka® B mo3upoBke 180 Mr+2 mr s
yMeHbIeHus 1036l CM. pa3znesnsl «C 0cTOpOKHOCTBIO» U «OcoObIe yKa3aHUs».

IIpuMmeHeHue npenapaTa npu HapyImeHUusX GYHKIHH TOYeK

CHmxenue 103bl He TpeOyeTcs, eciM KIMpeHC KpeaTHHHHA coctasiser 30 Mu/MuH uiam Gosee.
[lpenapar Tapka® 240 Mr + 4 MI NpPOTHBONOKA3aH NpPH TSDKENBIX HAPYIIEHHAX (YHKIHH [0YEK
(xnupenc kpeatunuHa HUKe 30 Mur/MuH) (eM. pasaen «[IpoTuBonokazanus»).

Oco0ple rpymnbl NalueHToB

Jlemu u noopocmku 0o 18 nem

[Ipumenenue npenapara Tapka® He pekoMeHTyeTcsl y JeTell B MOJPOCTKOB B Bo3pacTe 10 18 yeT B
CBSI3M C TeM, 4TO 3((PEeKTUBHOCTH M 0E30IMacCHOCTh Ipernapara He YCTAHOBJIEHBI (CM. pasjel
«ITpoTuBOIIOKA3aAHUSY).

Ioxcunoi 6ozpacm

Bimsinue npenapara Tapka® GbLTO M3y4eHO HAa OrPaHHYEHHOM KOJIHYECTBE MOJKHIBIX MALHEHTOB C
apTepyuaJlbHON runepreH3uei. @dapMakOKWHETHYECKHE J[JAaHHBIE I[OKA3bIBAIOT, YTO CHCTEMHAs
JOCTYHOCTH npernapata Tapka® y MOKMIBIX MAIMEHTOB BBIIIE 1O CPABHEHHMIO C MAIHEHTaMH Goliee
MOJIOJIOTO BO3pacTa ¢ apTepPHAIbHOM THMIEepTEeH3HeH. Y HEKOTOPBIX MOXKHIBIX MAIlMEHTOB MOXET
HabmozaTbess Oosiee  BBIDAKEHHOE CHU)KEHHE apTepHaIbHOrO [JaBJICHHS 10 CPaBHEHHIO C
nanueHTaMu MOJIOIOTO BO3pacTa.

ITo6ounoe nelicTBHE

Huke npusenensl no6ounsie 3(exTsl, KOTOpbIe OBUTH 3apPEeruCTPUPOBAHBI BO BpeMsl KIHHHYECKHX
HCCIICIOBAaHUH U IIPH ITOCTPETUCTPALIMOHHOM IIPHMEHEHHUH IIperapara.

B cootBerctBuM ¢ kiaccupukanumeit BO3 Bce peakuuu pacmpeesieHbl M0 CHCTeMaM OpPraHoOB H
4acToOTe pa3BUTHUA: 04eHb 4yacTo (=1/10); wacto (>1/100, <1/10); mewacto (>1/1000, <1/100); penko
(=1/10000, <1/1000); o4yenp peaxo (<1/10000); yacTora Heu3BeCTHA (HEBO3MOXHO ONPEACTUTH HA
OCHOBAHHUHU JOCTYIHBIX JJAHHBIX ).



Yacro

Heuacrto

Penxo

Ou4enb peako

YacroTa
HEHU3BECTHA

Hughexyuonnvie u napasumaprvle 3a601e6anus

IIPOCTOM OpOHXHUT UH(DEKIUsT BEPXHUX
reprec JIbIXaTeNIbHBIX ITyTEH,
(bapuHruT, cuHyCHT*,
pUHHT*,  rioccut*,
UHpeKIHs
MOYEBBIBO/ISIITHX
Iy TeH
Hapywenus co cmopoHbl Kpogu u 1umgamuyeckoil cucmembl
HMaHIUTOICHHUS, arpaHyJoIUTO3,
JEUKOTIEHUS, CHMIKCHHE
TPOMOOIUTONEHUS | FeMOrI00nHa,
CHIDKCHHE
reMaToKpuTa,
reMOJIUTHYECKas
aHemust ™
Hapywenus co cmoponl umMMyHHOU cucmembl
TUIIEPYYBCTBHU-
TEJIBHOCTb
Hapywenus co cmoponl obmena seujecme u numanus
TUTICPITUITHIE- AQHOPEKCHS [IOBBIIIICHHE
MU arnreTuTa,
TUIIEpPKATHEMHS,
rUnepxosecre-
pUHEMHUS,
TUIIEPTITHKEMHS,
TUIIOHATPUEMHS,
TUINIEPYyPUKEMHUS,
nojarpa,
(bepMeHTOmaTHs
Hapywenus ncuxuxu
JeTIpeccHs, OeccoHHua,
HOBBILICHHAS HapylleHus cHa*,
BO30YIMMOCTb, FaJUTIOLIMHAIUH,
TpEBOra, CHMKEeHHUE 1ubuo,
arpecCHMBHOCTh CIIyTaHHOCTb
CO3HaHus™
Hapywenus co cmoponvl HepeHOll cucmembl
rOJIOBHAS Tpemop, 00MOpoK KPOBOU3IHMSHUE B | TPAH3UTOPHAS
601b, COHJIUBOCTH MO3T, HIIeMHUYecKas araka®*,
roJI0BO- HIOTeps CO3HAHUS, | MPEeXOslee
KpYy>KeHHE OeccoHHHuIIa, HapyIlIeHHe
HapyUIeHUE MO3rOBOT0
paBHOBECH, KpOBOOOpaIIeHHs,
TUIepecTe3us, MHOKJIOHYC,
napecTesus, MHIPEHb,




JUCI'CB3UsA

AKCTpAMpaMH/IHOE
paccTponcTBO,
napaiuy (TeTpanapes)

Hapywenue co cmoponwsl opeana 3peHus

HapylLIeHUe
3pEHUs, «IeIeHay»
nepes riiazaMu

Oniedapur,
OT€K KOHBIOHKTHUBBI,
paccTpOMCTBO 3pEHUS

Hapywenus co cmoponul opeana ciyxa u

J1AOUPpUHMHbBIE HAPYULEeHUS.

rOJIOBOKpYXKe- IIyM B yIIax
HUE
Hapywenus co cmoponwl cepoya
aTPUOBEHTPHU- | OLIyINEHHE CTEHOKap/us, uH(papKT MHOKap/a,
KyJIsipHas cepaeOneHus Opasukapaus, aTPUOBEHTPHKY-
Onokana TaxukKap/aus, nspHas Onokama I,
[ crenenu bubpusutsms I CTEIIEHH,
npeacepaui, CHHYCOBasi
cepevHast Opaaukapaus,
HEJIOCTaTOYHOCTh, | OCTAaHOBKA
OCTaHOBKA cep/ra | AesITeTbHOCTH
CHHYCOBOTO y3na
acHCTOJIHUS,
apuUTMus,
XKeTyA0YKOBast
TaXUKapaus,
UIIEMUS] MHOKap/ia,
[aTOJIOTUYECKHE
HU3MEHEHHUS Ha
3IIEKTPOKAP/IHO-
rpamMmMe
Hapywenus co cmoponwl cocyoos
BBIPOKEHHOE Ta0UIIbHOCTD apTepuaibHas
CHMJKCHHE apTepUaIbHOIO TUIIEPTEH3HUS,
All, JIaBJICHUS AHTUOIIATHS,
OpTOCTATH- 3abosieBaHHe
qeckast nepudepuyecKux
TUITOTEH3HS, COCY/IOB,
HIOK, BapUKO3HOE
TUIEePEMHUS pacuIMpeHue BeH
KOKHBIX
IOKPOBOB,
«IIPUITUBBI»

KpPOBH K KOXKE€
JIMIa

Hapywenus co cmoponel ObixamenbHoll cucmemsl, 0peanos 2pyoHOU KIemKU U CpedoCmeH s

Kali€Jib

OpoHxuambHas
acTMa,
OJIBIIIIKA,
3aJ10)KEHHOCTh
HOCa

Oponxocnasm,
BOCIIAJIEHUE
CIM3UCTOH 000JI0YKH
BEPXHUX
JIbIXaTeJIbHbIX IyTEH,
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3aJI0’)KEHHOCTh
BEPXHHUX
JbIXaTeJIbHbIX IyTEeH,
[IPOAYKTUBHBIN
Kaleb,

(bapuHrur,

©0J1b B pOTOTJIOTKE,
HOCOBOE
KPOBOTEYEHHE,
paccTponCTBO
JIeATEIILHOCTH
OpPraHoB JbIXaHHs

Hapywenus co cmopoHul nuwesapumeibHo20 mpakma

3arop TOILIHOTA, pBOTa, quckoMdopt B

rapes, CYXOCTb B rOpJie, | KHBOTE,

001b B IKHBOTE, CYXOCTb JTCTICTICHS,

HapyIICHUsT  CO CJIM3UCTOU racTpHT,

CTOPOHBI 0001109KH METEOPHU3M,

HKEJTyI0YHO- IIOJIOCTH pTa, TUIEPILIa3Hus IECEH,

KUIIEYHOTO HaHKpPEaTUuT KpoBaBasi pBOTa,

TpakTa KULIeYHAsT
HENPOXOUMOCTb,
UHTECTUHAIbHBIN
AQHT'MOHEBPOTHYECKU I
orek*

Hapywenus co cmoponel neveru u sceniesbl800auux nymet

OTKJIOHEHHS  OT | TUIepOuIHpy- renarur, XoJIecTaTHIecKas

HOPMBI QYHK- OuHeMHUs KenTyxa, xentyxa*

[HOHAJIBHBIX XoJiecras

po0 nevyeHu

Hapywenus co

CMOPOHBL KOHCU U NOOKONCHBIX MKAHET

KOYKHAs! CBIIb, aJyoneus, AQHTHOHEBPOTH- curpom CrHBeHCa-

KOKHBIH 3y]1, 3a00JIeBaHuUs YEeCKUU OTEK, JIxoHCOHa,

OTEK JINIIA, KOXH 9KCCYIaTHBHAS TOKCHYECKHI

MOBBIIIEHHOE JpUTEMa, MU PMATbHBIH

MOTOOT/IEJICHHE ricopuas, HEKpOJIU3, IMypIIypa,
JIepMaTHT, 9K3eMa, aKkHe,
KpaluBHULA CYXOCTh KOXH

Hapywenusi co cmoponbl ckeiemuo-mbluteyHotl  COeOUHUMEIbHOU MKAHU

apTpaIrus, 00J1b B CITHHE,
MHAJITHS, 00JIb B KOHEYHOCTSIX,
MBIIICYHAS 00JIb B KOCTSIX,
cnabocThb OCTEOApTPHT,

MBIIIEYHEBIN CIIa3M

Hapywenus co cmoponbl nouex u Mo4esbi8005uux nymetl

HOJINYpUs

a30TCMHUsA

OCTpas IMo4deyHas
HEJOCTATOYHOCTh*

MOJUTAKUY PHSI

Hapywenus co cmopomnbt nonogwix opeanos u MOJI04HOU Hcene3bl
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SPEKTHIIbHAS
JUChyHKIHS,
T'HHEKOMaCTHUS

rajakrtopes

Obwue paccmpoiicmea u HapyuieHus 6 Mecme 66e0eHUs.

001b B rpyau

OTEKH,
nepudepuyeckue
OTEKH,

acTeHws,
cs1abocTh

JMXOpasKa,
yXYIIEHHE
CaMOYyBCTBHS,
HEJJOMOTaHue

Jlabopamopnule u uncmpymeHmaivHwie OaHHbLe

AKTUBHOCTH
MMEYEHOYHBIX
TpaHCaMHHa3,
AKTUBHOCTH
LIEJI0OYHOM
docdarasel,
AKTUBHOCTH

MOBBILIIEHHE
KOHIICHTPALIHH
KpeaTHHHHA,
KOHI[EHTPALUH
MOYEBHHBI,
KOHIICHTPALIHH
pOJaKTUHA

JIAKTaTAETUAPO-
reHassl,
AKTHBHOCTH
JIMTIA3BI,
COJIepIKaHHSI
Kais B KpOBH,
KOHIIEHTPALIUU
UMMYHOTJI00yJIH-
Ha,

aAKTHBHOCTH
ramma-

LIy TaMUJITPAHC-
dbepazbl

*- He)elaTeIbHbIH M0604HbIH > deKT XapakTepeH 1 Becero kiacca HHruouTopos AITd

Ilepeno3upoBka

B kMHHYECKHX HCCeIoBAHMAX MaKCHMaIbHAs 1033 TpaHaoJanpria coctasmwia 16 mr. IIpu stom He
OBLIO OTMEUYEHO NTPU3HAKOB €r0 HEMIEPEHOCUMOCTH.

Cumnmomwi _nepedosuposku__npenapama__Tapxa®, ob6vcrosnennvie sepanamuiom: BBIPAKEHHOE
cHmwkenue AJl, arpuoBeHTpHKYyIsApHas Onokajga, OpaauKapjus, AacHCTONMSA ¥ OTPHIATEIbHBINA
HHOTPOITHBIHN 3P heKT.

3aperucTpupOBaHbl CIIy4au CMEPTH OT HEPEI03UPOBKH.

Cumnmomwl _nepedosuposku__npenapama_Tapka®, o6ycioenennvie  mpandoranpuiom: BBIPQ)KEHHOE
camwxenne AJl, mok, ctynmop, Opaaumkapiausi, BOJHO-3JIEKTPOJHTHbIE HAPYIICHHS, MOYEYHAs
HE/IOCTATOYHOCTD, TUIIEPBEHTH/IALMS, TAaXUKAPIMS, YYAIEHHOE cep/ueOHeHne, Tro0BOKPYKEHHE,
TPEBOTra U KalleJb.

Jleuenue

B ciyyae nepeno3upoBKH 1MOKa3aHO MPOMBIBAHKE JKETY/IKA U KUIIEUYHHKA. JlajbpHelllee BcachIBaHUE
BepalaMulia, HaxOMSIIErocs B JKEIYJOYHO-KMIIEYHOM TpakTe, HEOOXOAUMO MpPEeJIOTBPATHTH C
MOMOIIBIO  TMPOMBIBAHUS  JKEIYAKAa, Ha3Ha4eHHs copOeHTa (aKTHBUPOBAHHBIH  Yroiib) H
C1abUTETBHOTO CPe/ICTBA.
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[Tomumo o0mmx mep (moanaep)kaHue aJeKBATHOTO OObeMa IMPKYIUPYIOMIEH KPOBH C MOMOIIBIO
NepeIMBAHUS IUIa3MBl U [1J1a3M0O3aMEHHUTENEH ), HAlTPABICHHBIX HA JIEYCHHUE BBIPAXKEHHOTO CHIKEHHUS
AJl (Hanpumep, IIOK), TAKXK€ MOXHO MPOBOJAUTH HHOTPOITHYIO MOJUIEPHKKY € IMOMOIIBIO JONaMHUHA
WK J0OyTaMHUHa.

Jleuenue nepe03MPOBKH BepariaMiia BKIIOYaeT B cedsl MapeHTepaIbHOE BBEICHHE ITPENapaToB KaIbIU,
NpUMeHeHHe OeTa-apeHOMHMETHKOB M IPOMBIBAHHE JKETylKa. YUYHUThIBas 3aMe/UICHHOE BCACHIBAHHE
npernapara MpOJOHTHPOBAHHOIO JEHCTBUS, MAIMEHTOB HAOMOAIOT 10 48 4; B ATOT MEPHOI MOXET
NOTpeOOBaThCs TOCTTUTAT3AIHS.

Bepanamuit He yansieTcs pu reMo/iiaimse.

B ciyyae nepeo3upoBKH TpaHI0IAIPUIIOM peKOMEH IyeTcs BHyTpuBeHHas nHy3us 0,9 % pactBopa
Hatpusi xjopuja. [Ipu BblpakeHHOM cHuKeHHH AJl manmueHTta cieIyeT MepeBeCTH B MOJIOKEHHE
TpennenenOypra. Ilpn BO3MOXKHOCTH MOXKHO TaKkK€ BHYTPUBEHHO BBECTH KarexojJaMuHbL. Eciu
IpUEM IIpernapaTa IpOU30IIe HEaBHO, CIeyeT NPeANpPUHATh MEphl, HAIPaBJICHHbIE HA YAAJICHUE
TpaHJoJlallpHjia W3 OpraHu3Ma (HampuMmep, BBI3BATb PBOTY, MPOBECTH IPOMBIBAHHE IKEIY/IKa,
Ha3HAYUTh COpOEHTHl W HaTpus cyiabdar). He ycraHoBieHO, MOXeT JH TpaHIAOJanpuil (I €ero
aKTHBHBIH MeTabdOJIMT TpaHAOJANpPUIAT) BBIBOAUTECA INpH remomauanuze. [lpu pa3BuTHH
OpaaMKapIuu, YCTOHYMBOH K JI€4EHHMIO, IOKa3aHO HPUMEHEHHE 3JIeKTPOKApIHOCTUMYJISTOPA.
CrenyeT 4acTo KOHTPOJIMPOBATH OCHOBHbIE MOKA3aTENN JKU3HEHHO BKHBIX (QYHKIUH U CO/IEpKaHue
9JIEKTPOJIUTOB U KpEaTUHHUHA B CHIBOPOTKE KPOBH.

B3aumopeiicTBHE ¢ IPYrUMH JIeKAPCTBEHHBIMH CPEICTBAMH

B3aumoneiicTBus, 00yC/I0BIeHHbIE BEPANIAMUJIOM:

WccnenoBanus in vifro CBUAETEIBCTBYIOT O TOM, UTO BeparnaMuil MEeTaboIM3UpPyeTCs MO/ JACHCTBHEM
n3opepmentoB CYP3A4, CYP1A2, CYP2C8, CYP2C9 u CYP2C18 uutoxpoma P450.

Bepanamun sBiasercs unrubutopom uzodepmenta CYP3A4 u P-rimmkonporenna. Kimauuecku
3HAYUMOE B3aMMOJICHCTBHE OBUIO OTMEUEHO HPU OJHOBPEMEHHOM INPUMEHEHHH C HHTHOHTOpaMH
nsopepmenta CYP3A4, npu 5ToM HaOIIOJAI0CH MOBBIICHHE KOHIICHTPAIIMK BepanaMuia B Ijia3Me
KPOBH, B TO BpeMs Kak HHAYKTOpbI n3opepmenta CYP3A4 cHIKaIM KOHIEHTpAIMIO Beparnamuia B
miasMe KpoBU. COOTBETCTBEHHO, MPH OJHOBPEMEHHOM IMPHUMEHEHHH MOJ00HBIX CPEJICTB CIIEAYET
YYHUTBIBaTh BO3MOKHOCTB JIJAHHOTO B3aMMOICHCTBUS.

CoBMecCTHBIH IpueM TpaHJOJaNpuiIa/BepanaMuia U JIEKApCTBEHHOTO TMpermapara, KOTOPBIH
Mmetabonusupyetcs B ocHOBHOM m3odpepmeHToM CYP3A4 unu siBasiercs cyoerpatom P-gp, moxer
COIIPOBOKAAThCs YBEJIIMYEHUEM KOHLEHTpAIMH TAKOrO JIEKAPCTBEHHOrO Ipermapara. JTO MOXKET
TIOBJIEYb 32 COOOH YCHIICHUE UM YBEJIUYEHHUE JUTUTETbHOCTH KaK TEPAeBTUYECKHX, TaK M MTOOOYHBIX
apdexton JIEKapCTBEHHOTO npenapara, IPUMEHSIEMOT 0 COBMECTHO C
TPaHI0JIaIlPUIIOM/BEpariaMHIIOM.

B Tabmume o000OmEeHB! JaHHBIE MO JIGKAPCTBEHHOMY B3aUMOJCHCTBHIO, OOYCIIOBICHHbIE
COJICPXKAHUEM Bepanammia.

Bo3moskHbIe BUAbI B3aHMO/1eHCTBUS
IIpenapar Bo3mozxkHoe AeHcTBHE Ha KommenTapuii
BepanamMHJl HJIH BepanamMma
Ha [pyrod mpenapatr mnpH
0JHOBpEMEeHHOM NPHMEHEeHHH
Anvpa-aoperobrokamopul
[Ipazo3un VBenuueHue MakcuMmaibHOU | JlomomuurensHoe
KOHUEHTpauud (Cmax) Mpa3o3uHa | aHTUTHIIEPTEH3UBHOE JICHCTBHE.
(~40 %), He BIUSET Ha MEPHOI
nostyBbiBeeHus (T12) npazo3uHa.
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Tepazozun

VBenuueHue IUIOmaau MO KPUBOH
«KOHIIEHTpALIUs-BPEMSI» (AUC)
Tepa3o3uHa (~24 %) u Cpax(~25 %).

Anmuapummuyeckue cpeocmesa

drexanHug MuHuManIbHOE JICHCTBHE Ha
IUTa3MEHHBIA KJIUpeHe (riekanHua
(<~10 %); HE BIIUSET Ha
IUIa3MEHHBIH KJIMPEHC BeparaMuia.
XUHHUIUH CHuXKeHHe MepopabHOTO KIIMpEeHca | YCHIICHHE
xuHuauHa (~35 %). AHTUTUIIEPTEH3UBHOTO
JICUCTBHS.
Moxer  HaOMOIATBCS  OTEK
JeTKUX Yy  [alUeHTOB ¢
runeprpoduyeckoit
00CTPYKTHBHOI
KapauoMuonaTuei (cM. jaainee B
rnojpasjelie «/pyrue
BO3MOXKHBIE BH/IBI

B3aUMO/ICHCTBHSI BeparaMuiay).

Bponxoounamupyrowue cpedcmsa

Teodummmn

VMeHbIIEHHE  NEepOpaTbHOTO U
cuctemMHoro kimpenca (~20 %).

CHuxeHue KJIUpEHca y
KypsIuX nauueHToB (~11 %).

IIpomueocyoopooicrvie/n

pomueosnuienmu4ecKue cpedcmea

Kapbamazenun Veemnuenne AUC kapbamasenwna | YBeqHdeHHE KOHLEHTPALUU
(~46 %) y [MallHEHTOB ¢ | kapbamazenuHa, 9YTO  MOXKET
PE3UCTEHTHOMI MapIUalbHON | BBI3BATh PA3BUTHE IMOOOYHBIX
SIUJIETICHEH. s dekToB KapOamasenuna
TaKMX KakK JUIUIONUS, TOJOBHAS
00J1b, aTakcHs j58)071
T'OJIOBOKPYIKEHHE.
deHuTONH VYMeHblIeHHE KOHIIEHTpALlu{
Bepanammia B [1a3Me KpoBH.
Anmuoenpeccanmuol
Wmunpamux Veenuyenne AUC wmunpamuna | He Bimsier Ha KOHIEHTpAIUIO
(~15 %). AKTHBHOT'O MmeTabonuTa,
JIe3UNpaMHUHAa.
T'uno2nuxemuyeckue cpeocmea 011 npuema 6Hympb
['mulypun VeenmuunuBaercss Cmax  ruOypuaa
(~28 %), AUC (~26 %).
IIpomusonooazpuyeckue cpedcmea

Konxuun

VBenuyenue AUC konxununHa (~ B

Konxuuus siBnsercs cydbcrparom

2,0 paza) 1 Cmax (~B 1,3 paza). CYP3A4 H JULst P-
[JIMKOIIPOTEUHA. Bepanamun
uarudbupyer CYP3A4 wu P-
[JIMKOIIPOTEUHA. [Tpu
O/IHOBPEMEHHOM  [PHMEHEHHH
BepamamMuia M KOJIXHIIMHA
UHTHOUpPOBaHUE P-
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rmukonporenHa uw/uwmun CYP3A4
BEparaMMUIOM MOJXKET BBI3BATh

yBETHYEHHE 9KCHO3HIUU
KOJIXMIIMHA M  3HAYUTEIIbHOE
MOBBIIICHHE KOHIIEHTPALUX
KOJIXMIIMHA B  KpoBH. B
MOCTMAPKETUHIOBOM  TIEPHOJIE
NPUMEHEHHUS IOJ[y4eHO OJIHO
coobmeHue 0 napajauye
(Terpamapese), CBS3aHHOM C

O/ITHOBPEMEHHBIM TTPUMEHEHHEM
Bepanammia ¥ KOJXHUIUHA (CM.
pazznen «IlobouHoe aeiicTBHEY).
HeobxoagumMo  CHM3UTH 103y
KOJIXHUIMHA  (CM. HHCTPYKIIHIO
110 IPUMEHEHHIO KOJIXUIIMHA).

Anmumuxpobuwvie cpeocmea

Knaputpomuniuu Bo3moxHo MIOBBILICHHE
KOHIIEHTpAallUM  BeparnamMmia B
11a3Me KPOBH.
DPUTPOMUITHH Bo3moxHOo [IOBBILIEHHE
KOHIIEHTpAllUd  BepamamMujia B
IU1a3Me KPOBH.
Pudamnunun VMenbaetcs AUC (~97 %) | AHTUTHIIEPTEH3UBHOE JIEHCTBHE
BepanamMuia, Cmax (~94 %) u | MOKET yMEHbBIIATHCS.
OMOZOCTYNIHOCTh TP TpUeMe
BHYTpPB (~92 %).
TemuTpomuniuu Bo3mosxHO MOBBILICHHE
KOHIIGHTpAllMW  Bepamamuia B

I1J1a3M€ KpOBH.

IIpomusoonyxoneevie cpedocmea

JlokcopyOunun Veenuuupaercs AUC (104%) u |V NAlUEHTOB c
Crax (61 %) moxcopyOununa. MEJIKOKJIETOYHBIM pakom
JIETKHUX.
bapbumypamei
®enobapOuTan VBenuuuBaercs [EPOPAIbHBIH

KJIMPEHC BepanaMuia ~ B 5 pas.

benzoouazenunvt u Opyeue mpankeuiuzamopbl

bycniupon VeemuuBaercs AUC # Chax
OycnupoHa ~ B 3,4 pasa.
Muazonam VeennuuBaercs AUC (~ B 3 pasa) u

Cmax (~ B 2 pa3a) Muj1a3osiama.

bema-aopenobrokamopui

Metonposon VeemuuuBaercs AUC (~32,5%) u
Cmax (~41 %) wmeronmponona y
MAIIMEHTOB CO CTEHOKAp/IUEH.

[Iponpanonon VeemnmuuBaercs AUC (~65%) wu

Cmax  (~94 %) nponpanosona y

Cwm. pazzen «OcobOble yKazaHHs.

15




I IMaiu€HTOB CO CTCHOKap)lHCﬁ.

Cepoeunvie 2n1uko3uow

JIMruTOoKCUH VYMmenpiaercs  o0mMi  KIMpPEHC
(~27 %) u BHENMOUYEYHBIH KIUPEHC
(~29 %) nurutoxcuHa.
Jlurokcun b. 4 3JI0pPOBBIX no6poBosbLeB | CHU3UTH 03y JUTOKCHHA.

yBemuuuBarOTC Cmax  (Ha ~44 %),
Ci2n (Ha~53 %), Css (Ha~44 %) u
AUC (na ~50 %) nurokcuHa.

Cwm. paznen «OcoOble yka3zaHus».

Anmazonucmuot H> peyenmopoe

[{umeTuauH

VYBemuuuBaercs AUC R- (~25%) u
S- (~40 %) BepanamMmusia c
COOTBETCTBYIOIIUM  YMEHbIIIEHUEM
kiaupenca R- u S-pepanamuia.

Hmmynonoauveckue/ummynocynpeccugnvie cpeocmsda

[{uknocnopun VeenmuuuBaercs AUC, Css, Cmax (Ha
~45 %) NUKJIOCTIOpHHA.
DBepoumMyc Oepomumyc: yBenmuuBaercs AUC | Moxer MOHAI00UThCS
(~B3,5paza) u Cnax (~ B 2,3 paza). | onpejefeHue KOHIIEHTPAIMH U
Bepanamun: yBenuuuBaetcss Cirough | TUTpALHs 10361 9BEPOIHMYCA.
(KOHLIEHTpAIHs Ipenapara B Iia3Me
KPOBH  HEMOCPEICTBEHHO  IeEpe]
IPUEMOM €ro OuepeaHOM 103bl) (~ B
2,3 paza).
Cupomumyc T AUC cuponumyca (~ B 2,2 paza); Moxet NOHA00UTHCS
T AUC S-pepanammuina (~ B 1,5 pa3a). | onpeesieHiHe KOHIIEHTPALUH H
TUTPALUS 103kl CHPOJIUMYCA.
Takponumyc Bo3moxHo MOBBIIICHUE
KOHIIEHTPALlMM  TakpojauMmyca B

I1a3M€ KpOBH.

I"unonunudemuyuecxkue cpeocmsa (uneubumopwi I’ MI-KoA pedykmasoi)

ATopBacTaTHH Bo3moxHO noselleHHe | JlomoIHUTENbHYIO HHPOPMAIHIO
KOHIEHTPALUU aTopBacTaTUHA, | CM. JaJiee.
noseimerne AUC Bepanmamuia Ha
~43 % B m1a3mMe KpoBH.

JloBacrarun Bo3moskno noBeleHue | JlononHUTENbHYIO HHPOPMAIIUIO
KOHIeHTpauuu JioBactatuHa U AUC | cm. naree.
BepanmaMuna (~63%) u  Cpax
(~ 32 %).

CuMBacTaTuH VeemuunBaercss AUC (~ B 2,6 pa3) u | JlononxuTtenbHyo HHGOpMaLUIO

Cmax (~ B 4,6 pa3) cuMBacTaTuHa.

CM. JaJjice.

Aeonucmer peyenmopos cepomoHuHa

AnMOTpHITaH

Veemnuupaercs AUC (~20%) wu
Cmax (~24 %) anmoTpunTasa.

Ypuxosypuueckue cpeocmea

CynppuHnupazon

VYBenuueHue EepOPaIbHOTO
KJIMpeHca Bepanamuia (~ B 3 pasa),

AHTHTUIIEPTEH3UBHOE JICHCTBHE
MOJKET YMEHBIIIAThCS.
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CHIDKEHHE ero OHOJOCTYNHOCTH
(~60 %).
Anmukoaeynsanmol
JlaGurarpan Veenuuenue Cmax (10 90 %) u AUC | Moxer  MOBBIATBCS  PUCK
(1o 70 %) naburarpana. KPOBOTEYECHHIH.
[Tpu opueMe  BeparamMmuia
BHYTPb MOXET MOTpeboBaThCS
CHW)KEHHE JI03bl JaburaTpaHa
(cM. ykazaHHS MO JJO3HPOBAHHUIO
B UHCTPYKIIUH 1o
MEMIUHCKOMY  MPUMEHEHHIO
npenapara Jlaburarpan) u aaiee
B nojpasjene «/pyrue
BO3MOJKHBIE BUJIbI
B3aUMOJICHCTBHSI BEpariaMuiiay).
Hpyrue Ha ¢one yBenuuenus BcaceBanus | [lo HEKOTOPbIM JTQHHBIM,
AQHTHUKOATyJITHTHBIE ACIIJ] BciaeacTBue TOro, YTO OHH | BOBMOXKHO IMOBBIIICHHE pPHCKA
cpeacTBa NPsMOTro | ABJIAIOTCS cyOcTpatamu P-gp, u, npu | KpOBOTE€YEHHUS,, OCOOEHHO IpH
neiictBus (ACITJT) OIpe/IeIEHHBIX YCIOBHSX, | HATMYUM  APYyruxX  (aKTopoB
ymeHnbiienuss anuMuHanuu  ACIIJ] | pucka.  MoxeT  BO3HHKHYTH
MeTaboIUM3upyeMbIX H30(EepMEHTOM | HEOOXOIUMOCTh B YMEHBIIICHHH
CYP3A4, BO3MOXHO TIOBBIIICHHE | O3B ACIIJ pu

cucremHoi 6monocrynHoctu ACIIJI.

O/ZTHOBPEMEHHOM IPUMEHEHHH C
BepanaMuIom (cxembl
NPUMEHEHHUS CM. B HHCTPYKIIHH
1o npumenenuto ACI1J).

/pyaue cepoeuno-cocyou

cmole cpeocmea

WBabpaaun

OnHOBpeMEHHOE  NpPHUMEHEHHE ¢
UBaOpaIMHOM IIPOTHBOIIOKA3aHO B
BUJy Ppa3BUTHUS JIOMOJHHTEIHHOTO
OTPULATEIBHOTO  XPOHOTPOIHOTO
sddekra Bepanamuiia k uBabpaIuHy.
[Ipu OJHOBpEMEHHOM MPUMEHEHUHU
uBaOpaJMHa C BepamamMHIOM H JIp.
npenapaTaMi, KOTOPBIE — YPEKAOT
YacTOTy CEpACYHBIX COKpPAIICHHIH,
HaOTI01aI0Ch YBEJINYCHHUE
cojepkaHuss uBaOpaguHa B 2 — 3
pa3a, TpH 3TOM JONOJHHTEIHHOE
YPEeXKEHHE  YacTOTHI  CepICYHBIX
COKpAIIIEHH# COCTABIISIIO S5 YAapOB B

MHHYTY.

CwM. pa3znen
«IIpotuBonoka3zanusi» u janee B
nojpaszene «Jlpyriue BO3MOXKHBIQ
BH/IbI B3aUMO/IEHCTBUS]
BEparaMuiIar.

Jpyeue

['peitndpyToBsIii cOK

Veemuuenue AUC R- (~49%) u
S-(~37 %) Bepanammwia U Cmax R-
-(~75 %) u S-(~51 %) Bepamammia.

OtcyrctBue BiusiHus Ha Ti2 u
MOYEYHbIH KIMPEHC.
['peiindpyToBbrii COK HE
ClleyeT IPUHUMATh BMECTE C
BEparaMuIOM.
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3Bepoboit VYMmenbmaercs AUC R- (~78 %) u

POABIPSBIICHHBIN S-(~80 %) Bepanamuia c
COOTBETCTBYIOIIUM CHHYKEHHEM
Cmax.

Jlpyzue 603modiicHble 6UObI 63AUMOOCIHCMEUA 6ePANAMULA

Jabuzampan

IIpu ogHOBpeMEHHOM IpUMEHEHMHM Aa0urarpaHa 3TEKCHJIaTa C BepalmaMuiIOM, Ha3HA4YaBIIMMCS
nepopayibHO, 3HaYeHUSI Cmax U AUC paburarpana yBeJIHMYUBAIUCH B 3aBUCHMOCTH OT BpPEMEHH
IOPUMEHEHUsT M JIEKapCTBEHHOH Qopmbl Bepanamuia. HaubGosblee MoBbIICHHE yKa3aHHBIX
3HaueHMH JaburarpaHa HaOMIOJAIOCh B Cilydyae, KOTJa IepBas /103a BeparnaMuia ¢ HeMeUICHHBIM
BBICBOOOXK/ICHHEM, ITPUHUMATACh 3a | 4 10 mpuema gaburatpana stekcunata (Cmax MOBBICHIACH HA
180 %, a AUC- mna 150 %). Ilpu wucnonp3oBaHuM JeKapCTBEHHOH (OpMBI Bepamamuia ¢
3aMe/UICHHBIM BBICBOOOXKAEHUEM 3TOT 3 (peKT nporpeccuBHO CHIKAICH (Cmax MoBBICHIach Ha 90 %,
a AUC- na 70 %), Taxke Kak IpH MCIIOJIb30BAHUH MHOTOKpaTHBIX 03 Bepanamuia (Cmax
noseicuiiack Ha 60 %, a AUC - Ha 50 %), uto MOKeT 0OBACHATHCS MHAYKIUe#H P-riukomnporenHa B
XKT nmpu anutenbHOM npuMeHEHUH Bepanamuia. [Ipu npuMeHeHHH Bepanamuia 4epe3 2 4 mocje
npuemMa jaburarpaHa 3TeKCHJIaTa KIMHUYECKH 3HAYMMOTO B3auMoJeHcTBUS He Ha0moAanoch (Cmax
nopeimanace Ha 10%, a AUC- mHa 20 %), mockoiabKy uepe3 24 gaburaTpad IOJHOCTBHIO
BcachiBaeTcsa. B uccienoBaHuu y mnauMeHToB ¢ (GuOpwusinMed mpeacepauii  KOHIEHTpaLUs
naburaTpaHa yBelIu4yHMBaiachk He Oosiee yem Ha 21 %, npH 3TOM yBeIHYEHHs PHCKAa KPOBOTECUYECHHN HE
ObLI0 3aperucTpupoBaHo. JlaHHBIE O B3aUMOJAEHCTBHH Ja0WraTpaHa 3TEKCHJIaTa C BepamaMuiioM,
BBEJICHHBIM IapPEHTEPATBbHO, OTCYTCTBYIOT; KIMHHUYECKH 3HAYUMOTO B3aUMOICHCTBHUS HE OJKHIACTCS.
Yro Kacaercs mpoJIOHrallMu CBEPTHIBAHHMS KPOBM, TO NMPHUMEHEHHE BeparaMuiia, Kak IpaBHIio, He
BIMSJIO HA OTHOUICHHE IUIa3MEeHHas KOHIeHTpauus-3¢¢ext padburatpana. Ilpu coBmecTHOM
IIPUMEHEHUH Ja0urarpaHa STeKCHIaTa U Bepanamuia He ObLIO MOJy4eHO KaKHX-TH00 HEOXH/JaHHBIX
JITAaHHBIX, KacaloIuXcs 6e30MacHOCTH.

Cpeocmea, ceazvigaroujueca ¢ 6eaKamu naasmsl Kpogu

Bepanamui kak cpeacTBO, B BBICOKOH CTENEHH CBS3bIBAIOIIEECs ¢ OeIKaMH IUIa3Mbl KPOBH, I0JDKEH
NPUMEHATBCA C  OCTOPOXKHOCTBIO MpPU OJHOBPEMEHHOM IpHEME C JPYrHMH [pernapaTrami,
o6safaromuMH 0A00HOH crIOCOOHOCTBIO. BO3MOKHO yBeIMYeHHEe KOHIEHTPAIUH B IUIa3Me KPOBH
JIEKapCTBEHHBIX CPEJICTB, XapaKTEPH3YIOUIUXCSl BBICOKOH CTENEHBIO CBSA3bIBAHUS ¢ Oeakamu (B TOM
YHCI€ IIPOU3BOJAHBIX KyMapuHa M UWHAAHJHOHA, HECTEPOUIHBIX MPOTHBOBOCIATUTEILHBIX
IpernapaToB, XMHUHA, CATMLIUIATOB, CYIb(PUHITUPA30HA).

Dnexaunuo

HccnenoBanue ¢ yyactueM 370pOBBIX J0OPOBOJIBIEB MMOKA3aJl0, YTO MPH COBMECTHOM IPHUMEHEHHUHU
Bepanammuia H (reKkanHuIa BO3MOXKHO a[UIMTHBHOE JICHCTBHE CO CHIDKCHHEM COKPATHMOCTH
MHOKap/ia, 3aMe/I/ICHUEM aTPHOBEHTPUKYJIIPHOHN MPOBOIUMOCTH U PEMOJIIPH3AIME MHOKap/a.
Juzonupamuo

J1lo nostyyeHus JaHHBIX O BO3MOXKHOM B3aMMO/ICHCTBHH MEXIy BEpallaMHIIOM U JU30IMHPAMHIOM HE
cJIe[lyeT Ha3Ha4aTh AU30NUpaMu/ 3a 48 yacoB 0 WM 24 yaca 1ociie NpuMeHEeHHUs.

Heaopaoun

B cBsA3u ¢ ymepenHbiM uHrubupyromuMm s¢dexrom B otHomenun CYP3A4, Bepanmamui (B m03e
120 Mr 2 pa3a B CyTKH) [pH OJHOBPEMEHHOM IpPHMEHEHWH NpHBOAWI K yBeaudeHuro AUC
uBabpaauHa B 2-3 pasa.

Kak Bepanamwi, Tak W HUBaOpaJuH SBJISIFOTCS BEIIECTBAMM, YPEKAIOIMIUMHU CEPJCYHBIH PUTM, H,
CJIEIOBATEIbHO, COBMECTHOE IPHUMEHEHHE MOXKET IPHUBECTH K YXYAIICHUIO CEPJECYHOrO pPHUTMA
nanuenTa. OJHOBPEMEHHOE NPHMEHEHHE Bepanmamuia ¢ MBAaOpaIMHOM IPOTHBOIIOKA3aHO BBUIY
pa3BUTHS JOMOJHUTEIBLHOTO OTPHIATEIIBHOTO XPOHOTPOITHOTO Y deKTa.

18



Ilpokaunamuod, xunudun u Opyzue J1eKApCmMeeHHvle CPeOCMea, 6bi3blealouile YOIUHEHUE
unmepeana QT

VBenn4eHue pucka pa3BUTUs yauinHeHus uatepsaita QT.

Bansnpoesasa kucnoma

Bepanamusl noBbIaeT KOHLEHPAIMIO B KPOBH BAJIBIIPOEBON KHUCIIOTHI BCJIEJACTBHE I10/ABJICHHS
MeTaboau3ma ¢ yqactueM nutoxpoma P450.

Huxomun

Hukotun yckopseT MeTabo/u3M B MEYEHH, MPHBOIUT K CHHIKEHHIO KOHIIEHTPAI[MHM Beparamuiia B
KpOBH, YMEHBIIAeT BBIPAKEHHOCTh AHTHAHTHHAJIHHOTO, AQHTUTUIIEPTEH3UBHOTO U
QHTHAPUTMUYECKOTO JICHCTBUS.

Panumuoun

IToBbimaeT ypoBeHb BepanaMusia B 1jia3mMe KpOBH.

IIpenapamet kanouus

CHuxenue 3 GexkTHBHOCTH BeparamMuia.

Cumnamomumemuxu

CuMIaTOMUMETHKH CHUIKAIOT aHTUTUIIEPTEH3UBHBIN 3 QeKT Bepanamuia.

Icmpozensi

DCTPOreHbl CHUKAIOT aHTUTUIIEPTEH3UBHBIH Y()(eKT Beparmamuia BCIEACTBHE 3a/IEPKKH JKHIKOCTH
B OpraHu3Me.

I'unomensugnsie cpedcmea, ouypemuxu, 6a3o0unamamopul

VYcunenne aHTUHTHIEPTEH3UBHOTO JIEHCTBUS.

Cpeocmea ona nevenua BUY-ungexyuu

Hexotopeie npenapatel 11 nedenust BUY-undekimn, Takue kak puTOHABUD, MOI'YT HHITHOHPOBAThH
MeTaboJIM3M BepanaMuiia, YTO NPHBOJAMT K YBEIMYCHHIO €r0 KOHLEHTPALMH B IUIa3Me KpPOBH.
Crnenyer coGmoaTh OCTOPOKHOCTD HITH CHH3HUTH 103y Bepanamuia.

JTumuii

[loBbiieHHas HEHPOTOKCHYHOCTh JIMTHS HaOMIOJanack BO BpeMs OJHOBPEMEHHOTO MpHEMa
BeparnamMuia ¥ JIMTHS TPH OTCYTCTBMM HM3MEHEHHH WM YBEIWYEHHH KOHIEHTPAIHH JUTHS B
CBIBOPOTKE KpoBH. OJHAKO JIOMOTHUTEIBHBIN [IPUEM BeparaMuiia TakKe MPHBOINI K YMEHBIIEHHIO
KOHIICHTPAIIMH JIUTUSI B CBIBOPOTKE KPOBH Y MAIIMEHTOB, PETYJISIPHO MPUHUMAIOLIMX JTHUTHH BHYTPb.
Creyer TIateabHO CIEAUTD 3@ COCTOSHUEM IAIllHEeHTOB, IPHHAMAIONIMX 00a Ipernapara.

P -adpenobnokamopsl 011 6HymMPUBCEHHO20 66€0eHUA

B-ampenoGiokaToOpsl Ul BHYTPHBEHHOTO BBEJICHHs HE CJIEAYeT NMPUMEHATh BO BpeMs JICYEHHS
npenaparom Tapka® (cm. pasaen «[IpotuBonokasanusy). KoMOGMHMPOBAHHOE JIeUeHHE BEPATAMHIIIOM
v [B-azpeHo0I0KaTOpaMH MOXKET BBI3BIBATH TsDKENOEe HapylieHue AV-IpOBOJMMOCTH, KOTOPOE, B
HEKOTOPBIX CilydasiX, MOXXET BbI3BaTh Pa3BUTHE TsKeIOW OpajuKapIuH, YrHETEHHE CEpACUHOM
NeSITeTbHOCTH.

Muopenakcarnmeot

Db dexT MHOPETaKCaHTOB MOKET YCHIUTHCS.

Kinuyeckue aHHbIE U TOKIMHHYECKHE HCCIEIOBAHKS MO3BOJIAIOT MIPE/IIOI0KUTE, YTO BEPAIAMHII
MOYKET YCHJIMTh aKTUBHOCTh MHOPEIAKCAHTOB (TaKUX KaK Kypape U JeMOJISIpH3HPYIOIINX ).
Janmponen

Y  NalueHTOB, IOJBEPKEHHBIX 3J0KAYECTBEHHOW THIIEPTEPMHUH, BHYTPHUBEHHOE BBEJICHHE
JAHTPOJICHA C OJHOBPEMEHHBIM IIPHEMOM OJIOKATOPOB KaJbIIMEBBIX KAHAJIOB IPHUBOIWIO K
THINIEPKAJIMEMHH U YTHETEHHIO 1€ TeIbHOCTH MHOKAp/Ia.

Crenyer u3beratb 0JJHOBPEMEHHOTO IPHUMEHEHHsI 000UX MPENapaToB B JICYEHUH 3]I0KAYECTBEHHBIX
CEpACYHBIX TAXHAPUTMUMN, BBI3BAHHBIX THIIEPTEPMHEH.

KomOunanus nantponeHa Hatpus H OJOKaTOPOB KalbIMEBHIX KAHAJIOB HE PEKOMEHIYETCs IpH
JICYECHHUH 3JI0KAUYECTBEHHOM IMIIEPTEPMHH.
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CoBMecTHOE IPUMEHEHHE MHOPEIaKCaHTa JaHTpoJIeHa (B/B) M BepaliaMuiia SBJISETCS MOTEHIIHAIBHO
OMacHeIM (MOXET BbI3BaTh (aTaTbHYI0 (GUOPHIUIALINIO JKelya0ukoB). COBMECTHOE NPHUMEHEHHE
Bepanamuiia 4 JaHTpOJIEHa He PEKOMEHIYeTCS BO BpeMs JICUCHHUS 37T0Ka4eCTBEHHON THIIEPTEPMHUH.

B 9KcnepUMEHTaIbHBIX HCCIEIOBAHUSX Y JKMBOTHBIX COBMECTHOE BBEJICHHE Bepamamuia H
naHTpoiieHa (B/B) mnpuBeno K (atampHONH (QUOPHIUISIHK HKEIYJAOYKOB. DTa KOMOMHAIMS
HNOTEHIIMAILHO OIlacHa.

Hecmepouonsie npomugosocnanumensusie npenapamest (HIIBII)

Ilpu coBmecTHOM mpuemMe co BcemMu runoteH3uBHbIMH cpeactBamu HIIBIT (B Tom uymcne
alEeTHIICAIMIIMIIOBAs KHUCJIOTa, IIpUMEHsieMass B BBICOKOH [103€¢ Kak IPOTHBOBOCIATHTEIBHBIH
npenapar, HanpuMmep, Juis oOiaerdeHus OO0JHM) MOKET YMEHbIIUTh AHTUTHIIEPTEH3UBHOE JEHCTBHE
tpanjponanpuaa. CrefyeT YCHIMTh KOHTPOJIb apTepHAIBLHOrO JABJIECHHUS IPH JOMOJHHUTEIHLHOM
nprueMe WM npekpamenud npuema jmodoro HIIBIT manumentoM, mpuHHMAIOMIUM TpaHIO0JApPHIL
Kpome Ttoro, 6puto BbisiBaeHo, yro HIIBIT u unruburtopsr AII® npuBOAAT K JOMOJHUTEILHOMY
YBEJIMUCHHUIO COJIEPIKAHUSI Kalusid B CHIBOPOTKE KPOBH, B TO BpeMs KakK (DYHKIHS IMOYEK MOXKET
HapymuThes. Takoe BO3feHCTBHE, KaK IPaBUIIO, SBISETCS OOpAaTHMBIM M BO3HHKAET dYalle y
MAlMEHTOB C HapylIeHUeM (YHKIIHH ITOYEK.

HIIBII, B TomM 4ucie auneTWICATHIWIOBAas KHCIOTA, 3a HCKIIOYEHHEM CJIydaeB, KoOrja
AIeTUJICATIMIIMIIOBAs KHUCIOTa MIPUMEHSETCSl B KaueCTBE aHTHAIPEraHTHOTO CPEICTBA, HE JIOJIKHBI
IPUHUMATBCA COBMECTHO ¢ MHruOuropamu AIID manmeHtamu ¢ cepedHON HEIOCTATOYHOCTHIO.
OaHOBpeMEHHBIH IPUEM  aAlCTHICATMIMIOBOH KHCIOTBI W BepalamMuia MOKET MPUBECTH K
YBEJIIMYEHUIO  KOJMYECTBA M  BBIPAKEHHOCTH  HEXKEJATE/IbHBIX  SBICHHH OT  [pHeMa
aleTUJICATTMIIMIOBOM KUCIIOTHI (MOXKET YBEJTHYUTHCS PUCK BO3HUKHOBEHHS KPOBOTEUCHHMIA ).

Imanon (anxkozonn)

[loBplleHME KOHIEHTpAlMH 53TaHOJA B IUIa3Me KPOBH. JTAHOJ MOBBINAET PHCK DPAa3BUTHS
apTepUaIbHOM rHIIOTEH3UH.

Huzuoumoper 'MI'-KoA pedykmassl (cmamutivi)

Cumeacmamun/amopeacmamun/106acmamux

[TanmenTam, mnomydaromuM Bepanamu, JedeHue uHruoutopamu ['MI-KoA peaykraser (T.e.
CHMBACTaTHHOM/aTOPBACTaTHHOM/JIOBACTAaTUHOM) CJI/IyeT HAYMHATH C BO3MOXHO 00Jjiee HU3KHX /103
C IOCTENEHHBIM HX IIOBBIIIEHHEM B IpoIlecce Teparnuu. BeUIo OTMe4YeHO, YTO OJHOBPEMEHHOE
NPUMEHEHME BepanaMuia M BBICOKHX [I03 CHMBAacTaTHHA YBEJIMYHBAECT pPHCK pPa3BUTHS
muonatuu/pabaomuonusza. Ecmu ke HE0OXOJMMO Ha3HAYMTH BepalaMmuil [alMeHTaM, YKe
nosyvyarommM HHrHOuTopel  ['MI'-KOA pemykTasbl, T0 HEOOXOAUMO MEPECMOTPETh W CHU3HTH HX
JI03bI COOTBETCTBEHHO KOHLEHTPAIMH XOJECTEPUHA B CBIBOPOTKE KPOBH.

®yBacTaTuH, NpaBaCTaTHH M PO3yBAaCTATHH HE METaOOIM3UPYIOTCS MO JEUCTBHEM H30(epMeHTa
CYP3A4, nostoMy MX B3aUMO/ICHCTBHE ¢ BeparnaMuIOM HAaUMEHee BEPOSTHO.

Huzanayuonnsie anecmemuxu

[Ipy 01HOBpEeMEHHOM NPHUMEHEHUH MHTAISAIUOHHBIX aHECTETHKOB M aHTATOHHCTOB KaJIbIHs, TAKMX
KaK Bepanamuiia ruIpoXJIOpu/l, CIeIyeT TIATeIbHO MOoA0MPaTh 103y, 4YTOOBI H30€XKaTh Ype3MEPHOTO
YTHETEHHS JIeATEIbHOCTU CePICYHO-COCYAUCTON CUCTEMBI.

B3aumoseiicTBHS, 00YC/I0B/IeHHbIE TPAHI0JIANPHIOM:

Nurudurops! HeliTpaabHoi sa10nenTHaAa3sl (HII)

OnnoBpemenHoe npumeHeHne UHruOuTopoB AII®D u unruburopos HIII, Hanpumep, cakyouTpuia
(1octymHOro B BHJ€ KOMOHMHAIMH C BajcapTaHOM B (PUKCHPOBAHHOH [103€) M paleKkaJ0Tpuiia
IPOTHBOIIOKA3aHO, IIOCKOJIBKY OZIHOBpeMeHHOoe HHrubupoBanue AI1® u HenpuiniuHa (HeHTpanbHas
sujonentuaaza, HOII) Moxer yBeIHUUTh pUCK pa3BUTHS aHTHOHEBPOTUYECKOTO OTEKA (CM. pa3/ielisl
«IIporuBonokazanus» u «OcoOble yKa3aHUs»).

OnmHoBpeMeHHOEe  mpuUMeHeHHe  uHrubutopoB  AllD  (TpaHmonampwi) W MHTHOUTOPOB
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munentuauianentuaazel IV tunma  (JAIII-IV)  (riuntusamu), Hanpumep, CHTArJIMITHHOM,
CaKCarjJuITHHOM, BHJIJAAIIMITHHOM, JTHHATIUIITHHOM, MOXKET COTPOBOXK/IATHCS YBEIMYCHUEM pHCKA
pa3BUTHUS AaHTHOHEBPOTUYECKOTO OTEKA.

OnnoBpemeHHOE npuMeHeHHe HHrHOuTOpoB AIID (Tpanmonanpui) ¥ panekagoTpuia (HHTHOUTOP
sHKe(anHa3bl, IPUMEHSIEMBIH JUIS JIeYeHHsI OCTPO THaper ), MOXKET COIIPOBOXKIATHCS YBETHUEHUEM
pHCKa pa3BUTHS AHTHOHEBPOTHYECKOTO OTEKa.

OnHoBpeMeHHOE mpuUMeHeHHe HWHruouTopoB AlID (TpaHmonampui) W 3CTPaAMyCTHHA, MOXKET
CONPOBOXKIATHCS YBEJIMUEHHUEM PUCKA Pa3BUTHSI AHTHOHEBPOTHYECKOTO OTEKa.

Huypemuxu

JluypeTuku MM Jpyrue TUMOTEH3UBHBIE CPEACTBA MOTYT YCHJIMTH aHTHTHIIEPTEH3HBHOE JCHCTBHE
tpanjonanpuiaa. KammiicOeperatomue auypeTHKH (CIHPOHOTAKTOH, aMHJIOPHJ, TpPHAMTEPEH,
SIUIEPEHOH) HJIM IIpenapaThl Kaaus MOTYT MOBBICUTH PUCK T'MIIEPKAITUEMHH, OCOOEHHO y MAIHEHTOB C
IIOYEYHOM HEJI0CTATOYHOCTHIO. TpaH10/1apul MOXKET YMEHBIIUTE MOTEPIO KaJlus MIPH COBMECTHOM
IPUMEHEHUHU C THA3UTHBIMHU INYPETHKAMH.

Ko-mpumokcason (mpumemonpum/cynvghamemorcaszon)

Y  DNalnMeHTOB, NPUHUMAIONMIMX KO-TPUMOKCA30Jl (TPUMETONPHUM/CYIb(aMETOKCa30/), MOMKET
NOBBIINIATLCS PUCK PAa3BUTHUS TUNIEpKaTueMuu (cM. paszaen «Ocolble yKa3aHus»).

Brokamopet peuenmopog anzuomenzuna I, anuckupen

JlanHple KIMHMYECKHX MCCIIE0OBAaHUN NOKa3aldHM, 4YTO [BOiHas OJl0Kajga peHHWH-aHTHOTEH3HH-
anpioctepoHoBoi cuctembl (PAAC) myteM KOMOMHHPOBAHHOTO MpPUMEHEHHS HHTHOHTOpOoB AIID,
0J10KaTOPOB penenTopoB aHruoreH3uHa Il wim amuckupeHa cBs3aHa ¢ 0ojiee BBICOKOH 4YacTOTOM
pa3BUTHs IOOOYHBIX 2P (PEKTOB, TAKUX KAK apTepHaTbHAS THIIOTEH3HS, THIIEPKATHEMHS U CHUKEHHE
Gynxuuy noyex (BKIIOYAs OCTPYIO MOYEUHYIO HEIOCTATOYHOCTBH) [0 CPABHEHHIO C MPUMEHEHHEM
OJTHOTO  JIEKApCTBEHHOIO  CcpeAcTBa,  BozaeicTByomero Ha  PAAC  (cm.  pasaensl
«ITpoTuBonokazanus», «OcoOble yKazaHUsm»).

OnnoBpemeHHoe mpuMeHeHHe HHrHOUTOpoB AIID C mpemaparamu, coAepKAlMMH AJTHCKHPEH,
IIPOTHBOIIOKA3aHO y MALUEHTOB C CaXxapHbIM JHA0ETOM H/HJIM C YMEPEHHON HJIH TSDHKEIION MOYeUHON
Hegocrarounocteio  (CK®  menee 60 mr/mun/1,73 M?  miomany MOBEPXHOCTH Tena) M He
PEKOMEH/TyeTCS Y IPYTUX MAI[HEHTOB.

OnnoBpeMeHHOE NpHMeHeHne HHrHOMTOpoB AIID ¢ aHTarOHUCTAaMH PELENTOPOB AHTHOTEH3UHA Il
MPOTUBOIIOKA3aHO Yy MAaIlMEHTOB ¢ auabeTHdeckoil Hedpomartueilt m He pEKOMEHIyeTCs y APYTHX
HAI[UCHTOB.

T'unoznuxkemuueckue cpedcmea

OnaHoBpeMeHHOE TNpPUMEHEHHE TpaHJoJANpHia, Kak © Jo0bIX HHrubutopoB AllD, ¢
THIIOTTIMKEMHYECKUMH  CPEACTBAMU  (MHCYJIMHOM MJIM TUIOIIMKEMHUYECKHMMH CpEICTBAMH IS
npyueMa BHYTPb) MOJKET YCHJIUTh IMIIOTTIMKEMHYECKUN 3((EKT H MPUBECTH K IMOBBIMICHHIO PUCKA
TUIIOTTUKEMHUH.

JTumui

Tpannonanpun MOXeT yXyAIIUTh BbIBeJeHHE TUTHSA. HeoOX0aUM KOHTPOJIb KOHIIEHTPALMH JTUTHS B
CBIBOPOTKE KPOBH.

3onomo

bpumi cooOmEeHns 0 peAKHX CiIydasX BO3HHKHOBEHHS HHTPATONOJO0HBIX peakimuil (MX CHMIITOMBI
BKJIFOYAIOT B ce0sl MOKPACHEHHE JIUI[A, TOUIHOTY, PBOTY H apTEPUATBHYIO THIIOTEH3HIO) Y MAllHEHTOB
pY BHYTPHBEHHOM BBEJCHUHU MPENaparoB 30JI0Ta (HATPHS aypoTHOMAalaTa) W OJHOBPEMEHHOM
npueme uHru6uTOpoB AII®, B ToM uncie npenapata Tapka®.

Apyzue

[Ipn npuMeneHHn BO BpeMs reMo/JHain3a BHICOKONPOTOYHBIX MeMOpaH U3 MOJIMAKPUIOHHTPHIIA Y
NAIMEHTOB, MoJyyaBIIUX HHruOuTopsl AllD, Obut ommcanbl aHaUIAKTOHIHBIE PEAKIIHH.
[Tanmenram, nomydaromum HHruOuTOphl AII®, creayer nzderars npuMeHeHHst MeMOpaH 1M0100HOr0
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THIIa BO BPeMs IIPOBEICHHUS reMOIHAIN3A.

Wuruburopsr AII® MOryT yCHIHTh AHTHTHIEPTEH3UBHOE J[CHCTBHE HEKOTOPHIX CPEICTB JUIS
UHTBIIIMOHHOTO HApKOo3a.

AJLTOITypPHUHOJI, TUTOCTATHKH, HMMYHOCYIIPECCHBHBIE CPEJICTBA U CHCTEMHBIC KOPTHKOCTEPOUIBI MIIH
MPOKaWHAMMI MOTYT IOBBICHTE PUCK Pa3BUTHs JIEHKOIEHUH IIPH JIedeHuH uHruouropamu Al1D.
AHTaIU/IBl MOTYT CHU3UTH OHOIOCTYITHOCTH HHTHOUTOPOB AITD.

AHTUTHNIEPTEH3UBHOE JeHcTBHEe HHTUOMTOpOB AIID MOXKeT OBITh CHH)KEHO IIPH COBMECTHOM
Ha3HAYECHHH CUMIIATOMUMETHKOB. B Takux ciryyasx He0OX0AMM TIIATEIbHBIM MOHUTOPHHT.

Kak u B ciydae mpuMeHeHHUs JIIOOBIX JPYrHX THIIOTEH3WBHBIX CPEJCTB, COBMECTHOE HA3HAYEHHE
HEUPOJIENTUKOB MM  TPULMKIMYECKUX aAHTH/JCNPECCAHTOB YBEJIMYMBAET PHUCK  pPa3BUTHS
OpPTOCTAaTHYECKOH THIIOTEH3HH.

OaHOBpeMeHHOE NPUMEHEHHE WHTHOMTOPOB aHTHOTEH3WH-NpeBpamaromero ¢pepmenra ¥ mTOR-
KHHa3bl (HAlpUMEp, CHPOJIMMYC, 3BEPOJHMYC, TEMCHPOJIHMYC) MOXKET COMPOBOKIATHCS
MOBBIIIEHHBIM PUCKOM Pa3BUTHS AHTMOHEBPOTHYECKOTO OTEKA.

Ocobb1e ykazanus

Cnedyrowue ocobuie ykasanus omuocsimcs k npenapamy Tapka® uz-3a nanusus 6 cocmase
eepanamuna:

Ocmputit ungpapkm muoxapoa

[Ipumenenue npenapara Tapka® y mauueHToB ¢ OCTPHIM HH(GAPKTOM MHOKAp/Ia HE PEKOMEH/IyeTCs B
CBSI3M C HEIOCTATOYHBIM OIBITOM KJIMHHYECKOTO IPUMEHEHHS.

bnokaoa cepoua/Ampuoeenmpuxynapuas onokaoa I cmenenuw/bpaouxapous/Acucmonusn
Bepanamu BiusieT Ha aTpHOBEHTPHKYJISAPHBIH (AV) U cuHOaTpHaIbHBIA (SA) y3IIBl U YBEJIHYHUBAET
BpeMss AV nposoaumoctH. [Ipemapar cieayer nmpuMeHsSTH C OCTOPOKHOCTBIO, TaK Kak pa3BHUTHE
AV-6nokaael I wmm III cremenm (cm. pasmen «[IpoTuBonokaszaHus») WM OJHOIYYKOBEIE,
JBYXITy4YKOBBIE MJIM TPEXITy4KOBbIe OJIOKaabl IMydka ['mca TpeOyrT 3HAYHUTENIBHOTO YMEHBIIEHUS
JI03bl MJIM TIOJTHOIO IIpEKpallleHUs I[pHeMa Bepanmamuia U Hadajla MpPOBEIACHHS HEOOXOJIUMOro
JICUYEHUSI.

Bepanamun  Biuser Ha AV H SA-y3mbl U B peIKHX CIydasix MOYKET BbI3BIBATH pa3BUTHE
AV-6nokans! II wmn Il crenenn, Opagukapauu U, B OTACIBHBIX CIIy4asX, aCUCTOJIMH. DTH SBJICHHS
Yalle BO3HUKAIOT Y MALUEHTOB C CHHAPOMOM cJIab0CTH CHHYCOBOTO y3J1a.

ACHCTOJIMS y JPYTHX IALUEHTOB, MOMHUMO [AlMEHTOB C CHHAPOMOM CIa0OCTH CHHYCOBOTO y3Iia,
OOBIYHO MPOTEKAET HEMPOJODKUTEIIFHOE BpeMs (HECKOJIBKO CEKYHJ MM MEHEE) CO CIIOHTaHHBIM
BOCCTAHOBJICHHEM ATPUOBEHTPHUKYJISIPHOTO WM HOPMAIbHOIO CHHYCOBOro puTma. Ecium oHa He
IPOXOAUT OBICTPO, TO ClIETyeT HEMEUICHHO HauaTh COOTBETCTBYIOIIEE JICYECHHE.
bema-aopenodnokamopui

B3aumHoe ycuieHMe HapyIIEHHH CO CTOPOHBI CepAeYHO-COCYAUCTOM cucteMbl (AV-6nokana II-111
CTENCHH, 3HAYMTEIBHOE CHHMIKEHHE 4YaCTOTBl CEPJCYHBIX COKpAICHHUH, pa3BUTHE CEpACYHOM
HEOCTATOYHOCTH €  TOTCHUMAIBHOH  apTepHAIbHOM  THIIOTEH3HEH). ACHMIITOMaTH4ecKas
Opamukapaus (36 ya/MHH) ¢ MUrpanueil puT™Ma 10 MpeICepauio HabIoJanach y IalHeHTa,
O/THOBPEMEHHO TPHHUMAIOLIETO THMOJ0I (OeTa-aapeHoOnokaTop) B (GopMe IIa3HBIX Kamelb |
BeparamMm1 BHYTPb.

Huzoxkcun

B ciayyae oaHOBpeMEHHOro IpHeMa BepamaMuia C JIUTOKCHHOM, CIEJYeT YMEHBIIHTBH J03Y
aurokcuna. Cm. pasaen « BzaumoaelicTBie ¢ ApyruMHu JIeKapCTBEHHBIME CPEICTBAMU Y.

Cepoeunaa Hedocmamounocms

Bepanamui cHHKaeT COKpaTUMOCTh MHOKapa. Y OOJBUIMHCTBA MAHEHTOB, BKIIIOYAs MAL[HEHTOB C
OpPraHMYECKHMH IOPAKEHUSMH Cep/lla, OTPULATEIbHOE HHHOTPOMHOE MAEHCTBHE BepamaMuia
HUBEJIIPYETCSl CHIKCHHEM IIOCTHArpy3ku. He pekomenmayercss npumeHeHue mpenapara Tapka® y
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nanueHToB ¢ (pakuuer BbIOpoca JIEBOTO Kelmyaodka MeHee 35 %, KIMHHYECKHMH MpPU3HAKAMH
YMEPEHHON WM TSDKEJIOW CepAeUHOM HEeJIOCTAaTOYHOCTH, a TAKXKE Y MAIMEHTOB C JIFO00H TSKECTHIO
JMCYKIMHU JIEBOTO JKETy/104Ka, y)Ke MOIydalomuX OeTa-aqpeHo0I0KaTopsl. Y MalueHToB ¢ JIETKOM
¥ YMEPEHHOM! CEep/IeYHOM HEAOCTaTOYHOCTHIO U (ppakimel BEIOpoca JIeBOro Kellyao4ka cBbiire 35 %
HEOOXOMMO JIOOUTBCsSI CTaOHIIBHOTO COCTOSHHUS Tepe] HayaaoMm mnpuema fpenapata Tapka® u
IPOBOAUTH COOTBECTBYIOIIYIO TEPAIHUIO B AaIbHEHIIIEM.

Huzuoumoper 'MI'-KoA pedykmasst («Cmamumsi»)

Omnucanpl cyyan pa3BUTHS MHONATHH/pabJOMHONIN3A TPH NMpUMEHeHHH HHrHOuTopoB I'MI-KoA
penykrasel, spiasiommxcs cyoctparamu CYP3A4, B komOmuamuu c Bepamamuiom. Cremyer
COOJIIOaTh OCTOPOYKHOCTh HpPU NpuMeHeHHH HHruOuTopoB I'MI-KOA penykrassl (Takumu, Kak
CUMBACTaTHH, aTOPBACTATUH MJIM JIOBACTATUH) Y MAIMEHTOB, IPUHUMAIOIIUX BepanaMuil. Y Takux
NAlMEHTOB CJIEyeT HAayhMHATh JICYCHHE C HaWMEHbIIEH BO3MOXKHOHM [103bI Bepamammia u ¢
OCTOPOXKHOCTBIO YBEJIHUMBATh 103y. Eciin Bepanamus He0OOXOAMMO Ha3HAYMTH MALUEHTY, KOTOPBIM
yxe npuHumaer uHruourop I'MI'-KoA peaykrassl (HampuMmep, CHMBAacCTaTHH, aTOPBACTATHH HIIH
JIOBACTATHH), TO MOXET MOTPeOOBATHCS U3MEHEHHE pEeKUMa JO3HPOBAHUS THITOIHITHIEMHYECKOrO
npenapara. CMm. paszen «B3aumoaeicTBue ¢ JpyruMu JIeKapCTBEHHBIMHI CPEICTBAMEY.
Paccmpoiicmeo nepsno-mbiuieunoil nepedayu

Coobmanock, 4To BepanaMmI CHHKaeT HEPBHO-MBIIIICYHYIO MIepeiady | YCHIMBAET MBIIICYHYIO Cl1ab0CTh Y
NAlMEHTOB ¢ MBIIIEYHON [ucTpoduel JlfomeHHa, a Takke YBEIHYUBACT BPEMsSI BOCCTAHOBIICHHUS IIOCIIE
BBEJICHHUsS. HEHPOMBIIIEYHOro Onokatopa Bekyporus. Ilpemapar Tapka® crmemyer ¢ oco6oii
OCTOPOKHOCTBIO IIPUMEHSATH y MAlMEHTOB ¢ 3a00JIeBHUSMH, 3aTPArMBAIOLIMMHU HEPBHO-MBIIIIEYHYIO
nepejady (MuacTeHus rpaBuc, cunipom Jlambepra-HUrona, mpimeydnas quctpodus Jlromenna).

Creoyiowue ocobvle ykazanus omuocamcs k npenapamy Taprka® uz-3a nanuuus 6 cocmase
mpanoonanpuia:

Apmepuanvhasa zunomensus

Y HEKOTOpBIX MAIlMEHTOB, NMPHHUMAIOIIUX JTHYPETHKH (OCOOEHHO B IEPBHIE JHM JICUEHHS), TOCIIE
Ha3HAYEHHs TPaHI0JApUiIa MOKET HabIogaThes pe3koe cHuxkenue AJl.

Aopmanshslit cmeno3 unu 06CmMpyKyUA 6bIHOCAUE20 MPAKMA JIE6020 HCEIYOOUKA

IIpenapar He ciaeayeT Ha3Ha4aTh GOJIBHBIM C A0PTAIBHBIM CTEHO30M HIJIH OOCTPYKIMEN BHIHOCSIIETO
TpaKTa JIEBOT'0 JKEITy0UKa.

Anzuonespomuyeckuii omex

Tpanjonanpun MOXeT BbI3BaTh AHIMOHEBPOTHYECKHM OTEK JIMIA, HHXKHUX KOHEYHOCTEH, sA3bIKa,
rOJIOCOBBIX CKJIaJ0K W/UiH ropraHd. EcTh naHHBIE 0 TOM, 4TO HHrHOUTOPEl AIID yaine BBI3BIBAIOT
AQHTHOHEBPOTUYECKHH OTEK Yy IALMEHTOB HErpouaAHON packl. OJIHOBPEMEHHOE IPHUMEHEHHE
uHruouropoB  AII® wu wuHruGutopoB ¢epmenta mTOR-kuHA3Bl (MUIIEHH panamMHIMHA
MJICKOITUTAIOLIMX ), HAIlPUMEpP, TEMCHUPOJIUMYC, CHPOIUMYC, IBEPOTHMYC, MOXKET COMPOBOKAATHCS
MOBBIIICHHBIM PHUCKOM Ppa3BUTUSl AHTHMOHEBPOTHYECKOro oreka (cM. pasznmen «B3ammopeiicTBue ¢
JIPYTUMH JIEKaPCTBEHHBIMHU CPEACTBAMK ).

[Tockonbky oaHOBpemeHHoe uHruOHpoBanue AIID u HenpuiM3uHa (HeHTpaabHAs YH/IONENTHIA3A,
HOII) MoXxeT yBeIMYUTh PHCK aHTHOHEBPOTHYECKOTO OTEKa, OJHOBPEMEHHOE IPUMEHEHHUE
uaruburopos  AIl® wu wunruburopos HDOII (Hmanpumep, cakyOMTpuiIa W  pamekajgoTpuIa)
NpOTHBONOKa3aHo (cMm. paszgensl  «lIporuBomokazanus» u  «B3auMopeicTBHE C  APYrHMH
JIEKapCTBEHHBIMH CPEJICTBAMHUY).

Ha ¢one neuenns umnrubutopamu AIID Taxke ObUTH OTMEYEHBI CIIy4ad AHTHOHEBPOTHYECKOIO
OTeKa KHUIIeYHHKA. Takyr0 BO3MOXKHOCTH CJIEQYeT Y4YUTHIBATh IPH pPa3BUTUU OOJIeH B JKHBOTE
(CONpOBOKAAKOIMUXCA TOIIHOTOH WJIM PBOTOM, WM 0e3 3THX CHMITOMOB) Ha (oHe mpHeMa
TpaH0JIalpHIa.

Y NanueHTOB ¢ AHTHOHEBPOTHYECKHM OTEKOM CIIEAYeT HEMEUICHHO MpPEeKpPaTHTh JICYCHHE
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unruoutopamu AII® u BecTH HaOmIOLEHHE 10 YCTpaHEHHs OTeKa. AHTHOHEBPOTHYECKHH OTEK B
obnacty JMIa OOBIYHO paspemaeTcs CHOHTaHHO. OTeK, paclpoCTPaHsSIOIMICS He TOJBKO Ha
JIMLEBYIO 00]aCTh, HO M TOJIOCOBBIE CKIIAIKH, MOXET OBITh JKH3HEYTPOKAIOIIMM H3-3a pPHCKA
OOCTPYKIIMH JbIXaTeNIbHBIX ITyTeil. [Ipu aHrHOHEBPOTHYECKOM OTEKE A3bIKa, FOJOCOBBIX CKJIAJO0K HITH
roprauud TpebyeTcs HeMeUleHHOe mnojakokHoe Benaenne 0,3-0,5 mu pacrBopa snuHedpHuHA
(anpenamuna) (1:1000), a Takxke mnpoBeeHHE APYIHX TEPANEBTHYECKUX MEPONPUSTHH B Cliydae
HEOOXOIUMOCTH.

Hayuenmui ¢ eazopenanvroit zunepmensueit

Wurubutopsr AITI®D MoryT npHMeHSITECS 10 Hayasla Tepalii Ba3opeHAIbHON THIIEPTEH3HH HIIH B TEX
Cllydasix, KOT/la Takas Tepanus He OyJeT OCYyIIeCTBIAThCS. Y MAHEHTOB ¢ OJHOCTOPOHHHM HIIH
JABYCTOPOHHHM CTE€HO30M IIOY€YHBIX apTepHii yBEIMYMBAETCS PUCK PpA3BUTUS BBIPAKEHHOM
apTepUaIbHOW THIIOTEH3MH M IIOYEYHOHM HEJIO0CTATOYHOCTH INpH JIedeHHH HHruOutopamu AIID.
[IpueM IHypeTHKOB MOXET YBEJIHUYHTH STOT pucK. Hapyienne QyHKINM MOYEK MOKET MPOSBUTHCS
HE3HAUUTC/IbHBIMH  M3MEHEHHUSMH KOHIIEHTPALlMM KpEeaTMHHHA B CHIBOPOTKE KPOBH JaXe Y
NAI[UCHTOB C OJTHOCTOPOHHUM CTEHO30M IIOYEYHOW apTepuu. Y TaKUX MAIMEHTOB JICYECHHE JIOJIKHO
OBITh HAYaTO B YCIOBHAX CTAllMOHApa ¢ HEOOJIBIIMX 03 Mpernapara ¢ MocjeylolMM TIIATeIbHBIM
noA00POM 7103kl MO/ NPHUCTATBHBIM MEIHIHMHCKEM HaOmonenneM. CliefyeT OTMEHHTh IIpHEM
JMYPETHKOB; (YHKIHMIO IO0YEK M COJCPKAHHE Kalusi B CBIBOPOTKE KPOBH HEOOXOIHUMO
KOHTPOJIMPOBATH B IIEPBbIE HE/IEITH JICUCHUS.

Hapywenue ¢pynkyuu nouex

[lanmenram ¢ kiaupeHcom kpeatnHHHa < 30 MJI/MHH MOXKET MNOTPeGOBATHCH CHHIKEHHE JO3BI
TpaHJOJIaNpHIa.

[Ipu 06cie10BaHNM MAIMEHTOB ¢ APTEPHAILHOM THIIEPTEH3HEN ClIelyeT BCEr/ia OLEHUBATh (HYHKIMIO
MOYeK.

Y NauueHToB ¢ HapymeHHeM (QYHKIMH I0YeK, XPOHHYECKOH CEepJeYHOl HEI0CTaTOYHOCTBIO,
JABYCTOPOHHHM CTE€HO30M TIOYEYHBIX apTepHil WM CTEHO30M apTEepPUH €JUHCTBEHHOH MOYKH
(HarpuMep, Moclie ee TPAHCIUIAHTAIMK) MOBBIIICH PHCK yXy/AUeH!s GYHKIHH MoYeK. Y HEKOTOPhIX
MalUEHTOB C apTepUaIbHOM T'MIEPTEH3UEH, HE MMEIOUIMX MPEALIECTBYIOMNX BBIPAKEHHBIX
3a00/eBaHMii MOYEK, NpPU Ha3HAYCHHH TPAHAONANPUIA B KOMOWHAIMH C JMYPETHKOM MOJKET
Ha0JII0/1aThCs MOBBIIIEHUE a30Ta MOYECBHHBI B KPOBH M CHIBOPOTOYHOIO KPEATHHHHA.

IIpomeunypus

Moxer pa3BuBaThCS INpPOTEMHYPHs, OCOOCHHO y MALMEHTOB C CYIIECTBYIOIIMM HapyIIeHHEM
(yHKUMM MOYEK MK B CITydae MpHeMa OTHOCHTENBHO BBICOKHX 7103 HHTHOHTOpOB AITD.

Heouinan on10kada penun-anzuomen3un-anboocmeponosoil cucmemst (PAAC)

Vmerorcst iaHHBIE O TOM, YTO OJHOBPEMEHHOE HpuMeHeHHe MHruouTopoB AII® u 610KaTopoB
penentopoB anruoTeHsuHa Il WM anuckupeHa yBeIMYHMBAET PHCK apTEpPUAIbHON TMIIOTEH3HH,
TUTIEPKATMEMHH U CHIDKEHUS (QYHKIIMH MOYeK (BKIIFOYAsi OCTPYIO MOYEYHYIO HEAOCTATOYHOCTS ).

[o sroii npuyune nBoiinas Gnokana PAAC myTeM KOMOHHHPOBAHHOTO MPUMEHEHHS HHTHOHTOPOB
AII®, 6710KaTOPOB PENENTOPOB aHrMOTeH3KMHa [I niM anucKUpeHa He peKoMeHayeTcs (CM. pas/esbl
«IIpoTuBonOKa3anus», «B3auMoelcTBHE ¢ IPYrUMHU JIEKAPCTBEHHBIMH CPEACTBAMHY).

Eciu Tepanus myreM [BO#HON O0Kaabl cyMTaeTCs aOCOMIOTHO HEOOXOMMMOH, OHA JOJDKHA
IPOBOJUTECS TOJBKO MMOJ HAOIIOJEHHEM CIENMAINCTa M HPH TLIATETHHOM KOHTpONe (QYHKIHH
I0Y€K, apTEPUAILHOTO JIaBJIEHUS] U KOHLIEHTPAIIUH 3JIEKTPOJIUTOB.

OpHoBpemenHoe npumeHeHne HHrHOUTOpoB AIID ¢ mpenaparamu, comepsKallUMH aTHCKHPEH,
IPOTHBOIIOKA3aHO y MALMEHTOB ¢ CaxapHbIM IUa0eTOM H/MJIH C YMEPEHHON HIIH TSKEJION MOYeuyHON
HenocrarouHocTeio  (CK®  menee 60 mui/mun/1,73 M°  miomaam TNOBEPXHOCTH Tela) H  He
PEKOMEHIYETCs Y IPYTHX MAlUEHTOB.

OpHOBpeMeHHOE MpUMEHEHHe HHrHOUTOpPOB AIID ¢ aHTarOHUCTAMH PELENTOPOB aHTHOTeH3MHA Il
MPOTUBOIIOKA3aHO y TALMEHTOB C JuabeTHyecKoil HedpomaTueil U He PEeKOMEHIYETCs y APYTHX
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MAI[UEHTOB.

T'uneprkanuemusn

VY nanueHToB ¢ apTepUalbHON THnepTeH3ueil, 0cOOEHHO ¢ HapylIeHHeM (YHKIMH [TOYeK, Impemnapar
Tapka® MosKeT BBI3BIBATH runepkamiemuio. K (pakTopaM prcka pa3BHTHS THIIEPKATHEMHH OTHOCSTCS
MOY€YHasi HEJ0CTaTOYHOCTh, IPHEM KaJIMHCOEperarwlmx AUYPETHKOB, OJHOBPEMEHHBIH MpUEM
IPENaparToB JUls JIEYeHHs THIOKATUEMHH, CaXapHbli AuabeT u/wim JUCcYHKIUS JIEBOTO JKETyI09Ka
I0CJIE NEPEHECEHHOro HH(papKTa MUOKapaa, THO0 OJHOBPEMEHHOE TPUMEHEHHE APYTHX aKTHBHBIX
BEIIECTB, CBA3aHHBIX C IIOBBIIIEHHEM CHIBOPOTOYHOM KOHLEHTPAUMH Kaaus (Hampumep, Ko-
TPUMOKCAa30J1a, TAK)KE U3BECTHOIO KaK TPUMETOIPUM/Cyib(hameTokcaszon).

Kawens

IIpn npumenenun uHruOuTOpoB AIID MOXET BO3HHMKHYTH CYXOi HENPOAYKTHBHBIA Kallelb,
MCYE3AIOIIUH [10C/IE OTMEHBI TepaITHH.

Cumnmomamuueckaa apmepuanvHan 2UNOMeH3 U

Y [anuMeHTOB ¢ HEOCIOKHEHHOH apTepHallbHOM TMIepTeH3Hell Mmociie IpHeMa IepBOM 035
TpaHJOJIAIIpHIa, a TaKXKe I[I0CIE€ €€ YBEJIUYEHUS OTMEUYAId pa3BUTHE CUMIITOMATHYECKOM
apTepHaabHOM THUIIOTEH3MH. PHCK pa3sBUTHS apTepHaIbHOW TIHIOTEH3UH OoJiee BBICOKHH Yy
MAalMCHTOB, MOTEPSABIIMX MHOIO JKHAKOCTH M COJIM B pe3yiabTaTe [UIMTEIbHOH Tepamuu
JIMypPETHKaMH, OTPaHHYEHHs ITOTPeOICH S IOBAPEHHOM COJH, THasTi3a, TUapen WK PBOTHL Y TaKHX
MAIMEHTOB IE€Pe/l HaYaJIoM TEPAMU TPAHZOIAIIPUIIOM CIIEAYET NMPEKPATUTh TEPAIHIO IHYPETHKAMU
n BocniosHUTh OLIK n/wnum copepxanue HaTpus.

Azpanynoyumos u y2HemeHue KOCMHOMO03208020 KpO6EemMEOpeHUsA

IIpu nevyenun wmnruburopamu AIID onmcanbl ciydaw arpaHyjIoOLUTO3a W YrHETeHHE (QYHKIUH
KOCTHOIr0 Mo3ra. PUCK pa3BUTHS HEHTPONEHUHU 3aBHCUT OT JO3bI, THIIA MperapaTa ¥ KIHHHYECKOrO
COCTOSIHMS MALMEHTA. DTU SBICHHUS 4Yallle BCTPEYAIOTCS y MAlMEHTOB C HapylleHHeM (YHKIHU
MOYEK, OCOOEHHO C CHUCTEMHBIMH 3a00JICBaHHSIMH COCJAMHHUTENIBHOM TKaHW. Y TaKuX IalMEeHTOB
(HarmpuMep, ¢ CHCTEMHOM KpacHOW BOJMAHKONW HJIM CKJIEpoJepMHEeil) 1eecoo0pa3HO peryssipHoO
KOHTPOJIMPOBATh YHCJIO JIEHKOLMTOB B KPOBM M cojJepxaHue Oelka B MoOYe, OCOOCHHO IIpH
HapylieHMH (QYHKIUM [OYeK, JIeYEHHH KOPTHKOCTEPOMJaMH U aHTHMeTaboiauTamu. JlaHHBIE
M3MEHEHHs HOCAT 00OpaTUMBIH XapakTep rocjie oTMeHbl nHruouropa AITD.

Hapywenue ¢pynkuyuu nevenu

[Tockonpky TpanzoIanmpuil METabOIU3UPYETCS B MEYeHH ¢ 00pa30BaHHEM aKTHBHOIO METadOoJIUTa,
MalMeHTaM ¢ HapyleHHeM (QyHKIMH NeYeHH Mpenapar cieayeT Ha3HayaTh ¢ OCTOPOKHOCTBIO U TIPH
TIIATEJIbHOM Ha0IIIOICHHH Bpaya.

Xupypzuueckoe emeuiamenscmeo/oouian anecmesus

IIpy XUpyprudyecKHMX BMEIIATEIbCTBAX MIIH IPOBEACHHH OOIIEH AaHECTe3WH C NPUMEHEHHEM
[pPEenaparoB, BhI3BIBAIOIIMX apTEPHAIBHYIO THIOTEH3UIO, TPAHIOJANPUI MOXET OJOKHpOBAThH
BTOpUYHOE O0Opa3oBaHME aHrHOTEeH3MHA [I, CBA3aHHOE C KOMIIEHCATOPHBIM BBIOPOCOM pPEHHHA.
Crexyer mpeynpeauTh Bpaya O TOM, YTO MALMEHT NpuHUMAaeT HHruouTop AITO.
Jecencubunuzauus

VY nmanueHToB, noxydarommx HHruoutopsl AII® Bo Bpems Kypca JeceHCHOWIM3alMU (HAlpuMep,
SJI0M TE€PETIOHYATOKPBUIBIX), B PEAKHX ClIydasiX BO3MOYKHO Ppa3BUTHE YIPOXKAIOUIMX IHKU3HH
aHa(UIIAKTHYECKUX PeaKIHid.

JITHII-agepes

IIpn nposenenun JIIIHII-adepesa y mamuenTos, nomyyaronmx uwHruoutopsl AII®, Habmomanock
Pa3sBUTHE )KU3HEYTPOXKAIOIMHUX aHAPHIAKTHYECKUX PEaKIUii.

Apyroe

Ocoobvie zpynnsl nayuenmos

[penapar Tapka® He usyuancs y neTeif M MOAPOCTKOB 0 18 jeT, MOSTOMY IpHMEHEHHE €ro B 3TOi
BO3pacTHOM IpyIe He peKoMeHayeTcs (cM. paszzaen «lIpotuBomnokazanus»).
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Hapywenue ¢hynkyuu nouex

HecmoTps Ha TO, YTO B XO/€ CpPaBHUTEIBHBIX HCCIICJOBAHHNA HE OBLIO BBIABICHO BIIMSHUS
HapyIleHus QyHKIUU IoYeK Ha (hapMaKOKHHETHYECKHEe XapaKTePUCTHKH BeparaMuiia y HaliueHToB ¢
TEPMUHAJIGHOW  CTajMed IOYeYHOH HEIOCTaTOYHOCTH, HEKOTOpble COOOIIEHHS MO3BOJISIOT
IPEION0KUTh, YTO B 3TOM CIIy4ae BepalaMHi CIeIyeT NPHMEHSTh C OCTOPOKHOCTBIO W IIPU
TIIATEILHOM HAOIIOCHUH 32 MAllMEHTAMH ¢ HapylIeHHeM (QYHKI[HH ITOYeK.

Bepanamui He MOKeT OBITh BBIBEJICH U3 OpraHu3Ma ¢ OMOIIBIO T'eMO/IHaIN3A.

Hapywenue ¢pynkuyuu nevenu

[TockonbKy BepanmaMuil B 3HAYUTEIBHOH CTENEHH MeTabOIM3UPYeTCs B MEYEHH, CIEAYET ¢ 0COOO0M
OCTOPOKHOCTBIO IPUMEHSATh Y MALUEHTOB € TSDKEJIBIMU HAPYIICHUSIMH (QYHKI[HH [TCYEHH.

Onmcanpl cily4ad [OBBIICHUS AKTHBHOCTH «I€YeHOYHBIX» Tpancamunas (ACT, AJIT) c¢
COIYTCTBYIOIIUM TOBBIIIEHHEM aKTUBHOCTH IIEJ0YHON (ocaTaspl U KOHICHTpAMU OUIHPYyOHHA B
KpoBU MM Oe3 HuUX. Takue H3MEHEHMs B HEKOTOPBIX Clydasx ObUIM BPEMEHHBIMH M MOTIJIH
HCUYC3HYTh JIa)K€ IIpH IPOJO/DKEHMM JICUCHMs BepamamMuioM. B HEKOTOpBIX ClydasX CBS3b
renaToUe/UTIOJIAPHOrO MOPaKEHHs C INPHEMOM BepanaMuia Obula IMOATBEPXIEHA MOBTOPHBIM
TMOBBIIIEHHEM aKTUBHOCTH «II€UEHOYHBIX» (PEpPMEHTOB IpH BO30OHOBICHUHU MpHEMa BepanaMuia. B
MOJIOBUHE CJIly4aeB y MalMEHTOB Hapsaxy ¢ nosbimieHueM akTuBHOCTH ACT, AJIT u menounoi
docdarazpr umenn MECTO KIMHHYECKHE CHMIITOMBI (HeIOMOTaHHeE, MIOBBILIEHHEM TEMIIEPATypPhI TeNa
w/una Gonmb B mpaBoM moapebGepbe). PekoMmeHIyeTcs MOHMTOPUHT J1abOpaTOpPHBIX MOKaszaTeneit
(yHKIME MeYeHn y nanuenToB, notyJaromux npernapar Tapka®.

Hampui

Ilpenapar Tapka® 240 mr + 4 Mr comepxut 1,49 Mmvons (wm 34,4 mr) HATpUs B pacyeTe Ha OJIHY
103y. DTO CllelyeT Y4YMThIBaTh IAlMEHTaM, COOJIIOJAIOIIMM JHETy C KOHTPOJEM MOTpeOICHHUs
HATpHSL.

Jlakmo3sa

[lpemapar Tapka® 240 Mr+4 Mr CcomepXHT JaKTO3y, [03TOMY MALMEHTHl C PEIKUMH
HACJIEJICTBEHHBIMH  (OPMAMH  HEMEPEHOCUMOCTH TalaKTO3bl, ACHIUTOM JIAKTa3bl, CHHIPOMOM
MaababCcopOIMK  IVIIOKO3BI-TATAKTO3bl  HE  JODKHBI  €r0  NPUHEMATh  (CM.  pasjen
«ITpoTuBONIOKA3aHUSY).

Bansinne Ha cn1oco0HOCTH K YIPABJICHHIO TPAHCIIOPTHLIMH CPEICTBAMH, MEXaAHU3MAMH
HeobxomnMo ¢obmoaaTh 0CTOPOKHOCTD HPH YIIPABICHHH TPAHCIIOPTHBIMU CPEJICTBAMM M 3aHATHHU
JPYTHMH  TIOTEHIMAJbHO ONACHBIMM BHJAMHU  JICATEJIBHOCTH, TPEOYIOMIMMH  I[OBBIIIEHHOM
KOHIIEHTPAIMH BHUMaHHUS U OBICTPOTHI NCHUXOMOTOPHBIX peakiuii, 0COOEHHO B Hayaje JICUCHHS.
[Ipenapar Tapka®™ MoXeT crocoGCTBOBATH MOBBIMIEHHIO COIEPYKAHHS AMTKOTOJIS B KPOBH H 3aMEUIATh
€ro BeIBeIeHHE. B ¢BA3M ¢ 3TUM 3 DEeKThI aTIKOr0JIst MOTYT OBITh YCHIICHBI.

®opma BhIMyCKA

Tabnerku ¢ MoaMGUUKPOBAHHBIM  BBICBOOOKICHHEM IIOKPHITHIE IUIEHOYHOH  000I0YKOM,
240 mr + 4 mr. 14 Tabnerok B G6iucrepe u3 [IBX/TIBJIX u amomunueBoit doiabru. 2 6amcrepa ¢
HUHCTPYKIUEH 110 IPUMEHEHHUIO B KAPTOHHOM TauKe.

YcenoBusi xpaneHust
XpaHuth pu Temmnepatype ot 15 go 25 °C.
XpaHUTH B HEJIOCTYITHOM JIJIS JIeTel mecTe!

Cpok roanoctu

2 roja.
He npuMeHATh 10 HCTEUEHHH CPOKA I'OJHOCTH, YKA3aHHOTO Ha YIIAKOBKE.
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YecaoBus ormycka
Otmyckaercs 1o penenty.

IIpon3BoanTeIb/BBINYCKAIIHI KOHTPOJIb KA4ecTBa
266Bu Jloitunang 'm6X u Ko.KTI', 67061 JlrogBurcxaden, Kuomnsmrpacce, ['epmanus
AbbVie Deutschland GmbH & Co0.KG, 67061 Ludwigshafen, Knollstrasse, Germany

Baajenen perucTpanoHHOT0 YA0CTOBEPEHHS
2660tT JI360paropus I'M6X, @poitunamiee 9A, 30173 Mannosep, ['epmanus
Abbott Laboratories GmbH, Freundallee 9A, 30173 Hannover, Germany

Opranusanus, ynnoJHOMO4YeHHAas IPOH3BOIHTe/IeM HA NPUHATHE NPEeTeH3nil 0T moTpeduTe e
000 «2660T1T JI360paTOpu3»

125171, r. Mockga, Jlenunrpaackoe mocce, gom 16A, ctp. 1

Ten.: +7 (495) 258 42 80

®axc: +7 (495) 258 42 81

abbott-russia@abbott.com
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