CocrTaB

delicmsyruwiee geu,ecmao: po3yBacTaTuH, BajJiCapTaH;

1 TabreTka, MOKpLITasi 000104YKOM, comepKUT 20 MI po3yBacTaTUHa B BUIE
po3yBacTaTuHa Kanblusg u 80 MI BajicapTaHa;

8CnomozamesibHble sewecmad: 1eJIniio3a MUKPOKpucTannudeckas (tum 102),
JIaKTO3a, HaTpUA KpocKapMeslio3a, KpeMHUsI TUOKCUT KOJUIOUAHBIN, MarHusa creapar,
MmaHUT (E 421), nmoBupon K 25, HaTpus maypuncynbdat, okcup xkeje3a xenteiv (E172)

n/seHoyHas 060/10YKa: TTIOTUBUHUIIOBEIN CIIUPT, TUTaHa auokcup (E 171), makporosn
3000, Tanbk, okcup xkemnel3a KpacHuiu (E 172).

JIekapcTBeHHasi ¢popMa

TabneTKu, MMOKPHITHIE TIJIEHOYHOM 000JI0YKOM.

OcHoBHble (pu3uKo-xuMu4eckKue ceolicmad: TEMHO-PO30BhIE, KAIICyT000pa3HEIe,
ClerkKa JBOSIKOBBIIYKJIbIE, TOKPHITHIE ITJIEHOYHOM 000I0YKOM TabJIeTKU C TPaBUPOBKOU
«K3» c ogHOU CTOPOHEI.

QapMaKOTepaneBaneCKaﬂ rpyiiia

TunonunupgemMudeckue cpenctBa. MHruoutopsl I'MI-KoA-penyKkTassl, Apyrue
koMmOuHanmu. Kog ATX C10BX10.

(I)apMaKOJII/IHaMIfIKa

Baacapman

BarncapTaH sBnIsieTCa aKTUBHBIM U CIIeIM(PHUUIECKNM aHTarOHNCTOM PELeNITOPOB
aHruoTeH3uHa lI, mpegHa3Ha4YeHHBIU OJ1 IpueMa BHYTPb. OH OelCTByeT
n3brupaTenbHO Ha pelenTops! noarumna AT1, KoTopbkle OTBETCTBEHHHI 3a 3 (HEeKTHI
auruoreHn3uHa 1. TToBuIllIeHHBIE YPOBHU aHTHMOTeH3UHa I BcinencTBue 61okanbl AT1-
PelenTopoB BajicCapTaHOM MOTYT CTUMYJIMPOBaTh He3abIoKupoBaHHEIEe AT2-
pelenTophl, UMEIOIINX IIPOTUBOIIONI0KHEIEe AT1-penentopam adpdekTrl. BaricapTan He
UMeeT HUKaAKOM arOHUCTUYECKOM aKTUBHOCTH B oTHOoHIeHUU AT1-penenTopoB U uMeeT
HaMHoOro 6omnbiiyio (mpumepHo B 20000 pa3d) poxacTtBo ¢ AT1-penentopamu, 4yem ¢ AT2-
pelentopamMu. HensBecTHO 0 ciydasix, YTOOH BajicapTaH BCTYIIaa BO B3aUMOJIeCTBUE
unu 6JIOKMPOBaJl PelenTOPsl APYTUX TOPMOHOB UJIM MOHHBIE KaHalbl, KOTOPhIE, KaK
W3BECTHO, UTPAIOT BaXKHYIO POJIb B PETYIAIUU QYHKINMN CEPLEYHO-COCYyOUCTOU
CUCTEMEL.



Bancapran He unruobupyet AII® (AII®), u3BEeCTHHIM TaKKe IO Ha3BaHMEM KUHUHA3bI
II, KoTOpHBIY peBpalllaeT aHTMOTEeH3uH | B aHTuoTeH3uH Il u pa3pyiraeT OpaguKUHUH.
ITockonbKy BasicapTaH He BiusieT Ha AII® U, COOTBETCTBEHHO, HE MOBHIIIAaEeT YPOBHU
OpaguKWHMHA WU BellecTBa P, MaJoBEPOSITHO, YTO OH OymEeT acCOIMUPOBATHLCS C
KaluieM. B KIMHUYeCKUX MCCJIefOBaHUX, I'Tle BajicapTaH CpaBHUBAIU C MHTHOUTOPOM
ATI®, yacToTa pa3BUTUS CYXOro Kallis Obljla 3HauuTeNbHO MeHbIre (P <0,05) y
MMalueHToB, BaJicapTaH, YeM y HallieHTOB, IpUHUMAaBIIUX UHTuo6uTop AIl® (2,6% 1o
cpaBHeHUIO C 7,9 % B COOTBETCTBUH). Y IMAllMEHTOB, PaHee II0JIy4YaBIIuX JIeUeHUEe
uHruoutopom AIT®, pa3BuBaiCs CyXOH Kalllellb, ITPU JIeYEeHUU BaJiCapTaHOM 3TO
oCJI0KHeHue Oblsio oTMeudeHO B 19,5% crnydaeB, a Tpu TeYeHUU TUA3UOHBIM
OUYPETUKOM - B 19% crnydaeB, B TO BpeMs KakK B IpyIire OOJIbHBIX, TOTy4YaBIINX
neyeHue uHruobutopom AIl®, kamens Habmogancs B 68,5% cnydaes (P <0,05).

ApmepuasbHas 2unepmeH3us

[IpuMeHeHME IIpemnapaTa malueHTaM C apTeprualbHONU TUIIePTEeH3Uel IIPUBOOUT K
CHUZKEHUIO apTepPuaJIbHOT0 AaBJIeHUsI, He BJIMAS IIPU 3TOM Ha YacCTOTY ITIyJbCa.

Y 60sbIIMHCTBA NAllMEHTOB ITOC/Ie Ha3HAYEHUs Pa30BOM 03I IIperapaTa BHYTPb
TUIIOTEH3UBHBIN 3((HEKT pa3BUBAETCS B TeUEHHE 2 4aCOB, a MaKCUMaJIbHOE CHUXKEHUEe
A]l mocturaeTcs B nmpeaenax 4-6 4acos.

AHTUTUIIEePTEH3UBHBIN 3Q(deKT coxpaHseTcs 6onee 24 4acoB MOCJie IpreMa Pa30BoOu
no3bl. [Ipu perynsipHoM NpUMeHEHUM IIpenapaTta MaKCUMaJlbHBIU TepaleBTUYeCKu
9¢pdeKT 0OBLIYHO OCTUTAETCS B TedeHUe 2-4 Heleslb U IoAJepKUBaeTCsa Ha
OOCTUTHYTOM YPOBHE B XOJle IJIMTEIbHOU Tepalunu.

B coyeTaHUM C rTUOPOXIOPOTUA3UIOOM OOCTUTAETCS 3HAUUTEJIbHOE IOMOIHUTEIbHOE
CHUJKEHHe apTepuanbHOro maBiaeHus (Al).

BHe3anHas oTMeHa BaJICapTaHa He BJIe4deT K BOCCTAHOBJIEHHIO apTepHaHBHOfI
TUIIEPTEH3UN UJIN K OPYI'uM MMOOOYHBEIM KIMHUYECKUM SIBJIEHUSIM.

ITpouee: nBoiMHasA O67I0Kaga peHUH-aHuTruoTeH3uH-(PAAC)

ITpu npuMeHeHUU KOMOUHaUY UHruouTopa AII® ¢ 610KMPaAaTOPOM PEleIITOPOB
aHruoTeH3uHa Il y maneHTOB C HaJIMynueM B aHaMHe3e CepOevYHO-COCYOQUCTOr0 UIn
WHCYIbTa 3a00JIeBaHUs, UJIM caXapHOTro auabeTra 2 THUIlA U Y MAIIMEHTOB C CaXapPHBLIM
nuabetom 2 Tuia u guabeTndyeckon HedpoIllaTheu 110 CpaBHEHUIO C MOHOTepanuen
HaOJIIogacs MOBLIIIEHHBIM PUCK PA3BUTHUS TUIIEPKAJIMEMUM, OCTPOTO ITOPaXKeHUs
IMOYeK U/UiIi TUNOoTeH3uu. [I[pruHuMasi BO BHUMaHHe UX ITOT00HbIe
(bapmakoguHaMHUYeCKHUE CBOMCTBA, 3THU IIOCJTIEACTBUS TaKKe OeUCTBUTEbHEI OIS



opyrux nHruouTopoB AII® 1 6710KaTOPOB PELENITOPOB aHTMOTeH3uHa 1.

TakuMm obpa3om, uHruOuTOpPHl AII® 1 G/10KATOPH! PEIENITOPOB aHTMOTeH3uHa I He
clenyeT OOHOBPEMEHHO IIPUMEHSTh NallueHTaM, CTPafalonuM nruabeTu4ecKou
HedpomaTueu.

[Tpu mo6aBneHUM aTUCKUPEHOM K CTaHOAPTHOM Tepanuu uHruobutopom AII® unu
07I0KaTOpaMu PELeNITOPOB aHTHOTeH3uHa I y ImaIueHToB C caXapHbIM auabeToM 2
THUIIA ¥ XPOHUYECKHUM 3a00JIeBaHUEM II0YEK, CEePAEYHO-COCYOUCTHIM 3a00IeBaHUSIM
WA ¥ TEM U OPYTUM CJIy4au CMepTel B pe3ysbTaTe CePAeYHO-COCYAUCTON NaTOIOTUU
¥ WHCYJIbTa OBLIM (B YMCJIOBOM OTHOIIEHWH) 60Jjiee YaCTEIMU B TPYIIIe IIprueMa
aTMCKUPEHOM, YeM B I'PYIIe mpuemMa miaiebdo, a 0 ToOO0YHBIX SIBIEHUSX U CEPhe3HEIE
MMOOOYHLIE SIBJIEHUS, IIPEICTABISIONIE 0COOLIM HHTepeC (THIIepKaIueMusl,
THUIIOTEeH3US U MeYeHOYHas OTUCPYHKINSI), COO0IIaIoCh Yalle B rpyIle IprueMa
aJIMCKUPEHOM, YeM B T'pyIIIie IprueMa miamnebo.

PosysacmamuH

Po3yBacTaTuH SIBISIETCS CEJIEKTUBHBIM KOHKYPEHTHBIM UHTruouTOopoM I'MI'-KoA-
penyKTa3sbl, (pepMeHTa, Onpeaessolero CKOpoCTh peakliuy U peBpaliaeT 3-
TUOPOKCU-3-MeTUTIIyTapUI-KO9H3UM A Ha MeBaJIOHAT, IpenlleCTBEHHUK
xoyiectepuHa. [IepBUYHEIM MEeCTOM [eUCTBUS PO3yBacTaTUHA SABJISIETCS I€4YEHb,
OpraH-MUIIEHb OJIs CHUXKEHUS KOHIIEHTPalluu XoJleCTepUHaA.

Po3yBacTaTuH yBenIn4YMBaeT KOJIMUYECTBO PELENTOPOB JIMIIONIPOTEUNHOB HU3KOU
nnotHocTtHU (JITTHII) Ha MOBEPXHOCTHU KJIETOK IIe4YeHU, YBeIn4YnuBas 3axBaT U
kaTabomm3m JITTHII, 4To MpUBOAUT K YTHETEHHIO CHHTE3a B IIeYEHU JIUIIONIPOTEHMHOB
oueHb HU3KOM mioTHocTH (JITIOHII), ymeHbllass TeM caMbIM 00Illee KOJTNYeCTBO
yactul JITTHIT u JITIOHII.

Po3yBacTaTuH CHUXKaeT NOBHIIIEHHBIN YPOoBeHb xojiectepuHa (XC) JITTHII, obero
xonecTtepuHa u tTpurinuuepunos (TI'), a Tak>Ke MOBHIILIAET YPOBEHD X0JIeCTEPHUHA
JIUTIONIPOTEUHOB BEICOKOM IJIOTHOCTH (XC JITIBII). OH TakXKe CHUXKaeT YPOBEHb
anonumnonporenHa B (AnoB), xonectepuna Hukak JITIBII (XC-JIIIBII), xonectepuHa
JITTIOHIT (XC JIITHII), Tpurnunepunos JITIOHII, a Tak>kKe MOBHIIaeT YPOBHU
anonunomnporernHa A-I (AnoA-I) (cm. Tabnuny 1) . Takke po3yBacTaTUH CHUXKAET
cootHoIenue XC JITTHIT/XC JITIBII, obmui XC/XC JITIBIT u XC-JITIBIT/XC JITIBII u
AnoB/AnoA-I.

Tabauua 1



9bdeKTUBHOCTE [O03bI Y TAIlUEHTOB C IEPBUYHOM runepxosyecrepuuemuen (tum lla u
IIb) (ckoppekTHupoOBaHHasi CpegHee U3MeHeHNe B IIPOIleHTaxX OT UCXOOHOTO YPOBHS)

XC |3aranpHun| XC XC He- ATIOA-
IHo3a |KomnyecTBO T AnioB
JITTHIIT XC JITIBIII| [JITIBIII I
[Tname6o 12 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 | .44 -38 4
35
10 17 -52 -36 14 1_0 -48 -42 4
20 17 55 -40 8 | | -51 |-46| 5
23
40 18 -63 -46 10 2-8 -60 -54 0

TepaneBTuueckuii 3pHeKT OCTUTaeTCs B TedeHUe 1 Hemenu mocie Hadania
npuMeHeHus npemnaparta, 90% MakcuManbHOTO 3Q(deKTa yepes - 2 Hegenn.
MakcuManbHbIM 9(PPEKT, KaK IIPaBUIO, JOCTUTaeTCs Yepe3 4 Helenu U
MMOoOAepXKUBaeTCs B JaJIbHEUIIEM.

PosyBacTaTuH 3(ppeKTUBEH Y B3POCJIIbIX TAlIUEHTOB C TUIIEPX0JIECTEPUHEMUEN C
TUNIePTPUrIulepugeMuelt unu 6e3, He3aBUCUMO OT PachHl, II0jla UJIM BO3pacTa, y
MalMeHTOB C caXapHbIM AuabeToM MU C CEMENHOU TUIepPX0IeCTEPUHEMUEH.

Haubornee pacnpocTpaHeHHBIMU TOOOYHLIMU PeaKIIusIMU, BEeOYIIUX K ITPeKpaIleHuo
ITPUMEHEeHUS PO3yBaCTaTUHA, SIBJIIETCS MUANTUA, 00/Ib B JKUBOTE, ChIllb. Haubomnee
YaCTHIMU TOOOYHBIMY PEAKIIUSIMU, KOTOPBIE BO3HUKAJIM OOUHAKOBO UJIN OBICTPEE, YEM
IIPY IIPUMEHEeHUHU nianedo sSBaseTcs NHPEKIINN MOYEBLIBOOSIIEH CUCTEMEI,
Ha3odapuHTruT, 607Ib B CIIMHE U MUAJITHS.

dapMaKOKHHETHKA

BcacwlsaHue

Baacapman

[Tocne mepopanbHOTO IIPUMEHEHU S IpenapaTa MaKCUMalbHasad KOHIIeHTpalus
BaJicapTaHa B mja3Me KpoBu (Cmax) JOCTUTaeTCs B TeueHue 2-4 4acoB, B BUIE
pacTBopa - yepe3 1-2 yaca. CpenHsiss 6MOOOCTYITHOCTL TabOJIETOK U pacTBoOpa
npemnapaTta cocTtasnsgeT 23% u 39% cooTBeTCTBEHHO. [IpueM nuIiliy CHUXKaeT
9KCIO3ULUIO K BajicapTaHy npuMepHO Ha 40%, MaKCuMaJlbHYI0 KOHILIEHTPAllnio B



jIa3Me KpoBHu (max) npuMepHO Ha 50%, XO0Ts IprUMepHO depe3 8 94acoB IIoCie
IpUMEHEHUS IpelnapaTa KOHIIEHTPallui BajicapTaHa B IJla3Me KPOBU aHAJIOTUYHEL B
rpynmnax npreMa mnpelnapaTa HaTolllak u mmocie egbl. OODHaKO TaKOe CHUXKEHUE
SKCIIO3UIIUU He COMPOBOXKAAETCS KIIMHUUYECKN 3HaYUMBbIM CHUXKEHUEM
TepaneBTUYEeCKOro 3¢ deKTa, I03TOMY BajicapTaH MOXKHO IPUMEHSATH UJIX BO BpeMs
nmprueMa IMUINY WU MEeXKOY IIpueMaMHu.

PosysacmamuH
MakcuMarnibHasd KOHIIeHTpalusa po3yBacTaTUHAa B IJla3Me KPOBU JOCTUTAETCs yepes 5

4acoB II0CJie IprueMa BHYTPb. BUOOOCTYIIHOCTE cocTaBiseT 0K0Jio 20%.

PacnpeodeaeHue

Baacapman

O06BbeM pacrpefeneHus BajicapTaHa B CTaOMJIbHOM COCTOSIHUH ITOCJI€ BHYTPUBEHHOTO
BBEEHUS COCTaBIsIeT OKOIO 17 jI, yKa3biBas Ha TO, YTO BajJiCapTaH He pa3fesiaeTcs B
TKaHU 9KCTEHCHUBHO. BajicapTaH XOpOIIO CBsSI3kIBAE€TCS C OeIKaMu IJIa3Mbl KpoBHu (94-
97%), B OCHOBHOM C aJIbOYMUHOM.

PosysacmamuH

Po3yBacTaTuH 3KCTEHCHUBHO IIpEeBpaIllaeTCs B IIeYeHHU, KOTOpas SIBIASETCS IE€PBUYHBIM
IIEHTPOM CHHTEe3a X0JIeCTepruHa U KiIupeHca xonectepuHa JITTHIT. O6beMm
pacnpeneneHus po3dyBacTaTuHa cocTaBnsaeT npuMepHo 134 . [Ipumepro 90%
po3yBacTaTHUHA CBSI3BIBAETCS C OeJIKaMU IJIa3Mbl, TTITaBHLIM 00pa30M C aTbOyMUHOM.

Memaboausm

Baacapman

BancapTan He MeTabOIU3UPYETCS B 3HAYUTEJILHOM CTENEHU, IIOCKOJIbKY JIUIIIL OKOJIO
20% mo3bI BLIBOAUTCS B BUOE MeTa00IUTOB. [ MAPOKCUMETaO0IUT OBINT OIIpenesieH B
ja3Me KpoBU B MaJjiou KOHIleHTpauuu (MeHee 10% AUC BancapTaHa). 9TOT
MeTabOoIUT SBJITeTCsI PapMaKOIOTHYeCK HeaKTUBHBIM.

PosysacmamuH



MeTabonu3M po3yBacTaTHHa orpaHudeH (mpumepHo 10%). MccrnenoBaHus
MeTabonu3Ma in vitro ¢ mpuMeHeHeM relaTOIMTOB YeJioBeKa yKa3bIBaloT Ha TO, YTO
PO3yBacTaTUH SIBISIETCS O4YeHb Cl1abbIM CcyOCcTpaToM Mjisi MeTaboIu3Ma Ha OCHOBE
nuToxpoma P450. CYP2C9 651 OCHOBHBIM M30(EPMEHTOM, ITPUHUMABIINY y4YaCTUE B
MeTabosr3Me, Torga Kak usogpepMeHTH 2C19, 3A4 u 2D6 ObIIU IpUBJIEUYEHBI
MeHbIIeH crerneHu. OCHOBHLIMHU ONpPeneIeHHEIMU MeTaboIuTaMu SIBISIOTCS N-
oe3MeTus 1 JTaKToH. MetabGonut N-ge3meTun npubnu3utenbHo Ha 50% meHee
aKTHBEH, YeM po3yBacTaTHUH, a popMa JTaKTOH CUNTAETCS KIMHUYECKN HEaKTUBHOM.

Bwigod
Baacapman

BarncapTaH nokasslBaeT MyJIbTUE3CIIOHEHIIUAIbHYI0 KUHETUKY pacnapa (t1/2a <1
yaca u t1 / 2B npuMmepHo 9 4yacoB). BancapTaH rinaBHEIM 00pa30M BEIBOOUTCS Yepes
KeJT4eBBEIBOOAIIME NYTU ¢ KajioM (0K0J10 83% mo3sl) U moYKaMu ¢ Mo4ou (0Komo 13%
OO3bI), IPEUMYIIIECTBEHHO B HEM3MEeHEeHHOM Bupe. Ilocne BBeeHUs KJIIUPEHC
BajicapTaHa COCTaBJIsIeT OKOJIO 2 JI/4, a ero mo4Ye4yHbId KIupeHc coctasnsgeT 0,62 /4
(okomo 30% obi1iero knupeHca). [lepuop omyBLEIBEAEeHUS BajicCapTaHa COCTaBIsIET 6
Jaca.

PosysacmamuH

[TpumepHO 90% [O3HI pO3yBacTaTHHAa BEIBOOUTCS B HEU3MEHEHHOM BUIE C QeKalusiMu
(coctout u3 abcopbupoBaHHOU U HEaACOPOMPOBAHHOTO AEMCTBYIOIIEr0 BellleCTBa), a
OCTaTOK BBEIBOOUTCS C MO4YOU. [IpuMepHO 5% BBIBOOUTCS B HEU3MEHEHHOM BUJE C
Mouyou. Ilepuon nonyBeIBeneHUs: cocTaBisieT 0KoJio 20 gacos. Ilepuon
[IOJIYBEIBEJEHUS He YBeIUYUBaeTCA [IPU BEICOKUX Ho3aX. CpenHee reoMeTpUYeCcKoe
3HaYeHUe KJIIUpeHca cocTaBnsaeT oKono 50 /4 (koadgdunmeHT Bapuauuu 21,7%). Kak
U B Apyrux uHrubutopos ' MI'-KoA-penykTa3hsl, 3axXBaT IIeUeHbI0 pO3yBacTaTUHA
IIPOXOOUT NP ydacTuu MmeMOpaHHoro TpaHcrnopTtepa OATP-C. 9ToT TpaHcmopTep
UrpaeT BaXHYI POJIb B BEIBEIeHUU pO3yBacTaTUHA U3 IE€YEHMU.

JIuHellHocmb/He 1UHelUHOCMb

PosysacmamuH

CucteMHas 9KCIIO3UIIMS PO3yBacTaTUHA YBEIUYMBAETCS ITPOIIOPIIMOHANIbHO Ho3e. [Ipu
IIpueMe HECKOJILKUX CYTOYHHIX 103 (hapMaKOKMHETUYECKHUE TTapaMeTpHl He
U3MEHSIOTCS.



OmdadeibHble 2pynnsl NAUUEHMOo8

Bospacm u noa

Ha ¢apmMakOKMHETHUKY pOo3yBacTaTUHA Y B3POCIIBIX BO3PacCT U MOJI 3HaYMMO He
BnusaAnu. PapMakKOKMHETUKaA pO3yBacTaTUHA YV [AeTel U MOJAPOCTKOB C TeTEPO3UTOTHOM
ceMeWHOM TumepxojiecTepruHeMuen Obiia mogoOHa TaKOBOM Y B3POCIILIX TOOPOBOJILIIER
(cMm. «JeTu» HUXKeE).

HeKOTOpOG IIOBHIIIIEHHN E SKCIIO3HUIIMH BaJiICapTaHa HabII00anI0Cch Y HEKOTOPHBIX
IIaITMEeHTOB IIO2KMUJIOT'O BO3pPacCTa II0 CPaBHEHHIO C JIMIIaMH MOJIOOOIO BO3pacCTa, OOHAaKoO,
KIIMHN4Y€EeCKO€ 3Ha4YeHHne 3TOI'O HEU3BECTHO.

Paca

dapMaKOKMHETHYECKHUE UCCIEeN0OBaHNsI JEMOHCTPUPYIOT IIOBLIIIEHNE ITPUMEPHO B 2
pa3a MenuaHHbIU 3HaYveHUU AUC 1 MakcuMaibHasaA KOHIIEHTpalus po3yBacTaThHa y
npencTraBuTesied HapoaoB A3uu (SIMOHIEB, KUTaMIleB, QUIUNNNHIIEB, BLETHAMIIEB U
KOpEeUIeB) IO CPaBHEHUIO C NMallieHTaMM €BPOIIEeOUOHOM Pachl; Y UHOYCOB
HabJsroaeTcs yBenu4yeHue nmpuMepHo B 1,3 pa3a MeauaHHbM 3HaueHut AUC u
MaKcCHUMallbHasi KOHIIeHTpalusd. [lonynauoHHbIN (papMaKOKUHETUYECKHUY aHalIu3 He
BHISIBUJI KIMHUYECKU 3HAYMMBIX Pa3/Inuuii B papMaKOKMHETHUKE MEXKIY
IpencTaBUTEJIIMH €BPOIIEOUIHOM U HETPOUITHOM pac.

HapyweHue ¢pyHKUUU novyek

B xome uccrnemoBaHUs C y4aCTHEM MaIlMEHTOB C PA3J/INYHOM CTENEHbIO HapYyIIeHU
GyHKINY MOYEeK N3MEHEHUH MIa3MEeHHBIX KOHIIeHTPallili po3yBacTaTUHa UJIN €ro
MeTabonuTa N-me3MeTusn B j1a3Me KPOBU Y JIUI] CO Cc1abo¥ MU YMEPEHHOM ITOYeYHOHU
HEeIOOCTaTOYHOCTBHIO OTMEYEHO He OBIJI0. Y MallieHTOB C TSAXKeJIbIM HapyIlIeHueM
(pyHKIMY TOYeK (KIUpeHC KpeaTuHUHa <30 MJI/MUH) KOHILIEHTPaAlLus po3yBacTaTUHa B
IJjIa3Me yBenu4duBasach B 3 pa3a, a KoHIleHTpauusa N-ge3aMeTun - B 9 pas 1mo
CPaBHEHUIO C COOTBETCTBYIOIIMMHU MOKA3aTEISIMU V 3TOPOBEIX JOOPOBOJIBIIEB.
KoHIleHTpaluy po3yBacTaTHHa B MJla3Me KPOBU B CTAOUIILHOM COCTOSTHUHU Y
MMaleHTOB, MPOXOASAIINX reMoaruanus, Oblu npuMepHo Ha 50% BhIlIE, YEM Y
3[OPOBHIX TOOPOBOJIBIIEB.

OxupgaeMo O/ COeAUHEHUM, ITI0OYEeUYHbIM KIIMPEHC KOTOPHIX cocTaBisgeT nuiib 30% oOT
o011ero KiupeHca Ijia3Mbl, He HaOIiogaaoCh HUKAaKOU B3aUMOCBSA3U MeXKAY QyHKIHen
IIOY€EK M CHUCTEMHBIM BO3OENCTBUEM BajicapTaHa. [I03TOMy KOPPEKTUPOBKHU OO3LI OIS



Mal¥eHTOB C HapylIeHueM (QyHKIUY IT04YeK (KITUpPeHC KpeaTuHUHA >10 MJI/MUH) He
TpebyeTcs. [Toka OTCYTCTBYET OIBLIT 110 6€30ITaCHOMY ITPUMEHEHHIO ITallueHTaM C
KJIMPEeHCOM KpeaTuHuHa <10 MJI/MUH ¥ HaleHTaM, HaXOOAILIUMCS Ha guaju3ie,
[I03TOMY BaJjicapTaH CliefyeT IPUMEHATH C OCTOPOXKHOCTBIO 3TOU KaTEerOpUu
nanueHToB. BajcapTaH nMeeT BEHICOKYIO CTEIIeHb CB3bIBaHUS C OeJIKaMU IIJ1a3Mbl
KPOBH U BPSIT JIM MOXKET OBLITh YaJeH C ITOMOIIBI0 TeMOoaanu3a.

Hapywenue ¢pyHKUUU neuyeHu

B uccnegoBaHuy, B KOTOPOM y4aCTBOBaJIM MAlUEHTH C Pa3/INYHBIMU CTEIEHAMU
HapylleHusa QyHKIINU eYeHH, He ObJI0 00HapyKeHO IMPU3HAKOB ITOBLIIIIEHHOT O
BJIMSIHUS pO3yBacTaTHHA y IMAllMeHTOB C OLIeHKOW 7 MKW HUXKe 110 mKasne Yaunag-I1sio.
OpHaKo y OBYX ITallMeHTOB olleHKaM 8 u 9 no mkarsne Yaung-I1s0 Habmomanoch
yBeJINYEeHNEe CUCTEMHOI'0 BO3[ENUCTBUS 10 MEHBIIIEW Mepe B 2 pa3a 10 CpaBHEHUIO C
HalleHTaM1 C HU3KKMMU IToKa3aTensaMu no mkane Yaung-I1leo. OnbiTa IpUuMeHeHUI
npemnapara nalyeHTaM C OLleHKOU BhIie 9 mo mikane Yaung-I1ei0 HeT.

I[TpumepHo 70% OT mO3BI BajicapTaHa, KOTOPHBIM BCOCAJICS BEIBOOUTCS C JKEIYhIO,
IpenMyLIeCTBEHHO B HEM3MEHEeHHOM BuAe. BajicapTaH He moggaeTcs 3HaYUTEeJIbHOU
ouorparnchopmaluu. ITo cpaBHEHUIO CO 3MOPOBLIMU MallMeHTaMU Y OOJIbHEIX C
IIeYeHOYHOM HegoCTaTOYHOCTRIO JIETKOM 1 CpedHel cTeleHu HabJIioaanoch
yBenuuenre AUC B mBa pa3a. OgHaKo He OblsIo 00Hapy2KeHO HUKAaKOU CBSI3U MEXKIY
KOHIIeHTpallMeu BajicapTaHa B I1Jla3Me U CTEeNeHbI0 IeYeHOYHOU HeJOCTaTOYHOCTH.
IlelicTBUE BajsicapTaHa y OOJILHBIX C TSIXKEJIOM CTeNeHbIO IIeYeHOYHOM
HeJOCTaTOYHOCTHU He U3y4aJioCh.

Iemu

dapMaKOKMHETUUYECKUE TTOKa3aTeslu B IIeAUaTPUYECKUX ITallieHTOB C TeTEePO3UTOTHOU
CceMeWHOU TumnepxojiecTepuHeMue B Bo3pacte oT 10 go 17 seT He OBIIU MOJTHOCTHIO
oxapakTepui3oBaHbl. HeGonbinoe ¢hapMakKOKMHETUYECKUE UCCIIEIOBAHUS
po3yBacTaTuHa (B ¢popMe TabIeTOK), B KOTOPOM IPUHSIIN yYaCTHe MTallieHThl B
Bo3pacTe 00 18 seT, moKa3aio, 4YTO BIUSHME IIpellapaTa B IIeguaTpUudeCcKux
MMallMeHTOB COOTBETCTBYET BIMSHUS IpelapaTa y B3POCIHIX MallueHToB. Kpome Toro,
pe3ynbTaThl yKa3bIBalOT Ha TO, YTO HE [OJI?KHO OBITh 3HAYUTEJILHOTO OTKJIOHEHU S
IIPOIIOPIIMOHAIBHO J03aM.

B ruccnemoBaHuu c yyactTueMm 26 meTed Cc TUIIEPTOHNYECKOM 00JIe3HbI0 (B BO3pacTe OT
1 mo 16 neT), KOTOPEIM Ha3HavYaIM OOHY A03y IpemapaTa BajicapTaHa (cpegHee



3HauveHue - oT 0,9 mo 2 Mr/Kr, MakcuMasnbHasa go3a 80 mMr), KinupeHc (J1/4/Kr)
BaJicapTaHa ObIJI COIIOCTAaBUMBIM B BO3PAaCTHOM rpymne oT 1 roma mo 16 neT u oTBeyan
KJIMPEHCa y B3POCJIbIX, II0JIYYaBIIUX TAaKOU Ke Iperapar.

I'eHemuueckull noauMmopgusm

B dhapmakokuHeTUKU UHTUOUTOPOB peaykTa3ksl [[MI-KoA, B ToM uucie
po3yBacTaTUHA, YY4acTBYIOT TpaHcnopTHbie 6enku OATP1B1 u BCRP. V 60/bHBIX C
reHetnyeckuM nonumopdusmom SLCO1B1 (OATP1B1) u/unu ABCG2 (BCRP)
CylLlleCTByeT PUCK IIOBHIIIEHHOI'O BIUSAHUA po3yBacTaTuHa. OTOebHEIe
nonumopdu3mel SLCO1B1 ¢.521CC u ABCG2 c.421AA cBsi3aHH ¢ 601ee BEICOKUM
BnusgsHUEeM po3yBacTtatuHa (AUC) o cpaBHeHuo ¢ reHotunamMu SLCO1B1 k.521TT
unu ABCG2 k.421CC. 3To cneuudpudeckoe reHOTUITMPOBaHKUEe OOBIYHO HE
HUCIIONIb3yEeTCs B KIIMHUYECKON ITPaKTUKeE, HO MalleHTaM, Y KOTOPHIX O0Hapy>KeHbI 9TU
TUIBL TIOTUMOPGU3Ma, PEKOMEHOYEeTCS MeHbIIe CyTOYHas 003a po3yBacTaTUHA.

Ilemu ¢ HapyweHuem ¢pyHKUUU Nnoyek

[TpuMeHeHUE TIperapaTa y JeTei ¢ KIUpeHCcoM KpeaTuHUHa <30 MJI/MUH U JETSIM,
KOTOPBIM ITPOBOASAT AUAJIN3, HE U3yYalld, I09TOMY BaJicapTaH He PEKOMEHYeTCs
TaKUM ITalueHTaM. [IJi JeTel ¢ KIUpeHCcoM KpeaTuHuHa >30 MJI/MUH KOPpPEKUU
no3nl He TpeOyeTcsa. CrnenyeT TIIaTeIbHO KOHTPOJIUPOBaTh (GYHKIUIO II0YEK U YPOBEHD
KaJIus B CHIBOPOTKE KPOBH.

IToxa3aHus

Banapokc noka3aH KakK 3aMeCTUTEIbHas Tepanus apTepualbHOU TUIIEPTEH3UU Y
B3POCJIBIX [TallMEeHTOB, COCTOSTHHE KOTOPBIX KOHTPOJIMPYETCS OQHOBPEMEHHBIM
IpHMEeHeHNEeM BajiCapTaHa U po3yBacTaTUHA B TeX Ke JO3UPOBKaX M UMEIOIIUX
BBICOKUU PUCK IIEPBOTr0 BOSHMKHOBEHUS CEPOEYHO-COCYOUCTOr0 OCIIOKHEHUA (A1
NpopUIaKTUKHN CEPOEYHO-COCYOUCTRIX OCIOKHEHN) UNTH IPU HAJIMYUU CIEOYIONINX
YCIIOBUU:

e IIepBUYHAA runepxonecrepuHemus (tuna lla, BKaodass CEMENHYIO
reTePO3UTOTHYIO TUIIEPX0JIECTEPUHEMUEN) UM CMelllaHHasA TUCTIUIINAEMU S
(Tuna IIb);

e TOMO3UTOTHAas ceMelHas TuIepxojieCTepUHEMUS.

HpOTHBOHOKaSaHHH



1. TIoBeIIIIEHHAS YYBCTBUTEJILHOCTD K aKTUBHOM CyOCTAHIIMU UJIH K JTIOOOMY M3
BCIIOMOTaTEeNbHEIX BEIIECTB IIpelapara.

2. 3aboyieBaHUs ITeYEHU B aKTUBHOM (ha3e, B TOM YHCJIe HEN3BECTHOM 3TUOJIOTHH,

CTOMKOE TIOBHIIIIEHNE YPOBHS TpaHCaMMHa3 B CHIBOPOTKE KPOBU U YPOBHS JII00O0M

TpaHCaMHUHa3kl B CHIBOPOTKE 0ojiee 4eM B 3 pa3a 00Jjiee BepXHIOIO I'PaHUILY

HOPMEBI.

Tsxenoe HapylmeHue QYHKIINY IOYeK (KMUPEHC KpeaTuHWHa <30 MJI/MUH).

MuomnaTtus.

ConyTCTBYOLIUN IIPUEM LTUKJIOCIIOPUHA.

SR

BepeMeHHOCTD U ITeproa KOPMJIEHUS I'Pyabio. TakKe IPOTUBOIIOKAa3aHO

XKEeHIMHaM PENPOOYyKTUBHOTO BO3pacTa, KOTOPhIe HE UCIOIb3YIOT

COOTBETCTBYIOIIIHE CPEACTBAa KOHTPAIIEIIINH.

7. Tsaxenble HapylieHUus GYHKIINYU IeYeHU, OUTMapHLIN ITUPPO3 IeYeHU UIIU
X0JIecTas.

8. OmHOBpEMEHHOe ITPUMEeHEeHNEe C aJIMCKUPEHOM [OJIs ITAllMeHTOB C CaXapPHBIM
ouadeToM MM IMoYevyHoU HemocTaTOouHOCThIO (CK® <60 mi/mun/1,73M2).

9. Iletu B BOo3pacTe go 18 ner.

B3auMoOaeHCTBHE C IPYrHMH JIeKapCTBEHHBLIMH CPeICTBAMH H IPyrue BHObI
B3aMMOIEeHUCTBUHA

B3zaumodetlicmsue Basapokca ¢ 0py2uMu 1eKapCmeeHHbIMU cpedcmeamu He

ucc.1e008daauUcCh.

Bzaumoodeiicmaus, cesi3aHHblE C 8A/Ab3APMAHOM

IIBoiiHas OokKaga peHuH-auruoteH3uH-(PAAC) npenapatamu rpynn APA, MATI® unu
aJIMCKUPEHOM

IlaHHBIE HCCIeOOBaHMM MTOKa3bIBAlOT, YTO ABOMHAs OJl0KajJa peHUH-aHTMOTEeH3UH-
(PAAC) muarubutopamu AII®, 6;10KaTOpaMu pPelenTOPOB aHTMOTeH3uHa I unu
aJIMCKUPEHOM CBsi3aHa C 00Jjiee BLICOKOM 4aCTOTOM MOOOYHBIX 9 (HEKTOB, TAKUX KakK
apTepuasbHas TUIOTEH3Us, TUIEePKAJIUEMUs U CHUXKEHUE ITI0YeYHOU (PyHKIUHU (B TOM
4HCJIe OCTpas IIo4YevyHass HeJOCTATOYHOCTh), II0 CPaBHEHUIO C IIPUMEHEHUEM OOHOT 0O
6nmokatopa PAAC (cMm pa3zgernnl «I[IpoTuBonoka3aHusa», «OCoOeHHOCTH ITPUMEHEHUST, «
dapmMaKOIOTUYECKUE »).

OO0HoBpeMeHHOe NnpuMeHeHUe He peKoMeHOyemcs

Jlumut



Coo0111a710Ch 0 BpEMEHHOM ITOBHIIIEHUN KOHIIEHTPAIIMK JTUTHS B CBIBOPOTKE KPOBU U
TOKCUYHOCTh IPU OJTHOBPEMEHHOM ITpHeMa JIUTUS U UHTuouTopoB AII®. Ecnu
OOKa3aHa HeoOXOOUMOCTDb IIPUMEHEHUST KOMOMHAIINY, PEKOMEHIyeTCSI IPOBeIeHue
TIIATEJIPHOTO MOHUTOPUHIA YPOBHS JINTUA B IIJla3M€e KPOBU.

Kanuticbepezaroujue duypemuku, 006asKku kaius, 3aMeHumeau coau, cooepicauue
Kaaul, uau 0pyaue npenapamsl, KOmopble Mo2ym yseaudumbs Yypo8eHb Kaaus

Ecnu cymecTtByeT moTpeOHOCTD B IIpHeMe JIEKapCTBEHHOIO IIpelapaTa BIuseT Ha
YPOBEHB Kalusi, B KOMOMHAIINY C BaJICAPTAaHOM, PEKOMEHIYEeTCsI IIPOBOOUTH
MOHHUTOPHUHT YPOBHS KaJlus B MjIa3Me KPOBH.

O0HoBpeMeHHOe NpuMeHeHue, Ymo mpebyem 0CmMopoHCHOCMU

HecmepouoOHble npomugosocnaaumeivHbvle npenapamol (HIIBII), ekatouasn
cesnekmueHble uHa2ubumopwl LIOI-2, auemuacaauuuao8yro Kuciomy >3 2/cym u
HecesaexkmueHble HIIBII

[Tpu ogHOBpEMEHHOM IIpUeMe aHTaroHucCToB aHrnoTeHn3uHa II ¢ HIIBII moxeT
BO3HUKATh OClablieHre aHTUTUIIePTeH3UBHOTO0 3¢ dekTa. Takke OTHOBPEMEHHOE
IIpUMeHeHNe aHTarOHuCTOB auruoreH3uHa Il u HIIBII moBhIlIaeT pUCK yXyOIIeHUA
(pyHKIIUY MOYEK U MOXKET MIPUBECTHU K IIOBHIIIEHUIO YPOBHS KaJlus B CEIBOPOTKE KPOBU.

[TosTOMy peKOMeHOyeTCsI KOHTPOIUPOBATh QYHKITUIO ITOYEK B HadaJsie JIeueHus, a
TaKXKe JOoCTaToOYHoe of0eclieyeHue manueHTa XKUOKOCTBIO.

Tpancnopmepul

[To pe3ynbTaTaM MCCIeOOBaHUM in vitro BajicapTaH sSIBAsIETCS CyOCTPaTOM IJIs
nedyeHO4YHOro tpancnoprepa 3axBata OATP1B1/OATP1B3 1 ne4eHO4YHOr 0
TpaHcopTepa BeiBoga MRP2. KnuHrYeckoe 3HaYeHUEe 3TUX JaHHBIX HEU3BECTHO.
OpmHOBpeMeHHOe MpUMeHEeHNe NHT'MOUTOPOB TPAHCIIOPTEPa 3axBaTa (HanpuMep
pudamMnuiinHa, IUKJIOCIOPHUHA) WU TPaHCIOPTEPa BLIBOMA (HAlTpuMep PUTOHABUP)
MOXKET YBEJIMUUTh CUCTEMHYIO 9KCIIO3UIINIO BajicapTaHa. CiegyeT IpuHUMAaTh
HajJiexalllie Mephl B HadaJlle UJId B KOHII€ OOJHOBPEMEHHOI'O IIPUMEHEHU S 3TUX
JIEKapCTBEHHBIX CPENCTB.



He onpedeasinocy 83aumoodelicmaus

HccnemoBaHus He BBEISIBUIJIM HU OJHOTO KJIMHUYECKHU 3HAYMMOI'O B3aMOOEeHCTBHUSI
BaJIcapTaHa C JII00BIM K3 CIEeOYIOIINX BelleCTB: HIUMeTuanH, BapdapuH, pypocemusn,
OUTOKCHH, aTEeHOJIOJN, MHAOMEeTAIllH, THAPOXJIOPOTHA3U]], aMJIOIUIINH, TTHOeHKIaMHu/I,.

Iemu

[TockOnbKY IIpU apTepHUabHON TUIIEPTEH3UN Y eTed U HOAPOCTKOB COIIyTCTBYIOIIHE
HapymieHus QYHKIIUU ITOYEK YaCTHI, CJIEAYET C OCTOPOKHOCTBIO IIPUMEHSITh
OJOHOBPEMEHHO BajiCapTaH U OApyrue BellecTBa, KoTophle nopgasisaioT PAAC, koTopas
MOZKET YBEJIMYUTh YPOBEHDb KaJius B CRIBOPOTKE KPOBHU. CriegyeT KOHTPOIUPOBATh
(GyHKIIUIO TOYEK U YPOBEHb Kalus B CLIBOPOTKE KPOBH.

Bsaumodeticmsus, cea3aHHble C po3y8ACMAMUHOM

Bnusuue COIIYTCTBYIOIITUX JIEKAPCTBEHHLBIX CPEOCTB Ha 3KCIIO3UIIUIO PO3yBaCTAaTHHA

HHaubumopsl mpaHcnopmHuix 6e1K08

Po3yBacTaTuH sIBAsIETCS CyOCTPATOM OJISI OIIpeesIeHHBIX TPAHCIIOPTHRIX OEJIKOB,
Bkitouass OATP1B1, uTto obecrneuynBaeT IIeYEHOYHLIM TPAHCIOPT, 1 e(IIOKCHOTO
nepenocuyuka BCRP. OgHoOBpeMeHHOe IIPUMEHEHUE C JIEKapCTBEHHBEIMU CpeCcTBaMU -
MHTUOMTOPAMM 3TUX TPAHCIOPTHRIX OEJIKOB MOXKET BEI3BATh IIOBHIIIIEHNE
KOHIIEHTpAallM¥ po3yBacTaTHHAa B IIJla3Me KPOBU U YBEJIMUEHUIO PUCKa MUOMIATUU (CM.
Paspesnbl «Cmoco6 mpuMeHeHusI U 003bl», « OCOOEHHOCTH ITPUMEHEHUSI», U Ta0nuIry 2).

IMukaocnopuH

B nmepuon coBMeCTHOTr0 IpuUMeHEeHUs po3yBacTaTUHA U LIMKIIOCIIOpUHa 3HaueHue AUC
po3yBacTaThHa OBLIM B CpeIHEM IIPUMEPHO B 7 pa3 BHIIIE, YeEM Te, YTO HaOIIOOaauch y
3M0POBBIX HOOPOBOBIEB (CM. Tabnuily 2). Po3yBacTaTuH IPOTUBOIIOKa3aH
namueHTaM, KOTOpPble OMHOBPEMEHHO MOMyYaloT MUKIoCIOpuH (cM. Pasgen
«[IpotuBonoKazanusa»). ODHOBPEMEHHOE MIPUMEHEHNE He BIUAJIO Ha KOHIIEHTPAIINIO
ITUKJIOCIIOPMHA B IIJTa3Me KPOBH.



HHz2ubumopbsl npomeasul

XOTs TOYHBIM MeXaHU3M B3aUMO[ENCTBUS HEU3BECTEH, OMHOBPEMEHHOE IIPUMEHEHUE
MHTUOUTOPOB MPOTEa3hbl MOKET 3HAYUTENILHO YBEJIMYUBATD SKCIIO3UITUIO
po3yBacTtaTtuHa (cMm. Tabnuiy 2). Hanmpumep, B uccnemoBaHum hapMaKOKUHETUKHU
OoOHOBpeMeHHOe npuMeHeHne 10 Mr po3dyBacTaTiHa U KOMOMHUPOBAHHOT O
JIEKapPCTBEHHOT'O CPeICTBa, CofepkKallero nBa nHruoutopa mporeals! (300 mMr
aTtasaHaBupa/100 Mr puTOHABUPA), V 3TOPOBEIX HOOPOBOJIBIIEB COIIPOBOXKIATIOCH
nosrimieHreM AUC u Cmax po3yBacTaTUHa IPUMEPHO B 3 ¥ 7 pa3 COOTBETCTBEHHO.
OnHOBpeMEHHOEe IIPUMEHEHNE TIpenapaTa U HEKOTOPLIX KOMOMHAIIMY UHTUOUTOPOB
poTea3bl BO3MOZKHO II0CJIe TIIAaTEJIbHOI0 PACCMOTPEHUSA KOPPEKIINU AO03bI
po3yBacTaTHUHa, UCXOOs U3 0KHUAAeMOro PocTa ero 3kCcrno3uuuu (cMm. Pasmernsr
«Crmroco6 mpuMeHeHUs 1 Oo3kl», «OCO0eHHOCTU MPUMEHeHUsT», «B3auMomeicTBue C
OPYTUMH JIeKapCTBEHHLIMU CPeOCTBAaMU U OPYyrue BUOLI B3aUMOENCTBUM», TaOIUITy
2).

I'em@pubpo3usa u Opyaue 2unoaunudemuyeckue npenapamul

OmHOBpPEMEHHOE MPUMEHEeHNe pPo3yBacTaTuHa U reMdpudpo3uia IPUBOAUIO K POCTY
AUC u Cmax po3yBacTaThHa B 2 pa3a (cM.pa3gen «OCOOeHHOCTH ITPUMEHEHUST»).

Hcxops n3 gaHHBIX COEeNUaIbHEIX MCCIIeqOBaHUNW B3aUMOLENCTBUS, 3HAYUTEJILHOTO
(apMaKOKMHETHYECKOT 0 B3auMOOeicTBUs ¢ heHoprudpaToM He 0KUOAETCSI, OMHAKO
BO3MOXKHa (papMakoguHaMuuyecKkas B3auMonerictsue. I'empubpo3un, deHopudpar,
opyrue ¢pubpaTel 1 HUAlUMH (HUKOTUHOBAS KHUCJIOTA) B TUIIOIUIIUAEMUYECKUX H03axX (=
1 r/cyT) mOBRBIIIIAIOT PUCK PA3BUTHS MUOMNATUU IIPU OOHOBPEMEHHOM NPUMEHEHUH C
unruobutopamu 'MI'-KoA-pegyKTasbl, BO3SMOXKHO IIOTOMY, YTO OHU CIIOCOOHBI
IPUBOOUTH K MUOIIATUU U IIPU IPUMEHEHUU OTHeNnbHO . [flo3upoBka 30 u 40 Mr
IIPOTHUBOIIOKA3aHO IIPU OOHOBPEMEHHOM NpUMeHeHuu GpudpaTos.

JledyeHue B TaKuX ClIy4dasX CcliegyeT Ha4YMHATh C JO3EI 5 mr.

93emumubd

OnHOBpeMeHHOe ITpuMeHeHue npenaparta ¢ 10 Mr po3yBactaTtuHa u 10 Mr a3eTumuba
nalyeHTaM C TUIlepXoJjiecTepuHeMueu npusoauso K pocty AUC po3syBacTtaTtuHa B 1,2
pa3a (Tabnuia 2). Henb3s uckmaoYaTh GapMaKoAMHAMUYECKOTr0 B3aUMOOENCTBUS
MeX[ay npernapaToM Bamapokc u 33eTumMnba, YTO MOXKET IPUBECTU K HeXKelaTeTbHbBIM
sBrneHusIM (cM. Pasgen «OcoOeHHOCTHU ITPUMEHEHUST»).



AHmauuodul

OmHOBpEMEHHOe MPUMEHeHHe PO3yBacTaTUHA C CYCIIEH3WH aHTAIUA0B, COIepKaIiux
QJIOMUHUY ¥ MarHUS TUOPOKCUII, IIPUBEJIO K CHUXKEHHUI0 KOHIIEHTPAILluH
po3yBacTaTHHa B I1a3Me npuMepHo Ha 50%. IToT addekT Ob1 MeHee BEIpaXKeH,
Korga aHTauupg BBogunu dyepe3 2:00 mocse Bamapokcy. KnuHudyeckasi 3HaYUMMOCTD
3TOr'0 B3aMMOOENCTBUS HEe YCTaHOBJIEHA.

IpumpomMuyuH

OmHOBpPEMEHHOEe IPpUMEeHEeHVe po3yBacTaTiHa U 3pUTPOMUIIMHA cHUXKano AUC
po3yBacTtaTtuHa Ha 20%, a Cmax - Ha 30%. Takoe B3auMOJeNCTBHE MOXKET OBITh
BhI3BaHa MMOBHIIIEHHEM IEPUCTAJIbTUKY KUIIEYHNKA BCJIENCTBUE OENUCTBUS
SPUTPOMHUIIMHA.

depmeHmul uumoxpoma P450

PesynpTaThl HCCieqoBaHuM in vitro u in vivo CBUOETENBCTBYIOT, YTO PO3yBaCTaTHUH He
UHTUOUPYETCS U He CTUMYJIUpPyeT u3odpepMeHTH uToxpoma P450. Kpome artoro,
PO3yBaCTaTUH SIBJISIETCS CIIaOLIM CyOCTpaTOM 3TUX n30¢epMeHTOB. TakuM oO6pa3om,
B3aMMOOEMNCTBUS C JIeKapCTBEHHBIMHU CPEACTBAMM B pPe3yIbTaTe MeTaboImu3ma,
onocpenoBaHHOro 450, He oxxupaeTcs. He Habmoganoch KJIMHUYECKH 3HAUYMMBIX
B3aMMOAENCTBUM MeXKIYy PO3yBacTaTUHOM M (QIyKoHa30jioM (uHrubutopom CYP2C9 u
CYP3A4) unu ketokoHa3onoM (mHTuOUTOpOoM CYP2A6 1 CYP3A4).

B3aumodeticmeus, mpebyru,ue Kkoppekuuu 0o3bl podysacmamuHa (cm. Takoce
mabauuy 2):

[Tpu HEOOXOOMMOCTHU OJHOBPEMEHHOTO IIPUMEHEHU ST PO3yBacTaTUHA C APYTUMU
JIEKAPCTBEHHLIMHU CPEMICTBAMU, KOTOPhIE YBEMTUYNBAIOT SKCIIO3UIINI0 PO3YBAaCTaTUHA,
OO3BI ITOCIIEIHETO OOJIKHEI OBITh CKOPPEKTUPOBAHKI. ECITU 0KUIaeTCs yBEITUYEeHNE
akcro3uiuu (AUC) npubnIu3uTeIbHO B 2 pa3a WX BHIIIIE JIeueHUe cjieqyeT HauyuHaTh
c 5 Mr po3yBacTaTuHa 1 pa3 B CyTKu. MakcuMaJibHasi CyTOYHAas J03a po3yBacTaTHUHA
OOJI2KHA OBITH OTPETy/IMPOBaHa TaKUM 00pa3oM, YTOOB! OKHuIaeMasi S9KCIO3UIIU
po3yBacTaTWHA He ITPEBHIIIana 9KCIIO3UIHUI0, OTMeYaeTcs npu npueme 40 mr
po3yBacTaTUHA B CYTKU 0e3 IPUMEHEHUS JIeKapCTBEHHBIX CPEACTB,
B3aMMOIENCTBYIOIINX C IpenapaToM. Hampumep, Mpu npuMeHeHUu ¢ reMpudpo3unom



MakKCHUMaJlbHas [03a po3yBacTaTuHa coctaButT 20 mr (1,9-kpaTHOe yBeIudeHUe) U nIpu
MpUMeEHEeHUU ¢ KoMOuHalmew aTa3aHaBup / puToHaBup - 10 Mr po3yBacTtaTtuHa (3,1-
KpaTHOE yBeJIU4eHue).

Tabauua 2

BrnusiHue cOmyTCTBYIOIINX JIEKAaPCTBEHHBIX CPECTB Ha 9KCIIO3UIINIO PO3yBacTaTHHA
(AUC; B mopsigKe YMEHbIIIEHUST BEJINYUHEI) IT0 ONYOIUKOBAHHBIM TaHHBIM
KJIMHUYECKUX UCCIIeOBAHUN

Pexum
OO3WPOBAHUSA
Pexxum HU3meHeHUus
JIEKApCTBEHHOI' 0O
mosupoBanus [AUC
CPencTBa,
. po3yBacTaTuHapo3yBacTaTuHa*
KOTOPBIN
B3aWMOJEUCTBYET

LIuknocropuH OT

10 Mr oguH
75 Mmr go 200 Mmr
pas B CYTKH, T 7,1 pasa
OBaXKObl B CYTKH, 8
10 gHen

0 Mecsd1eB

AtaszanaBup 300
10 wmr,

MI'/PUTOHaBUD
ogmHopaz3oBasa |1 3,1 pa3sa

100 Mr oguH pa3

. |mosa
B CYyTKH, 8 mHeu

Cumenpusup 150|10 wmr,
MT OOWH pa3 B omHopaz3oBas |1 3,1 pa3za
CyTKH, 7 OHEeu mo3a

Jlonmunasup 400

20 MTr OmuH
MI'/PUTOHaABUD

a3 B cyTKH, 7 |T 2 pa3u
100 mr gBa pa3a P Y P

_ |mHeu
B CYyTKH, 17 nHeun
Knonuporpen
300 mr
20 wmr,
Harpy3ouyHas

ogmHopas3oBass |1 1,9 pasa
mo3a, Iocie

KOTOpPOHu 75 Mr
Ha 24 4

no3a




F'empubpo3un 80 mr,
600 Mr gBaxkawel B logHOpa3oBass |T 1,6 pasa
CyTKHU, 7 OHEeu no3a
Anrpomobomnak 75 |10 mr,
MI OOUWH pa3 B ogmHopazoBass |1 1,5 pasa
CyYTKH, 5 OHEeU mo3a
HapyHasup 600
10 Mr oguH
MI/PUTOHaBUD
pa3 BcyTky, 7 |1 1,4 pa3a
100 Mr oBa pa3sa .
. |mHen
B CYTKH, 7/ OHeu
Tunpanasup 500
10 mr,
MT/PUTOHABUP
ogHopa3oBasa |1 1,4 paza **
200 Mr gBa pa3sa
. |mo3a
B cyTKH, 11 mHen
IOponemapon 400
MT OBazKIbl B HewuzBecTHO T 1,2 pasza **
CYTKH
HUTpakoHason 10 wmr,
200 Mr oOuH pa3 |ogHOpa3oBas |«
B CYTKY, O OHeU |mo3a
93etuMub 10 mr |10 Mr oguH
OIOVH pa3 B pa3 B CYyTKH, &
cyTku, 14 gaeun |14 gHen
do3aMupeHaBUp
700 10 mr,
MT/PUTOHABUP OOgHOpa3oBasg |<
100 mr gBa pa3sa |mo3a
B CYTKH, 8 OHeu
Anernurta3zap 0,3 .
. 10 mr, 7 oHen |«
Mr, 7 0Heu
Cunumapus 140 |10 wmr,
MT" TPU pa3a B ogHOpa3oBasg |«
CyTKH, 5 OHEeu mo3a
denodpudbpat 67
10 mr, 7 oHen |«

MT TPUKILI B
CyTKH, 7 OHEeu




Pudamnuimna 45020 Mmr,
MT" OOWH pa3 B ogHOpa3oBas |<
CyTKHU, 7 OHEeu mo3a

Ketokonazomn 200(80 mr,
MT OBaXKOHI B OOHOpa3oBas |«
CyTKH, 7 nHeu mo3a

®nykona3zon 200 80 wmr,
MT OJHH pa3 B OOHOpa3oBas |
cyTku, 11 gHEen |mo3a

C) 0
PUTPOMULIVH 80 wr,

500 Mr yeTkIpe
P ogmHopa3oBass |l 28 %

pa3a B cyTKH, 7/

OHEeu nosa

bavkanuna 50 mr |20 mr,
TPHU pa3a B omHopas3oBass |l 47 %
cyTku, 14 gHeu |go3a

* [laHHBIE, ITPEACTaBIeHHbIe KaK U3MeHeHHe B X pa3, IIPeaCcTaBIIsIIOT COO0M
COOTHOILIEHNE MeXKy NpUMeHeHeM po3yBacTaTUHa B KOMOMHAIIUU U OTHOEBHO.
I[laHHBIE, TpeACcTaBlIeHHbIE B BUAe% U3MeHEeHHUs, ITPEACTaBIsII0OT COO0M MPOLIEHTHYIO
Pa3HUIly OTHOCUTENBHO IMOKa3aTeJley IIPpU IPUMEHEHUU PO3yBacTaTUHa OTHOEJIbHO.

YBenuueHue 0003HaUYEHO 3HAUYKOM T, OTCYyTCTBUE U3MEHEHUH - <, YMEHbIIeHue - |.

** BBIJIO IpOBEeHO HECKOJILKO MCCJIeJOBaHUU B3aUMOOENCTBUS IIPU PA3/IMYHBIX
mo3ax po3yBacTaTHHa, B Tabulle IpecTaBieHb Hanbojiee 3HaUUMO€e COOTHOILIEHUE.

BausaHue podysacmamuHa HA A€KAPCMBEHHble Cpedcmea npu OOHOBDGMQHHOM




npumeHeHuu

AHmMaz2oHuUcmusl sBumamuHa K

Kak u nmipu nmpuMeHeHUU aApyrux nHruoutopos 'MI'-KoA-penykTa3sl, B Hadale
JIedYeHus WY IIpu mogdope A03bl Bamapokcy ogHOBpeMEeHHOe TPUMEeHEeHNEe
aHTaroHucToB BuTaMuHa K (Hanpumep, BapdapuH UIU UHOTO KyMapHuHOBOTO
aHTHKOATyJISHTa) MOXKET IIPUBECTU K YBEINYEHUIO MEXKOYHAPOOHOT O
HOpManu30BaHHOTO cooTHoIneHuss (MYC). OTMeHBI UIU YMEHBINIEHUS 03kl Bamapokcy
MOXKeT IPUBECTHU K yMeHblIeHno MYC. B Takux cuTyauusax xkejaeMbli
COOTBETCTBYIOIIUU KOHTPOJIb MYC.

ITepopaavHble KOHMpauenmuaebvl/20pMoHo3amecmumeabvHol mepanuu (I'3T)

OpmHOBpEMEHHOE IPpUMeEHEHHEe POo3yBacTaTUHA U IIepOopaIbHBIX KOHTPAIIEIITUBOB
OpuBOOUIIO K IOBHIIIeHNI0 AUC 3THHUISCTPanuoila u HoprecTtpesa Ha 26% u 34%
COOTBETCTBEHHO. [TOBHIIIIEHME TIJTa3MEHHBIX YPOBHEM CJIeAyeT YYUTHIBATh IIPU mogdope
OO3bI ITEPOpPabHBIX KOHTPALENITUBOB. HeT JaHHBIX 0 (papMaKOKMHETHUKE IIpenapaToB y
Mal¥eHTOB, KOTOPhle OOHOBPEMEHHO IPUHUMAIOT po3yBacTaTuH U ['3T, mosTomy
BO3MOKHOCTh B3aMOOENCTBUS UCKIIIOUYATDh Helnb3s1. OOHAKO TaKyro KOMOMHAIIHUIO
IMMPOKO ITPUMEHSIJIN XKEeHIINHAM B KIIMHUYECKUX UCCJIeIOBAaHUIX, U OHA
IIepeHoCuIach XOPOIIIO.

Ipyeaue sekapcmeeHHble cpedcmad

JHuz2o0KcuH

Hcxonss m3 maHHBIX COelUaIbHBIX UCCIIeIOBaHNM, KIIMHUYECKU CYIIIECTBEHHOTI O
BSaHMOﬂeﬁCTBHH C IMTOKCHMHOM H€ O2KHIOAEeTCHA.

dy3uduesas Kucsioma

Puck muomnmaTuu, BKIo4Yasi pabioMHUOJIN3, MOXKET ITOBHIIIIATHCS 3a CUET
COMMyTCTBYIOILIIETO CUCTEMHOTO ITPUMEeHeHuA Qy3uareBasi KUCJIOTa CO CTaTUHaAMHU.
MexaHu3M 3TOr0 B3auMoaeucTBus (papMakKOgUHAMUYECKUN UITU



bapMakoKMHETHYECKHUI) IT0KA HeU3BeCTeH. Belin coobIIeHusT 0 pabaoMUOIIN3
(BKJTIIOYAs JIeTaJIbHBIE MCXO/IbI) V IAllMeHTOB, KOTOPhIE MOIydalid 9Ty KOMOMHAIIHNIO.
Ecnu cuctemMHoe neuenue QysuareBasi KUCJIOTA SIBISETCSI HEOOXOOUMBIM, TO
MpUMeHeHMe Po3yBacTaTHHa OOJIKHO OBITh IPEKpallleHO B TeYeHUe BCETo Mepuoaa
nedeHus ¢py3unuenas kucnora (cMm. Pasgen «Oco6eHHOCTY TPUMEHEHUSS»).

Iemu

HccnepoBaHue B3aUMOIOENWCTBUSA IIPOBOOUIINA TOJILKO Y B3POCIbIX. CTelleHb
B3aMMOJEUCTBUSA V OEeTel HEU3BECTEH.

OCco0eHHOCTH NIPUMEHEeHHs

BausHue Ha nouku

Y nmanueHTOB, MMOJIyYaBIINX PO3yBaCTaTUH B BEICOKUX MO3aX, 0Co0eHHO 40 Mmr,
OTMEeYaJInuCh CIIy4au IPOTENHYpPHUHU (OoIIpeaeeHHON 10 "TeCTOM MOJIOCKU"),
MMPEeNMYIIIeCTBEHHO KaHaJIblIeBOU 110 IIPOUCXO0XKAEHUIO U B OOJIBIIINHCTBE CIIy4Yaen
BPEMEHHOU UJIM HEIIPOOOJIKUTENIbHOU. [IpoTenHypus He roBopuiia 00 OCTPOM HUIIN
ImporpeccupymineM 3aboneBaHuu nodek (cM. Pazmen «[Io00YHBIE PEAKITUU»).
HexemnaTenbHble IBJIEHUS CO CTOPOHBI IIOYEK B IIOCTMaAPKETUHT OBBIU IIEPUOT
OoTMedalld 4yallle IpyU IpuMeHeHUU go3bl 40 Mr. Y maiueHToB, IIPUHUMAIOIIUX
npenapat B go3e 30 unu 40 Mr, QyHKLIHIO IOYEK CIeAyeT IIPOBEPATH PEryISIPHO.
OTcyTCTByeT ONbIT 6€30IIaCHOCTU IPUMEHEHHUS Y ITallueHTOB C KJIIMPEHCOM
KpeaTuHVHa <10 MJI/MUH U DalleHTaM, HaXOOAIUMCS Ha Auajan3e, I03TOMY
BaJjicapTaH ClefyeT IPUMEHSATH C OCTOPOXKHOCTHIO. [[JI B3POCIILIX ITAllUEeHTOB C
KJIUPEeHCOM KpeaTuHUHA >10 MJI/MUH HET HEOOXOOUMOCTU B KOPPEKILIMU TO3HI (CM.
pa3gensl «IIpoTuBONIOKa3aHusa» U «B3auMogencTBUe C OPYTUMHU JIeKapCTBEHHBIMU
CpeAcTBaMU U OPyTrHe BUOBI B3aUMOJEUCTBUN»). OQHOBPpEMEHHOE IIPUMEHEHNE
AHTaArOHMUCTOB PELIETITOPOB aHTMOTEH3WHA, B TOM YUCJIe BajicapTaHa UJIi UHTUOUTOPOB
ATI® (MATI®), ¢ anuCKUPEHOM MalleHTaM C CaXapHBIM OuabeToM MJIH IT0YeYHOMH
HepmocTaTO4YHOCTEIO (CKO® <60 mi/Muu/1,73M2) IPpOTUBOIOKA3aHO (CM.
«[IpoTuBOnIOKa3zaHuA» U «B3auMonmenucTBue C OPYTUMHU JIeKapCTBEHHEIMU CpefCcTBaMu
U OpyTrue BHUOBI B3aUMOOENCTBUU »).

IleotiHasa 6a0Kada peHUH-aH2u0meH3UuH-a1bo0ocmepoHosoll cucmembvl(PAAC)

M3BeCTHO, YTO OMTHOBPEMEHHOE ITPUMEeHeHNEe NHTUOUTOPOB AII® 1 aHTarOHUCTOB
petieniTopoB Il aHrMOTEeH3MHA UJIM aTUCKUPEHOM YBEJIMYUBAET PUCK apTepuaIbHON
TUNIOTEH3UU, TUTIEPKAIMEMUN U U3MeHeHUsT QYHKIUY IT0Y€eK, BKIII0oYasi OCTPYIO



IMOYEeYHYI0 HEIOCTaTOYHOCTh. B cBsA3u ¢ mBoMHOM 6nokamoit PAAC ogHOBpeMeEHHOE
npuMeHeHue UHTruOuTOpoB AII® 1 aHTAaroHUCTOB pelenTopoB Il aHTMoTeH3WHA UJTH
aJIMCKUPEHOM He peKoMeHayeTcs (cM. pa3menbl «I[Tobounbie 3¢pheKTHI» U
«PapMaKOKMHETHUKa»). B ciiydae KpaliHel HeEOOXOOMMOCTU IBOMHOM OJIOKAAHl CIeoyeT
nmopn HabJogeHeM Bpadya KOHTPOIUPOBaTh (QYHKIMIO II0YEK, YPOBEHD 3JIEKTPOJIUTOB U
apTepuanbHoe naBneHue. He cienyeT oqfHOBPEMEHHO ITPUMEHSATh MHTUOUTOPHL AIT® u
aHTarOHUCTH penentopoB MU aHruoTeH3uHa ManueHTaM C guabeTuyecKou
HedpomaTueu.

CmeHo03 noye4yHol apmepuu

Be3omnacHOCTE IpUMEHEHUS BajicapTaHa y IIallieHTOB C ABYCTOPOHHUM CTEHO30M
IIOYEYHBIX apTEPUU UIN CTEHO30M apTEPUU €OUHCTBEHHOU ITOYKU HEe YCTaHOBJIEHA.
KpaTkocpouyHOe IpuMeHeHMe BajicapTaHa 12 malueHTaM C BTOPUYHOU
Ba30peHaJIbHOU apTepuaIbHOU TUIlepTeH3uel U OQHOCTOPOHHUM CTEHO30M ITOYKHU He
MIOBJIEKJIO 3HAYUTEJIbHLIX NU3MEHEHUY T0OYEeYHOU reMOOUHaMUKY, YPOBHSA KpeaTUHUHA
B CEIBOPOTKE KPOBU HJIM YPOBHS MOYEBUHEI B KpoBU. OOHaKO Apyrue BelleCTBa,
BJIMAIOIINE HAa PEHUH-aHTMOTEH3UHOBYIO CUCTEMY, MOTYT YBeJINYUBATh YPOBEHbD
MOYEBUHBI M KpeaTUHNHA B CHIBOPOTKE KPOBH Y MAllMEHTOB C OOHOCTOPOHHUM
CTEHO30M II0YKH, II0O3TOMY ClIeyeT KOHTPOJIUPOBaTh QYHKIIUIO ITIOUYEK Y ITallieHTOB,
IIpUHUMAIOIIMX BajicapTaH.

TpaHcnaaHMayus novku

OTCyTCTByeT ONBIT 0€30IIaCHOT0 IPUMEeHEeHUs BaJicapTaHa y MallieHTOB C HeTaBHO
IPOBEeOEeHHOM TPaHCIIJIaHTalluel MOYKH.

I'unepkaauemus

ComnyTCTByIOIIMY IIpUeM N00aBOK Kanus, KanuiicOeperaoiinx JTUyPETUKOB,
3aMEeHUTEeNIed CONIH, CoeprKalluX Kaauu, NIu OPYyTruxX IIpenapaToB, KOTOPhIE MOTYT
YBEINYUTh YPOBEHD Kanus (FrenapuH U T.[I.) He PeKOMEHOyeTCs.

Ecnu cymecTtByeT moTpeOHOCTEL B IIpHeMe JIEKapCTBEHHOIO IIpelapaTa BIuseT Ha
YPOBEHb Kalus, B KOMOMHAIINK C BaJICAPTAaHOM, PEKOMEHIYEeTCsI IIPOBOOUTH
MOHHUTOPHUHT YPOBHS KaJIUs B IJIa3Me.



ITauyueHmul ¢ depuyumom obvema yupKyaAupyrou,et dcudkocmu u/uiu Hampus 8
opz2aHu3me

Y naiueHTOB ¢ meduIuToM 00beMa IUPKYIUPYIOUIer X KUOKOCTU U/UJIN HAaTPUS B
opraHu3Me B pe3yJibTaTe IPUMEHEHUS BBICOKUX 103 JUYPETHUKOB PEOKO MOXKET
BO3HUKATh CUMIITOMaTUYeCKas apTepuasbHas TUIIOTEH3UsA, 0OCOOEHHO M0CJie IpreMa
TePBOM IO3HI BajicapTaHa. Takue COCTOSTHUS TPeOYIOT MMPOBEAEHUS UX KOPPEKIIUY K
IIPUMEHEHMIO BaJicapTaHa, HallpuMep YMeHbIIIeHue OO3hl ANypeTHuKa.

BausHue Ha cKeaemHy mMycKyaamypy

[TopaxkeHue CKEIETHON MYCKYIaTypHl, HallpUMeP MUAJITHUSI, MUONATUS U PEOKO -
pabgomMuonu3 HaOIIOOaIUCh Y TallMeHTOB MPYU IPUMEHEHUH BCEX 103 PO3yBacTaTUHA,
ocobeHHO 003 >20 Mmr. [Ipu npuMeHeHUU 33eTUMKOA B KOMOMHALIMU C UHTUOUTOpPaMU
'MI'-KoA-penyKTa3hl 0O4eHb pegKO CO00IasoCh O Clydasax pa3BUTUS PabIoOMUOIHU3a.
Henb3s uckI04YaTh BO3MOKHOCTU (papMaKOOMHAMUYECKOT0 B3aUMOENCTBUS, a
IIOTOMY TaKy KOMOWHAIIMIO ClIedyeT IIPUMEHSITh C OCTOPOXKHOCTHIO (cM. Pazmen
«ITo6bouHble 9pPeKTh»). Kak u npu NpuMeHeHUn APyrux nHruoutopoB I'MI'-KoA
penyKTasbl, cnydau pabgoMuonn3a, CBI3aHHBIE C TIPUMEHEHNEM PO3yBacTaTHUHa, B
IMOCTMapPKETUHTOBBIM IIEPUO], CIIyYaJiMCh Yallle Ipu IpuMeHeHUuu 003kl 40 mr.

OnpedenerHue yposHsa KOK (KPK)

YpoBuu KO®K He crnenyeT u3aMepsTh IIOCJIe 3HAYUTEIbHBIX (QU3NYECKUX HAarpy30K UJIU
[IpY HaJIMYUU BO3MOXKHEBIX aJIbTEPHATUBHBIX IPUYKH NoBHIIIeHUSA KOK, KOTOpHIE
MOTYT MeIllaTh UHTEePIIpeTaluu pPe3ynbTaToB. Ecinu HadanbHBIE YPOBHU KOK
3HAYUTEJILHO MOBHIIIEHH [> 5 X BI'H (BepxHeul rpaHuLbl HOPMEL)], B TedeHUe 5-7
OHel HeoOXOoauMO chesiaTh OOIIOTHUTEJILHBIN NOATBePKOAIoNui aHanus. Eciu
pe3yJbTaT IIOBTOPHOTO aHajiM3a MOATBEPXKAaeT HadyaJIbHBIA YPOBEeHb> 5 X BMH
Ha4yuHAaTh JIeYyeHue He cleayer.

ITepeo neueHuem

Bamapokc, Kak u ocTanbHble MHTuOUTOPH ' MI'-KOA penyKTashl, CIeayeT C
OCTOPOXKHOCTBHIO Ha3HavaTh MalueHTaM ¢ akKTopaMH, CIIOCOOCTBYIOIIUMU Pa3BUTHUIO
MuonaTuu/padbmomuonu3a. K Takum pakTopamM OTHOCSTCS:

e HapyIlleHue GYHKLIUU IT0YEK;
e TUTIOTUPEO3;



e HaJIM4Y¥e B MHAMBUAYAJIbHOM UJIM CEMEMHOM aHaMHe3e HacCJledCTBEHHBIX
MBIIIIEYHEBIX 3a00JIeBaHUH;

e Ha/JIM4YMe B aHaMHe3€e IOPaXKeHUs MBIIIII, BLI3BAHHOTO APYTUMU UHTUOUTOPaMUu
I'MTI'-KoA-penykTa3sl unu ¢pubdbpaTamu;

e 3JI0ynOTPEeOIEHNE alIKOTOJIEM;

e BOo3pacT >70 mnerT;

e CHUTyallu¥, KOTOPHIE MOTYT IIPUBECTH K MOBHIIIEHNWIO YPOBHS IIpernapara B [Ijla3Me
KpoBHU (cM. pa3aensl «Crmocod IpuMeHeHUs U 03kl», «B3aumopnencTBue
OPYTYMHU JI€KapCTBEHHBLIMU CPEeACTBaMU M APyryue BUOLI B3aUMOOENCTBUN» U
«QapMaKOKHHETHUKA»);

OOHOBpPEMEHHOe NpuMeHeHre (GudpaToB.

Y Takux nalnmeHTOB HY2KHO CPaBHUTH PHUCK U BO3MOXKHYIO II0/Ib3y IIPU IPUMEHEHUHU
pernapaTa TakXe PeKOMeHOOBaH KJIMHUYEeCKU MOHUTOPUHT. He clienyeTr HauuHaTh
JiledeHUe B CiIydyae 3HAUYUTEIbHO IIOBHIIIIEHHBIX HadalbHBIX ypoBHEN KOK (>5xXBMH).

B nepuod neuyeHus

[TanmeHTOB clieAyeT MPeaynpeauTh 0 He0OXOOUMOCTH HEMEOJIEHHO CO00IIaTh O
MBIIIIEYHOM 0O0JIM HESICHOTO ITPOUCXOXKIEHUSI, MBIIIIEYHOU c1ab0CTH UIU CyoOpOT,
0COOEHHO eC/IM OHU COIIPOBOXKIAIOTCS HEJZOMOTaHUEM UJIU IIOBHIIIIEHUEM
TeMIlepaTyphl. Y TaKuX MallMeHTOB clenyeT onpenenuTs ypoBHu KOK. Crnenyert
NpeKpaTuTh JedeHue, ecnu ypoBeHUu KOK 3HauuTeIbHO NOBHIILIEHH (>5XBI'H) unu
€CJIN MBIIIIEYHbIE CUMIITOMBI TS2KeJIbie ¥ BHI3BIBAIOT AMCKOM@OPT B TOBCEOHEBHOM
XKu3HU (maxe ecnu ypoBHU KOK <5xBMH). Ecinu cuMOTOMEL IPOXOOST, & YPOBEHbD
K®K Bo3BpailliaeTcsa K HopMy, Banapokc unu anbTepHaTUBHBIN uHTHOuTOp 'MI-KOA
MOZKHO TOonpo6oBaTh MPUMEHUTh CHOBA, HO B MUHUMAJILHBIX N03aX U IIOA TIIaTeIbHBIM
HabOmogeHueM. PerynsapHbil KOHTPoIb YpoBHS KOK y manmeHTOB 6€3 BhIIIIeyKa3aHHBIX
CHMIITOMOB HE HYXEH.

OueHb pegKo coo0IIanoch 060 UMyYHOOOYMOCIIOBIIEHON HEKPOTHUYECKOU MUOTIaTUN
(IOHM) BO BpeMs uiIu 1mocjie jiedeHUus: CTaTUHaM¥, B TOM 4YUCJie pO3yBacTaTUHOM.
IOHM KJIMHUYECKU XapaKTepu3yeTcs c1ab0oCThio MPOKCUMAaIbHBIX MBIIII] 1
HOBHIIEHHBIM ypoBHEM K@K, KOTOpBHIE COXpPaHAOTCS, HECMOTPS Ha IIpeKpallleHue
JIeYeHUs CTaTUHAMU.

B KNMMHMYECKUX HUCCIIefOBaHUAX Y HEOOBIIIOTO KOIUYECTBa MallieHTOB, IT0Ty4YaBIIUnX
pO3yBaCTaTUH U CONYTCTBYIOIIIKE IIpenapaThl, YCUJIEHHOI'O BO3EeUCTBUS Ha
CKeJIETHYIO MYCKyJaTypy He oTMedanu. OgHaKO IIOBHIIIeHHAs 4acToTa Clly4daesB
MHO3UTa ¥ MUOIMATUX HaOJIIoganach y NaueHToB, MIPUMEHSIOINUX OPyrue NHInOUTOPEI
I'MTI'-KoA-penyKTa3bl C TPOU3BOOHLIMU (GUOPOEBOM KUCIIOTH, B TOM YHCJIE



reMpuOpPO3UIIOM, IIMKJIOCIOPUHOM, HUKOTUHOBOM KHUCJIOTOM, a30IbHLIMU
MMPOTUBOTPUOKOBEIMUM CPEICTBAMU, MHTMOUTOPAMU ITPOTea3bl U MaKPOJIUIHEIE
aHTUOMOTUKU. [[eMpuOPO3UII ITOBHIIIAET PUCK PAa3BUTHUS MUOIATHH ITPHU
OOHOBPEMEHHOM IIPUMEHEHUU C HEKOTOPhIMU UHruoutopamu I'MI'-KoA-penyKkTashl,
Mo3TOMYy Baslapokc He peKOMeHOYeTCs IIPUMEHATH B COUEeTaHUM C TeM(pUuOPO3UIIOM.
Hy>kHO B3BeCUTH O1aronpusiTHOE BO3OENCTBUE OaTbHEHUINNX N3MEeHEeHUW YPOBHEMH
JIMTINIOB ITPY OMHOBPEMEHHOM IIpuMeHeHuu Bamapokca ¢ ¢ubpaTaMu UM HUAITTHOM
U IOTeHIMaIbHbIEe PUCKU IIPU IPUMEeHeHUN TaKou KoMOuHalnmu. OmHOBpeMEHHOe
nmpuMeHeHUre po3yBacTtaTuHa B mo3e 30 mr unu 40 Mr u ¢ubpaToB MPOTUBOIIOKA3aHO
(cMm. Pazpmensl «B3auMopeniCcTBrE C OPYTUMU JIEKaPCTBEHHBIMU CPEACTBAMU U OpPyTrue
BUIOBI B3aUMOOEeNCTBUM» U «I[1000UYHBIE 9DPEKTHI»).

Bamapokc He crnenyeT IPUMEHSATh OOMHOBPEMEHHO C Qy3UOUEBOM KHUCIOTON UJIH B
TedeHUe 7 JHeU mocjie IpeKpallleHus JedeHus Py3uaueBord KUCIoTou. s
ManUueHTOB, O/ KOTOPEIX CUCTEMHOE ITPUMEeHeHNe (Py3uarneBOd KUCIIOTHl CYUTAEeTCS
HeoOXOOUMBIM, JIeYeHNe CTaTUHAMU HeOOXOOUMO IIPEKPATUTh B TEYEHUE BCETO
nepuoga nedeHus QysugreBasi KUCJIOTa. Bl coo0IIeHUs 0 ciiy4dasax pabgoMuosir3a
(BKJIIOYas JieTaJlbHbIE UCXOObI) y MAIlMEHTOB, IOIy4YaBIInX Qy3uareBas KUCI0Ta 1
CTAaTUHHI B KOMOUHAaIMU. ITallueHT moJKeH HeMeOJIeHHO 00paTUThLCS K Bpady, eCJIu OH
YyBCTBYET CUMIITOMEI, TaKWe KaK MHIIIeYHas c1ab0oCcTh, O0/Ib UJIN BSAJIOCTh. Tepamnus
CTaTUHAMU MOXKeT OBbITh IOBTOPHO IPOBeIeHa uepe3 7 mHel II0cyie IIpueMa
nocnemHeu J03b Qy3UANEeBOU KHUCIIOTHI.

B uCKII04nTEeNbHBIX ClIydasax, Korga HeoOX0ouMO OJINTEJIbHOEe CUCTEMHOE
nmpuMeHeHre Qy3uaueBON KUCIOThI, HaTPUMED OJI JIeUEHUS TSIXKEITbIX NHPEKITUH,
OOHOBPEMEHHOe MpuMeHeHre Banapokcy 1 @y3unueBor KUCIOTH BO3MOXKHO TOJIBKO
I10J KOHTPOJIEM.

Banapokc He cnegyeT NPUMEHSTh IallieHTaM C OCTPBIMU, CEPbE3HBIMU COCTOSIHUSIMY,
CIIOCOOCTBYIOIIMMHY Pa3BUTHUIO MUONATHUM UJIX ITOBHIIIAIOT PUCK PA3BUTUSA IOUYEYHOU
HEeOOCTaTOYHOCTU Ha ¢oHe pabmomMuonu3a (TaKMMU KaK CEIICUC, TUTIOTEH3USI,
0o0IIMPHOE XUPYPTUYECKOE BMENIaTENbCTBO, TPAaBMa, TsKeJble MeTab0oIuYecKue,
SHIOOKPUHHBIE UJIN 3JIEKTPOJINTHLIE HapYIIeHUsI; HEKOHTPOJIMPyeMble CyqOpPOTH).

BausiHue Ha nevyeHb

Kak u gpyrue nuruburtopsl [ MI'-KoA-penykTassl, Bamapokc cienyeT ¢
OCTOPOIKHOCTBIO IPUMEHSATh NalfueHTaM, 3JI0yIIOTPEeOIAIOIINM ajIKOTroJIeM U/UJIN
uMeIlonuM 3aboIeBaHUs IeYeHY B aHaMHe3e.



OYyHKIWIO TTeYeHU PEKOMEHAYETCS ITPOBEPUTH IePE HadaJioM TPUMEHEHU
npenapara 1 4yepe3 3 Mecsia jiedeHus. ECiu ypoBeHb TpaHCaMUHa3 B CHIBOPOTKE
KpoBU 00Jiee YeM BTPOE IIPEBHIIIaeT BEPXHIOIO I'PAaHUIy HOPMBI, IPUMEHEHUE
Bamapokca cnenyet nmpekpaTtuTh. O cepbe3HbIX HapylIeHUIX QYHKINY ITIeYeHn
(mpeuMyleCTBEHHO ITOBLIIIIEHNE YPOBHS N€YEHOYHBIX TPaHCAMUHA3) B
IMOCTMAapPKETUHTOBBIM ITEPHOM COOOIIaIoCh Yallle Ipu IpuMeHeHUuU 003kl 40 Mmr.

Y nmanueHTOB C BTOPUYHOU T'UIIepPX0OJIeCTepPUHEMYEN, BELI3BAHHOU TUIIOTUPEO30M UJIU
He(pOTUYECKUM CUHAPOMOM, CHavasa CjlenyeT IPOBECTHU JIedeHe OCHOBHOIO
3aboyieBaHus, a IOTOM Ha4YWHaATh IpUMeHeHue Bamapokcy.

Paca

B nccnemoBaHusax hapMakKOKMHETUKN HAOIIOOAICS POCT CUCTEMHOM 3KCITO3UIIUU
Iperapara y IaldeHTOB MOHTOJIOMIHON PaChl II0 CPAaBHEHHUIO C €BPOIefIaMu.

HH2ubumopbl npomeasul

[ToBhIlIeHHAss CUCTEMHAas 9KCIIO3UIUS po3yBacTaThHa HabItomanach y JIUIl,
MTPUHUMABIINX PO3yBaCTaTUH COMYTCTBYIOINIEE C PA3IMYHBIMU UHTUOUTOpPaMU
IpoTea3bl B COYETAHUU C pUTOHaBUpPOM. CrienyeT YUYUTHIBATh KakK I10JIb3Y OT
CHUIKEHUS YPOBHA JIMIIUOOB C IIOMOIIBIO IIpernapaTa Bamapokc y nanmueHToB ¢ BHUY,
KOTOPBIE ITOJIyYaloT UHTUOUTOPHI TPOTEeas3bl, TaK U BO3MOXKHOCTh TOBHIIIIEHUS
KOHIIeHTpalli po3yBacTaTHHa B IIJla3Me KPOBU B HadaJjie Tepalluu U IPU IMOBLIIIEHUN
no3bl Banapokca [OJjid malueHTOoB, OIy4YalouiiX HUHIHOUTOPEI IPOTEeasHhl.
OnmHOBpEeMEeHHOe ITPUMEHEeHHe IIpenapaTa ¢ HHruOuTopaMu IIpoTeas3kl He
PEKOMEHyeTCsI, eCIU J03a pPo3yBacTaTHHa He CKOPpPeKTUpoBaHa (cM. Pa3smensr
«Crrocob mpuMeHeHHUs U OO3hI» U «B3auMomencTBre C IPYTUMU JIeKapPpCTBEHHBIMU
CpeacTBaMU U OPyTryue BUOLI B3aUMOIOEUCTBUMN»).

I/IHmepcmuu,ua/leoe 3abos1e8aHue ne2Kux

EnvHuuHBIE CIIy4Yau MHTEPCTUIMAIFHOTO 3a00IeBaHUs JIETKUX OBLIN
3aperucTPUPOBAHEI ITPU IIPUMEHEHUUN HEKOTOPBLIX CTATUHOB, 0COOEHHO B ClIy4yae
OIUTEeNnbHOU Tepanuu (cM. pa3mnen «I[Tobounbie apderTrr»). K cuMmnToMaM HapyIleHUs
OTHOCSITCS OOBINIKA, HEIPOOYKTUBHBIN KallleJib U yXyOllleHrue OOIero COCTOSTHUS
(ycTanocTh, IOTEPS MacCCHI Tejla U Tuxopagka). Ecinu mogo3peBaeTcs, YTO y IMalueHTa
pPa3BUJIOCh UHTEPCTUIIHAJIbHOE 3a00JieBaHMe JIETKUX, IIPUMEHEeHNEe CTaTUHOB CJIedyeT



MIPEKPATUTh.

CaxapHblli Ouabem

HekoTopsie paKThl CBUAETENBCTBYIOT, YTO CTaTUHEI IIOBHIIIIAIOT YPOBEHD I'TIOKO3HI B
KPOBU M ¥ HEKOTOPHIX IMAIlMEHTOB C BEICOKUM PHCKOM pa3BUTHUSA OuabeTa MOTYT
BBI3LIBATH TUIIEPTJIMKEMUIO, TAKOTO YPOBHSI, KOTOpas norpedyet nedenus. OgHako,
CHHUJKEHHEe PUCKa COCYOUCTHIX HAPYIIEeHUN IPU IPUMEHEHNN CTaTUHOB IIPEBHIIIIAET
9Ty yrpo3y, ¥ II0O3TOMY OHA He [OJIKHa ObITh OCHOBAHUEM [IJISI ITPEKpaIlleHusT Teparuu
ctaTuHaMu. [larueHTH TPynnel prcKa (YPOBEHB TJIIOKO3bI HATOIAaK 5,6-6,9 MMOIIB/II,
uHOekc Macchl Tena (MMT)> 30 Kr/M2, TIOBBILLIEHHBIN YPOBEHb TPUTIULIEPUAOB,
apTepualibHas TUIIEPTEH3Us) CJiefyeT YCTaHOBUTH KaK KIMHUYECKUHU, TaK U
OMOXUMUYECKUNM KOHTPOJIb B COOTBETCTBUHU C NENCTBYIOIINMU YCTaHOBKAMHU.

B nccnemoBaHusIX 3aperucTpUPOBaHO 00IIIas YacTOTa caxapHoro guabeTa coCTaBIIsia
2,8% B rpymnne nmpuema po3lyBacTtaTuHa u 2,3% - B rpyI1ie 1aiebo,
[IpEeuMyILIEeCTBEHHO y IIalJU€HTOB C YPOBHEM I'JIFOKO3BI HATOLIAK OT 5,6 00 6,9 MMOJIB/II.

ITepsuyHblll 2unepasabo0ocmepoHuU3M

[TamueHTHI C IIePBUYHBIM I'MIIE€PAJIbBAOCTEPOHKU3MOM HOOJIZKHEI IIDUMEHATH BaHaPOKC,
IIOCKOJIBKY Y HUX HE€ aKTUBHPOBaHA PEHUWH-aHTMOTEH3NH-aJIbJOCTEPOHOBaA CUCTEMA.

CmeH03 aopmul U MUMPA/AbHO20 K/AAdNAaHd, 06CmMpyKkmueHas 2unepmpoguieckas
Kapouomuonamusi

Kak u npu mpuMeHeHUU OPYTUX COCYAOPaCIINPSIOIINX TPerapaToB, CIeOyeT ¢ 0co00i
OCTOPOKHOCTBIO TPUMEHSTh Baapokc maiueHTaM, CTPafaloIluM OT CTEHO3a aOpPThHI
WU MUTPAJIbHOTO KJjlallaHa UJIM OT TUIIEePTPOGUUECKON 00CTPYKTUBHOMN
KapOUuOMUOIIaTHUH.

EBEepemeHHOCMbB

[Tpyuem aHTAaroHUCTOB pelenTOpPOB aHruoTeH3uHa II (APA II) He cliegyeT HauWHATH B
nepuopn 6epeMeHHOCTH. Eciu mTpoaosizKeHus Tepaluld aHTarOHUCTaMU PELeNITOPOB
aHTHOoTeH3uHa Il Henb3s cuuTaTh HEOOXOOUMEIM, TTAIUEHTOK, IIJIAaHUPYIOUIUX
OepeMeHHOCTh, CJiefyeT IIepeBeCTU Ha albTepHaTUBHOE aHTUTUIIEPTEH3UBHOE



JledyeHure IIpernapaTaMu C IOATBEPKIEHHBIM ITpoduieM 0e30I1aCHOCTH IIPUMEHEHUS BO
BpeMs 6epeMeHHOCTH. Eciii oOHapyzkKeHa 6epeMeHHOCTh, ieuenue APA II cienyet
HeMe[OJIeHHO IIPeKpPaTuTh, ¥, €CIIU 3TO BO3MOZXKHO, CJIeAyeT HadaTh aJlbTePHATUBHYIO
Tepanuio (cM. Pazmensl «IIpoTuBomOKa3aHusa» u «IIpuMeHeHne B IIepPUO[
0epeMeHHOCTH UJIU KOPMJIEHUS T'PYObIO»).

AH2UOH€8p0mU‘{€CKUﬂ omekKk 8 dHamMmHe3e

Bo3rukHOBeHME oTeKa KBUHKE (B TOM 4mMCJie OTE€Ka TOPTaHU U T'OJIOCOBOU MIEJIU, YTO
MMPUBOOUT K OOCTPYKIIMU ObIXaTEJIbHBIX IYyTEHW U/ UJIM OTEK Iulla, Ir'y0, TTIOTKU U/UIHU
si3blKa) HaOJII04aioch y IalieHTOB, IIOJIy4YaBIINX BajicapTaH, HEKOTOpPhIE U3 3TUX
nanMeHTOB UMeJIU B aHaMHe3e 0TeK KBUHKe IIpu IpUMEHEeHUU OPYTuX IIpernapaTos, B
TOM uncjie uHrubutopoB AII®. [Tpu pa3Butuu oreka KBuHke neuenusi Banapokcom
cienyeT HeMe[JIeHHO IIpeKpaTuTh. [IOBTOpHOE IpUMeHeHue IIpernapaTa
IIPOTUBOIIOKAa3aHO.

Bamapokc comepzKuT nakTo3y. [laliueHTaM ¢ pegKou HacleqCTBEHHOU’
HEIepeHOCUMOCThIO rajlaKTO3bl, Ae@UIIMTOM JIaKTa3hl Jlaria uiu HapylleHueM
BCaChIBaHUS TJIIOKO3BI-TAJIaKTO3HI HE CIedyeT IPUMEHATh 3TOT IIpelapar.

CnoCoOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIMH NIPH YIIPaBJI€eHUH
AaBTOTPAHCIIOPTOM MJ/IM PabdoTe C MexXxaHUu3MaMH

He npoBopunu ucciemoBaHuil 10 onpeneieHnIo BIUsSHUSA Bamapokcy Ha CIIOCOOHOCTD
yIIpaBIATh aBTOMOOUJIEM U APYTUMU MexaHu3MamMu. OgQHaKO IIpU yIIPaBJIEeHUU
aBTOMOOUJIEM U APYTUMHU MEXaHUUYECKHUMU CPeACTBaMU CIeNyeT YUYUTHIBATh, UYTO BO
BpeMs JIeYeHUSI MOXKeT BO3HUKHYTh I'OJIOBOKPYZKEHUE.

IIppuMeHeHHe B mMepHO] 0€PEMEeHHOCTH H/IH KOPMJIEHHUS I'PYIbIO

Basapokc npomusonokasaH npu bepemMeHHOCMU U KOpMAeHUU 2PpYObio.

bepemeHHOCmb

PosysacmamuH

KeHImmHaM PENMPOOYKTHUBHOI'O BO3PaACTa ClieayeT IIPUMEeHATE COOTBETCTBYIOIITHE
CpencTBa KOHTpPaALEIIITnuu.



I[TOoCKONIBKY XOJIECTePHUH U OPYyTrHue MPOayKTh OMOCHHTEe3a X0JIeCTepruHa CYyIIeCTBEHHO
BaKHBI OJISI PA3BUTHUS MJIOOA, MOTEHIIMAIbHBIN PUCK MHruoupoBauus [ MI'-KoA-
penyKTa3bl IpeBHIllaeT BO3MOXKHYIO II0JIB3Y OT IPUMEHEHU [Ipernapara B Iepuoxn
6epeMeHHOCTHU. B HEKOTOPHIX UCCJIEAOBaHUSAX Ha XKUBOTHBIX BBHISIBJIEHO
PENpPOAyKTUBHOM TOKCUYHOCTHU. Ecniu maiueHTKa OepeMeHeeT B IePUOL IPUMEHEHUST
IIpernapara, JiJedYeHue CjlefyeT HEMeOJIEHHO IIPEKPaTUTh.

BaacmapmaH

I[IpuMeHeHVE aHTAarOHUCTOB PelenTopoB auruoteH3uHa II (APA II) npoTuBomoKa3aHO
BO BpeMsi 0epeMeHHOCTH.

[laHHBIE 3TTUOEMUOJIOTUYECKUX UCCIIeJOBAHUU PUCKA TePaTOreHHOCTH I10CTie
MpuMeHeHus UHTUOUTOpPOoB AII® B TeueHUEe IEePBOTO TpUMeCcTpa 0epeMeHHOCTH ObLITN
yOeOuTeIbHBIMY; OJHAKO HeOOJIbIION POCT PUCKa UCKIII0YaTh Helb3s5. XOTs JaHHbIE
KOHTPOJIUPYEMBIX SIIUAEMUOJIOTUYECKUX UCCIIEfOBaHUU aHTarOHUCTOB PELEITOPOB
aHruoreHs3uHa II (APA II) oTCyTCTBYIOT, CyLI€CTBYET PUCK T€PATOT€HHOCTHU IPU
IMPUMEHEHUH IIpelapaToB 3TOTo Kiacca. [1allueHTOoK, NIaHuPYIoIuX 0epeMeHHOCTb,
cienyeT IiepeBeCTU Ha aJilbTepHaTUBHBIE TUIIOTEH3UBHEIE IIpellapaThl C
MMOATBEPXKAEHHBIM IIpoduIeM 6e30IMacHOCTH IIPUMEHEHUS B Ilepuon 6epeMeHHOCTH.
Ecnu BO BpeMs jiedeHUs JTeKapCTBEHHBIM CPEICTBOM IIOATBEPXKAAeTCsI 6€peMeHHOCTb,
ero IpuMeHeHUe CleayeT HeMeOJIeHHO IIPEeKPaTuTh 1, eClId HeoOX0OUMO, 3aMEeHUTh
OPYTUM JIEKapCTBEHHBLIM CPEICTBOM, pa3pelleHHBIM K IPUMeHEeHUI0 OepeMeHHBIM.

APA II BO BTOPOM U TpeThbeM TPUMECTPE, KaK U3BECTHO, OKa3bIBal0T TOKCUYECKOe
OenCTBYE Ha NJIOM YeIOBeKa (CHUXKeHue QPYyHKIIUU IT0Y€eK, OJIUTOTUAPaMHUOH,
3aJlepkKKa ocCudUKaIIMM KOCTEN Yepera) 1 HOBOPOXOEHHOro (IToyevyHas
HeOOCTaTO4YHOCTh, apTepuabHas T'UIIOTEH3Us, TUIIePKaIueMus).

IMTpu npumenenuun APA II, HaunHasi CO BTOPOT0 TpuMecTpa 6epeMeHHOCTH,
PEKOMEHOyeTCs yIbTPa3ByKOBO€E UCCJIefOBaHKe IT0YEK U KOCTEeU Yeperia miaoaa.

MnapgeHupl, MaTepu KOTOPHIX npuHuManu APA II, monKHB HaXOOUTHCA 101,
MIPUCTAIbHBIM HaOJII0OOeHreM Ha CIydall pa3BUTHUS apTepHaibHOM I'MIIOTEH3UN (CM.
Paspenbl «IIpoTuBonokasanusi» 1 « OCOOEHHOCTY IIPUMEHEHUS»).

KopmaeHue 2pyo0vio



PO3y'BaCTaTI/IH IIPOHUKAET B I'PyaAHOE MOJIOKO KPBEIC. HeT maHHEBIX O IIPOHHUKHOBEHHNHN
PO3yBaCTaTHHA B I'PYOJHOE MOJIOKO.

[TockonbKy nHpOpMaIMa 0 IPUMEHEHNH IIpelapaTa B IepUo[ KOPMJIEHUS I'PYAbIO
OTCYTCTBYET, €r0 He PEKOMEHAYETCS IIPUMEHSATh B IIEPUOA KOPMJIEHUS TPYHObIO
XKeJlaTeIbHO MPUMEHSATDH aJlbTepHATUBHEIE IIPEeNapaThl C U3y4YeHHBIM PO uieM
0e30I1acCHOCTH, 0COOEHHO B ClIy4yae KOPMJIEHHUS I'PYObI0 HOBOPOXKIEHHBIX UJTH
HEeOOHOIIIEeHHLIX JeTeu.

depmusabHOCMb

BarncapTaH He BIuUseT Ha PENPOAYKTUBHYIO QYHKIIMIO CaMIIOB ¥ CaMOK KPHIC IIpU
nepopanbHOM HNpuMeHeHuHu B go3e 10 200 Mr/Kr/meHb. 9Ta go3a B 6 pa3 IIpeBHIIIaeT
PEKOMEHyeMYI0 03y OJI YejloBeKa B MIr/M2 (pacyeTsl IIPU IepopajlbHOM
npuMeHeHun 320 Mr/cyT manueHTy Becom 60 Kr).

Cnoco0 nmpuMeHeHHUsI U T03bI

Ho3upoegka

Ilo Hayasa J1e4eHus IMalfueHTy HeO6X0)II/IMO HAa3HAYUTh CTAHOAPTHYIO
THUIIOXO0JIECTEPHMHEMUNYECKYIO NHUETY, KOTOpOfI OH OOJIZKEH IIPUOEP2KUBATLECA BO BpEMA
JIedEeHHusd.

PekomeHnpgyemasi mo3a Bamapokca 1 TabsieTKa B CyTKH.
dukcupoBaHHasi KOMOMHAIIMA He TTOOXOOUT [JIs HadyaJIbHOU Tepamnuu.

ITo mepexona Ha Banapokc COCTOsSIHME MallMEeHTOB JOJI2KHO KOHTPOINPOBAThCS
CTaOUIbHLIMU 103aMH OTHOEJIbHBIX KOMIIOHEHTOB IIPU OJHOBPEMEHHOM ITPUMEHEHUH.
ITo3a Banapokca goikHa 6a3upoBaThCs Ha O03aX OTHAETbHBIX KOMIIOHEHTOB
KOMOMWHAIIMK B MOMEHT IIepexona.

Ecnu TpebyeTcst u3MeHeHue 03kl JII000T0 AEeMCTBYIOIIET0 BelleCcTBa (PUKCUPOBAaHHOU
KOMOMHaUMM Yepe3 JT00yI0 IpUYnHYy (HaltpuMep, BIIePBble AUarHOCTUPOBAHO
3abo0sieBaHre, U3MEeHEeHNe COCTOSTHUS MallieHTa UK B3auMOIeCTBUE JTeKapCTBeHHBIX
CPEe[CTB), OTHEJIbHbIE KOMIIOHEHTHI JOIKHBI OBITh IPUMEHEHBI ITIOBTOPHO IJIs
omnpeneneHus: HO3Hl.

IonoaHumeavHas uHGoOpMauus 0 cneuud/ibHblX 2pPYyNn HaceaeHus




IlauyueHmul nodcun020 803pacma

Koppek1ius mo3wl He TpebyeTcs.

ITauyueHnmul ¢ HapyweHuem pyHKUUU noyex.

[I71g TTallMeHTOB C JIETKOU M YMepPeHHOUN HapylleHueM QyHKIUHU II0UYEeK HET
HeoOXOOUMOCTH B KOPPEKIIUU I03kl. [IppMeHeHre BamapokCcy NpOTHBOIIOKa3aHO
namueHTaM C TSIXKeIbIMU HapyIIeHuIMU QYHKINY IT04YeK (CM. pa3aeribl
«[IpotuBonoKazaHusa» U «PapMakKoKnHeTHKa»). OMHOBpEeMeHHOEe IIPUMEHEHHUE C
aJIMCKUPEHOM ITPOTUBONOKAa3aH0o OOMbHLIM C HapyleHueM ¢yHKINU nmodek (CK® <60
M1/ mut/1,73m2) (cMm. pa3dgen «I[IpoTuBonOKa3aHUS»).

ITayueHmul ¢ HapyweHuem pyHKUUU neyeHu

He Habmomanock pocTa CUCTEMHOM 3KCIIO3UIIMY PO3yBacTaTHWHA Y ITAIlUEHTOB C 7 U
MeHbllle OasiaMu 1o mkasne Yaung - [1eio. OgHaKO yCculeHue CUCTEMHOU 3KCIIO3UIUU
OBIJI0O OTMEYEHO Y IMallueHTOB, COCTOSSHHE KOTOPHIX OLIeHUBajIoCh B 8 u 9 GanioB no
mkKaJse Yaiunpg - [1pfo. ¥ TaKuX MallMeHTOB CJIeAyeT IPOBOOUTH OLIeHKY QyHKITUHU
nevenu. OIBLIT IPUMEHEHUS IIperaparTa y JIUIl ¢ ToKa3aTejieM 6osee 9 6ansioB 1Mo
mkaje Yaung - [1sto oTCyTCTBYeT. BajlapoKC IpOTUBOIIOKA3aH nalueHTaM C
3a00/1eBaHUSIMU IIeYeHU B aKTUBHOU cTaguu (cM. Paspen «I[IpoTUBOIIOKa3aHUSI»),
TSI2KEJIBIM HapyuleHueM QYHKIIUY IleYeHH, OMIrapHbBIM IUPPO30M IIeYeHHU U
namueHTaM ¢ xonecta3oM (cMm. Pa3mentl «IIpoTuBonoka3lanus», «OcobeHHOCTH
npuMeHeHUsA» U «PapMaKOKMHETHKa»). 1715 MaliueHTOB C JIETKOU U YMEPEHHBIM
HapyueHueM QyHKIINY ITedyeHn 0e3 xoJjiecTa3a A03a BajicapTaHa He [oJIXKHa
npeswmaTe 80 mr.

Paca

Y nanuyeHTOB MOHTOJIOMOHOM packl HabJIoganach IOBLIIIIEHHAS CUCTEMHAST
sKcno3unus npenapara (cMm. Pasgensl «ITpoTuBoOmoKasaHus», « OCOOEHHOCTHU
npumMeHeHus», «®apMakKOKUHETHUKA»).

I'enemuueckue noaumoppu3mbl



H3BecTHO, 4TO crienupUuyUecKre TUIIb TeHETUYECKUX MOTUMOP(PU3MOB MOTYT
MIPUBOAUTH K YBEIUUEHUIO 9KCIIO3UIIUY PO3yBacTaTuHa. [lallueHTaM Cc HalTudyueM
TaKHUX TUIIOB ITOIUMOpPPU3Ma PEKOMEHAYETCSA YMEHBIIUTh CYTOYHYIO JO3Y
po3yBacTaTHUHa.

Conymcmaeyrow,as mepanus

PosyBacTaTuH sIBIsieTCSI CyOCTPaTOM OJIS Pa3J/IMYHBIX TPAHCIIOPTHHIX OEJTKOB
(mammpuMmep OATP1B1 u BCRP). Puck muonaTtuu (BKao4asi pabJOMHOIN3) IOBLIIIIAETCS
IpHU OJHOBPEMEHHOM IIPUMEHEHUU PO3yBacTaTHUHA C OIIpeaeleHHbIMU
JIEKapPCTBEHHBIMU CPEJICTBAMHU, CIIOCOOHBIMU MOBHIINATL KOHIIEHTPAIIUHT
po3yBacTaTHHa B IJla3Me KPOBU Yepe3 B3aUMOAENCTBUE C STUMU TPAaHCIIOPTHHIMU
O0enkamMu (HalpuMep C IMUKJIOCIIOPUHOM U HEKOTOPBIMU MHTMOUTOPAMHU ITPOTea3kHl,
BKJIIOYasi KOMOMHAIIMY PUTOHABHUPA C aTaHA3aBUPOM, JIOITMHABUPOM H/UJIN
TUIIpaHaBUpoM) . CneayeT paCCMOTPETh aJlbTEPHATUBHOE JIEeUEeHUE U, €CIIA
Heo0X0UMO, BPEMEHHO IIPEKPATUTh TEPAINI0 PO3yBacTaTUHOM. B cuTyanusax, Korma
OOHOBPEMEHHOTO IPUMEHEHHUS 3TUX JIEKapCTBEHHBIX CPEICTB C PpO3yBaCTaTUHOM
n30exkaTh HEBO3MOIKHO, CJIEYET B3BECUTH MOJIb3Y U PUCKU OT CONYTCTBYIOIIETO
MMPUMEHEHUS U THIIaTeJIbHO MoA0upaTh M03y PO3yBacTaTHUHA.

HeTn

Be3onacHoCTh 1 3pPEeKTUBHOCTD AJisd AeTel (B Bo3pacTe A0 18 jeT) He yCTaHOBJIEHHI.
Banapokc mpoTHBOIIOKAa3aHO IIPUMEHSITh ITallieHTaM B Bo3pacTe mo 18 ser.

Ilepemo3upoBka

Cumnmomul

Pe3ynbTaToM Iepego3upPOBKU Bajlb3apTaHOM MOZXKET OBITh BhIpazkKeHHas apTepuaabHas
TUIIOTEH3USI, YTO MOXKET IIPUBECTU K YTHETEHUIO CO3HAHUS, COCYOUCTOM
HeIOCTaTOYHOCTHU U/UJIU II0KA.

JleueHue

TepamneBTHYECKNE MEPONPUATHS 3aBUCAT OT BpEMEHU NIpHeMa Ype3MepPHOU OO3HI,
TUTIA U TSIXKECTH CUMIITOMOB CTaOMIN3aIlns KPOBOOOPAIIIeHUsSI COCTOSTHUSI UMeeT
TIePBOCTETIEHHOE 3HAYEHUE.



[Tpy BO3SHUKHOBEHUHN apTEePUaIbHOM TMIOTEH3UHN MMAllMeHT OOJIKeH HaXOOUThCS B
ITOJI0ZKEHUM JIeKa, TaK¥XKe ClIeqyeT IIPOBECTH KOPPEKIUI0 0ObeMa KPOBH.

MaHOBepOHTHO, YTO BaJICAPTaH MO2KHO BEIBECTHU M3 OPraHM3Ma IIyTEM IreMoauajin3a.
ITonw3a ot IIpOoBEeOEHUA reMOoJnalin3a MaJIOBEPOsATHA.

CnenuduyecKkoro je4eHus B ClIydae Iepeo3upoOBKU HeT. JledyeHue
cuMIITOMaTHU4YecKoe. B ciydyae He0OXOOAMMOCTY IIPUHUMATD ITOAAEPKUBAIOIINUX
Meponpuatuu. CiaenyeT npoBepuTh ypoBHe KOK 1 mpoBeCcTU TECTHL AJIs OLEHKU
(pyHKIITMOHATBHOTO COCTOSTHUS I€YEHU.

ITo6ouHBbIE peaKIuu

HeGnaronpusiTHbEIEe peaklui, HabmogaeMble IPpY IPUMeHeHUH PO3yBacTaTUHA, KakK
ITPaBUJIO, JIETKHE U KpaTKOBpeMeHHbIe. MeHee 4% ITallieHTOB IIPEeKPaTUiIu IIpuem
po3yBacTaTUHA M3-3a MOOOYHLIX PeaKIIUH.

[Tpu mpuMeHeHUHU BajicapTaHa B3POCJIBIM ITallieHTaM C apTepUasIbHOM TUIIePTEeH3Uen
4acToTa IMOOOYHBIX peaKluil IIpU IPpUMeHeHUH I1j1alleb0 oTBedasia TaKOBOU ITPU
IpUMEHEHNM BajicapTaHa. HacToTa BO3HUKHOBEHUS MOOOYHBIX PeaKIii He CBs3aHa C
DO30M UJTU MPOAOJIKUTEIbHOCTHIO JIEYEeHUSI, a TaKXKe IT0Ka3aHO OTCYTCTBUE CBSI3U C
II0JIOM, BO3pPacTOM MJIM Pacoy MalueHTa.

B Tabnuie HUXKe MmpencTaBiaeHb T0004YHbIe 3G (EKTH IPU MPUMEHEHU N
po3yBacTaTHHa U BaJiCapTaHa Ha OCHOBAHUU JaHHBIX KIUHUYECKUX U
IIOCTMapKEeTHUHIOBLIX MCCllegoBaHuil. HexenaTenbHble peaKIuU KJI1aCCUPUIIUPYIOTCS B
3aBUCHUMOCTHU OT YaCTOThI U CUCTEMBI OPraHOB: O4eHb YacTo (= 1/10); vacto (3 1/100 -
<1/10); sevacto (31 /1,000 - <1/100); pegko (31 /10,000 - <1 /1,000) oueHb peOKo
(<1/10000); Hen3BeCTHO (HeJb3s OLEHUTh 10 UMEIOIINMCS JaHHBIM).

HexemnaTenbHbIE YacTtoTa

Cucrema opraHos
eakuuun

peaxi Bancaprar |Po3yBacTtaTtuH

TpoMOOoITUTOIIEHU ST HewussecTHOo|Penko
Co cTOpOHEI
KPOBHU U CHuXXeHUe YPOBHS
nuM@aTUYeCcKOu |[remMorio0uHa,

HeussectHO

CHUCTEMBI reMaTOKPHUTa,

HEUTPOIIeHUSI
Co CTOpPOHBI Peakiuu
WUMMYHHOU TUIIEPYYBCTBUTEJILHOCTH, Penko
CUCTEMEI BKJIIOYasi aHTu030eMy




Peakiiuu
TUIIEPYYBCTBUTEE
BKJIIOYas
CHIBOPOTOYHYIO
001e3HBIO

HOCTH,
HeusBsecTHO

Co CTOpOHEI

SHOOKPHUHHOU Caxapubili guabeT 1 Yacto
CUCTEMEL
Co cTOpOHEI [ToBrIIlIEHVIE YPOBHSA
oOMeHa BeIlleCTB |KaJiis B CHIBOPOTKE HeunssecTtHO
U MUTaHUSI KPOBHU, TUIIOHATPUEMMU A
Co CTOpPOHEI

Hemnpecusa HewussecTHO
IICUXUKU

['omoBOKpyXKeHUE,

Yacto

TOJIOBHAS 00JIb

[TonuHEBpoOIaTUS,
oTeps NaMsAaTu

OueHb pegko

Co CTOpOHEI

. [Tepudepuyeckas
HEPBHOW CUCTEMBI| -
HeupomnaTtus,
paccTpoicTBa CHa HewusBecTHO
(Bkoyasi 6ECCOHHUIY U
HOYHEIE KOIIIMAaPHI)
Co cTOpOHEBI
opraHoB ciyxa u |Bepturo HeuacTto
nabupuHTa
Co cTOpOHEI
Backynut HewusBecTHO
COCy[OOB
Co CcTOpOHEI
EIXATEIBHOM OgppIliKa HeusBecTHO
CHCTEMBEI, OPraHOB
TPYRHOU KJIETKN UK o 1oy, HeuacTo |Hem3BecTHO
CpenooCTeHU
Bonb B xXKuBOTE Heuacto Yacto
Co cTopoHHI TowmHoTa YacTo
KeJIyoO4YHO-
3armop Yacto
KHUIIIEYHOT O
TpakTa [TankpeaTut Penko
Huapes HeusBecTHO




Tl'ematurt

Od4eHb pegkKo

Kenrtyxa

OueHb pegko

[loBrIIIIEHVE YPOBHSA

Co CTOpOHBI [IeYEeHOYHEIX Penko
KeJT4eBbIBOAAICH thapcaMuHas
CUCTEMEL IToBrIlIeHNIE 3HAYEHUS
ITe4YeHOYHLIX TP00, B TOM
4ucJie KOHIIeHTpaluu HewusBecTHO
OunupyOuHa B
CLIBOPOTKE KPOBU
Crinip, 3yQ HewusBectHo|HeuacTo
Co cTtopoHHI KoxkH |KponuBHHUIA Heuacto
1 IOOKOXXKHBIX Cungpom CTUBEHCa -
. HeusBecTHO
TKaHeu II>KOHCOHa
AHTHO3OeMa HewussecTHO
Muanrusa HeussecTtHO[HacTo
MuomnaTtus (BKJIro4as
Penko
MHO3UTOM)
Pabmomuonu3 Penko
Co cTOpOHEBI
MBIIIIT B ApTtpanrusa OueHb pegKo
coeguHHUTEIbHON |[MMyHOOOyCIOBJIEHHAS
TKaHHU HEKpOTHUYecKas HeusBecTHO
muonatusa (IMHM)
3aboeBaHUuA
CYXOXKUJINM, UHOTOa HewnsBecTHO

OCJIO2KHEHHBIE Pa3PhIBOM

Co CTOpPOHEI
IMO4YeK u

MOYEBLIBOOSIIIIEH

CHUCTEMEI

I'emaTypusa

OueHBb pegKo

[Toueunasa
HEeJOCTAaTOYHOCTh NI
HapylleHue QyHKIUU
MMOY€eK, IIOBHIIIIEHUE
YPOBHS KpeaTHWHUHA B
CHIBOPOTKE KPOBU

HeussecTHO




Co CTOpPOHEI
IIOJIOBBIX OPraHOB

I'mHekomacTuga OueHb pegko
U MOJIOYHBIX
xKese3

AcTtenusa YacTto
Oo1ue

OTek Heu3ssecTHO
HapyLIeHUs

YToMnsgeMocCThb

HeuacTto




1 HacToTa 3aBHCHUT OT HAJIMYUS UIU OTCYTCTBUSA (paKTOPOB PHCKa (YPOBEHb I'TIOKO3bI
HaTollakK = 5,6 MMoib/in, UMT >30 Kr/mM2, HOBBILIEHHBIN YPOBEHD TPUTTIULIEPULOB,
apTepuasibHas TUIEPTEH3Us B aHaMHe3e).

Kak u nipu npuMeHeHUu apyrux uHruobutopos 'MI'-KoA-penykTa3sl, 4acTOTa
MOOOYHBIX PeaKIUi 3aBUCUT, KaK ITPABUJIIO, OT JO3HI.

OnucaHue omoebHblX NOOOYHBIX peakuull

BausiHue Ha nouku:

Y nmauueHTOB, MMOJIy4YaBIINX PO3yBacTaTUH, HAOII0OaINCh CiIy4dyau IIPOTENHYPHUH,
IPEeUMYIIECTBEHHO KaHaJIbIIEBOTO MPOUCXOKIOEHUS (OIpeaesieHHON II0 «TECTOM
nmosockm»). U3aMeHeHus comepzKaHus 6eyKa B MOYe OT OTCYTCTBHUS UJIM CJIEHOB IO ++
I OOJIbIIIEe 3aPeruCTPUPOBAHEI Yepe3 HEeKOTopoe BpeMs B <1% ITaInueHToB,
IpUHUMAaBLINUX IIpenapart B fo3e 10 mr u 20 Mr, u npuMepHO ¥ 3% MalieHTOB Ipu
npuMeHeHuU 0o3bl 40 Mr. He3HauuTenbHOE YBEIUYEHME YaCTOTHL ClIy4yaeB
MOBHIIIIEHKE OeJIKa B MOYe OT OTCYTCTBUS UJIH CIEOOB [0 + HabmIomanoch npu
npuMeHeHuu 003kl 20 MT. B OONBIIMHCTBE ClIy4YaeB BHIPAXKEHHOCTh IPOTEUHYPUN
yMeHbIIIaIach UM HcYe3ajla CIIOHTAaHHO IPU NPOOOIXKEeHUU IPUMeHEeHHUs IIpelapara.
[TpoCMOTp JaHHBIX KIUHUYECKUX UCCIEI0OBAaHUMN U ITOCTMAPKETUHTOBLIX HAOTIOIMeHU !
He BBLISIBUJI IPUYUHHOU CBSI3U MEXKAY IIPOTEUHYPUEN U OCTPHIM UJIN
IIpOorpeccupyniuM 3ab01eBaHueM ITOYEK.

I'emaTypus HabJIomanaach y MalleHTOB, IPUMHUMAaBIINX PO3YBAaCTATHH, U JTaHHEIE
KJIMHUYECKUX HUCCIIeIOBAHUM CBUETEILCTBYIOT O €€ HU3KYI0 YaCTOTY.

BausiHue Ha ckesemHy MyckKyaamypy

Co CTOPOHBI CKEJIETHOU MYCKYJIaTyphl, TaKWe KaK MUaJrus, MUONATUA (B TOM YHUCIIE
MUO3UT) ¥ PEIKO - pabOMUOIN3 C OCTPOY ITOYEYHOU HeLOCTaTOYHOCThIO Ui 0e3 Hee
HabIo0anuch Npu NpUMeHeHUH JIIOOBIX 03 po3yBacTaThHa, 0COOEHHO IIpU
npuMeHeHUH 103> 20 mMr. O peOKux ciydasx pabgoMuoan3a, MHOTOa ObIIu
aCCOIIMMPOBAHHBI C TOYEYHOU HEeJOCTaTOYHOCTHIO, COOOIIAaIoCh TPU NPUMEHEHUN
po3yBacTaTWHa, a TaKXKe OPYTruX CTaTUHOB.



Y nmanuueHTOB, MIPUHUMABIINX PO3YBAaCTAaTHUH, HAaOII0OAI0Ch 0303aBUCUMOE
yBenuuenue yposHelr KOK (K®K) B O0IBIITMHCTBE CIy4YaeB sIBJIeHUE OBINIO CJIaObIM,
6eccUMIITOMHBIM U BpeMeHHBIM. Eciiu ypoBHu K®K mosBeimieHHble (> 5 X BI'H),
jiledeHue cleayeT IPeKpPaTUTh.

BausaHue Ha neueHb

Kak u npu npuMeHeHUU OPpyrux UHruo6mutTopoB 'MI-KoA penykTasbl, y HeOOJIBIIOTO
KOJIMYeCTBa IallMeHTOB, IIPUHMMaBIINX PO3yBacTaTUH, HabJII0amoCch 40303aBUCUMOE
MIOBHIIIIEHNE YPOBHS TpaHCaMMUHa3; B OOIBIIMHCTBE ClIy4daeB sSABJIeHUe ObLJIO Cl1abbIM,
0eCCUMIITOMHBEIM U BDEMEHHBIM.

ITobouHblE peaKuuu, Komopble Hab.1100aa1uch Npu NpuMeHeHUU HeKOmMopblx

cmamuHoas:

CekcyanvHaa oucyHKyuA
HckimouyuTenbHbIE CITyYau MHTEPCTUIIMAJILHOTO 3a00IeBaHUs JIETKUX, 0COOEHHO IIpU
OOJITOCPOYHOU Teparnuu (cM pa3gen «OcoOeHHOCTU IPUMEHEHUSI»).

Paboomuoaus, cepbe3Hble HapylleHUsT QYHKIINY IT0YEK U MeUYeHU (IPeruMyIIeCTBEHHO
3aKJTI0YAIOTCS B MOBHIIIEHUN TeYeHOYHHIX TPaHCaM1UHa3) Habogaauch Jalle Ipu
IIpUMEHEeHUH pernapaTa B go3e 40 mr.

Iemu

Y metel ¥ IOOPOCTKOB NOCJIE YIPaXKHEHUN UIK 3HAYUTENIbHBIX (PU3NYEeCKUX Harpy30K
yanie orMedanu nmoBeiiieHne KOK> 10 X BI'H u MuIiliedyHble CUMOTOMBL. ITpoduns
0e3011acHOCTU po3yBacTaTUHA Yy OeTel, IOOPOCTKOB U B3POCJIBIX ITOJOOHEIM.

OmyuyemHocmb 0 npednoaz2aemMbvbiX N0OOYHbIX PeaKuusix.

OTYEeTHOCTH O IMPEAIoIaraeMbIX TOO0YHBIX PeaKIUIX II0C/Ie PErUCTPaIluU
JIEKAPCTBEHHOTO CPeICTBa UMeeT OOJIbIIOe 3HaYEHNEe. ITO MO3BOJISIET MPOAOJIKATh
MOHUTOPUHT COOTHOIIIEHUS T0Ib3a / PUCK JIEKAapPCTBEHHOT o cpencTBa. MHpopmaliio o
JTIOOBIX IpeAnosiaraeMbIX TOOOYHBIX PeaKIUIX CJIegyeT IMofgaBaTh B COOTBETCTBUU C
TpeOOBaHUSIMU 3aKOHOOATEILCTRA.



CpoK rogHoctu
3 rofa.
YcnoBusi xpanenusi

II711 meKapCTBEHHOTO CPeACTBa He TPeOYIOTCS ClieliialbHble TEMIIEepaTypHbIe YCIIOBUS
XpaHeHUs.

XpaHI/ITB B OpHFHHaHBHOﬂ YIIaKOBKE OJIAA 3alllUTHI OT BO3OEMCTBUS BJIaru.

XpaHUTH B HEOOCTYIIHOM [JIsI IeTel MecCTe.

VYnakoBka

ITo 10 TabneTok B OnucTepe, 1o 3 6JIMCTEPOB B KAPTOHHOM KOPOOKe
KarTeropusi ornycka

ITo penenrty.

IIpou3Boourenb

KPKA, o.n., HoBo mecto/ KRKA, d.d., Novo mesto.

MecTOHaxo0OXKIOeHHe IIPOMU3BOOHUTEJIA U €ro aapec MeCTa OCylnieCTBIICHHUSA
oesiTeJIbHOCTH

[MMmapremka 11ecta 6, 8501 Hoso mecTto, CnoBenus/Smarjeska cesta 6, 8501 Novo
mesto, Slovenia

HNcTouHHMK HHCTPYKIIHHA

HNHCTPYKIIHS TeKapCTBEHHOTO CPeACTBa B3sTa U3 OQUIIHATIbHOTO HCTOYHUKA —
I"oCcymapCTBEHHOT0 peecTpa JIeKapPCTBEHHLIX CPEOCTB YKPauHHL.
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