
OBllAI XAPAICTEPHCTIIKA JTEKAPCTBEHTIOFO IIPEHAPATA 

1. HAIIMIEHOBAHHE JIIEKAPCTBEIIHOFO HPEHAPATA 
AMnecea, 4 r'ir/5 Mr, Ta6I[eTKH 

AMnecca, 4 Mr/10 Mr, Ta6neTKH 

AMnecca, 8 Mr/5 MT, 'ra6JleTlul 

Arvriiecca, 8 Mr/10 MF, Ta6neTKH 

2. KA'IECTBEIIBIbIII H KOJ ECTBEHHTII COCTAB 
2.1. O6ee orrnca e 
fl epHH.zonpIJI H MJ1OHfflH 

2.2. KaqecTBeHH},Ij H KOJIHeCTBeHHH1i COCTB 
O a ra6nerKa coepx<irr 

ôeucmeyknque eezqecmea: 
ra6neTKH 4 Mr/5 Mr: riepwonpiuia 3p6yMHH (riepHHonpHJia mepm-6yT1uiaMHH) 4,000 :, 

aMjILoHrnIHa 6ecwrar 6,935 Mr 

(rnrBar[eHTHo MO)HHHH 5,000 Mr), 
ra6JIeTKH 4 Mr/i 0 Mr: nepnworipiuia 3p6yMFrn (nepHHoHpHJIa mepm-6yTHuia1im) 4,000 v:', 

aMJIonrllrna6edHnaT 13,870 Mr 

(3irnlBaiiellTHo aMJIO,LHrmHy 10,000 Mr), 
Ta6JIeTKH 8 Mr/5 Mr: nepHH,ronpHJia 3p6yMHH (neprn,zoripiuia mepm-6ymnaMHH) 8,000 MF, 

anomma 6ed11s[aT 6,935 Mr 

(3KBHBaI[eHTHO aMJ1O.LfflIHHy 5,000 Mr), 
Ta6JIe'rKH 8 Mr/i 0 Mr: rreprnioripna 3p6yMHH (rieprnuoripiuia  mepm-6yTHnaMuH) 8,000 Mr. 

anojuima 6edllnaT 13,870 MF 

(3KBHBaJIeHTHO aMJlo,ruHmHyi 0,0 00 Mr) 
BdnoMoraTeimHble BewecTBa, HaJIlPIHe KOTOMX HWO BTbIBTh B COCTB 
riperlapaTa: HaTpHH 

Ouia Ta6neTKa 4 Mr/S MF cO.zep)Kwr HTH$I 0,76 Mr. 

Oa 'raGJTeTKa 4 Mr/10 MF CO )ICHT HTH51 1,52 Mr. 
Oiia 'ra6JIeTKa 8 Mr/S MI' CO.Lep)KHT HTH5I 1,52 Mr. 
O a Ta6neTKa 8 Mr/10 MF CO )KHT HTH5I 1,52 Mr. 

HOnHbIii CIHCOK BCllOMOFTJ1bHh1X BWCTB CM. B IHKT 6.1. 

3. JIEKAPCTBEHHA5I OPMA 
Ta6neTK1I. 
Ta6neriii 6enoro Him fl fH 6enoro uBera, Kpyrnof 4opMII, CIICFKa 4BosrKoBHrryKJThIe, 
CKO]IIHHb1MH K SIMH (.wrsr O3HOBKH 4 Mr/S Mr). 
Ta6neTIcI4 6eiioro Ff1111 llo'ITH 6eiioro UBeTa, ICa1ICyJTOBHHO1 4)OpMbl, wosrKoBLn1yKJthIe, C 
PHCKO na OHO CTOPOH (,iiisi O3HOBKH 4 Mr/10 Mr). 
Ta6neTIu 6enoro Film IOWFH 6enoro UBeTa, icpyrnoii 4opMbI, .rWosIKOBimyIcJmIe, CO 
CxOmeHHrmm icpasnrn (nii O3HOBII 8 Mr/5 Mr). 
Ta6ne'rKH 6enoro 1111Ff noRTh 6enoro era, Kpyrnoi d)opMhr, Bo5ucoBmyxJuIe, C pHCKOt ii 
OILHO cTopoHe ii CKOfflHHb1MH icpasum (uisi .zO3HpOBKH 8 Mr/10 Mr). 

4. KJIIIHIILIECKIIE VLLAHHME 
4.1. lloKaanusi K HP11MHHHIO 
Hpenapa'r AMnecca rioxaaa K npnMenenmo y B3OCJTh1X 
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- B icaqecme 3aMecTHTeimHo TepanIui tEH aetremlH 3CCHWJThHO fl•TflepTeH34m Hhulu cTa61urLHo HffieMW{ecI(OIi OJIC3HH cepua y nall$CHTOB, KOHTOJ1L aiiernr y KOTOT3L ocyueeTBH1eTcsI nocpecmo KOM6llH1lpOBaHHOü T llHH MoHonperIapaTaMT4 rIepI{wonprn1a H aMJIO.ZImHHa B TKHX xce 2O3aX. 

4.2. Peiu.IM O3upoBaHHH H cuoco6 ftPHMHCHHH Peci i 2O3HOBHHJ 
ctHKcHpoBaHHasI KoM6HHaw{sI .ZO3 ripenapaa He flO.LIXOHT UT5I HaaIrbHOi TepariHiH. Hpii Heo6xoffMocTM, rio6op IO3LI riperiapaa cnejye HOBOHTh nociie paee npoeemioro ThTPOBHH5I ,IO3bI OTZeJThIITb]X KOMrIOHeHTOB. 
Oco6L1e rpyflflbl IIaJIHCHTOB 
Renu 
Y H IO OCTKOB riperzapa AMJlecca He rJp1MensieTcsI, IIOCKOJThKY 3 KTHBHOCTh H riepeoc ocm H aMJ1O,IHrllffla II H MOHOTPJHH Hull B BHJC KOM6HHaww y aHHOi KTOHH HLUJHTOB He H3Yt1HIil 
llailuenmbz c nolieinoü Heôocmamoliuocmblo u naqueumi no#cwioo eopacma (cM. pa3aeilbz 4.4 u 5.2) 
Br,meeHHe rIepHH.2OrJpHJTaTa y II IHHTOB noHCHOrO BO3paCTa H II WJCHTOB C llO'1C(HO He.ZOCTaTOtrHOCTMO 3aMejluleu:o. HO3TOMy y TKHX HIWCHThB HeO6XO2WMO C J1ilHO KOHTOJ1HOBTh KOHIHTWIEO K THHHH H KJIll$I B IIJI3M xpoBll. AMuleCCa MO)KT ripnesimcsi II IHHTM c KK ~ 60 MJJIMHH 6e3 KOPPCKUHH .IO3M, nawieHTaM c KK < 60 MJIIMHH peKOMeH.rIyeTCsJ TWOBHHC O3M OTJCJTbHb1X KoMnoHeilToB. AMIIOHrJHH, B aanorwmx o3ax y HO)KHJThJX H MOJIQIUdX IIaIWeHTOB, II PHOCHTC$J O1U11IKOBO XOpOmO. HO)KHJThIM JIfOL$JIM PKOMHYIOTCH o6&qinje pexummi o3HpoBaHnsI, HO IIOBEIIILHH O3hI Cu1e.J1yeT IJPOBOHTh C OCTOpO)KHOCTh}O. 
Meciiy H3MHHHM IJ13MHHO KOHUHTPWIH MJIOIff1HH H CTCrJHMO napymeHllsl oqet ojj 

d?YHKJHH IICT KOppeJt$IIWoHHoi CB$I3H. AMu1OHllllH He BbIBOZ[HTC5I HaJT1II3OM. llazlueHtnbi c i-eupyuwIweAf 4iyiuquu net1eu: cM. pa3ôefzbz 4.4 u 5.2 
PeKoMe1i4awTn rIo £O3HOBKC y JIWHTOB C HapyU[ellll5lrvlll ()YHK1WH neenn OT uierxo o yMeperrnol CTCIIHH He 6EJJIH ycTaHoBuIeHM; IO3TOMY II H rio.r6ope .ro3upoBKH cneye co6unoam OCTOPO)KHOCTh H H 1IHHTh nplllMeHeHlle C HIDKHFO ripeeuia wanaoa O3 (CM. pa eumi 4.4 H 5.2). ,l1uisi OrIpe.ieuiernfsI OflTILMJThHOI HatiaJ1T,HOi H ,lO3M LJI$I IIaIWeHTOB C apyirierie d2YHK1WH riee Heo6xoKMo HH,gnBwIyaJmHOe THTOBHH C HCHOJTh3OBHHM KOM6HHaW1H oTreuuHIb1x MOHOKOMIIOHHTOB aMJIO)Jllnmia H rIepHH.rorrpHna. aMu1o.r[rnnHa flpll T5DKeJTh1X apyme isix dYHKIHH riee He H3yaJ1aCh. 11Ia1IweHTaM C T5DKeJTh1MH H II[HH5IMH 4yHKIWH neIeHH MJIOHJHH cneye Ha3Haqam, HamHasr C MHHH aumnok ,g03b1 H MeneHHo THTjDOBaTh. Cnoco6 npmv1eHemis1 

LJDi rlpnëMa BHyTpE. 

OHy 'raGule'rKy ripenapaa AMullecca xenaTeumHo npnHrlMam yTpoM, nepe II HMOM rJH1IIH, OHH B LeHE. 

4.3. ll poTuBouoKa3allusl 
Ceannbze c nepunôonpwzoM 
- HOBMIUCHH5I 'iyBCTBHTeumHOCTh K HflH .flhlO6OMy ,zqDyrOMy nllrll6llTOpy AK 

- aHrnOHeBpOTwieCKHt1 OTK B CB5I3HHbI C u1eeHHeM HHrll6HTopaMH AK 
- HaCuTe,rCTBeHHLI I/H.rHOrIaTIrqedKHt aHrHOHeBpOTIIeCKH1 OTK 

ЛП ГП СОГЛАСОВАНО



- BTOO 11 TpeTHi T11MCT 6epeMeHHocTH (CM. pareimi 4.4n4.6) 
- O4HOBCMCHHO npi eerne AMIIeCcM C ripenapaTaMli, coep)xawmVrn aimclu4pen, y 

11 UHHTOB C CX }Ib1M tHa6eTOM 111111 1101etmO He)ocTaTo'rHocTJ,10 (CKCD 
<6OMnIMHH/1.73 M2) (CM. pa eni 4.5 i 5.1) 

- OHoBpeMeHnoe rip eene B TCPI1HHH caKy6wrpHnoM/BamcapTaHoM. ll p11M 
Arvinecci,i ne cjle,gyeT Ha11IHaTh panee, 'leM 'iepe 36 aco nocne ripnea nocne.iurei 
4O3bI caKy6wrpHnaJBa.mcapTaHa (CM. pa eJni 4.4 114.5). 

- 3KCWK0PH0PJThHO ile'leHFIe, Be.rlywee K K0HTKTY KOB11 C 0WIUTJIbHJ 
3P5DKHHHMH 11OBXH0CT5JM11 (CM. pa eiii 4.5) 

- B1IpaKeHHH ByCT0pOHH11t CTHO3 no'le'IHoli apeprn 1111111 CTH03 apep i 
e1IHCTBeHH0f 4yHK11HOH11pyIOWet no'ncn (CM. pa en 4.4) 

C6 annbze C wwioOununoM 

- T5DKJ[5I apepnar asi F11HOTH3H$I 

- llOB&LIIHH51 t1YBCTBHTJThHOCTh K MJ1OHII11I JIJIH m060My 4 FOM 

.LnrwIpOnnpwu1Hy 
- 1110K, BKJUO'1a51 Kap1IuIorennrr 1110K 

- o6crpyicwisi BEffl0051UFO paicra .rleBoro enyo'nca (nanpmtep, T5DKJTh CTCHO3 
aopmi) 

- FeMOIHHaMW1CCKM necTa6lumna5l cep,ze'ma1 He0CTaTO1mOCTb HOCJ1 ocporo 
11HdapKTa M11OK 

Ceannbze c npenapamo A ecca 

BCe llpoTlll3orroxa3arnl3l, OTH005I11HCC$1 K K110MY 113 riepeiincie ix BBIEIC 
MOHOKOMIIOHeHTOB, 0JD{(HM 11IM11$IThC51 H K (1)HKCHp0BaHH0i KOM6HHaWIII AMJLeCCa. 
- n0B11IL[eHHa51 'IYBCTBHTeJThHOCTh K iio6orviy 113 BCnoMoraTeJmHblx BeWeCIB, 

rIepetIIICJIeHHLIX B pa ene 6.1. 

4.4. 0co6iie YK3HH11 H Mephl HPLOCTOPO11IOCTH npii HHMCHeHHH 

Bce rIpe.rynpe)K.rIenH, 0TH0C51ILU1C51 K K)K10MY M0H0K0Mn0HeHTy, nepe'mCnennMe rnl)Ee, 
0JD1(11bI 1P11M1I$1TLC$1 TIOK K 4HKC11p0BaHH0i KoM6rn1aUaa AMJIecCBI. 

CeauHbze c nepunôonpwloM 

HoebiweNKail 1yecm6umeJzbHocmb/aHauoueepomuecKuu ome 

Y nawieno, K0T0bI ll olly'la.flB 11HFH611T0pJil AK, B TOM 'mCJIe nepHHonpHJI, 6Bm1i 
pe ne Cnytiau Bo3H11KHoBeHll$i oTeKa (orea 

KBHHKe) Jnua, KoHe'lHocTe , ry6, CJIH3HCTb1X 060110'leK, 513b11a, FOJIOCOBOt weiin n HLJ 

ropaii (CM. pa en 4.8). Taxaa peaiuwi MO)KT B03Hffl(HTh B iuo6oe BM5I ma 
nposi ennn ne'lelrnsi. B aiuix CJIy'Ia2X npne AMJIeCCM Cne.LIyeT neMe.wlenno npeKpaTHT. 

n npoBo.rum neo6xo1uvLbIf M0HHTOH11F BIIJIOTh O nororo HC'1e3HOBeHH$1 CKMHTOMOB. 
O6i,mo B CJ1yas1X, Kor,ra OTCK aparnan TOJILKO J1111O n ry6bl, on npoxo n 6e3 KaKOro-

111160 ne'leHHa, XOT5I HTH11CTM1111HLI ripenapam o6neranii CmvmToMhl. 

AnrnoneBpoTwIecKrri OTK F0PTH11 MO)KT HHBCTH K fl TJThHOMY 11CxOLy. ilpil o'reKe 
513L11ca, FOJ1OCOBO eJ11I 111111 rOpTaHil, ilpli KOTO0M B OS1TH o6C'rpylcwlsl B1xaTeJIbHLx 
rJyTet, CJIC.LJyeT HeMeLIJIeHH0 oKa3am rlepByo norioiw. Ona Mo)Ke'r rncmoam np eenne 
a,LpenaJTHna 11/111111 rlo.zwep)Kanne flPDX0U1IM0CTH .rLb1xaTeJmHs1x r1yTe . Hau11eHT OJI)KB 

HaX0.EHTLC51 H0 TWaTeJILHI,IM MCHL1HHCK11M Ha6JI10JeH11eM o no.jlHorO H OKOWITJILHOO 
HC'l3H0BHH51 CHMHTOMOB. 

PHCK 3B11TH51 anrnonepowiecoro oexa npll npnee AMJICCCBI M0)KT 6L1m 110BEI1I1H y 
nawlenToB, riepeecmix OTeK, He CB113HHLI C 11 11 M0M 
HHfH611T0pOB AKD (CM. pa3eJI 4.3). 
ll ocTyrlaJrn peucne COO6WeHH5I o6 aH1-HOHCBpOTWIeCKOM oTeKe Knme'mliKa y naIHenroB, 

riprnwMaiouwx linrn6liTopbl AK . Y 3THX 1TLHHTOB B03HHKana 6oim B )KHBoTe (e 
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T0ffiH0T0 H PB0T0 111111 6e3 HHX) B HeKOTOprIx ciiy'iasrx 3TOM He ripemec oaii iima H OBHH C-i 3CT 3LI 6Lum B HOpMe. )IJHarHO3 oTeKa KBHHKe CTBHJU1 c 
IIOMOWMO npoue.1yp, BKJ]10'IaBIIIHX K0M1Th}0THI0 ToMorpa4H1o, Y11LT 3BKOBC 
o6cneroBaHHe, ToMorpad)rnO 6pIomHOt rIOJIOCTH 111TH IIPH orlepawlH; CHMJTOMFil ripepawanc nocJle npepauens npuea HHcHöliTopa AK . 
OTeK KBHHKe C flopa)KeHHCM KilujetiRpiKa cJJe.ryeT lllpH HXIePeHW1aJThHOM HFHO3C y naUHeHToB, fl HhIHIM1OUTHX HHFHHTOb1 AKD, c 6oiir•iH B )KHBOT (CM. pa3.zteil 4.8). 
KOM6HHaUH51 nepnonp a C CaKy6HTpHJIioMIBaJ1capTaHoM H3-3. 
noBbrrr[e}moro pcica 3BHT1I1 anrlloHeBpoTw{ecKoro oTelca (CM. pa eii 43). ll pHeM 
ca1y6wrpu1a/BallcapTana 11eJTh35[ atnuiam paabme. qe epe 36 acoB nocsie Hpea 
rIoCneReii O3 hi rieplrn4onplura. Ecim caKy6wrpnJToM/BaJlcapTaHoM npeicpaige o iepaniuo 1TCL1}JOflH11OM HCJTb35I Ha1IH}TaTh paHee, rei epe 36 aco rioce npea 
nociiej eii O3Ei caKyE1TpuJ1aiBai1capTaMa (CM. paarei i 4.3 iT 4.5). OHoBpeMeHHoe 
npmteiieHiie i1H1-if5wilopoB AfID C 11Hrn5HTOpaMH NEP (Harrpmep, patLeKa,LLoTpHJ1), HHrH6HTopaMH rnTOR (1.fanpHMep, CHpOJIHMyC, ?Bepo.1mMyc. TeMcilpoflHMyc) IT fIITffi1MH 
(HaripilMep, smHarllHlrnu3, calccarimnmlR, d11Ta['JTHHTHH, BHJWaIJUTIITIUT) MO)i(T npirBecrii K 
1IOB&1IIHHOM HCK 3BHT11$1 oTeKa (iiaripnMep, oea 

brxaTeJIhHLn( rIyTef4 111TH 513bIK, C W1XaHH5L HJTH 6e3 Hero) (CM. paeii 4..) 
Cne4yel C OCTOO)KHOCTb}O rip ensim paLeKa,roTp1uT, 1fHrH6HTOpU mTOR (Hanpimeri. 
CHpoJmMyC, 3BepoiulMyC, TeMCiipolnmlyc) 11 rJTHnTfflThI (HanpwMep, lmHarmmTiiH. 
caKCarlrHrlTim, CHTarJ1HIITHH, BrnT,LLarnimTkrn) y nawleiTTa, yx<e nprnmaiouero HHFH6HTC.p 
AII . 
AuaçbwzaKmounbze peaquu npu npoeeôeHuu aç/iepe3a JIJThII1 
B pe.rxHx cnyaax y naWTeHToB, nonytiaioiix HHrH6nTOpril AKcI, np fl OBCJHHH aepe3a 
JTEIHIU c HCHOJm3OBaHHeM .LeKcwaHa CYJIbIIaTa MoryT yrpoiaioiwie )KH3HIT 
aHa4HHaKtOH4Hh1e peaKwfli. ,)IJ151 llP OTBPW}DIM HajJIuiaxTomuiok peal(u.1n1 CJIie.IJyeT 
BpeMeHMO ripeKpaTuTh epanino 1THrH6HTOpOM AKL riepei a)InO npoueypoH a4epe3a. 
AHawlaicmuzIecKue pea fuu o epex ôecencu6wu3aquu 
Y HKOTOLIX riarwenToB, rioiiyqamnx llHrli6HTOpril AK BO BpeM 
4eCenCH6Him3HpyIowe eparnm (HarIpm1ep, $JJOM HaceKoME1x), 
BO3H11KJ1TT aHa4InJIaKTOwHbIe pealawll. Y 'rex )K II W1CHTOB 3T11X pearawt1 BJ1OCb 
1136e)Kam nyTeM BCMHHO OTMHM HHI'H6HTOpOB AK(I), HO OHH BHOBb HCTflJTM B iiyae 
clly'laHHoro ITIOBTO HorO flplleMa nipenapara. 
Heü!nponeH 'apa1 7o jumo3/mpo.if6oqumoneHu5L/aueMwL 
Y naL]HeHToB, npmrnMaEOI.wTX HHrH6HTOp1il AK, OTMe'Ta.JU1C 
HelTporIemIsLIarpaHynogHTo3, TpOM6OL1HTOrIeHH$1 H aHeMlisi. Y fl W1HTOB C COX }1HHOH 
dyHKw1ei nOJeK H OTCTCTBHM .LpyrHX OCJTO)KHSIIOWHX 4aKTOpOB HeliTponernhlsl BO3HHKBJI 
pewco. CJIe)yeT Co6Jno,Lam ripejeimyio OCTOO)1CHOCTh rip I1HMHHHH fl PHwlOHPHJIi 
II LWHTM C KoJLrIareHo3aMn, rlawleH'raM, nony1a1OwirM 1TMMHOCYIIPCCHBHY}O 'reparnilo, 
netlernie JUIO1 1fflO1TOM 111111 r1pOKa1maMH,LOM, 111TH TeM, y KOFO IHCTCTB1OT Bce 3T11 
OC1TO)Iffl51iOUH aKTopM, B OCO6eHHOCTH npii y)Ke ITMC}OWRXC$I HPfflHH5lX 4yHKW1IH 
rioqex. Y HeKOTOprD( 113 TKHX II W1HTOB 3BHJI11CB cephe3iu)Ie HHd)eKIwOHHbIe 
3a6oJIeBaHHsI, H B OTTeJThHEJX CJ1y'IasIX HHTHCHBH5I epamisi aHTn6HOTHKaMH Oxa3blBallaCi, 
He3dMeKTHBHo . HpH 1HIMHHlfH HepHH.LJOnpHna TKi1M nawleH'raM peoe yecsi 
HPOBO.LUITh 1TepHO,Lu4tIeCIcHi MOH1TTOHH YOBHsi 1T KOJHTOB H HH4IOpMHpOBam HX o 
lleo6xo,aHMocm c000wam 0 ilfo6bLx nipfl3HaicaX HH K1wOHHOFO 3a6oneBaimsl (Hanpmsep. 
oOilh B rOpfle, noBLimeiTHe TeMIJepaTypiT). 

EepeA•wl•woclnb 
JTeeHne IIHFHGHTOpaMH AKI II OTHBOr1OK3HO Ha'IIIHaTh BO BpeM51 6epeMeHHoC'rli. Ecim 
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rlpo.1IoJDKeHlle epamni HHrrI6uTOpaMH AK He c'mTaeTCsf a6COJTEOTHO Heo6xoHMJ,m4, TO 
rlalwellTKli, rrnallHpyolgue 6epeMeHHoem, 4o.rnImIJ nepe Ha .rpyro FHIOTH3HBHBI 
npenapaT, 6e3011ad110cm fl HMCHFLHS1 xoTroporo ripiT 6epe[en11oc -n1 6buia yc'ralToB.neHa. 
Eciui d2aKT 6epeMeHHocT11 lloTTBep2IuIC2, .ileqeHlie FHTHHTOMH AK cJeyeT 
HMUIHHO npepamm H, ripli Heo6xoHMocTH, Ha3Hamm pyroi nperiapa (cM. pa3eJJil 
4.3114.6). 
Penoeaciyiuipuaiz unepmenw 
HpH rip eenrni HHrH6HTOpOB AK y fl 1HHTOB C BYCT0OHHHM CTHO3OM rIotiecmot 
apeprn HJTH CTHO3OM apTepHli eHHCTBe}mOt 4yHKLwOHnPyIOIue ilOtiKil rloBHruen pliex 
HIOTH3fflI H rIotie'iHo HOCTTOt OCTH (cM. pa en 4.3). )IOIIOJTmiTeJThHHM 

npepacrionaraioiuim daKTopOM MOXCT I,Im jietiernie HypeTllKaMn. CHrnKeHHe (1YHKI}IH 
notieic M0)KT COIPOBO)KLTbCS1 H3HtillTJbHNMH H3MHHH5IMH YPOBH5I icpearnma 3 
CBIBOOTK 4)K y II 1WHTOB C OHOCTOOHHHM CTHO3OM IIOqetmO apTepHu. 
,r1reouna, 6izoKaôa peHuK-a112u0me113uu-aJlbôocmepoHoeoü cucmeMbz (PAA C) 
)IoKa3aHO, 'ITO npi eeime HHrH6HTOpoB AK H 6JIOKaTOpOB peieriopo 

HFHOTCH3HH II Hull aimc pea lloBHllLaeT PHCK rHHoTeH3iffl, fI4JI KJIHMHH H BbI3bIB T 
CHH)KfflI 4yHKIHH notieK (BIallotiaa 3BHTH OCTpOi riotietmoi He.rOcTaTO'mOcTH). 
UO3TOMy ,rBOHasI 6uIoKaza PAAC riye KoM6rnrnpoBalrnoro HCIIOJTh3OBHH5I HHI'H6llTOpOB 
AK, 6uIoKaTopoB peIenTOpoB HFHOTH3HH II HuH J1HCKHH He peKOMeH.TLYeTCSJ (c: 
pa eumi 4.5 11 5.1). 
Ecuni BOiHa5I 6JToKaa 5[BJISITC5I a6COJIIOTHO Heo6xo.rLKMo, ee cneye npOBo.rHm TOJThIO 
llO,L KOHTOJ1M patia H HH CJLOBHH peryuiaporo TWTJThHOFO MOHHTOHHF YHKWEH 
notiex, POBH DJ1KTOJ11HTOB H apTepHaJmnoro aBuTeHHsI. 

HarWeHTaM c ,LHa6eTw{ecKo Hed2porIameI He c.ueyeT flPHMH5ITh HHrH6HTOp}il AK i 
6uIOKaTopH peienopo HHOTCH3HH II QLI$OBpeMeHHO. 

Hepeunblü 2unepa/zbôocmepoHu3M 

Y H1WHTOB C riepwmi HIIOTH3HBHbI npenapami. 

.rIeiCTBy1OWue flYTM THTHH$I peHHH-am'HoTeH3HHoBoi cHcTeMM, KK llpaBHuiJ. 
He344eKTHBHM. Ho3Tory rIpllMeHeHHe 3TOFO nperiapaa TKHM fl UHHTM HC 
peKOMeH,ILyeTC5I. 

Cneiva.mTeble npeOynpedieOe1 uL npu npue1!e 
Fun0men3w1 
J4EIrH6HTopM AK MOTT BBI3bIBTb 3H'IHTJThHO CHH)KHH apepaumnoro BJICHHL 
FHnoTeH3Ha C KJIHHWICKHMH IO5IBJIHWIMH pe o 3BHB TC5I y II LWHTOB C 

rHIIepTeH3HeI 6e3 COIITCTB}O!i1X 3a6ouTeBaHBi. OHa 'Tawe BO3HHKT y II 1WHTOB Co 
CHH)KHHbIM O&beMOM LWPKYHPY}OWC KOBH (OLIK) (rIPHHH1VIaIO1IUIX )HypeTHKH, 

HaXO,L$IIW1XC$1 Ha UIT C orpaHH'IeHHIIM HoTpe6uIeHneM COJIH, II IHHTOB Ha 4HaJffl3e, 

fl IWHTOB C .lUlapeeIk Hull pBoTo) HJIH y II W4HTOB C TsDiceuoi peHHH3aBHCKMOt 

(CM. pa,reumI 4.5 11 4.8). HaLWeH'raM C IIOBBIIHHH&M HCKOM P3BHTHSI 
FHIIOTH3HH C KJIHHWiCKHMH II OHBJ1HHHMH II H uietierni AMHecCo cuieye IOBOHTh 

TWaTeJThHbIi MO11HTOHB apepaumoro aBnernLa, riotie'mo cl2yHKwm H POBH5I KWTH5I B 
CbrBOpOTKe. 

TaKO xe nozixo OJD{(H npMeHsimcsi uia HTHCHTOB c HmeMwiecKoi 6ouIe3mo cep,rua 
HH H li[CHH5JMH MO3OBOFO IcpoBoo6paweHHsI, y KOTOMX BbI )KeHHO CHH)KHH 
apTepHaumHOrO auieimsi MO)KT HpHBeCTH K HHd2aPKTY MHOKap.ra 111111 K HHCyJThTy. 

B cuiytiae 3BHTK5L HIIOTH3HH Heo6xonMo IIOJIO)KHTh nari ena Ha CIIHHY H, fl ll

Heo6xo,1WMoc'rn, cuTe.rIyeT BBCTH BHTPHBCHHO 0,9% (9 Mr/Mu) CTBO xuiopwa HTKL 

Hpexosrivasi TIfflOTH3fflJ He SIBJI$1TC5I .2U1$1 laumHenmero npea 

riperiapara, KoToprIi4 o6rPIHo MO)KHO HOOJDKTb nocuie noBr1]neHHIsI apTepllaumllOrJ 
riaBneHw1 BCJIeLCTBHe BJTH'IHH5L 011K. 
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Cmeuo3 aopmz U iumpaiznoao KapôuoMuonamu51 

l4Hrlf6wropbl AKD dlle.nyeT c oco6oi OCTOpo)KHOCm}o ripiresim fl IWHTM Co crello3oM 
MIIT JThHOO rcnanaiia ii o6CTpyIaIIeI Bbffl005IJIero paxa ieoro xe y,riotrIa, HallpKMep, 
CO CTeHO3OM aopmi ILlIli rHrIepTpocwIeCxoi Kap.rHoMHonaTHe . 

[Ioeiuw ueôocmamoinocmb 

fl pH HapymeHHH d2yrnuri noex (IcimpeHC K THHHH <60 MJI/MHH) peKoMewyeTciI 
HHHBHyaJThHoe THTOBHH O3bI OTLeJThHb1X KOMIIOHCHTOB riperlapa-ra (CM. pawn 4.2). 
Peryns1pHbr MOHHTOIIHf YPOBH KJIll5i H K THHHH SiBJ15iTCSi TaCTMO Bpalie6HOfO 
Ha6Jllo4ernisl iisi na1HeHToB C rIotietmoI HeoCTaTo111IoCm}o (CM. pa en 4.8). 
Y HCKOTOb1X II WIHTOB C .LWYCTOPOHHHM CTHO3OM rIoieHot apepn Hull CTHO3OM 

apep HHCTBHHO riolllul, npoxosugux neernie llllrli6liTopaMll AKct, omeqauiiic 
CJ]yIaH I1OBL11UeHI1I5I YOBH5I MO'IeBHHril B KOBH H peamnma B CJ1BOO'K, KOTOM 6bLTE1 

o6paTmEbnvrn rip npeicpaiue TeparrnH. Taiuie ll3MCHfflT$i Hall6ouTee B O$ITHM y 
rIauHeHToB C noieqio HeoCTaToMJIocTMo. ilpil peHOBaCKyuIIpHOf fHllTH3Hll TIO(CC 
IIOBbIIJIH PHCK P3BIITH5I T$DKMO rrirloTell3irn H llOIC'IHOft neocTaTomoCm. Y HKOTOE]IX 

IIaJWeHTOB C nmepTeH3Hei 6e3 BHHMOFO nepBH'moro rlopa&emisi COCy.1OB riOqex 

BO3HHKJ[O rio rmernie YPOBWI MOeBHHbI B KOBH H KPTIIHHH B CLIBOpOTKe, KOTOpOe 

o6&iio 6mo HC3HHTJThHbIM H ripexosngKM, OCO6eHHO ll H KOM6HHHpOBaHHOM npee 

ll HH4OflHJ1 H giiypeTifica. 3T0 HaH6onee BPO5ITHO y II UHHTOB C Meoweics1 noe o 

HeoCTaTomoCTMo. 

[Ieienotrnajz HeôocmamoL,Hocmb 

B pe,giuix CJ1y'a51x fl HCM HHFH6IITopoB AK COHOBO)KJ1C5L CHWqJOMOM, KOTOpTA1f1 

HtIHHJ1C$I C xoneCTaTHIeCKoi )KeJ1TyxH, rlpOr'peCCHpOBaJI B d2YJThMHHaHTHb1I HKPO3 

HeeHH H (nHora) 3aKalrtmBa.JICI JITJThHBIM HCXOOM. Mexami3M P3BHTH$i 3TOFO 

CHH,gpOMa noica nenollsrreH. HaWIeHThI, riojiyaiouj e AK(I) HHFH6HTopM, y  KOTOpED.: 

3BHB TC5I iceunyxa HJIH 3MTHO rloBbrmaeTcsl YPOBHI 4epMeHTOB neierni, JOJDKH}A 

npepaicm IiPHCM AKct HHFH6HTopa H r1pOiTH COOTBTCTBYIOW MHIHHCKO 

o6CneoBaHHe (CM. pagen 4.8). 
3muutiecKue paiiuiuz 
OTeK KBIiHKe IIpH neierni HHFH6HTOpaMH AK tiaiie BO3HHKT y II WIHTOB 

a4pHKaHCKOiTO ripoHCxoxceHHsi, 'leM y IIaUHeHTOB ,LpyrHx paC. 

FHIIOTeH3HBHa5I 3d4eKTHBHOCTb nepHHgorIpHna y II 1WHTOB He pOWLHO1 paCbl MO)KT 6iim 
HHHce, 1eM y I1 ]HHTOB PFHX paC. Bo3MoIuio, ripwma 3TOFO COCTOHT B TOM, tITO 

THIICTH3H5I y II WIHTOB HerpOH,gHO pai oqeH tI CTO IIPOTKT Ha 4OHe HH3KOFO 

CQL )KHH5I pemma. 

Katuefib 
HpH IIHTMHHHH AKcI HHrIT6wropoB 6ruio OTMe'ICHO BO3HHKHOBHH KaLUJISI. XapaKTepeH 

HenpoyKTFIBHMIi, neripepauaioig csi icameum, KOTOpbri ripOXO.gHT C npepaigernie 

Teparnill. Kameum, BLI3BaHHhffi IIPHMOM HHrH6HTOpa AK(I), Cne.LLyeT paCCMaTpHBaTh IiH 

,giid epernHaJmHoM ,gHarno3e xamisi. 

Xupyp2uzlecicoe w'vtewameJlbcmeo/auecme3u5 

fl pic o&beMnoM xicpypric'{eCKOM BMII[TJThCTB HuH BO BpeM$i HCT31ffl npenapaTaMll. 

BM3i1EaEOUrllMH rllnOTeH3rno, AMuTeCCa MO)KT 6noIuipoBam o6pa3oBaHHe anricoenrma [I 
BCJ1eECTBHe KOMIHCTOHOTO BbICBo6oHgeHHsI peHHHa. AMJIeCCy CJIC CT OTMHHTb sa 

eici .IO orlepawill. Hpic 3BHTI rHllOTeH3HH, KOTOP51 iipeILr1OJIo)KIITeJmHO CB5I3H C 3THM 

MXHH3MOM et1CTBH$I, ee MO)KHO nyTeM flOBMJIICHH5I OIJK. 
FunepKa/lueMu5 

Y HeKOTOpi1x llawieHTOB, IIPDXOTLHBULHX uieeice mIdH6HTOpaMH AK, B TOM tIIIC.JIC 

nepH}uorIpHnoM, OTMtIJIOCb rIOBL1llLeHHe COep)KaHH5i KJIH5I B Cb1BOPOTK KpOBH. 

I4HFH6HTOpBI AH MOFT BLI3LIBTh rHnepKaJTHeMmO, IIOCKOJThKY OHH rlQgaBulsnol 
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BLIcBo6o)IcreHHe aJuocTepoHa. 34MfieKT O6EJ'fflO H3HtIHTJ1H y II L1HHTOB C HOpMaJUHO 
4yHKLwei noqeK. XTOPM pcxa P3BHTH5I BKJIrOaIOT 
He4ocTaTotmocm, apyme e dyHKIHH noqeK, BO3 CT (> 70 neT), caxaprnri a6T, 
HKOTOPM COCTOSIIIH5J, TKH KK O6e3BO)KFIBa}rne opraHH3Ma, ocpaa cepeiiasi 
,reKoMnencaJHsr, MeTa6oJIwiecx}I auH.Io3, ouIoBpeMeHHb1i nplieM KanHc6eperafouu1x 
.)WypeTHKOB (lianpmvlep, crrnpoHonaK'roli, 3rLllepeHoH, TpliaMTepeli HJIH aMlinoplirn, 
nperiapao KJ1HI$I 113TH 3MeHHTene cong, a Taioie ll HM pyrax 
JIeKapCTBeHHJ1X ripenapaToB, B}il3IilBIOflWX rIOB&IHeH11e YPOBHI KJTHSI B C&BOOTKC 
(Hanpmiep, rerlapifil, KO-TpI1IMOKCa3OH, TaloKe H3BeCTHbIf 
TpliMeTorIpKMIcynr4aMeToKca3on) H OCO6eHHO aHTarOHIICTBI aJ1 oCTepoHa 113TH 6JIOKaTOpM 
peuenTopoB aHr'11oTeH3HHa. il plieM ripenapao Ka3mIs1, KaIL11fC6eperaiouu1x nnypeT11KoB i1ni-i 
xan coepxaiigix 3aMeH11Te3Te coini, oco6eimo riawje a C napyme e 4)yHKr4:I 
rioqeK, MO)KCT I I4BCTH K 3Ha'IaTeJmHoMy IOBB1flIHfflO Y0BH51 KJIFI5[ B C&B0p0T}e. 
firnepxaJIHeM11sI M0)KT BII3BaTb TsDKeJIyIO, HHOFJW rleTajmlly}o, ap11TMHIo. 
Kamic6eperaioigiie .LHypeTrndH H 6noKa'ropM peierropo aHr11oTeH3HEa cne.riyer 
llPHMH51Th C oCTOpo)KHoCTI,}O y naWIeHToB, rioiiytiaioux KHr11611TopbI AfI , a TK 
dne.rJyeT KOHTPOJTHPOBTB ypOBeHr KJT3J5I B C&BOOTK KPOBH 11 4yHKW11O noie. Ec.iii 
OWLOBPMHHO np eernie nepHH.orJpHna H KaxOrO-3m6O 113 BJilfflCK3111[b1X 
npenapao c'iiwraeTci Heo6xoHMbIM, HX cneiye fl liMCH$iTh C OCTOPO)KHOCTMO H II H 

CTOM MOHHTOHHF CO )KH115I KJTfl B CbIBOOTK KpoB11. (CM. pa,ren 4.5). 
HaqueHmbz c caxapni ôua6emoii 

HaweHTaM C CXHMM zUa6eToM, IIPHfflIM1OIIU4M nepopaimnie rIpoT11BoHa6eTwiecIc-Ie 
npenapami H.Tffl HHcynHH, B neporo ecsma neernisi Hur116HTopoM AKcI Cne.iyT 
II OBQHTh TWaTeJTEHErà MOH11TOIIHF rnlixeMlili. (cM. pa en 4.5). 
CeanHble C aM1zOi1UnUHOM 

Cne!uaiibJ, ble np&)vnpe)'cÔeHuE npu npue.'w 
Be3onaCHocm H 344eKT11BHOCTb M31OIfflHH ll H T11IITH311BHOM KH3 He yCTaHOBJIeHa. 

Hazjuenmbz c napyweuue /yuiajuu neienu 
T,2 aMno.)Hn11Ha yBeJ1HtIHBaeTC5I, 11 3HIHH$I AUC BLIIH y IIHCHTOB C H U[HHCM 

4YHKLU4H neqerni; PeKOMeWTHH no O3HPOBK He 6ium yCTaBoBJLeHbI. HO3TOMV 

HHMHHH MHOHIIHH cJ1e.IyeT Ha'rHHam C HII)KHFO npeena HH3OH 1IO3 11
Co6Juoam OCTOO)KHOCTB KK fipli atiaiie llpHMeHeHH5I, TK 11 fl 11 BJ1WIHHH O3HOBKIL 

HaUHeHTaM C T5DKeJTOf rIeqeHo'THoi neoCTaTotIHocTMo Tpe6yeTCsl emenoe THTOBUH 

O3bI H TWaTeJThIIOe Ha6J11oeH11e. 

HaqueHmbi C cep&eiHou neôocmamo1nocmb10 
HpH IIpHMeHeHIIH riperiapaa IIaWIeHTaM C cep.remof HeOCTaTOtIHOCTMO CJTeYCT 

co6fflo,ram oCTopwKHocm. B ,Lonrocpo1ni oM n11aue60- KoHTpoJuIpyeMoM HCCJ1 OBHHH y 

HWIHTOB C TsDlceiloii cep,retmoi  H OCTTOIIIOCTMO (4yIuunoHaJmlioro nacca IT-TV no 

xnaCC11c1211Kawm NYHA) c1yqa 3BHTH5L OTeKa nerKHx 6bIJTH BbIIII B rpynne nawIeHToB, 
nonytiaionwx aMJ1OHrmH, 'leM B rpyrrne rinare6o. HaIUIeHTaM C 3aCTOIHO cepe'mc.H 

HeOCTaTO'fflOCTMO 6JTOKaTOpM XaJTh1WeBJ1X KaHaJIOB, BKJT}O'11151 aMJ1Qglirmn, cne,uyeT 
IKMH$ITh C OCTOpO)KHOCTB}O, Tax KaJ( aMJTO1111rmH MO)KT HOBBIIILaTB 11CK cep.ie'mo-

COCyHCTI1X slllJleHlifk H cMepmocm. 

ll ailueumbz C noieiuoü Heôocmamolinocmb,o 

AMJTonrnm MO)KT npmviellsrmcsl nawerrra  C noe'mo He.LocTaTo11IHocm}o B O6Til'fflMX 
PeKOMeH.ayeMblx .ro3ax. KoHIeHWawm  aMnOuHrIHHa B llJI3M He 3BHC5IT OT CTllEK 

no'le'lHof He,Loc'raTo'moCTH. AMJTOIHHMH He BBIBOHTC5I II H 11aJm3e. 

llo3lcwzble naquemi 
Y rIaIJIIeHTOB noimioro BO3 CT BJIH'lHH O3M ,TOJ1)KHO IIOBOHTBCM 

OCTOPO)KHOCTMO (CM. pa eni 4.2 H 5.2). 
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Ceanubze c AJ4Jzeccoü 

Bce yKa3aHn5I, CB5I3aHHMe C K LIM KOMIJOHHTOM B OT,eJIbHOcTH, OTH005ITC5I TIOK H K 
dHKcupoBaHHoI JcoM6rnIaLwH AM.rrecca. 
Cnel(zta. bH bIC npe3ynpeicôe,wi npu npue. e 
B3aw(oOeÜcmel,e 
OjfoBpeMeHHoe IIPIIMHHH AMileccbl c ripenapaa .flHTBI5J, Karmc6eperaJowIuAII 
,THypeTHKaMH HJIH riperiapaa KJ1ll$I He (CM. pa e 4.5). 
Hampuü 

)IaHHbrii ripenapa co.rIep)KHT enee 1 iirioim HTH5I (23 Mr) Ha Ta6JIeTKy, T.e. npaicmecui 
He CO P)KHT HaTpHsI. 

4.5. B3aHMOCÜCTBHe C )LPYFHMH J1CK CTBHHMMII npenapaan H IpyFHC BILTILII 
B3aHMOeiiCTBnsI 

C6Ji3aHnoe C nepuuôonpwloM 

)IIaHHLJe KJ11HHIJTIeCKHX HCCIeOBa11Hi flOKa3aJmI, tITO .LLBOHM 6noxaua peHrrn-aHrHoTeH3HH-
aJm,rOCTepOHOBOf CHCTMM (PAAC) riyTeM KOMHHHOBHHOO IHMHHBI$I HIHFH6HTOpOB 
AK, 6iloxaTopoB peienopo HFHOTH3HH II HMH amicupea 
1OBLUIEHHM tIaCTOTH llexeilaTejlEllblx $IBHeHH, TXHX Kaic r'HrIOTeH3usr, FHIIKWU{CMH15I H 
CHH)KHII YHIUHH no'IeK (rncjuoiiasi 3BHTH OCWO IIOqetmO HeOCTaTOtfflOCTH) B 
C BHHHH C HCIIOJTh3OBHHM OHOFO ripenapaTa, BO3)WCTBY}OWTO Ha PAAC (CM. 
paembI 4.3, 4.4 H 5.1). 
JJc1.apern6e1rnble cpeccm6a, noebzwa,ouue pucic wiuoueepomuiecicoeo omeica 
OLkioEpeTvIe1Hoe II ITMHHH I4HFHÔHTOpOB AH C CaKy6wrplulloM/BaJTcapTaHoM 
rlpo'rFIBonoKa3aHo, IOCKOJTBK 3T0 BfflP1MB T HCK 3BHTII5I amHOHeBpoT1 eCKorO oTeKa 
(CM. paaren 4.3 i 4.4.). fl pneM caKy6wrpIuLaJBaJ1capTaHa HJTh3$1 HaIHHaTh parn.me, '1 %1 
tlepe3 36 1IaCOB flOCJT npea nocJIe,LuIei JJO3bI rIepHwonpnJ1a. 
Tepaitmo nepIrn,ionpiinoM HCJTh3$1 nawiuiam paHbme, tI M epe 36 'TaCOB IIOCJIIC ripnea 
nocne e .LO3}il CaKy6HTpllulalBailCapTaHa (CM. pa ei 4.3 ii 4.4). O,2HoBpeMeHHc.e 
ripliMeHeHile }rnrH6rrropoB AH c paLeKaoTpIuILoM, HHrH6nTopaMll mTOR (Harlpmvlep, 
CIIpoJIIHMyCoM, 3BepoJTHMyCoM, TeMCHpoJnTMycoM) If rrnnmai (Hanpmep, 
jllrnarillmTlmoM, CaKCarJ]InHmHoM, CwrariufrlTlrHoM, BILn,rarJurnmHoM) MO)KT II IIBCTH K 
rIOBBJI1IIeHHJO plicKa 3BHTlT$I aHrHOHeBpOTHtIecKOr'O oTeKa (CM. pa ei 4.4). 
Hpenapambl, 6b13b161OUU unepicazueuio 
XOT$I YOBHb KJffl$I B CHBOOTK 06}PiHO OCTTC5I B npeenax HopMbl, y HKOTOPL1X 
naIneH'roB, noiiyqaowx AMJIeCCy, MO)KT BO3HHKHTb rHrlepKaJufeMlla. HeKoTopMe 
ripenapami iinii epariewiecue iaiacci MoryT yBe.JIamEam BO3HCHOBHIIC 
rHrIepKaJn4eMHH: aJIHCKi1pen, COJIII xanIsi, KaJmfc6eperaIouHe HYPCTHKII (Ha11puviep, 
CrnipoHonawroH, parepen rum aMHJIopn,1), rIHrH6wroprI AH, HTFOHHCThE PUHTOPOB 
HHOTH3HH II, HTIBH, renapir i, KMMyHoJIerIpeCCallmI, TaKue KaK LWKJLOCIIOPHH Hipi 

TawpomrMyC. , TllMTOIHM H KOTPIfMOKC3Ofl (q IeTonprmJCyJu4aMeToKCa3oJI, 
nOCKOJU,Ky TprrMeToripHM, KaIC H3BeCTHo, eiCTByeT KK KaJTHC6eperaIOWHH .ELHypeTHK, 
Ho.Lo6Ho aMruIopn.1y. KoM6HHawiisJ 3mx npenapa'roB yBeinr'THBaeT PUCK rlmepKaJmeMrm. 
HO3TOMy CO'{eTaime AMmeCaa C BElmeyKa.3aHHMMH ripenapaaH He ECHU 
flOK3HO o.LLHoBpeMeHHoe upulMeHeHile, HX CJTeyeT IHMHSITb C 0CTO0)KH0CTMO H HpII 
tI CTOM MOHHTOHHFC POBHSI KJTWI B C&BopoTKe. 
Onoepe,ueHNoe npu.ieueiiue npolnuGonoica3aHo (cM. pa3OeR 4.3) 
Aiiucicupeu 

Y II 1I1IIHTOB c na6eToM UJIM HOtIe'mOl HeTOCTaTOtIHOCTMO llOBfllIHtTC5I pHC 
rlmepKaJlHeMlm, apymermsi YHKIU{H rio'{eK, Cep,retIRo-CoCy.LUfCTMX 3a6OJTeBaHH H 
cMepTli. 
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3KcmpaKopnopallbHoe .'ze1eHue 
3KCTpaKOpHOpaJThHMe BHBI ieieirnsi, flpH KOTOMX KOBb KOHTKTH CT C 
3apsDKeHHIIMH rJoBepxHocTsIMH, HanpKMep, FCMOHa.JBi3 IIJIM reMOdHJmTpa}LI C 
HCKOTOMMH MeM6paHaMH C BMCOKO rwpaBrm 1TecKoi IIPOIIHLCMOCTMO (Hanpmviep, 
rioilHaKpuimHTpuimHaa MeM6paHa) H a4epe3 JLHJOIIOTCHHOB HH3KO L)1OTHOCTH C 
.reKCTpaHCyJmtaTOM B CB$I3H C flOBb11flHHM pcica T5DICJTh1X aHa4HnaKToHffl,D( peai 
(CM. pa ei 4.3). ilpli HeOXOHI4OCTH TaKoro iieireiiisi cJle.11yeT HCIIOJTh3OBTh pyre THHBI 
UiJ1}I3HE1X MeM6paH liJilI HHO x.Jlacc HflOTH3HIBHb]X riperiapaToB. 

OôuoepeMewwe nputeienue He peKoMeHôoeako (CM. pa3Oe.. 4.4) 
Oôuo6peMeuuoe npueneuue uueu6umopoe AKD U 6iioicamopoe peqenmopoe au2uomeu3w-la 
II 
B niiepaype 6rum orrncain,i cny'iaH, xora y naTHeHToB C rIo.LTBep)K,zeHHHM 
aTepocKJIepo3oM, eepetmoI  H OCTTO1ROCTbIO HJIH caxaprir ,rIHa6eToM C llopa)KeHHeM 
opraHoB-MifmeHe , O.ZIHOBpeMeHHOe np eernre nIHrn6HTOpa AK H 6sioxaTopa 
peT.eflTOpOB HHOTH3HH 6hJJIO CB5J3FIO C 6oiiee BMCOKO1 1TaCTOTO1 3BHThI 

nrnoTeH3HH, o6MopoKoB, H apymeni c13yHKLIrn flOtiK 
(BIuo'Ia5i OCT }O notleifflylo neocTaTo'mocm), rio cpa enio C JHMCHHHM TOJ1b(O 
orioro riperiapaTa, inisnowero Ha PAAC. BOtHa5I 6noKa,ra (naripimiep, C HOMOJIUiEO 
KoM6HHagHH lmrlf6HTopa AKct H HTTOHHCT peienopo HHOTH3HH II) ioniuia 6L1m 
orpanH'iella e.rUrHHmbIMM Cri 5IMH C TWTJIbHMM MOHHTOHHFOM 4yHKIHH rioqeK, OBHI 
KJIH$I H PTPHaJThHOFO aBJTeHH5i. 

3cmpa.MycmuH 
PUCK IIOBhUflfflI$I CTOTM He)IcenaTeJmHb1x 3c1xexToB, TKHX KK OTK KBHHKe (anrliooTeK). 
Ko-mpzviioKca3of1 (mpu4emonpuzi1/cyJlb/icvwemoKca3oil) 
ll awieHml, HpHHHMIO wne AMJIeccy OHOBPMHHO C KO-TpHMOKCa3OJrCM 
(TpKMeTorIpmvi1CyJm4arv1eToKCa3oii), MoryT HO.LWePFaTbC5J IIOBbILHHHOM PHCKY P3BHT 
rHrJePKaJ1eMIIH (CM. pa3CJ1 4.4). 
Kaizuüc6epe.aiouçue ôuypemuKu (Hanpzwep, mpua.Mmepen, aiiiwiopuO), coizu ica.izwi 
fnnepKainreMlisl (noTeIWHaJmHo ileTaimHasl), OCO6eHHO ripil otiearirni  C noqe'mc4 
HeOCTaTOqHOCTMO (a,TE.ZUTHBHH r}mepK rmeMHecIuri 3d4eKT). 
CoeTairne neprrnJorIpn.rIa C IOM5IHThIMU BHffl npenapaa He KOMCH)YCTC5I (CM. 
pa3en 4.4). ECJTH COIIYTCTBYkOW ripueriene 3THX ripenapao HOKa.3aHO, HCMOWU Ha 
BO3MO)KHbI OCJIO)KHeHHL, TO HH lix npee CJIetLyeT co6Jllo4aTh OCO6yIO OCTOPO)KHOCTh H 
IIPOBOHTb peryisip i MOHHTOBIH Co.Iep)xa}rnsl KaJIUsI B CHBOOTK KpOBH. J4H()OpMaL1E5I 
OTHOCHTJThHO ripii eeirni C1IHOHOJ1KTOH fl H cep)etmon H OCTTOtThIOCTI4 

Hpe,LCTaBJIIeHa HH)Ke. 

jlumuñ 
HpH OHOBMHHOM ripee ripenapao JIHTH5I H nHdH6HTopoB AX 6b1.mi 

CJrytiall O6paTHMOfO yeiwensi KOHTHTPIUII1 JTIITH5I B CHBOOTK ii 
TOKCHtIeCKOr'O BO34 CTBH$I (TsnIëJIa5I HeiipoToKCH'moCm). il pilMeliernie nepworrpiuiia C 
nperiapaan JTHTHI ne peKoMeHyeTC5I, HO ecim neo6xoHMo O,flHOBpeMeHHOe ripilMeHeHUe, 
TO CJI T ripOBO2IHTh TWTJThH} MOHIHTOPKHF OBH5I JTHTH$I B CJDIBOpOTKe KOBH (cM. 
pa,ren 4.4). 
OÔ1foepe.feHuoe nplLrtetleHue inpe6vern Ocohou OCmOpOdC1-iOCmU 

llpomueoôuaôemutlecKue npenapamz (uncyjiun, uno/luKeMu11ec,a.e 
npenapambi) 
3nHeMHoiiorm1ecIdlie HCCJIe,TOBaHH5I HO3BOJISIIOT npe.LLuonoxcHm, ITO 

rip eene uIHrli6nTopoB AX H rrpomBQzHa6eTnMecKHx ripenapao (lincyimn, 
riepopamne FHllOFJHIKMWiCCKH npellapaTLl) Mo)Ke'r BM3bIBTb CHJiHllC 
FHflOFJ1IIKCMII'ICCKOrO 3dXeKTa C HCKOM 3BHTH5l rUnorirUKeMUli. Bo3nmuloBemlsl 3TOFD 
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4eHoMeHa 6oiee B O$ITHO Ha IPOT$DKHffl nepo H JTH KOM6HHIHpoBaFrnoro neernDI n y 
rJaIHeHTOB C rioemoi He,rocTaTo'mocmIo. 

,I(uypemui<u, e omnociuquec.5i K KwZuüc6epe2a1ozquM 
Y rIaWIeHToB, IIPHHHMJOLLWX ,gliypeTffldfl, OCO6eHHO y II WIHTOB C CHIDKeHHJDIM 061eMOM 
unpKyilHpykoweli KOBH (011K) H/HuH apyme e 3J1KTOJ1HTHOfO 6anaHca, nocue Ha'iaula 
uieeiisr HHFH6HTOpOM AK M0)KT na6uuoamcsi CHIDKHH apTepHaJThHCr'D 
LaBJIeHHH. PHCK 3BHTH5I apTepHaJIbHo4 ffl1OTH3Iffi MO)KHO yMeH}fflHTh flyTeM OTMHIil 

.IHypeTnKa, BeJIII'TeHH 0L1K HJIH KOppeKIwei 3flKTOflHTHOFO 6auIaHCa riepei Ha'TaJIOM 
npea AMneccIT, a Taloice ripiiMeHsisi nep oripiiui B Im3KOI o3e C JTbH IIIKM 
1T0CTHHHbIM ee yBenmiellileM. 

Tlpu apmepucvlbuou unepmeH3uu, ora rip eeue L1}IypeTHKOB M0)KT BM3BTb ecwar 
0LK/HapymeHHe BoLHo- uIeKTpoJInmoro 6auliaHca, HX cuie4ye'r 0TMHHTb nepe,r naaio 
npnea lmru6HTopa AK (B 3TOM cJly'iae gHypeTHK, KoTop&i He $IBJI5LTC 
KaIHic6eperaTowHM nonee M0)KT 6b1m Ha3HaeH BHoBb), iuiii na'iam Tepalll'Il) 
IrnrH6wropoM AK B llH3K0f o3e C noc1e.zJyIoIgffM nocTer1eHHI1M ee noBbilLieHueM. 
Y naLHeHToB c XCH, noiiyziaioiqux .izettenue ôuypemuKwtu, HIMHTh neene 1ffir16HTopoM 
AKCI cuellyeT C O'ieHb HIT3KHX 03 H, 110 BO3MO)KHOCTH, nocue CHH)KHFI5I O3U 
npnesieoro 0H0BMHH0 HypeTHKa, K0T0H ne smnsieTci Kaullmc6eperalorwliM. 
Bo Bcex CjlytlaaX, BO BM5I nepBoi nerenn TepaHHH WHrH6IIT0poM AK cuie.rJy 
K0HT0JIH0BTb 4YHKW11O lloqeK (ypoBiin xpeaTnHnhla). 

Kailuüc6epe2a1olque ôuypemuKu (3nilepeHou, cnuponojzaKmou) 
ilpil HpHMCHeHHll nnepenona 111111 CIIHP0H0JIKT0H B )03X OT 12,5 Mr O 50 Mr B CYTKH II
HH3KHX ,LO3 ImrH6wropoB AK : 
Hpii uieeimn cep.ILe'IHoi HeocTaTomocTH dyHx1uioHaumHoro nacca II-IV (NYHA) c 
4paxwiek BbI6poca <40% y nawienToB, KOTOMC panee riouiytiaui nHrn6HTopM AK n 
nerneBble ,LufypeTHKH - noBblmaeTcsi pHCK rnrlepKaJmeMFrn, IOTHWIJThHO neTaumHOi, 
oco6ernio HH Heco6moeHnn peKOMeHwiUHik 0THOCHTJThHO IHMCHHH5I TK0 

KoM6nHaUHH npenapaToB. 

Hepe Ha'IaJTOM npIneHeHHsI 3TOFO coeannsi npenapao cneye npOBepHTJ 0TCTCTBH y 
narne a FH11KJTHMI11I H notIeiHok  HeocTaTotmocTH. 

Ha II OTSDKCHHH rieporo ecswa ueernisi TwaTeumHbffi MOHHTOPHH 

KJ1HMHH H KpeaTIIHeMHH, a riauiee ero cnejiye rlpOBOwim e)KeMecsrqno. 

HecmepouôHble npomueoeocnaizumeznze npenapamz (RTIBTI), eiciziouv 
aiemwicaiiuqwioeyio KucRomy e ô03e ~3 ilôenb 
Upn rlpm%lenenHn mlrn6llTopoB AK B CO THHH c HHBH (naripimep, C 

aueTIuLcaJmr.wJIoBof KHCJT0T0li B np0THBOB0Cnau1nTeJnnb1X o3HpoBxax, C HHrH6HTOpaMH 

110E-2 H IIil BH) BO3MO)KHO CHH)KHH fiX K11OTH3HBHO0 34)d)elcTa. 

KoM6unflpoBaHnoe npnenenne HHrH6HTOpOB AKcI H HHBH M0)KT flOBBICHTh pHCI4 

apyinensi dyHKJJHH riolleK, BKffl0ISL BO3MO)KHOCTh 3BHTh5L ocTpoi rroqetmo 

He,LoCTaT0tmoCTH, H 11 HBCCTH K llOBEI HfflO coepannsi KJIH5J B CHB0OTK KpOB}I, 

0C06eHH0 3' naIweHT0B C pe HMC10WC5I rIoqe'IHo HeocraTomocmio. llpiH 
0wi0BPMHH0M npmvleHernm 3TFIX ripeflapaTOB, 0C06eHH0 HO)KHJThIM naunenraM, cnejlyer 
co6uuo,ram ocTopo)KHoCm. Heo6xo,TWIMo cnewim  3a 0CTaT0tIFI0 rwipaawieii naLHenTo3. 

B natla.rle xoM6HHHpoBaHHo 'repalnm, a aioie nepnowiecicn BO BpeMSI TepanHH, cnejye 
r1p0B0.LUITb K0HT0JTh 4IYHKIWH noLeK. 

0ôu06pe'i•leHHoe npiueueue inpe5vem ocinopoeocrnu 
CwwnamoMuyiemuKu 

CHMrIaT0MIIMeTIiKII M0FT CHH)KTh FHII0TeH3HBHJil1 4MeKT HHrH6nTopoB AK. 
Hpenapambz oizoma 

0Tnocirreumno flarJHenToB, npoxowwinx HHEKIH0}fflI0 eparnno 
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npenapaa (aypoTHoMailaT }iaTpllsl) H conyc yiouee jietie e rnlrl46liTopaMu AK, 
BKJIrO'{a51 rIepnH.2orIpnn, IOCTflWIEI pe,rIKHe coo6WeHffll o llwrpllTO}I,lwMx peaiwsix 
(cmvLrIToMM KOTOb1X BKJIIO'TaJIH nopacene JIHLa, TOJJJIHOTY, BOT H rHrloTeH3lllo). 
C6J13anHoe c aMJzoàunuuoM 
OôHoepe.eHHue npuiieHeHue ie peio. •teHao6aHo 

,L(anmpoizen (uuç/y3w1) 

Y )KHBOTHb1X nocLJle BBereHHsI epana na H .2 aHwonena BHTHBHHO oTMeIaJIHCL 
JIeTaJThHaSI 4H6pHIIJI5IIJH$I )KCJ1JOXOB H CepetIHOCOCy.rHCTb1i KOJTJIllC B CO'IeTaHrnI c 
rHnepKaJuIeMHei. B CBSI3H C HCKOM FHTI KJTMMHH peKoMell.rlyeTcsr H36eram 

npea AM.JlecCbl, KOTOpMi Co,Iep)KHT a iojwrni , C GJT[OKaTOpaMA 
ICaJThJJ$eBJ1X KHJ1OB y naIHeHToB C PHCKOM 3J1oIcatIecTBeHHo1 FHIITPMHH H II H 
J1eLeH}rn. 

Oôieoepe.iieuuoe npwLteueHue mpe6vem 00000 U OC1flO1O!CROCfl2U 
Hu2u6umopbz u3o/iepMeHma CYP3A4 
O1IoBpeMeHnrffl ll HM aMJToLLarIHna C C1UTbHE1MH Hill yMepenilllMli HHrH6HTOpaMH 
CYP3A4 (HHrH6HTopaMH npoTea3bl, 3OiThHJilMH rIpOTHBOrpII6KOB&MH nperlapaTaMH, 
MKOJIHHIilMH aHTH6HoTHKaMH, TaKHMH KK 3PHTPOM1IIKH 111TH IcJ1apH1poMHwIn, 
BCPIMHJTOM Hill IuTJITHa3eMoM), MOXCT II HBCCTH K 3Ha'IHTCJThHOMy IIOBEdI[LHEIO 
3KCIIO3HIWH aMnOHITHHa, tITO llOBLTIHT IICK BO3HHKHOBHH$I rllrlo'reH3lm. Y ilO)KHJT&IX 
II THHTOB KJTHRWICK11 nposmiie si 3THX dapMaKoK1ffleT11eCKBX BapHaLui MOYT 6irr 
6oMee Bblpa)KeHHh1MH. HO3TOMy HM MOr'yT rloTpe6oBamcsl iciiinnecoe na6mo,LieHHe 11

KOPPCKLiK$I LO3M AMJIeCcEI. 

CYWeCTBYeT IIOBbU11HHH HCK 3BHT11$I FHIIOTCH3HH y riaiweHTcB, 
noiiyiaiwnx KJI HTOMHLKH C aMJ1OHIIHIHOM. HpH O.1wOBpeMeHHOM T111MHHfl11 

MJ1O)3FfflHH C KJIPHTPOMHLHHOM peKoMen.rLyeTcsI waejmnoe na6Jllo2eHHe 3a 
naJneHTaMn. 

klxôylcmopbi u3oçbepMeHma CYP3A4 
HpH QHOBMHHOM IHMHHHH H3BCTHL1X H11 KTOOB H3O4epMeHTa CYP3A4 
KOHUHWW1I5L aMJIO4HImlla B 11JI3M MO)KT BapbHpoBam. TaKKM o6pa3oM, Heo6xoIumio 
KOHTOfl1HOBTB apepaiuoe ,)aBJ1eHHe, ciejye paccopem BO3MO)KHOCTh KoppeKwll( 
TO3bI MJIOI HH BO BpeM5I, H rioc.ue OHOBMHHOFO ripHeMa, oco6eHHo C CHJIbHbIMIH 
HH.ryKTOpaMH H3OdepMeHTa CYP3A4 (HaripilMep, pHc1aMrIHwIH, npenapami 3BepO6O 
ripo&prBiieHHOrO (Hypericum perforatum)). 

OôuoGpetenHoe npwreiienue. i<ornopoe c.?eô ye/n npw-i/Ltcnnb Go aJiuMaHite 

FHrIOTeH3HBHOe eiCTBHe ano rimia CHJ1HBT .reCTBne .Tp)THX fl111OTH3HBH}AX 
npenapaToB. 

TaKpwluMyc 

CyWeCTByeT PHCK HOBbilh[HH5I oiwenpaiw axpoiuiyca ll H em COBMCTH 
ll }IMHHKH C aMJIOJLHIIHHOM, HO 4apMaxOKrIHeTwTeCKHf MXHH3M 3T0F0 

,LO KOHL He H3yeH. Bo H36e)KaliHe TOKCHtIHOCT11 axpoimyca ripireeHe aMJIoHmma y 
naUHeHroB, nonyarowux TaKpolTKMyC, e6ye'r MOHHTO1IH TaKpollllMyca 

H KOPPK1WH O3M TKOJIHIMC B ciiyae HeO6xOUMOCTH. 

Hn2u6umopbz MexanucmutjecKou MUULGHU ôJl5i panaMuquna y .wielconumaiouçux (mTOR) 
J4urH6HTopI mTOR, TKH KK CHpOflIIMyC, TMCHOJ1HMYC H 3B O1THMC rIpe.rCTaBJIsuoT 

co6o cy6CTrpamI H3Od2epMeHTa CYP3A. AMITO4H1THH $IBlllTCSI Cna6JilM HHrH6WrOpO(s1 

H3O4epMeHTa CYP3A4. [Ipli OHOBMCHHOM np eernm C HHrH6HTopaMH mTOR 
MJIOHIIHH MO)KT HOB&lllam HX 3KCllO3HBfflO. 

I(uKJloCnopUH 

He HOBOHJ1HCB HCCJI OBHM5I J1eKapCTBeHHMX B3aHMOeIcTBHH wii iiocnopi a B 
MflOHHHH y 3OOBMX ,LO6pOBOilbIeB 111111 B .IpyFHX llOHyl1511H51X, 3a HCKJIIOHHM 
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rIaLneHToB, rrepenecmux pacnnanagmo riolieK, y KOTOp}1X Ha6Jno.ranocb BapHa6eJmHoe 
yBenHqeHHe OCTaTOIHO KOHIeHTpa1WH [UKJIOC1OPHH (B epeiie 0 - 40%). Heo6xoMo 
paccopem BOIOC o KOHTOJI KOH1HTUHH wiK.uodnopmia y rIaweH'roB, riepenecmx 

noIeK, noily'iaroLuux aMnorHnrnI, a axce COKTHTh .Lo3il 
[WKIIOCrIOPHHa, ecim 3T0 Heo6xoKMo. 

CuMeacmamuu 
OoBpeMeHHoe IIpHMeHeHHe aMnoLlHrllma C CHMBCTTHHOM B O3 80 Mr npHBO.rHnC IC 
yeiiwiemo 3KCllO3HWffl cmacTanina ro 77% rio C BHCHfflO c MoHoTepamrei 
cliMBacTaTliHoM. HOTOMy .Lo3a CHMBCTTHH He roJDKHa npemiam 20 Mr B CyTICH. 
flpy.ue 1coM6uuar/uu 
B KJI}IHH'IeCK}IX HccJIenOBaHH51X B3aHMO,zefcTBHsI a1v1JiOHflnH HC OKa3h1Ba.JI BJIHSIHHSI E 

aTopBac'ramna, .ruroKcima IL1IH Bap4aplina. 
O,zwoBpeMeHHoe rJpIiMeHeHHe ano nima C rpen4pyToM Hull rpetn4)pyToBb]M COKOM H 
peKoMe IyeTc5i, TaR KK y HKOTOMX 1TIUfHTOB B C3JTbTTC noBruueH:Li 
6HoocTyrrnocTu aMuTo.IHrr[ma MO)KT CHJI}IBThC$i 1HIJOTCB3HBHOC ecTBHe. 
CoJI3auHoe C npenapamo Aiiviecca 
OàHope..weH/ioe npwr:eii e tie mpe6yem oc000u ormopoicnocrn U 
fiaiiioç/eu 
Bo3MoIc1Io ycnernie FHHOTH3HBHOFO 3d2deKTa. Heo6xouiM MOHHTOHIH PTPHJThHOFO 
.gaBJ1eHH5I H d2yllKlurn noJeK, H, rip neo6xo,LU1MocTH, KoppeKl.w$i O3M FkrnOTeH3HBHO:O 
rlpenapa'ra. 

OOHoepe.ueHHoe fl zv•feNeuz1e, iomopoe cjieOye,n fl WIUM1flb eo e1-1u3:arnle 
- FHnoTeH3HBHMe npenapami (Taicrie KK 6eTa-a,zpeHo6noKaTopM) 11 Ba3OHnaTaTopbI: 

- OWOBPMCHHO npllMelleHlle C 3THMH CP CTBMH MO)KT HHBCTH K CHJIHHIO 
FHIIOTH3HBHOFO 3cJ4eKTa rJepHH.rJonpHna H aMjlo.rurnllna. 

- O.LHOBpeMeHHOe IIPHMCHHH C HHTporunuepiiHoM, )IpyFHMH HHTpTMH HE 
MO)KT II HBCTH K OIIOJUfflTCiThHOM CHinKeHmo 

apepaimnoro ) BJ1CHH$I H iO3TOMY Tpe6yeT ocTOpO)KHOCTH. 
- KopTHKocTepoIT,r I, TeTpaKo3aKTn: CHIDKOT rHriOTeH3rIBH}ri 34deKT (3aepicEa 

3riiCTO TOB H )1CWKOCTH flO LefCTBHeM IcopTnKocTepowoB). 
- Amca-apeHo6uToKaTopM (rIpa3o3riH, aJ1dy3O3iffl, JOKCa3O3HH, TaMCyuIO3HH. 

Tepa3o3HH): YCHJ1HH HIOTH3HBHOFO 3c4eKTa H HOB&LHHH PHCK 3BifFE5I 
OpTOCTaTWIeCKOi rrrnoTell3llll. 

- AMHd2OCTHH: MO)KT HOTHWIPOBTL rHnoTeH3HBHM& 344eKT aMnoHrmHa. 
- TpllwrKnwleciclie aHTwer1peccaHmJIauTImdHxoTw1ecKHe npenapami 

/aHecTe3HpyIomHe nperiapaml: ydllurelllle ifflOTH3HBHOO 344eKTa H nOBblmellile 
puca 3BHTH$I OPTOCTTWICKO rllrloTen3llll. 

4.6. IepmuIbHocm, 6epeMerniocm 11 JIaICTaLHuI 
Ytmmma.a BJIH5fflH OT,TCJThHMX KOMIIOHHTOB HHOFO KOM6nHHpOBaHHOrO periapaa ra 
6epeMeHHOCTh H nepuo uia awm IIHM AMueccr,I B J BOM TpHMeCTpe 6epeMeHHocTH ie 

peKoMewIyeTcsI. ll pHMelleHrie AMsleccbl BO BpeMsI BTOOTO H 'rpemero 1pllMecTxt 
6epeMeHHocTri ripOTHBonoKa3aHo. 

HpHeM AMuIeccM B nepHO.r J1KT8JIffl He peKOMeH,rlyeTC5I. CneoBaTeumHo, rIpH npee 
pemernii o ueuieCoo6pa3HoCTH ripepaweimsi KOMriiffl5i rpy.rrIo mm omiene ureenii 
AMJIeCcof cuieye ylrMTB1BaTh B)KHOCTB H HeO6XOHMOCTh 3TOi TC flHH .IJi5I MaTepli. 
EepeMeHHoCm 

llepuHÔonpwi 

il pilMellenHe HHI'HGHTOpOB AK He peKOMeH,2yeTCsI B I pmiecipe 6epeMeHHocTii (cM. 
pauen 4.4). LIpHMeHeHHe HHrH6HTOpOB AK IIOTHBOIIOK3HO BO II n III TpmvlecTpax 
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6epeMemiocTn. (CM. paa1IeJa.I 4.3 ii 4.4). 
3rrneMHoJIIorHqecJcje aHHMe o piwice [JO5MHH5I TepaToreHnocm rip iTpHeMe 
HHFH6HTOpOB AKcI' B I Tp ecpe 6epeMeHHOCTH He 1103B0J1$IIOT c,reJiam OKonqaTeJmEce 
3axJTIo1TeHue, OLHaKo HKOTOO HOBLrIueHHe pncKa ne MO)KT 6NTh HCKJI1OeHO. KpoMe iex 
cJIyaeB, KOI',La HBO3MO)KHO IIPOII3BCTH aeny HHTH6HTOpOB AKctI Ha HHIO 
aJIbTepHaTHBHyIO Tepanillo, rIaIHeHTKH, ruiannpyowne 6epeMenHocm, loJriIcrnI 6bTm 
nepeee Ha epanio neKapcTBeHrnilMn cpe.TcTBaMu, y K0TObIX ripodinm 6e3onacHocmI 

JI$I 6epeMeHHb1x )KHWHH 5IBLJISITC5J xopomo H3ylIeHH&M. HpH HaCTyrIIIeHIIH 6epeMeHHoc-rn 
npne Frnr'HGHTopa AKcI LoJDxeH 6iim npepawen He3aMe HTeJmno, H ripn 
HeO6xOHMOCTH nanaiena HHa5I Tepanlisi. 

Hpn ripiiMeHeHH HHFHGHTOpOB AKD BO II H III pnecpax 6epeMeHHocm CTHOBJI ID 
HO5IBJIHH deToToKCHecKoro ,geICTBHsI (napymenne C)HKLHH noeK, oJ1MrorwpaMnHoH, 

3aMeu1eHHe oCCHcI2FIKaLwH tiepea ruioa) H HeOHaTaJLLHOi TOKCWfflOCTH (noqetniasi 

neocTaTotmocm, apepnamnasi nmoTeH3Ha, rHnepKa.rmeMnsr). (CM. pa en 5.3.) B cmya 
ecm npne llHrH6H-ropa AKcD OCYWCTBJI$UIC5I Co II Tp ecpa 6epeMeHHocTE, 

peKOMeH,1JyeTCsL IOBCTH Y314 dyrnwim rioe n KOCT 'lepena. HoBopoIcennMe, MaTejH 

KOTOb]X IIpHIHITMaJm HHrH6HTopbI AK, OJ1)KHbI HaXO,HThC5I llOI llpHCTaJIbHE11M 

Ha6JnoeHHeM JI5I rrpeopawennsi BO3MO)KHOFO Pa3BHTH5I FHHOTH3III4 (CM pa emi 4.3 H 

4.4). 
AM'zoOunun 
Be3onacHocm IIpHMeHeHH5I anonrinna y )KHIIIHH ripn 6epeMernioCTH He ycTanoBnena. 

HMeioWHeCsi OFHH'lHHM .ZaHHMe B OTHOUIHHH BO3eiCTBHsJ MMOHflHH HuH ,npyrllx 

BMKK He yKa3}IBaIOT Ha naumne oprnaeumnoro BMIISfflHSI Ha flTOJ. O,r axo BO3MWKCH 

PHCK 3aMeneHlisI riporecca pOOB. B nccne.ioansix Ha )KHBOTHb1X IIH IIPHMHH}IH B 

Bh[COKHX o3ax 6iina BbI5IBJ1H PflPOYKTHBH5I TOKCWIHOCTh (CM. pa en 5.3). 
HpKMeHenHe IIpH 6epeMCHHOCTH MO)KT 6blm B Cnyaax, KOra 

OTCYTCTBYT 6o.iiee 6e3onaCHaa aJIBTepHaTHBa, a CMO 3a6oneBanne no eprae MTh H ruio 

6oJmmeMy pHCKy. 

KopMJIIeHHe rpyj o 

[IepuHôonpwz 
ll oCKoumicy .raHHMe 0 ripi enernin nepnnonpna BO BpeMsI rriepnoa J1KTL1HH 

OTCyTCTBy1OT, npne AMueCCbI He peKoMeHyeTCsi. B nepno KTIIHH rIpeHO1iTHTeJIJHO 

nanaam uieene C CTHOBJIIHHb1M r1pO4HJLeM 6e3onacnoCrri, oCo6enllo 

IIpH KOMJ1HHH HOBOO)IIHHbIX sium neonomennr,ix eTe . 

A]iuloôunuH 
AMuojnnmi BhJ,LeusIeTCsI B rpy,Lu{oe MOHOKO. )IIonsi O3M, onyenno MnaemeM, 

oennBanaCr B anaone OT 3 o 7 %, C MKCHMYMOM 15%. Pemenne 0 TOM, 

npo,TJoJDKam/npeKpa]Iram rpyjinoe BCKPMJIHBHH HAH npo,2IoJDKam/omeH1s1m TPIIHLO 

aMulo4llruffloM, CJIe.L1yeT npmrnam C 'l TOM 110JTh3b1 rpynoro BCKMJIHBHH5I ,WLE 

pe6ernca H neo6xo.ruiMoCTn 'repann}I ,riisi MaTepn. 

PTHJThHOCTb 

HepunOonpu.iz 
Bnnsmne Ha cnoco6HoCm JUl11 (1)ePTHJILHOCTb orCyTCTByeT. 

AMoôununn 
B HKOTOMX Cjlyqaslx CoO6waJIoCr, o6 o6paTJmm1x 6noxmrqeCIcIIx H3MHCHH5IX B FOJIOBEC 

CHCPMTO3OHOB y My)K'ThIH, nonyqaionnx 6noKaTopM KJThJHBLIX KaHaJIOB. KJ-fflmrqeCKkx 

aHHE1X B OTHOffleHllH HOTCHUHaJII,HOTO 34xIeKTa Ha THJTbHOCTb HeoCTaTo'IHo. B O,LlJOi 

HCCJI OBHHH 6ium o6napyIceHr1 no6otmMe 4cjeKmI na MKCKIO d2ePTHJThHOCTL y 

CaIWOB ICPMC (CM. pareu 5.3). 
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4.7. BJIHiIHHC na dlloco6nocTb yHpaB.JIiITb TPHCLIOTHbIMH cpeCTBaMn If pa6OTaTh 
C MXHH3MMH 

Hcc1eoBaHH BJUII$1H1151 AMJIeCCM Ha CIIOCO6HOCTh YLPBJI$ITL TpaBdllop'rHbIIM C 4CTB0M H 
pa6oTam C MXHH3MMH He flpOBOH11HcT. IIpn yIIpaBJIeHHH THCfl0THbIMH cpe,rcTBaMH 
111111 MXH1{3MaMH csieye y'IumrBaTb BO3MO)KHOCTL HCT IJIHHSI F0J10B0IC )KHH5I ffTffi 
yCTaJI0CTH. 

4.8. HeceJ1aTeJIbnbIe peaIaHH 
Pe3IoMe npowiz 6e30nacu0cmu 
HaI6oMee aco pernc npye ie peaKiurri ripir MoHoTeparI: I 
HCPUHJO[IIIHOM H MJIOHrHHOM oTeK, COHJIEIBOCTh, F0JII0B0Kpy)KeHHe, OJIOBHa5 OOJHD 
(0c06em40 B atiajie Teparifin), HCreB3Ha, napecTe3nlsl, apyiueime 3peHHa (BicmoT1a 

lirrnOnmo), IflM B yluax, Bep'rrn-o, ytiawe oe cepLue6HeHne, npiumlBr,I, rHhIoTeH3Ha (n 
rI0CJLe.zCTBHg, CB5I3aHHBIe C rHnoTeH3He1), o ,IuiKa, KameJu, 6oim B )fdnBoTe, 'romnoTa, 
pBoTa, Hcr1eudHsI, H3MHHH5I B fl HCTJUTHXC Kruuemmca, 1wape5I, 3arlop, 3y.a, C&LTh, 
3T(3a1[TeMa, OTK CCTB0B (oTeK iiobTiceK), Mhllnetulble Cyt0pOFH, yCTaJ1OcTb, acTeHMM. 
CgoÔuaj maâuiia 
Ciie.nyioiiuie 1-Ie)KexlaTellhHble peawi IIa6JiI0LaJnICb BO BCM5 M0H0TCU11 
ICHHOIIHJI0M 113111 aMJIO)1HHmIOM H KJIaCCHd2mHpoBaJ[FIcb 110 KJtaCCaM dllcTeM OFH0B 

MedDRAn c yeo cne4y1owei tlacToml: 

- OqeHr, aco (~1/10) 
- 'lacTo (~1/100 ,ro <1/10) 
- HeacTo (~1/1,000 ,zo <1/100) 
- PeKo (~1/10,000 o <1/1,000) 
- OeHb pe.rIco (<1/10,000) 

- Hen3Bec'rHo (HeBo3Moxno øieum Ha 0CH0BHH1 HMeIOIWIXCSI aHHL1x). 
B Kaic2oj 1acToTa neeiaemrmix peaKunf Hpe.LJcTaBneHa B fl0P5I,IIK 
y6bIBarnr5I CTflHH T5DKeCTH. 

Kaacc CHCTCMbI HeeJIaTe.JmnbIe peaunn t lacToTa 
OUHOB MedDRA ___________________________ MJIO1LHHHH L1CpI•1HOJTH.T 

IIH$eKunn H Prniiwr HetiacTo OtIeHb pego 
HHB3HH

______________________________ 

_____________ 

______________ 

HapymeHilsi Co 3 o3HHoclrnJmrl - Heiiac'ro * 

CTOOHbI KOBH ii JTefKorieImsl/Heh'poueimsi (cM. OtIeHb pe,LKo O'rern, pego 
JIHM4aTHqCCKOII pa eii 4.4) 

____________ 

_____________ 

CHCTMM ArpanyrlowlTo3 113111 - Oqern, pe o 
11 HiuIT011llH5I pa3eii 4.4) ____________ 

_____________ 

TpoM6owrrollemr5r (CM. pa3en OeHb pe o OeHL pe o 
4.4) 

_____________ 

______________ 

FeM0iurTHeCKaa anensi y - Oqern, peuco 
fl IHHT0B C BP0)KJHH0 

He,zoCTaT0'rHoCTM0 r3110K030-6-

4oc4aTJerwporeHa3LI (G-6FDH) 
_______________ (CMp LeJI 4.4) 

____________ 

______________ 

Hapymenmi CO HOBHIIHeHHaSI BCTBHTJThH0CTb OtleHb peico HeacTo 
CTOPOHbI 

1IMMYHHOH 

CHCTMM
_______________________________ 

_____________ 

_______________ 

pyinenn CO CMHpo1 HeaLeKBa'rHon - Pexo 
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CTOPOHbI ceIcpeIHH arnf.gnypeTHlTecKoro 
3H1(0KpHHHOu1 ropoa (CHCM[') 
CHCTCMM 

Hapyweirnii FHrIorJIHxeMwI (CM. pa eimi 4.4 
MCTaiOJ1H3Ma ii ii 4.5) 
UHTHWl flirlepKauleMllia, o6pamiiai 

rioc.rie OTMHM riperiapa'ra (CM. 
pa.iien 44) 

rHnoHawMeMffl1 
_________________ fl rneprnrxeMua 

ll cnxHecKne BeecoKHHLa 
napymenw Hepena i HCTOHH5I (BIcJIo'Jasr 

Hapymerniii Co 

CTOOHbI HCBHO 

CIICTCMM 

Hapymeirnii CO 

CTOOHbI opraa 

Hapymerni CO 

CTOOHLI opraa 

c.lyxa LI .iia6npiu 

HapymeLInil CO 

CTOOHM cepitua 

epeccu 

Hapyuie cna 

CollmlBocm (oco6eirno B Haqa.ue 

i pam) 

FOJTOBOKppICeHHe (oco6eHllo B 
naame Tepanmi) 

FonoBHasI 6oim (oCo6eHHo B 
Hatiajie Tepanlul) 

LHCreB3R5i 

Tp CM op 

f'linecTe3Hsl 

UapecTe3Hu 

BpeMeHHasI rroepsi CO3HHH5I 
(cHHKona) 

CnyTam-Iocm CO3HHJJ3I 

lTErnepTouyc 

ll epiuep1rtIecKaI HeponaTHL 

Hapymeirne MO3FOBOFO 

KpoBoo6paaeHHsr, BO3MO)KHO, 

CB$I3HHO C BM)KCHHO 

FHHOTH3H y rIaIHeH'roB 

rpymmi plicKa (crvi. pa eJIi 4.4) 
3Kc arrnpaMwHoe 

iiruioruui 

LUM B flILX 

Bep'rliro 

YtiawellHoe Cep.1we6lleHlle 

Taxiucapuui 

CTeHoKapwa (CM. pa eiI 4.4) 
J4H4apKT MIIoKapa, BO3MO)KHO, 

cBsI3aHH},1i C B&)KHH0 

FHflOTH3H V IIaJjHeHTOB 

OtieHr, pe.r 

Hetiacro 

He'iacro 

Heqac'ro 

'lacro 

1llacro 

T..Jacro 

He'iacro 

Hetiacro 

He'iacro 

HeiiacTo 

HeiiacTo 

OieHJ, 

OtieHi, 

Hetiac'ro * 

Hetiacro * 

Hetiac-ro * 

Hetiac'ro 

Hetiac'ro 

Hetiacro 

'lacro 

tiacro 

' -lacro 

'faCTo 

Heiacro 

OliellE pe.rKo 

Otiern, pe o 

HeH3BecTHo 
- 

'f acTo 'f acro 

' -lacro 
- 

Hetiacro tiacro 

- '-lacro 

'f acTo 

OtieHb pe.rLKo 

HetiacTo * 

Heiiac'ro * 

Otiefib pexo 
Otiern, pe o 

ЛП ГП СОГЛАСОВАНО



Hapymerni Co 
CTOOHM COC OB 

Hapymenuui Co 
CTOPOHM 

bIxaTeJIbHoit 

dHCTeMbI, oprano 

FPYLHOiI Ic.JIeTIw H 

CP OCTCHHM 

KeJlyoqHo-

iuimeqrnie 

HPYIIICHH$I 

rpyrlrrEl pllcKa (CM. pazen 4.4) 
ApHmrnsI (BKmota.J 

6pa,grncapgmo, xeJ1y.LoxoByro 

axmcapurio H 4mI6pHJ1JIswFI}o 

FHHOTeH3HiI (H rIoCne,11CTBHsI, 

CB5I3HHM C rHnoTeH3He) 

BaCKyJIHT 

eHoMeH Pefhio 

Onbllmca 

Kameim 

EpOHXOCIIa3M 

3o3HHoJrnJmHaa II}IBMOHH5I 

FIIIIFHBHT 

BOim B )KHBOT 

Toumora 

PBOTa 

HCflllCll5L 

H3MeHernIsi B II HCTJThTHK 

icwne'mnixa 

CYXOCTh BO PTY 

He'iaCTo 

aCTO 

HetiaCTo 

OeHL pe 

'JaCTO 

Heacro 

OeHb 

'Jacro 

qacTo 

HeaCTo 

'Jacro 

'J aCTO 

HeaCTo 

'J aCTO 

r4aCTO 

OtleH} pe,r 
_________________ ['çpHT 0qern pe o 
HapymeHlisi co ['eria'rwr, IcenTyxa OtieHB peico 
CTOOHbI iieeu H ferlaTwr IITOffl4TWICCIU4 Hull 

- 

xouIeCTaTwlecKHt4 (cM. pa ei 4.4) ___________ 

nyTeil [IoB&melme noKa3aTeuIiet OeHb pejjxo 

ne'leHotmblx 4epMeHT0B 

(ruIaBHl,llvi o6pa3OM cBs13aHHoe C 
___________________ xoJTeC'ra3oM) 

____________ 

HapymenHsi CO OTeK KBHHKe O'ieHB pe o 
CTOPOHLJ KOHCH H AHTH0HeBp0TH11eCKIIit OTCK J1IW, OeHb pe o 
llOJUCOIfflbIX Kolle'qllocTeL ry6, CJffl3HCTE1X 
TKaHefl o6ojllOqeK, 513&Ka, F0I10C0B0l 

meni H HuH ropami (CM. 

naaaen 4.4) 
MyumT4OpMHa51 3 lTM OeHB pe 

Aiorieiasi HeacTo 

Hypriypa HellacTo 

)1erlHrMeHTawl5I KO)KH HeaCTo 

ll oBi,uueHHoe II0T00T JIHH HeqaCro 

3y.r HetiaCTo 

Cbml,, 3K3HTM FTe'iacTo 
KDaIIHBHHLIa (CM. naiieui 4.4) I Hetiacro 

OtieHh pe o 

'JaCTO 

HeqaCro * 

HeH3BeCTHO 

'{acTo 

'lacTo 

HetiacTo 

OqeHi, pe,LLKo 

'J aCTO 

'JaCTO 

'JaCTO 

'JaCTO 

HetlacTo 

'faCTo 

Otiern pewco 

OqeHi, pe)Ko 

Hetiacro 

OtleHb pe 

He1iac'ro 

'-facTo 

'l ac'ro 

HetiacTo 
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PeaxnIH oTo'1yBcTBMTeJ[EHocn1 Orieim pezuco HeacTo :Ic 

fleM4nIroH 
- Heqac'ro * 

O6ocTpeuHe ricopaa 
- Pexo 

CHHpOM CTHBeHca-)IJxoHcoHa Oenb pe o - 

(3J1oxaecTBeHHa5I 3KCCyaTHBHaJI 

3 p MT CM a) 

_______________ 
_________________ 

3ccollaTwBHbr LCPMTBT Oqem, pe o - 

ToKcwTecIu 3nMepMaJmHbrf HeH3BecTno - 

__________________ HCKOIJli3 
______________ 

______________ 

HapymeHnii Co OTeK CCTBOB (oTeK Io4hDfocH) 'facTo - 

CTOOHM ApTpaJ1rI4I$I HetiacTO HetiacTo * 

MMmeqlloui, Mliajlrrig Heqac-ro Hetiacro * 

cKeJ1eTHoui H Mbmiermbie cyoponi 'lacro 'f acro 
CoeurnHTeJuHOu1 Bom B crnme Hetiacro - 

TKHH _________________________________ 

Hapymeirnsi co PaccWoi4cTBo MotieHcrlycxaHll5l, HetiacTo - 

CTOpOrnI llO'ICK H Hrncrypllsl,jlo.JDlaldnypHsl 
____________ 

_____________ 

MOtiCBbIBOUILIHX Hapymeillie nxrrn notie - Hetiacro 
nyTeil Oc aa notietiuiaa - Peico 

HeocTaTotJEocm 
______________ 

_______________ 

Aiypiisi/Omroypirsi - Pe)ico 

HapymeHHn CO 3peKTHJmHasI Hc4yHiciia HetiacTo Hetiacro 
CTOOHbI FHHeKOMaCTH5I HetiacTo - 

pCIIPOLIyKTHBHOui 
CHCTCMbI H 

MOJIOHbIX eie ___________________________ 

____________ 
_____________ 

06uuie H IHCHHSI OTeK otien 'facTo - 

H PKUHH B MCTC flepHcfepWIecKH 0TK - HetlacTo * 

BBeLenHH 'f yBCTBO yCTa.JTOCTH 'f acTo - 

EO.nIM B pyHOI K.J1eTKe HetlacTo Hetiac'ro * 

ACTeHH$1 'f acTo 'f acTo 

Borm HetlacTo - 

He,roMoraHHe HetlacTo He'iacTo * 

__________________ FHriepTepMFIsi - HetlacTo * 

J1a6opaTopHbIe H YBenwIeHHe Beca, CHIDKHH eca HeliacTo - 

HHCTMCHTJIhHM IIoBI,rmeHlle YPOBH5I MOtlBHHM B - HetlacTo * 

HHbIC K0BH 
____________ 

_____________ 

HoBbImeHiIe YOBHSL iqearnma 
- HetiacTo * 

B CMB00TK KOBH 
_____________ 

- 

ll oBr,rn[eHlle OBH5I 6HJIrIpy6HHa - Pe o 
B crIBopoTKe 

KPOBH 
____________ 

______________ 

lloBhuueHHe OBH$I netieHotifihix - Peico 

4epMeHToB B CL1BOOTKC KOBH ____________ 
______________ 

Crnii<eime reMorno6nHa H - Otieim pezKc 
____________________ FCMTOKHT 

______________ 
_______________ 

TpaBMbI, Ha,Leirn5I - HetlacTo * 

HHTOKCHKUHH H 

OCJIOHCHCHHH
_______________________________ 

______________ 
_______________ 
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* OqeuKa llacmombi ned/ceJzameJlbtibzx peak quu, 6bl56.1leHnbzX no cnonmanbz coo6lqeflUP.M, 
npoeeena na ocHoeanuu ôaHublxpe3y)zbmamoe ,dnuuuziecKux ucclleôoeaHuu. 

Coo6 eirnsi 0 HCCJ1TJIhHMX peawix 
BaxHo coo6am 0 He)feJ1aTeJnn}1x peaicrnix riociie perncpawi 
J1K CTBHHOFO nperrapaa C ie.mio oednejeHii HCll bIBHOFO MOHHTOpFI1T['a 
COOTHOffiCHHSL <<rIoJu3a-pHcx>> iieapc esioro ripenapaTa. MeHWiHCKHM pa6oTmiKaM 
PCKOMwJYTCSI coo6am o mo6r,ix noJo3peBaeMIix peawix 
nexapc e oro nperiapaa iepe Hiu{OHjThJiM CHCTMM coo6enuisi o He)KelaTeilBHLIX 
peaicusix rocy,1apcTBtuIeHoB EBpa3HcKoro 3KOHOMH'IeCKOTO c0103a. 

PecnyôfluKa Kwaxcman 

010000, r. ACTaHa, paosi BaKoHMp, yn. A.MMaHoBa, r. 13, EU HypcayJIeT 2>> 
PI'H Ha IIXB <<HaiHoHaJu,Hbrii LeHTp 3KcrIepm3hI JLK CTBCHHL]X C 4CTB H MHWIHCKIIX 
H3enui>> KoMilTeTa Me)JHLWHCKOFO H 4apMaUeBTWiecKoro KOHTPOJISI MHHHCTepCTBa 

paooxpaeimsi Pecriy6micsi Ka3aXcTaH 

Ten.: +7 7172 235 135 
Mpec a. llotrrbI: farm@dari.kz 
Be6 caiT: www.ndda.kz 

Pecnyâ'luKa b'eizapycb 

220037, r. MHHCK, ToBaprnIecInti nep., . 2a 
Pedny6mixaHcKoe yirrapnoe ripe.rripHsrrsie '<UeHTp 3KCIIPTII3 H HcrlhrramhIk B 
3,LpaBooxpaneHHn>> 

TeneoH oT,zeJia apMaKoHag3opa: +375 (17) 242 00 29; 4aKc: +375 (17) 242 00 29 
A,ipec all. notrrbl: rcpl@rceth.by, rceth@rceth.by 
Be6-caiT: www.rceth.by 

Pecny6JluKa ApMeHWI 

0051, r. EpeBaH, rip. KoMHTaCa, . 49/5 
<Hayiiiii ienTp 3KCHepTH3EI .TLeKapCTB H Me.LUiL1HHCKHX TexRonorlli HMHH axae a 3. 

Fa6pHeJisma>> 

Te.ii.: + 374 60 83 00 73 
Arpec alT. rioqmi: admin@pharm.am; vigi1ancepharm.am; letters@pharm.am 
Be6-caiiT: http://www.pharm.am 

Kbzp2bl3cKai? Pecny6JluKa 

720044, '1yicxasi o6nacm, r. EIIJnKeK, yn. 3-si ilullHsi, . 25 
)IenapTaMeHT Cpe.2CTB H MHLWHCJU1X H3eJIlffl 
Ten.: + 996(312)21 92 86 
Azpec n. no'rrM: d1smi pharm.kg 

Be6-ca1T: www.pharm.kg 

4.9. Hepeo3HpoBKa 

CBeeHH5I o riepeonpo e npenapaa AMnecca y qenoea OTCyTCTByIOT. 
0rnrr npewaepenno anosirna y enoea orpauwien. 
HMeIoWHeCSI aHHMe 1103B0L11$IIOT rIpegrioJTOXCHTh, 'ITO 3HatrFITeJmHasI MO)KT 
HHBCTH K 'Ipe3MepHOi nepwfJepwiecKo B3OHJTTWffl  H, BO3MOX<HO, K pe4JIeKTOpHOH 
'raxirKapnui. Coo6wajiocr 0 BbI )KHHO H, Beposrrno, JIHTCJThHOH CHCTeMHOi rRHOTeH3HH, 
BILILOTh 40 IIIOK C neTa.Jmab1M HCXO4OM. 
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B peyimae riepeonpo n MMO}fflHll pe,Ko coo6llaJ1oc}, 0 HeKap.rHoreHHoM oee 
ilerKllx, KOTOpb1I1 MO)KT 1O5IBJITbC5J C OTCpO'eHHMM natlailOM ('iepe 24-48 aco nocie 
ripnea Bnyrpr) n 'rpe6oBam pecrifipaTopHoli nowepiva. Pamme peaHmvlaruloHlHble 

eporipsrrsi (BKmoaa neperpyy )KwKocmro) .rU151 rioweparnisi nep4y3HH H 
cep.1etmoro BM6poca MOFT 6Brrb fl OBOIH IOUFIMI{ daxTopaMH. 
Jleqeuue: KJIMHwIecKH 3naqHMasI rHrIoTeH3asL, BbI3BaHHa5I IIepe.LO3HpOBKof aMnoLllrmlla, 
Tpe6yeT KTHBHO cepe o-cocyHcToi llOa.Bep)KKH, BKJII0 5L acmiii MOHHTOH1] 

YHKWIH ceprua H b1XaH11$1, ripriomiai ie xoHemocTet H BK11MHHC K o&seMy 
wIpKyJmpyIowe XHKOCTH u .uHype3y. 

HpHMeHernfe COC4OC)KHB1O111HX npeuapao MO)KT 6b1Th Ienecoo6pa3H&M .ami 
BoccTaHoBJIeHH5I COCy,LHCTOTO TOHC H .raBJIeHlla 11pM YCJIOBHH OTCTCTB 
npOmBO11OKa3aHHi K ero HC11OJTh3OBaHmO. BHyTpHBeHH0e BBeTeHHe TJI1OKOHT KJThLw51 
MO)Ke'r 6bim iesiecoo6pa3Ho ,LJI$I ycTpaHeHRsi 6JI0Ka,rbI KJThIHBBD( KaHailoB. 
B HK0T0EJX cily'iaslX M0)KT OK3ThC51 LeJIecoo6pa3HHM ripo&anne iceJ1y a. Bi,uio 
n0Ka3aH0, 'ITO y 3,L0poBMX O6pOBOJThTeB ripnee e J(T11BH0BB}10F0 flh1SI B TC'IH11C 2 
'lacoB riociie npea 10 MT MJTOHIHH CHH)KCT CKOOCTL BCCB HH1 aMJioHn11Ha. 
fl ocKoJmKy aMMOHnHH CHJThHO CB5I3HB TC51 C 6eJIKaMH, 11 J1H3 B5I,T .1111 11PHHCCT 11OJTh3y. 
B 0THO1JIHHH HMeIoTc5I OTHH'IHHbI HHM 0 nepe.o3upoBKe Y 
qeiloBeKa. CiTivirno i, CB5I3HHbI C flepe.LJO3HpOBKOi HHrII6HTOpOB AKcI, MOTYT BKJIIo'IaTh 

apepamyio rHrlo're113m0, LWPKYJI5ITOPHbI 1110K, apymernisi BoHo-3JIeKTpofflITHoro 
6wiauca, notieiiyio HeocTaTo1Inocm, rimepBenmilsrLlmo, Tax11Kapmo, owyiie ie 
cep.Lwe6HeHHsI, 6pa, Kap.rmo, roJIoBoKpyIceHHe, 6ecrioKoic'rBo H xameim. 

JieLteHue: )ijiisi JieenH$i rIepe.z03np0BKH PeK0MeH.LYeTC5I B/B HH4)y31151 4)113H0J101'IPIeCKoTo 

pacTBopa. 11pH BMpa{(eHH0ii apTepHaJmHoi flfflOTH3fflI iiage a ciieye YJIO)KHTh B 

11OJIO)KHH J1)K Ha CHHH C rlplinoIWSITMMH H0raMH. Hp11 Heo6XoLHMoCT11 MO)KCT 6irrb B/B 

BB H HT11OTH3HH II H/HJIH PCTB0P Ka'rexoJIaMHHoB. 11epHHo11pHJI MO)KT 6blm Br1Be.reH 

113 CHCTeMHOFO KOBOTOK C 11OMOU1M0 TMO11JIH3 (CM. pa3,reJI 4.4). HpH 3BHT1IH 

yCT0n'lBO K eparinii 6pa,rufKapm1 MOXCT nOTpe6OBamC5I CTHOBK HCKCCTBfflIOFO 

BOHTM5I pHTMa. Heo6xorufMo IIOCTO$I}IHO KOHTpOJ]IHOBTL 11OK3TJ111 OCIIOBHIiIX 

)Kn3HeImJ1X HKJK11 OpraHH3Ma, K0H]JHTPW11O 3JLCKTOJIHTOB 11 K T11HHH B CbIBOPOTK 

KpoBH. 

5. 1!APMAEOJIOFII1IECKHIE CBOCTBA 
5.1. FapMaKOIHHaMHCCKHe CBoikTBa 

cIapMaKoTeparJeBTH'IecKa5I rpyrma: Hpenapami, BsIII5DornMe Ha peHllH-aHrHoTeH3HHoByIo 

ducTeMy. A}IrIIoTeH3HH-KoHBepT11pyIoIUero d2epMeHTa (AK) HHFH6HT0pJil B KOM6HHaLwH c 

FHM11 nperlapaTaMH. AHrHoTeH3RH-KoHBepTlipylowero epe a (AKcI) HHTH6HTOpbI K 

6noKaTopM KaJmIweBL1X KaHa.J1oB. 11epHH.ronp11JI H aMrulo.rLHrnIn. 

Ko,z ATX CO9BBO4 

Hepuuôonpwz 
MexaHH3M £eicmH2 

11ep11H,ror1pHn - rrnrH6wrop epMeHTa, K0HBPT11PY10WTO HT11OTH311H I B HTHOTH3HH I] 
(HHrH6HTOp AK). AK, 111111 KHHa3a II, 5IBJI$ITC$I 3K3oner1m.lIa3o, KOTO SI OCYIUCTBJISICT 

KK ripepaweue HFHOTCH3BIH I B cocyocyirnaowee BWCTBO HTHOTH311H II, ThK 11 

pacna 6pa,rirncIIHirna, o6naaioero cocy.ropacurHp5HoIw1M LedTB11eM, O HKTHBHOFO 

rer1'rarren'rHJa. FIrnH6HpoBaHHe AKI HpHBO.LI$T K CH11)KH1110 KOHJeHTpaTJHH HTHOTH3IIE 

II B HJI3M KpOBH, 'ITO BB13},IBaeT YBJTH'IHH KTHBHOCTH peima 11JI3Mh1 KPOBH (rio 

MXHH3M "oTprnaTeJmHof o6paTHo cB513H") H MHbfflffliC CK L1HII aJuocTepoHa. 

HocKa1mKy AK HHKTHBHPYCT 6pa,iiuiurrnm, IrHrr16rIpoBaEme AXcI CO11POBO)KL TC5I 

HOBB1UIHHM KTHBHOCT11 KK WpKyJIHpyIoWe , TK 11 TKaHeBOf KaJU1IHKpeHH-KEfflHHOBOH 
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CHCTMhI (nplf 3TOM TaKJ{Ce KTHBH TCS1 CHCTM npOCTarJ1aHJFrnoB). Bo3Moaio, TO 3TOT 
3dcfeKT $1BJTJITC$I qacmio MXHH3M FHIIOTH3HBHOFO efCTBH5I HHrH6uTOpOB AK, a 
TKMC MXHH3M 3BHTH5i HKOTOMX llO6OtIHMX 34JcJeKToB (HanpIm1ep, Kam.usI). 
HepHH)OIIpHJI .reCTByeT epe CBO aKTHBHEI1 MeTa6oLJIHT riepHHorrpHnaT. ,LIpyr 
MeTa6OJuITbI He HOK3JIH CIIOCO6HOCTH llHrll6llpoBam ) CTBH AK(I) in vitro. 

UN U emu6Hocrnb U 6e3oflacHoC?flb 

FunepmeH3w1 

HepHHOIIpHJI CTBYT ripH apTepuaJmHOii I'HllepTeH3HH JllO6oH c'rerieim: cna6o, cpeuie 
H TsnKenoli; CfflDKT CHCTOJTHTJCKO H .uHacTojulqecKoe apepaimoe JaBJ1ernfe KaIc 3 
IIOJ1O)KHHM JI)K Ha crmrne, TK H B flOJ1O)KeHHH CTO5I. 

HepHHOIIpHJ1 yMeHbmae'r COIIOTHBJ1HH nepHc1epwecx1ax COCy.2OB, tITO IIPHBOLHT K 
CfflDKHfflO apepaimoro ,naBJILeHwI. KaK cne21cTBHe, yejiirtmaecsi nepHdepwTecKFr 
IcpOBOTOK, He BJIIISISI Ha 'laCTOTY cep,re'rHb1x CoKpaweHHt. 

KaK ripaBlulo, no'le'mMi 1çOBOTOK yBe3IWfflBaeTc$I, B TO BPM$I KK ypOBeHI rnoepynrpno 

4iu]IbTpaIwH 06B1'fflO OCTaeTC5I 6e3 H3MeHeHHl. 

MaKcHMaJmHasl rIrnoTeH3HBHasl 1(ThBHOCTh .rocmraeTcsI epe 4-6 1iaco nocne npea 
oHoKpaTHOi O3BI H coxpasieci B T'iHH He eee 24 'l acoB: ocTaTo'lHbIf 4eci 
coCTa.BjIsIeT 87%-i 00% OT MaKCHMaJThHOrO. 

CH1DKeHHe BJ1HH51 acynae 6MCTpO. Y r1aLuIeHToB, BoCrIpllFIMtfflBI,IX E 
.11eqeHmo, HOPMJIH3IUI$I apepajmoro BJ1HH5I IIPOHCXOLHT B TeeHHe ecsiva H 
COXH5ICTC$I 6e3 BO3HIIKHOBCHH5I TaxB4MuTaKcHH. 

ll peKpaweHlie J1e'IeHHsl He COIIpOBO)K,LaCTC5I 3BHTHM CHH OM om{eubl. 

HepHH,Lonprn[ yMernmaeT rHnepTpo4)mo JleBoro )xeJIyo'iKa. 

Ho4TBepIcLeHo, tITO OK3L1BT cocyopacmpiowe ,LIefcTBHe, J1 UECT 

3J1CTIPIHOCTb KPYIIHEIX apTepHt H yeirmae COOTHOfflHH rlOTOKalrlpOcBeTa MJTL 

apTepHI. 

Haljuenmbl Co Cma6wzbKou uuAeMuLlecicoü 6wze3nblo cep&ija: 

Bruio ripoeeo 'IeThIpexLJlerHee, MHororeHTpoBoe, Me)IcIyHapo.rHoe, pawOMH3HpOBaHHOe. 

.LWO1HOe cnerioe, nilaue6o-KoHTponHpyeMoe KJIHHWICKO HccneLOBaHHe EUROPA. 
)1BeHa,1UaTh ThIC5DI BCTH BOCeMHa,1Lam (12218) rIaIHeHTOB capme 18 .JLer 6iiiiH 

paH.1OMH3HpOBaHbI Ha rpynnbl: 6110 II UHHTOB HHHHMJIH 8 MF llepHH)OHpHJIa wet -
6ymnaMHHa (3KBHBaJIeHTHO 10 Mr HPHHOIIHJ1 aprHHHHa) (n=61 10) II 6108 ll IHHTOB - 

uHaTe6o (n=6 108). Y uonyjrsiwrn 6jma YCTHOBflH HmeMH'lecKasl 6one3EL 

cepua 6e3 icjuiirqecicjv IH3HKOB cepe'mo He,2ocTaTo'mocm. B LeJIoM, 90% 
Ha1HeHTOB B II OUL11OM nepenecm mi4apicr MHOK li/Hiffi PBCKYJ15IPII3W4IC 
KOpOHapHOi& apteprni. EOJIbUHfflCTBO H3 HHX llOny'laJTH Hccne.uyeMJrn ripenapai 

IOflOJIHHTeJThHO K Wa,LLHIHOHHO npHH51TO1 TeparrnH, BIcJIIOqa}OWeI HHrH6HTOp}I 

WoMGoIwToB, nperiapami H 6eTa-apeHo6JIoKaTopi.I. 

OCHOBHOt1 KHTH 3c4eKTHBHOcTn npecTaBjisui co6oii COBOKIIHOCTh co6brrni 

(cepe o-cocyiicraa cMepTHocm, Hed2aTaJILmilt HH KT MHOK J H/Hiffl OCTHOBK 

cep a c ycriemHoi peaHliMaIwei). fl pHeM 8 Mr IPHH,LIOflPHfl Tpe'r-6yT[uTaMHHa 

(3IcrnBaJIeHTHo 10 Mr riepn oripna apruHifiTa) 1 pa3/cyT IJHBJ1 K 3Ha'IFITeJThHOMy 

a6COJUOTHOMy CHH)KHHIO rrepwmo KOHe'II1Ot TO'II(H Ha 1.9% (cHrnxeme OTHOCHTJThHOO 

HCK Ha 20%, 95%)iI4 [9.4; 28.6] p <0.001). 
Y nai e 'ro, I1MBfflHX B HMH3 HHd2aPKT MHOK 11/111111 peBaCKyJ1$IpH3aIIIIIO, 

OCTHFJ1OCI a6comonioe CHH)KHH Ha 2.2%, 'ITO COOTBTCTB T CHII)KHHT() 

OTHOCHTJThHOFO HCK HO II PBII'IHO KOH'IHO To'rKe na 22.4% (95% )IU4 [12.0; 31.6] - 

p<O.00l) 110 CPBHHffl0 c rLJIaL1e60. 

jlal-o-lble ,YluuuL(ecKux UCC!ICOONUHUU c360W10U riWKaôbI peJ-tU)i-aFhUomCN3UH-

cv1bO0cmep011060u CUCtflëMbl (?AAC): 
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Ba Kpy[IHLJX PaH,LLoMH3HpoBanHB1x KoHTpoJTHpyeMI1X HCCJ1 OBHH$I (ONTARGIT 
(ONgoing Telmisartan Alone and in combination with Ramipril Global Endpoint Trial: 
MeIcLyHapoa.Hoe rio cpa erimo 34)cl)eKTnBHocm Te.nlMHcapTaHa rt 
MOHOTPIIHH H B KoM6HHaIwH c paMrrnpHnoM) H VA NEPIIRON-D (Veterans Affairs 
Nephropathy in Diabetes: HccJIeoBaHHe na6eTH'ecKoli HecfporIaTmr) 6bmli IIOCB5IILHM 
H3y'{ellmo KoM6HmrpoBamloro HPHMHHH$i HHI'HGHTOpa AK H 6noKaTopa peueriopo 

HFHOTCH3HH II. 
HccJIeoBaHHe ONTARGET npOBOnnOcI, C yac e rIa1HeHToB, HMB1UHX B BHMHC 
cep.re'mo-cocy,lHcmIe Hull Iepe6poBacKyuiiIpHMe 3a6oJLeBaHHsi HriH caxapll&ii Ha6eT 2-r3 
THH c IH3HKMH nopa&eHHsi opraHoB-MHmeHei. Hccne,rioBaHHe VA NEPHIRON-D 
ripoBo.rHnocI, y ll IWHTOB c caxapnmi ira6eToM 2-ro THI H Ha6eTwiecK•D:i 
He4)poriaTHeH. 

aHHIile 3THX Hccne1iOBaHHi flOK3aJriI OTC CTBH 3Ha'IHMoro 63iarorrplrsrTlloro 34)4)eKTa B 
OTHOIHHHH noqtm 11/11.1111 cepe1Io-cocywcm1x 3a6OJIeBa}rnui H CMTHOCTH H B TO 
BpeMs1 aunrme IIOBhILUHHOFO priexa 3BHTK$I rHHepKaJTHeMmi, OCTpOfi noqe'rHoFi 
H OCTTOt1llOCTH HIHJIH HI1OTH3HH HO C BHHHIO C MoHoTepanHei. YmTIIBa5I CXOHII 

4) apMaKOJHHaMH'IeCKHe CBOiCTBa, nouiye ie peyumami aioce pacnpocpanocsi ra 
,LpyrHe HHrH6HTOpBI AKcD H 6JIIOKaTOphE peierrropo aHrnoTeH3HHa II. 
Cne,LoBaTeumHo, HHrH6HTopM AK H 6llOKaTOpIil peienopo aHI'HOTeH3HHa II He cjieye 
npirewim OHOBPMHHO y II IHHTOB C rHa6eTwIecKoi4 Hed)ponameii. 
HccneLoBaHHe ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and 
Renal Disease Endpoints: umsme npea HHrH6HTOpa peimna H auurc pea Ha aCTory 

3BHTH5I ocno)Kllelmui 3a6oneBaIrnt cepwa H flO'IK y II IHHTOB C caxapimiM j a6eToM 2-
ro Tima) 6rino IIOCB5I HO H3tiHHI1O 110JU3M OT .Lo6aBJ1eHn1si JIHCKHH K CTaII,IapTHOU 
TPIIHH HHrH6HTOpOM AK hull 6JIOKaTOpOM HHOTH3HH II y  II UHHTOB C 
caxapni Ha6eToM 2-ro Tiffl H xpowiecu 3a6oJIeBaHHeM rioqeh, cep.netnm 
COC HCTh1M 3a6olleBaH}ieM, HriH H TeM, H pyFI4M. HcdneoBaHHe 6huio npexpaweo 

oCpo'rHo HO rip wme flOBBU1IHHOFO pcxa 3BHTH5I HX<CJITJThHb1X smJleHnui. CMepTb OT 
cep,ze'rHo-cOcyucTMx 3a6OsIeBaHHi H fflICJTbT KOJEH CTBHHO 'lawe BCTpe'IaJIHCI B rpynne 
auicxpea no C BHH}IIO c r'pyririoii ririaue6o, rieenaeum e $IBJTHH$i H C b3HFJC 

ercenaeumimie slBulemisl, npe.LcTaBJI5nowHe oco6iii HHT C (rumepKanHeMllsl, fHllOTH3H 
H urc4)ymwia no'leK), TKHC qawe peFHCTpHpOBaJIHC} B rpynne aJIHcKHpeHa, 'iM B rpyrrne 
rinaie6o. 
Aiwzoôunun 
Mexam3r1 lEe! CTBH)1 

AMuiomim - HTTOHHCT HOHOB K U1431 H 6JIOKaTOp Me,LLuIeHHb1x KaHauIOB, 6uroI<i1pyeT 
nocTyruleHlle HOHOB KaJThLW5I epe MeM6paHiil B rILa,1KOMbllHe'mbIe KJIeTKH ismoKapa H 
coCyOB. Mexaiiwrvi FHIIOTH3HBHOO ,IeiiCTBH$I MJIOHllHH O6yCJIOBJIeH ripsr r 

pacculla6ui5nownM 34)4)eKTOM Ha ruia,riure MbllfflbI cocyOB. To'mi,ffl MXHH3M eikcTB1rs 
MJ1OHHHH II H CTHOK HH OKOH'lTJThHO He yCTaHOBJIeH, HO aMJ1O,1HIIHH yMeHimaeT 

HfflMIIIO )BM5i nyT5IMH: 

1. AMsIoHrnm pacmipe nepll4)epwlecKne T HOJTbI H TJUIM O6pa3OM CHH)KT o6ee 
HepH4)epw-IecKoe COiOTHBJTCHH (nocrHarpy3Ky), Ha npeoouieHe KoTopoli 3aTpatmBaeTcsr 
pa6oTa cep.wa; TK KK 'lacTO'ra cepe'iimix coKpaWeHiiiI ocraeTcsl cTa6HJmHoA. 
yMeHbmeHne Harpy3KH Ha cepue II HBOHT K CHIDKHIIIO nOTpe6uieHn5i DH HH MHOK JO(4 
H ero noTpe6HocTH B urcuopoe 

2. AMnO.LJHrJHH paciupsie rulaBilMe KOPOHHbI H KOOHPHM apTepHOJIM, flpl 
3TOM BJ1WIFiB TC$I IIOCTILTEHH xHcuIopo,1Ia B MHOKap.r y HIWHTOB C Ba3OCIIaCTWIeCKOB 
cTeHoKapjllleii (cTeHoKapWsl HpHHUMeTaJ1a HJIH BHHTHS1 cTeHoIcapLllsi). 
KWH u'Lec1aii /ç/eIJnueH Oclflb u Oe3oncicHocmb 
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Y IIUHHTOB C P3OB$I CYTOH5I .ro3a aMJ[O)IHIIHHa o6eCrIeqHBaeT 
KMHHIM CKFI 3HtiHMO CH1DKHH apepaimoro lBSEH1I5I Ha IOTSI)KHHH 24 aco KE B 
flOJTO)KHHH .ueKa, TK H CTO$I. 

Y HL1HHTOB C CTeHOKapHe1 pa3OBJ 1 CYTOLH& npHeM aMnO)InrIHHa yBeiiwiBaeT O6LDe 
BpeMsI B},monHeHlisl 4H3weCKOi Harpy3KH, 3a,zepxdHBaeT acyrrnemie ripileTyna 
CTHOKPHH ii paBHme eripecc cere a ST (Ha 1 MM) BO BpeMsi ee BbmOJTHeHH, 
CHH)KT lIaCTOTY II HCTYrIOB CTeHOKap,mHH H nOTpe6neHHe Ta6jle'rOK rnrrpormwepmia. 
AMJTOHHIffl He OKa3rrBaeT lle6ilaronpHslTHoro BJIHSfHHSI Ha 06MeH BWCTB H JIHIIII,1h1 
HJT3MM KPOBH H 11OXO1WT )IJI5I JIeeHHsI 1TaUHeHToB, cpaaiorgnx 6p0HXHaJIF,H0li acmdi, 
CaxaprnIM aa6eToM H no,rarpoit 

HweMwiecKai 6oize3nb cepôija (HEC): 
3d eKTHBH0CTh MM0kI11HH B 11P 0TBPWCHHH KJ1M1IW1CKHX ocJIo)KHemI ) HaWICHT0B C 
FImeMwecxo 6oiieimio cepua (HEC) 0IeHHBaJIaCI) B H3B11CHM0M MH0r0I.eHTp0BoM 

B0H0M CJIeHOM rlilaUe6o-K0HTp0J1llpyeM0M HCCJ1eT0BaHHH C 
yqac e 1997 naluleH'roB; CpaBHeHHe ai io rimia H 3HJIflHJI C LeJU}o CHH)KHII 

CT0TM Tp0M6030B (KAMEJIOT). H3 3THX 11 LJHCHT0B 663 nai eHa 110J1y'{aJlll MJI0HIHH 
B O3 5-10 Mr. 673 nai eHTa H0JIYtI JIH 3HILIIHIE B O3e 10-20 Mr H 655 riai enTo 
lloily'IaJlH llJiaLe6o B onomiemie K CTaHapTHOi eparrn cTa'rlmaMli, 6eTa-6noKaToparJr, 

HYPTHKMH H aC11HpHH0M. 2 roa. OCH0BHMe 3YJThTTbI 3c4eKTHBH0CTH npe.LCTaBJieBbE 
B Ta6JuWe 1. Pe3yJmTamI n0Ka3bIBaE0T, tIT0 nee e aMJI0.LLHrIHHOM 6rijio CB$I3H0 C 
MHbllIBiM K0JTIPIeCTB0M r0C11HTaJIn3awIi 110 riooy CTH0K HH H npoieyp 

y 11 UHCHT0B C FEC. 

Ta6JlHUa 1. tiacToTa 3HHMbIX KJIHHHCCKHX HCXOOB JJISI 

KAMEJIOT 

' -lacToTa cepe'-IFIo-cocy):u4c.Tb1x C0OhITHfl,N0. (%) 

Pe3yJm'raml 

fl epBwmasi K0HqHM ToqEca 

He6Haronpi1IsITHNe 

cep.re'mo-cocynncTbIe 

coöblm5l 
OTeJmHIe K0M110HHTbI 

KopoHapHasi 

PBCKYIPH3fflI 

F0C11HTajrH3awi5I HO 110B0)I 

CTen0Kap.LHH 

He4aTaJIbHhIii MM 
J4HCyJThT Hill TJ4A 
Cep)etmococyzuwTas1 

cepm 

fodnHTajin3awisr 110 HOBO.Ly 

XCH 
PeaHHMHp0BaHHaa 

0CTH0BK cepra 

BnepBIe B03HHKI11 

3a6oIIeBaHHe 

Arino.riirnmi Hnaie6o 3HaJIaHpHJI K0lxImweHT 

PHCK (95% )ItI 

110 (16.6) 

78(11.8) 

51(7.7) 

14 (2.1) 
6(0.9) 
5(0.8) 

3 (0.5) 

0 

5 (0.8) 

C 

P 

136 (20.2) 0.69 (0.54-0.88) O3 
(23.1) 

103 95 (14.1) 0.73 (0.54-0.98) 
(15.7) 86 (12.8) 0.58 (0.41-0.82) 
84 11(1.6) 0.73 (0.37-1.46) 
(12.8) 

8 (1.2) 0.50 (0.19-1.32) 
19(2.9) 5(0.7) 2.46 (0.48-12.7) 
12(1.8) 4(0.6) 0.59 (0.14-2.47) 
2(0.3) 

1(0.1) NA 
5 (0.8) 

4(0.6) 

2(0.3) 

8 (1.2) I 2.6 (0.50-13.4) 

.03 

.032 

.37 

.13 

.27 

.46 

.04 

.24 

C 
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CoKpaweHHsI: 3CH - 3acTothlail cep.rIe'-rHa5L He.1ocTaTotHIocm; CI, .LOBepHTeLHr1 
irnTepBai; MM, HHcbapKT MoKap.a; TJ4A, TH3IITOH5I llmeMlPiecKa.a aTaKa. 

Cepôeinw neôocmamowiocmb: 
FeMoHHaMIIecIue HccJIeoBaHHsI H KOHTOflH M}ilC KJTHHHMCKH HcceoBaHJ1sI, 
OCHOBHHMC Ha dH3HeCKOt Harpy3Ke, y II UHHTOB C cep.remo HCOCTaTO'IHOCTMO II-I\ 
iiacca no NYHA rlOKa3aJlll, tITO MflOHllfflI He IIPHBOIWT K KJUfflWICKOM yxymemo 
C0CT05111H51, H3M $LMOM 110 TOJ1 HTHOCTH K d)H3WIeCKO HaFpy3Ke, () KIWH BBI6poca 
neBoro H Kn}IHWIeCKOi CHMnToMaTHKe. 

Hnaie6o-KoHTpoJTHpyeMoe llcCnegoBarnle (PRAISE), npejuia aenoe JIsI O HKH 
HIIHHTOB C Cepetmof  He,rocTaTo1iEIocm}o 111-TV KJ11tCCOB no NYHA, nonyiaouuix 
uIroKcm{, H THKH H HHFH6HToph[ AH, nOKa3anO, 1TO MMO)IfflfflI He 11PHBOHT K 

yeiiwiemo HCK CMTHOCTH HJIH KOM6uHupOBaHHO CMCTH0CTH H 3a6oneBaeMocm ripi 
cep,retmo He1ocTaTo"IHocTH. 

B HocJie,riyioe OJIroCpo'1HoM nJ1aUe6o- KoHTpoJIHpyeMoM Hccne.1sJoBaHnli (PRAISE-2) 
aMJ1o,LHnHHa y 11 1WHTOB C cepetmoH HeoCTaTotIHOCTMO III H IV no NYHA 6e3 
KJIHHWICKI1X CIIMIITOMOB HuH O&beKTHBHI,IX aimiix, YK3&Bä}OWHX Ha 1131K uieawyio B 

OCHOB HfflMWICKI0 6one3Hb, 11 HIHHMB11IHX cTa6HsrbHbIe O3M HHFHöHTOpoB All, 
llaflepCT5fflKll H .gHypemKkl, MJ1OHfflH He BJIH$IJ1iH Ha o6wyio cepetmococyiicTyIo 

cMepTllocm. B 3TO )K rpyrrne 11 LWHTOB aMJIOHrII{H CCOL1HHPOBJ1CSL C yBeJIWIeHHeM 

cnyae oTeKa nerIux. 

JIeieuue ôu.sz npeôomepaiqeuux cepôeHo2o npucmyna (ALLHAT): 
PaH,roMH3HpoBaHHoe BOHOe cnenoe HCCJI OBHH 3a6oneBaeMoCTrI H CMPTHOCTH rioj 

H3BHHM <<AHTHrnnepTeH3HBHoe H TH11OJT1fflHMW1CKO ne'IeHHe ,rJisI 

Cep,Ie'moro npcyna>> (ALLHAT) 6bu10 npoBe4eHo JI5I C BHH}I5I HOBB1X JIK CTBHHB1X 

ripenapaToB: aMno,gnnmia 2,5-10 Mr/CyT (6noKaTop KJIBIHBL]X KaHalloB) 113TH nmionpiva 

10-40. Mr/,LeHI (irnrii6wrop AH) B K CTB T HHH nepBoI JIUHUTI riocue TH3T1HOO 

HypeTHKa, xuiopTaJiHoHa 12,5-25 Mr/reHb IIPK nero 11 YM HHO rJmepTeH3mT. 
B o6uei CJIO)KHOCTH 33357 HaWICHTOB C rH11epTOHI{1TeCKOi 6oJIe3Hbio B BO3PCTC 55 ne i 

C'rapme 6Eu111 PH0MH3H0BHLI H HaXo11JTHCb 110T Ha6JIIO,re11HeM B CP.1WM 4,9 roa. Y 
H HTOB 6bu1 110 KpaHef epe 0JJHH orIoJIH11TeJThHLffi (1)aKT0p PHCK I4EC, B TOM mcne 

HepeHeCeHHb1i paee HHd2apKT MHoKap,la 113111 HHCyJmT> 6 MC$IJ B .LO BKJIIO'TeHH5I B 

ccneoairne 1131K .LoKyMeHTaJmHoe noJrrBepK.reHHe ,rpyriix aepocicuepowieciuix CC3 (B 

ueno 5 1,5%), CXHIil ,wa6eT 2 ima (36,1%), OBHb xoneCTepHa JJIJBII <35 Mr. 

(11,6%), rllnepTpo4lll$L ueoro Keny.1orKa, C IIOMOIUMO 

3neKTpoKap.zJHorpaMrvIbI 113111 3xoKapIL11orpa4llrn (20,9%), CHF T B HCTO$[W 

Bpei isi (2 1,9%). HepBWIHO KOHeH0i TO'1KO 6MJTa KoM6nnaIuI5 caTaJmHot T4BC 113114 

neaaumoro llH4apKTa M11oKapIa. He 6i,mo BbI$LBJTHO CyWeCTBeHHof P3HHWil B 

nepBwmoi KoHetrFIoI To'lKe excry TeparIrIei Ha OCHOB MIIOH11HH H TeparnIef Ha OCHOB 

xnopTaJIHoHa: OP 0,98 (95% )IH (0,90-1,07), p = 0,65). Cpeiu BTOpHt1Hb1X KOHe'THLIX 

T0 K TIacToTa cep.re11Ho HeOCTaT0'IH0CTH (KormoHeHT K0M6mi11pOBaH110i Cep.retfflO 

COCyHCT0i& KOHe'IH0 TOtTKII) 6bu1a 3HTiHTflbH0 BTilffl B rpyrrne aMJ1o,r11nHHa 110 

CpaBHeHK}0 C rpynuo Xn0pTaJ1HOHa (10,2% flPOTHB 7,7%, OP 1,38 (95% )IIFI [1,25-1,52]) 
p<O,00l)). O)WaKo CyL1eCTBeHHOft P3H11Wil B CMTHOCTH OT BCeX 11 WIHH Me)K,fly Teparifiell 

Ha OCHOB MJIOHHHH H Teparmeul Ha OCHOB XJIOPTJ1WOH He 6&uio, OP 0,96 (95% 2]T'I 
[0,89-1,02] p=O,20). 

5.2. IapMaKOKHHeTHqCCKHC CBOHCTBa 

apMaKoKHHeT11'IeCKHe rIoKa3aTeJTH nepimonpna H aMJIO)LHfl11Ha B COCTB AMneCcM El 
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HH npee Ta6JIeToK, coepanuix OJUIH KOMIIOHeHT, OTJIH' 1OTC$1 He3Ha' TeJThHO. Hepuiiôonpwz 
A6cop6i a 

Hpi rrpnee BHYTb a6cop6wiisi nepmionpna HPOHCXO.LLHT 6Mcl'po, MaKCHMaJThEa5I 
KOHUHTPWI5I B 1 iaca. HepHo.r rionypaeriaja B 
nnasMe COCTBJI5JT 1 iac. MaXCHMWU,Ha5J KOHIHTPWISL riep onpiuiaa B IJI3MC 
.LocTIffaeTcM epe 3-4 'aca riociie npeia upenapaTa. 
floCkoflbxy II HCM HHIIW CHH)KT KOHBepCHIO B rlepuwlorlpHilaT H, CIEeZOBaTeJ1LHO, 
6Ho.rocTyrrnocm, neprIH,ror1pHsL cneye a aam nepopa.JmHo o oicpanio B .1effl, TOM 
rJepe 

Ebula IIpO.reMOHCTpHpOBaHa JMfHefHa5I 3BHCIIMOCTh M)KLY rO3Oli nep onpiia ii ero 
3KCllO3HUH B rula3Me. 

Pacripe2eJIeHae 

O6eM pacnpeeneirnsi HecB53a1}Toro nepl{HUonpHJlaTa CoCTaBJ1eT npn6m3nTeJmHo C,2 
I/Iu. Cwimaaiiie riep oripwiaa C 6e arw ll.na3Mihl COCTBIIS1CT 20%. B OCHOBHOM 

CBsI3hIBaHHe IIpOHCXO.ZIHT C aHrHoTeH3HH-KoHBepTHpykonHM 4epMeHTOM (AK), HO 3aBHCH'T 
OT KOHIHTPWIH riperlapaTa. 

3nlrrvrnHalW5i 

HepHH.rOnpruIaT BBIJ JI5ITC$I C MOHO, OKOHHTJThHEI llepHO,L rIOJ1yBMBe,TeHHSI ero 
CBo6oHof 4paxwTn COCTB315IT OKOJIO 17 iacoB, 'ITO flO3BOJ1SIT rOCTH'1Ib paBHOBecHOrc. 
COCTOHHH5I 3a 4 jwi. 

]1o1cwlble nazjuenmbz, cepôeljHaiz, noiernai HeôocmamoIKocmb 
B&BeeHHe nepHH.LOrIpHJ1aTa 3aMeJI$IeTCx y llO)KHJThIX riaiwe o, a aioice y ll IWCHTOB C 
cep.re'iHoI }UIH r1o'Ie'IHoi He.zoCTaTo'mocm}o (CM. pa e 4.2). HO3TOMy, 06h1'mc'e 
MHUHHCKO Ha6JuO,LeHHe OJDiCHO BKJIIO1TTh peryiiip& MOHHTOIIH YPOBE5J 
K THHI1TJ H K8.JIH$I. 

HapyzueHue /yu1aJuu neiieu 
Upi .Lxi4aJrn3e lc.aupeEc epwonpaaaa cocTaBllseT 70 M.fl/MHH. 
KIIHeTHKa nep onpiia MH5ITC y llarHeBToB C gHppO3OM neHeHil: neqeno'mLrii Krrllperlc 
HCXOHO MOIEKJIbI 3aMe,rJI1ICTC5I BBoe. OJujaKO KOJ1WICTBO o6pa3yKwerocsr 

He cHIDKaeTCsI, HO3TOMY rio.i6opa O3HOBKH He rpe6yeTCsI (CM. pa e.imI 
4.2 H 4.4). 
AM1loôunUH 

A6cop6wisi 
HpH HPHeMe BHTE B .LO3ax MJIOliHul xopomo BCacHBaeTCsJ, ocurasi 
MaxcHMaJIbHot3 KOI-I1IeHTpaUHII B KOBH epe 6-12 aco riocne uplieMa. A6COJIIOTHaM 
5HoJOcTynHocTh cocTal&li5reT 64-80%. 
Pacnpee.iteHae 

06beM padllpeeJrenH pae 1TKMCHO 21 ii/iu-. FIccJIeoBaHII in vitro rloKa3aJnl, 'rro 
npTinH3HTeJIbHo 97,5% aMJToHrnrna CBa3aHO C 6eJTKaMH llula3Mbl. 
IlpueM llfflW He BJTHMeT i-ia 6noocTsrnHocm aMJTO{nHHa. 
BHoipanc4qpMawr 

AMJ1OIHrIHH B 3Ha1mTejmHO CTIICHH MeTa6OJI[H3HpyCTC5I B H'IHH O O6pa3OBaHIHH 
HeaKTHBHT1X MeTa6OJrHTOB. 

3JThIMHHa1W$I 

OxowiaTeJmHIrii nepI{o.E rIonyBrIBe.LeHHsr 113 1ILJI3MM COCTBJI51T 35-50 HaCOB, 'ITO 
COOTBCTCTB T Ha3Ha'IeHHIO npenapaa OJHH B CyTKH, 60% flpHH51TO1 O3M B&BOWITC11 C 
Mo'1oi, 10% B BHLe H113MHHHOFO aMJ1O,1IHH11Ha. 
HoIcwzbze naqueumz 
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Bpeivisi OCTH)KCHH$I MaKdnMaJmHol KOH1HTPLWH a iioirni a B rL1T3M OHHKOBEI y 
110)KHALTX H MWTO2IJX uaJweHToB. V flO)KHJJbIX II UHHTOB KJIHHC aMJ1OHrIIffia cHH)KaeT , 
'ITO conpoBo>Ic,iaeTcJ yBe)THL.IeHneM AUC H T112. YBeJIwIeHHe AUC il T1 y Ha1 IeHTOB c 
sacTojlllocj CCPLC1TBO HeocTaTo'IHocTb}o bJJIO T1CHM )K KaK o)KH,iaeMoe 3' II UHHTOB 
H3y'IaeMO BO3paCTHot& rpyllrni. 

Hapyzueuue qiyiuquu neiieu 
Kmlmr'IecIuIe HHbI 0 rlpmvieHeHHH MJ1OHfflIH y HIUIHTOB C apyme e 4yHKIHH 
neerrn BCEM orpaHHqeHr,I. Y rIaTHeHToB C rIeqeHo1mo H4OCTT0'IHOCThIO 6i,m cniDlcei 
KJIII HC aMJIo.)wrnma, B P3YJUTT ero ymiiuicsi Ti,2 iT yenwinaac AUC 
rIpH6JIH3HTe3mHO Ha 40-60%. 
5.3. 1jaHHMe JoKjnIHHqeCKoIi 6e3onadllocTn 
Hepunôonpwi 
B HcCneTOBaHHsIX XpOIIH'IeCKOi TOKCH'JIHOCTH rlpH fl POPJTLHOM BB HHH (y KPbIC II
o6e3sIH), opraHoM-MHmeHI,Io SIBJI5UOTCSI rlo'IKH, apymernia HOCSIT o6paTHMEIuI xapaK'rep. 
B HCCJ1eJ0BaHII5iX in vitro H lfl ViVO MTarCHH0CTH OTM'IHO He 6r,mo. 
14ccJLeoBaHllsI PHP0YKTHBH0 TOKCWIHOCTH (Ha KpIICaX, M&fflaX, KP0JTHKX H 06e3L5IHaX) 
He BI.I$IBHJ1H llPH3HKOB 3M6pH0T0KCHTIH0CTH Him TPTOHHOCTh. Oiaxo 6bmo noKa3ano, 
'ITO nHrll6llTophl AK(I), KK KJ1aCC, OK3&BIOT BO3IeCTBHe Ha llO3.rHe 
P3BHTHC riiIora, 'ITO fl HBOHT K I'HGeJIH nHo,ra H BpO)K,zeHHIIM HapymeHH51M y FM3HOB H 
KpOJTHKOB: Ha6JlloaJmcr, riopaice i fl0'IK H OCT neplmaTaimllOiI H nOcmaTaJmHOH 
cMepTHocTH. THJ1BHOCTh ne 6blila napymena HiT 3' car%WoB, HiT y CaMO}( Kpblc. 
He omleqeHo KHLPOTHH0CTH B HCCI1C40BHH$D( fl H JIHTJThH0M BBeLCHHH 3' KDBIC H 
MBnne . 

A oôunun 
PenpoOl'Kln umasi ?noKcukaw2wu 
HCC.ue,rOBaHH5I perIp0,LIyKTHBHO TOKCH'IEOCTH y KMC H M&ffl IIOK3JIH 3aepxcI.:y 
pOJOpa3peffleHll5I, yeimenne UmTeJmHOCTH pO,LOB H CH1DKHH BMDKMBMOCTH IIOTOMCTB 
UpH O3aX, rlpn6llll3nTelmHo B 50 pa npeBuLnaiouwx MaKCHMa)I1EHO .anj 

eiioea 113 pacea Mr/Kr. 

Ka/nIepo2eHei. . tyinai'ei-ie.-

Y KMC H Mb1met, KOT0LIM BBOHhIH MiIOITll1ffl B Te'TeHHe 2 MT B O3X 0.5, 1.25 H 2.5 
Mr/Kr/CyT, He BLI$IBJTHO II H3HKOB KaHeporeHHocTH. Cai ie BbICOKH iO3M (. iia MIJme, 
TaKHe )Ke, KK H 2J.1I5I Kp}1C, ripeimaiorune MKCHMJTLH0 B 2 pa3a*, y3 
pacea 10 Mr/Kr/CyT) 6MJIH 6111131a1 K MKCIIMJIbHO nepeocn i r03aM ThH51 MHffl , HO 
ne iisI icpic. 

Hccne,roBaHnsI MYTTHHOCTH He B11$IBHuIH OTH005IIIUIXCSI K 3d)4)eKTOB Ha FHHOM 
Him XPOMOCOMHOM ypOBHe. 

liapyweHue ç/)e)nzw1 W-iOC1fl u. 

344eKTa Ha dIepTHJThHOCTL KpIDIC, JI'IHHMX BMJIO,HfflllOM, He 6rmo (jim CMIOB B T'ICH1I 
64 .1HeI ii CaMOK B TeqeHiHe 14 He1 o dnapaBamlsl) HH .zO3aX o 10 Mr/Kr/cyT 
(Boe tHKpamaI* o3a im 'Ie.uoBeKa, 113 pacea 10 Mr/M2). B .1pyrHx 
11CCJTeOBanH51X, B KOTOb1IX cawai KbIC HBOjTUuI ano umia 6eCHnaT B eenne 30 JHe: 
B ,r03aX, C BHHMbIX C 2O3Ot IIJI 'lenoBeKa 113 pacea Mr/Kr, 6bmo o6napyxceno CHH)K I B 
niiaMe CF H TeCTOCTepOHa, a aioxe CHH)KHH HJIOTHOCTII criep i H KOJnP1eCTBa 
MTP11HCKHIX CnepMaTH,r H KJ1TOK CepTosum. 

Ha MCCY eiia naiwei-rra 50 icr 

6. APMA11EBTWIECICIIE CBOI1CTBA 
6.1. ll epeeHb BCLIOMOraTe.J1bHMx BCLUCCTB 
UeJuuono3a MHKpOKpHCTWTJIH'IeCKaa 
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Kpaxriwi r1pe)KeriaTHHn3HpoBaHH&i 

Ha'rpisi icpaxaiia flIUKOiI$IT 

Kamiuisi xnopIr 

Ha'rpwi rHpoKap6oHaT 

KpeMHH$1 .rLHOKCI{.L KOiDIOH,LIHr,IiI 6e3Bo b1iI 
Manmsi ceapa 

6.2. HeCOBMCCTHMOCTb 

He riplrrvieriimio. 

6.3. CpoK roLInocTn (cpoI xpaHellrnl) 

3 roa. 
He npnesim rio FICT1THHH cpoa ro,zriocm! 

6.4. Oco6ble iepi flPCOCTOPO)KHOCTH HpH xpaue iin 
XpaHrim B OpiH'i3HaJTb1•IOi ll KOBKC ripir eriepaype IW BbIffl 30 °C, B 3HiWHHOM OT 
CBeTa 11 Bjrarll MeCTe. 

Xparrnm B He,LOCTyIIHOM WEI eTei MecTe! 

6.5. Xapaicrep 11 coepxanne HepBH"IHOII LIKOBKU 
Ho 10 Ta6ile'roK rioewaro B KOHTH}O smetKOByiO YIIJCOBKY 113 riJIemGL 
JIaMHHHpOBaHHOli nOJ IaMH4HO anOMHImeBO/nOJTHBHHI1xJTOp11HOi H 4om,rE 
aJ1'oMHimeBo. 

Ho 3 HiH 9 KOHTYHF1X sNeKOBiilx iXOBOK BMecTe C JrHCTKoM-BK ,Lu,lmeM 
HOMWiOT B riatricy 113 KapTOHa. 

6.6. 0c06b1e MbI H OCTOOHCHOCTH ll H HHTO HHH HCHO.JIb3OBaHHOro 
.,IeKapcTBeHHorO iipenapaa HJIH OTXOJOB, L!OJ1 CHHbIX HOC.)le II HMHHHSI 
.J1eICapCTBCHHOFO npenapaTa, H pyFHe MHHIIJ1iHHH C npenapao 
HeT OCO6h1X Tpe6OBaH11li K YTHJIH3WH. 
BecE OCTaB1IIHiC$I JIeKapCTBeHHBIt periapa H OTXOWd cJIe.yeT yHW1TOKHTh B 

CTHOBJIIHHOM nop*wce. 

7. EP)KATEJTh PEFIICTPAIIOHHOFO YOCTOBEPEIIIffl 
AO <<KPKA, i ., HOBO MCTO>> 

fflMapbemKa teca 6, 8501 HoBo MeCTO, CIEOBeHII$I 
Tem:+38673312111 

axc:+3867332 1537 
A,upec sri. HoilmI: info@krka.biz 

7.1. IIPECTABIITEJIb EP)KATEJffl PETIICTPAWIORHOFO 
YOCTOBEPEIIII5I 
TJpemeH3uu nompe6umelleü uanpaeuim no aôpecy: 
Pecny6i wa Ka3axcmaH 
TOO d(PKA Ka3axcTaii>> 

050040, r. AJIMamI, M11KpOpafOH KOKTEM-1, ,OM iSA, o4uc 601 
Ten.: +7 (727) 31108 09 
A.rpec siT. noqmi: info.kz@krka.biz 

Pecny6iiuica fieizapycb 
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Hpe.LCTaBHTeJThCTBO AKLwOHepHOrO ouecTBa <KRKA, tovarna zdravil, d.d., Novo mest 
(Pecny6JmKa CnoBeHIuI) B Pecny6.JrnKe Benapycb 
220114, r. MJIHCK, y:i. ctMrnIMoi-1oEa, . 251', oc c 315 
Ten.: 8 740 740 92 30 
claEcc: 8 740 740 92 30 
A,ipec n. rioqmi: info.by@krka.biz 

Pecny6.izuKa ApMeuu 
HpeCTaBHTeJnCTBO <<KpKa, HOBO MCCTOX B Pecriy6nrnce ApMeHHI5I 
0001, r. EpeBaH, yn. Ha.u6awism, .i. 106/1 (CA51T-HOBA>> BH3}IEC-1JEHTP), oiic 103 
Ten.: + 374 1156 00 11 
Mpec an. notiml: info.am@krka.biz 

Kbzpebz3cicwz Pecny6AuKa 
Hpe.LCTaBHTeJThCTBO AO <<KPKA, TOBPH 3.rpaBHn, HOBO MCTO>> B KNprbI3CTaHe 
720040, '1ycxa5I o6nacm, r. BnrtweK, 6yJmBap 3pKHwLIIx, .i. 71, 6noK A 
Ten.: + 996(312)662250 
A,zpec an. notiml: irrfo.kgkrka.biz 

8. HOMEP PEFIICTPAWIOIIHOFO YOCTOBEPEIIIffl 

9. LJATA IIEPBIIt111014 PEFHCTPA1JHH (IIOVLTBEP)KEIIII51 PETHCTPAIJIIIEL 
IIEPEPEFIICTPAUHIH) 

10. ATA IIEPECMOTPA TEKCTA 

06wasi xapa epricmca JJCK CTBCHHOFO penapaa AMnecca ocTyuT[a ua 
HHOMIHOHHOM nopane EBpa3ITicicoro 3KOHOM}ItIeCKOFO COIO3 B nuc1IOpMauH011HO-
KOMMYHHKaLWOHHOt cem xI4HTepHeT>> https://eec.eaeunion.org. 
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