NEYEHME BOJIbHbIX 3CCEHLUVANBHON TMMNEPTOHUENA
1-2 CTEMNEHWU METONPONOJIA TAPTPATOM C AHAJTIU3OM
BAPUABEJIbHOCTU PUTMA CEPLOLA

B.3. OnenHunkos, B.A. bygnaHoBa, A.B. KyniounH
Kadenpa Tepanmmn, MegmMunMHCKUN MHCTUTYT NeH3eHCKOro rocyapCcTBEHHOMO YHMUBEPCUMTETa

JleyeHune GonbHbIX dcceHLMaNbHOM FrMNepToHNer 1-2 cTteneHn MeTonposona TapTpaToM ¢ aHann3om BapnabenbHOCTU pUTMa cepaua
B.3.0OneviHnkos, B.A. bynaHosa, A.B. KynoLmH

Kagbenpa tepanm, MeamumHckmi nHCTUTYT [TeH3eHCKoro rocynapcrBeHHOroO YHUBEPCUTETa

Lienb. OnTrMmM3aums Tepannm y 6OnbHbIX apTepranbHOM rMnepToHmen 1-2 creneHm C y4eToM rnokasateneit BaprabenbHocT putMa cepaua (BPC) n
3 HEKTUBHOCTI 96-HeIeNbHOro NPUMEHEHIS MPONIOHMMPOBAaHHOM (HOPMbI METONPOIoNa TapTpata (Srunoka petapa).

Martepuan n metoabl. 33 60MbHLIM MATKON 1 yMepeHHON Al HazHayvanu Srunok peTtapi, [o3a KoToporo nofdvpanack MHAMBUAYANbHO METOLOM
TMTPOBaHWs ot 50 fo 200 mr/cyT. Ecnn goctmyb Lenesoro yposHs ALl He yaaBanock, obasnsanu rugpoxnoptiasng 12,5-25 mr/cyt. CyTouHoe
MoHuTopmpoBaHme AL n KT ¢ aHannsom BPC nposogunu o nevexuvs, Yepes 24, 48 1 96 Hepenb, axokapamorpadumio - Yepes 48 n 96 Hepenb.
KauyecTBo XM13HU oLeHUBanmu no 4-x bannbHow Wwkane.

Pesynbratbl. Yepes 96 Hefenb Npoaomxanu npvem npenapara 20 Yenosek (60,6% ). Mpuiem MoHoTepanus obecrnevnsana OCTUXEHNE LieNeBbIX
3HaveHn ALy 13 naumeHTos (65%), KOMOMHMpPOBaHHaR - y 7 (35%). Bbicokas MpUBEpPXEeHHOCTb NleYeHio 0DYCNoBIeHa He TONbKO BbICOKOM
aHTUrNEPTeH3UBHOM 3(hMEKTUBHOCTBIO, CTaOMIIbHO COXPaHSIOLLENCS Ha NPOTAXeHUM 96 Hefenb, OTCYTCTBMEM NOBOYHbIX SMEKTOB, yNy4LLeHMEM
Ka4yecTBa XM3HW, HO 1 NoabOPOM ONTUMaNbHOM Tepanuu C y4eToM nokasatenen BPC. MpeanoxeHo feneHne 6onbHbIX Ha rpynmbl C BBICOKMMM,
HOPManbHbIMU U HU3KMMU 3HadeHnsMu BPC. TpygHee Bcero AocTu4b LeneBoro yposHs All ydasanocb B nogrpynne ¢ Huskown BPC, roe
KOMOVHMPOBAHHYIO Tepanuio HasHadanm B 62% cnydaes (p<0,05). OTMe4anu ymeHblieHe peMOAEeNMPOBaHMA CepaLa, 3aKiovaBlieecs B
HOPManM3aLmmn LMacTonMyeckor hyHKLMM Y 7 GONbHbIX C ee HapyLLeHeM. KapayonpoTekTMBHOe AeicTBIe Oblio Oonee BbipaxeHO Npu ASINTENBHOM
NPUMeHEHWUM Drnoka peTapa.

3akntoueHue. [invTensHas Tepanms Srnokom petapg, CnocobCTBYET He TONbKO MOBbILLEHNIO KaYeCTBa XXM3HM, HO 1 06eCnevnBaET NPOrHOCTUHECKM
3HaYMMOeE KapAMnpoTEKTUBHOE AencTBre. Tepanus beta-01oKaTopoM MOXET ObITb ONTUMU3MPOBAHA C NOMOLLbIO aHanv3a BPC.

KniouyeBble crnoBa: METOMNPOIoNa TapTpaT, apTepuanbHas rMnepToHNs, CyTOYHOE MOHUTOPMPOBAHWE apTepuanbHOro faBreHus, BaprabdenbHoCTb
CepAeYHOro puTMa.

P®K 2007;3:27-32

Treatment of patients with essential hypertension 1-2 grade with metoprolol tartrate and analysis of heart rate variability

V.E. Oleinikov, V.A. Budanova, A.V. Kulyutsin

Chair of therapy, Medical Institute, Pensa State University

Aim. Optimization of therapy in patients with arterial hypertension (HT) 1-2 grade considering heart rate variability (HRV) and efficacy of metopro-
lol tartrate in long-acting presentation (Egilok retard) during 96 weeks of usage.

Material and methods. 33 patients with mild to moderate HT were treated with Egilok retard. Doses were titrated from 50 to 200mg\ daily. If the
target level of blood pressure (BP) wasn't reached, hydrochlorothiazide (12,5-25 mg\ daily) was added. Ambulatory BP and ECG monitoring with HRV
analysis were carried out before start and after 24, 48, 96 weeks of therapy, echocardiography - after 48 and 96 weeks. Life quality was estimated
by four-grade scale.

Results. After 96 weeks 20 patients continued this therapy (60, 6% ). Monotherapy provided of BP target level in 13 patients (65%), combined
therapy — in 7 (35%). The high patient compliance to the treatment was based on considerable and stable antihypertensive effect, absence of side
effects and improvement of life quality during 96 weeks as well as consideration of HRV type. It was suggested to split patients in groups with high,
normal and low levels of HRV. It was mostly difficult to reach BP targets in patients with low HRV level. They took combined therapy in 62% (p>0,005).
7 patients demonstrated normalization of disturbed diastolic function which means heart remodelling regress. The longer therapy with Egilok retard
showed more significant cardioprotective effect.

Conclusion. Long-term therapy with Egilok retard provides improvement of life quality and significant cardioprotective effect. Beta-blocker therapy can
be optimized by consideration of HRV patient type.

Key words: metoprolol tartrate, arterial hypertension, ambulatory blood pressure monitoring, heart rate variability

Rational Pharmacother. Card. 2007;3:27-32

ApTepuanbHas runeptoHusa (AlN) ocTaeTcs MUPOBOWN
HenHdekLMOHHOW NaHaeMuen. Lienb rocynapcrBeHHOM
nporpaMMbl no bopbbe ¢ Al — cCHUXeHMe 3aboneBaeMo-
CTW, WMHBaNVAM3aAUNN U CMEPTHOCTU OT OCIIOXHEHUM,
CBSI3aHHbIX C JaHHOW naTonoruen. Jobutscs 3Toro npea-
nonaraetcs, Npex/e BCEro, 3a CYET PaHHEro BbISBIEHUS
NL, CTpafatoLLIMX apTepUanbHOM TMNEPTOHVEN, NEYEHNS,
obecneynBatoLLEero 3hekTBHbIN KOHTPOMb apTepyrasb-
HOTrO JaBNeHus!, U MNOCTOSHHOIO HabNoAeHNS 3a pe3ysib-
TaTaMu Tepanunu.

OnTMMM3aLMA MHOVBKOYaNbHOrO NOAOOPa aHTUIMMNep-
TEH3MBHbIX NPenapaToB Mpu pa3HbIX NaTOreHeTU4eCKnX
opmax 3aboneBaHs BeCbMa aKTyanbHa B COBPEMEHHOMN
rynepTeHsvonorn. KoHuenuus Tepanim rmneproHUYeckom

Oone3HN 0CHOBaHa Ha MOHMMAHWM 3CCEHLIMANBHOM rnep-
TOHWM KaK CJTOXKHOIO KOMMJIEKCa BETETATMBHbIX, TyMOPaSib-
HbIX, METADONMYECKX HAPYLLEHWI, CPEeAM KOTOPbIX BaX-
HOEe MeCTo 3aHMMaeT AncbanaHc BeretaTMBHOM perynaumm
[1,2].

3ameyatenbHbIM CBOMCTBOM beTa-afipeHObNoKaTopoB
SIBMNSIETCA He TONbKO CNOCOBHOCTb CTabMNM3NPOBaTb YPO-
BeHb apTepmanbHoro Aaenenus (ALl) Ha ueneBbIx 3Hade-
HUSX, HO 1 [IOCTOBEPHO YyyLllaTh OTAANEeHHbIA MPOrHo3
OornbHbIX. KonnyecrseHHas oUeHKa BNUAHNA B-afpeHob-
NOKaTOPOB Ha BereTaTVBHbIN CTaTyC BONbHbIX NpeacTaBns-
€T Hay4YHbIN 1 NPaKTUHECKNI NHTEpPEC.

Llenb nccneqoBaHms — OLLEHKa KNMHKYeckon addek-
TVIBHOCTM 96-HeLefIbHOro NpYIMEHeHMs SriMiioKa peTapg,
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M ONTMMM3aunn no,u,6opa aHTI/I['I/II'IepTeH3I/IBHOI;I Tepannn
C y4eToM noka3saTenemn Bap|/|a6eanocn/| prT™Ma ceppla
(BPQC).

MaTepuan n metoabl

B vccnepoBaHme Obinm BKtoYeHb! 33 naupeHTa C Al 1-
2 cTeneHu, co cpeaHnm (63,6% ), BbicokiM (27,3%) U HK3-
kM (9,1%) pUCKOM Pa3BUTMA CePAEYHO-COCYANCTbIX OC-
noxxHeHnn (BHOK, 2004 ). KputeprsiMu BKIOHeHNSs Oblnn:
1) Bo3pact ot 30 go 70 neT; 2) 140<cucTonnyeckoe
A<180 u/nnn 90<anacronmndeckoe AI<1 10 MM.pT.CT,;
3) noanMcaHHoe MHMOPMMPOBaHHOE cornacke. Kputepum
UCKIiodeHnst: 1) cumnToMaTdeckie Al 2) HapyLeHme Mo3-
roBOro KPOBOOBpALLEHUS NN MHGAPKT M1OKapaa B Teye-
HVe NocneaHMX 6 Mec.; 3) HecTabunbHas cTeHokapaus; 4)
3aCToViHas cepeqHast HeQOCTaTOHHOCTb; 5) CUHAPOM CNa-
DOCTV CMHYCOBOTO Y31a; 6) CHOATPWUANbHAsN 1 aTPUOBEH-
TpukynspHas 6nokaga 2-3 cT.; 7) MHCYNMH3aBUCUMBIN ca-
XapHbIV AnabeT.

Wccnepyemas rpynna, npencrasnssluas cobon opra-
HM30BaHHYIO NONYALMIO PabOTHMKOB NPeanpusaTAs, Co-
crosina 13 15 My>X4rH 1 18 XeHLKH B Bo3pacTe ot 40 Ao
59 net, (cpegHWi Bo3pact 46,1+1,8 neT) C AAUTENbHO-
cTblo 3aboneBaHus oT 1 roga mo 30 neT (B cpedHem
8,4£1,5 roma). MiccnenosaHue 6GbiNo peanv3oBaHo B
pamMKkax LOOPOBONBHOIO MeAMLMHCKOrO CTPaXOBaHUS.

OducHoe (knuHudeckoe) ALl (AlKn) BbIYUCISNM KakK
cpenHee 13 3-X 3MepeHnI Ha Kaxaom pyke B Monoxe-
HUK cnpag noane 5-15-MuH otabixa. CyToO4HOE MOHUTOPU-
posaHue AL (CMAL) npoBoamm C NOMOLLbIO annapara
BP Lab («[letp TenernH», Poccus). YctaHaBnmBanu cieayto-
LLMe MHTepBanbl peructpaumm AL AHeM — Yepes kaxapble
15 MUHyYT, BO Bpems cHa — Yepe3 kaxable 30 MUH. 3afaH-
Hble HOpMaribHble 3Ha4eHKa ALL COOTBETCTBOBaNM B NMEPUOL,
boppcrBoBaHMsa <135/85 MM pT. CT., B nepuop, cHa <
120/70 mmpr. cT. (no E.O. Brien 1 J.Staessen) [3,4]. Mpn
CMAL oueHvBanm ycpegHeHHble nokasaTtenn cnuctonmnye-
ckoro ALl (CAL), anacronudeckoro AL (OAL), NynbCoBoO-
ro Al (MAL), cpeaHero ALl (ALcp), YCC B pasHble ne-
proab! CyTOK. Tak>Ke OLEeHVBanm rmnepToHUYECKYIO Harpys-
Ky No uHaekcy spemeHn (MB) — npoueHT amepeHnin Afl,
NpPeBbILLAIOLLMX NOPOroBble 3HaveHus (aHem > 140 1 90
MM PT.CT., B nepuof cHa > 120 1 80 MM prT. cT.) [5]; Bapvia-
BenbHocTb Al (BALL) Kak CTaHOapTHOE OTKMOHEHWeE OT Cpefl-
HWX Benn4uMH (3a feHb U Ho4b), 4nd CALL B AHEBHOE U HOY-
Hoe Bpemda 15 mm pr.cT., gnd JAL — 14 MM pT.CT. oHEM U
12 MM pT.CT. HOYbIO [5].

BbipaxkeHHOCTb ABYX(A3HOrO pUTMa OLEeHVBanNM no
cTeneHu HoqHoro cHvkeHvst ALL (CHC) unm cyTouHoMy MH-
nekcy (CW), KoTopbI pacCHUTBLIBANN KaK Pa3HULLY MexXay
cpenHefHeBHbIMU M CpeiHEHOYHbIMY NMOoKa3aTensamu, Bbl-
PaXKeHHOMY B NPOLEHTaxX K CpeHeHEBHbIM MOKa3aTeNaM.
B 3aBrcumocti o1 CHC U TMNOB CYyTOYHbIX KPUBbIX ALL Bbl-
Oensnu cnegytoulme rpynnsl 6onbHbIX: dippers, non-dip-

pers, over-dippers, night-peakers [2,5]. [Ins xapaktepucTu-
KW yTpeHHen AnHaMnkn ALL MCnonb3oBany MakCcMarbHYLo
BENNYMHY yTpeHHero noabemMa (BYI) ALl B paHHMe yTpeH-
HUe Yacbl, Bpems (t) U CKOPOCTb yTpeHHero nopbema
(CYM). NynbcoBoe AL pacLieHBanm Kak rnosbiLLEHHOE MNPy
3Ha4eHNsax bonblie 53 Mm pT.cT. [6]. [lBOMHOE Npov3Bese-
Hie (M), oTpaxaloLLiee Harpy3ky Ha CepaeHHO-COCYANCTYIO
cncTemy, paccuunTbiBany no dopmyne AL*HCC/100 [4].

Kputepuem apdektrBHoCTM Tepanum no ALkn c4m-
Tanu JoCTvKeHue Lenesbix ypoBHen AL CAL < 140, JAL
<90 MM prT. cT.; no gaHHbiM CMA[L, cootBetctBeHHO, CALL
n OAL 135 1 85 mm pr.cT. gng gHesHoro 1 120 n 70 MM
PT.CT. 419 HOYHOTO Bpemeru [3,4,7].

Ka4ecrBO XXM3HW oLeHMBaNIV METOA0OM aHKETUPOBAHSA
Mo LKasle NeprodmnyYHOCTM M BbIPaXXEHHOCTW KITMHNYECKMX
cmMnTomMoB oT 1 0o 4 6annos.

CyTo4HOe MoHUTOpPKpOBaHMe SKI nposoaui C UCMob-
30BaHMEM annapaTypHOro Kommnekca «Actpokapn®»
(«MepnuTek», Poccis). 3yyani nokasatenn BPC, pekomeH-
[OBaHHble K MPaKTN4eCKOMY NMPYUMEHEHMIO NPY aHanmse
24 yacosbix 3anucen [8]: Mean NN, SDNN, SDNNi,
SDANN, RMSSD, pNN50.

Ixokapamorpapuyeckoe NcCefoBaHe NPOBOAMIM Ha
annapate “Aloka 4000 Plus” ¢ noMoLLblo MyNbTYACTOT-
Horo jartyvka 2,5/3,5/4,0 mlu. Onpefdenanu nokasare-
NN CUCTONMYECKOW U ANACTONNHECKON PYHKLMN cepaua,
peKoMeH0BaHHble AMEpPUKaHCKMM 3XoKapauorpapm-
YyeckmM obLectBoM [9]. CKOpOCTb U XapakTep BHyTpUcep-
[e4HOro KpOBOTOKa OLEeHVBany MetogoM gonrnep-3xoKl
B MIMYJIbCHOM PEeXXMME C pacHeToM OOLLENPUHSATBLIX NO-
Kaszatenen. OueHKy CTeneHu HapyLlleHus Omactonuye-
ckow pyHKLMK JTXK MpoBOAMAY COMNAcHO pekoMeHA LM -
aM R.F Nishimura [10].

MeTonponona TapTpart (3rnok petapa®, Egis, BeHrpus)
Ha3Ha4Yanu nocne 2-HefenbHOro OTMbIBOYHOIO Neproaa
C HayanbHoM [o3bl 50 Mr/cyT O MakcuManbHom 200
MT/CyT. TUTpoBaHWe [03bl DTUNOKa PETapA, NPOBOAMIIV Ha
2,4,8 1 12 Hepenax 40 AOCTUXKEHMSA LeNeBbIX 3Ha4eHNN
oucHoro AL [py HeLOCTAaTOHHOM MMMOTEH3UBHOM 3(-
ekTe nobaBnanv ruapoxnoptrasng 12,5-25 mr/cyr. Ans
LOCTUXXEHUS PaBHOMEPHOIO aHTUMMMEPTEH3MBHOIO e -
CTBMSA B TeYEHME CYTOK MO pe3ysisrataM KOHTPOSbHOro 24-
HepensHoro CMA/, 9 nauneHTam Tpebosancs AByKpaTHbIV
npvem npenapata [11].

Pe3ynbTaThl

Yepes 48 Hep npofonmkanu npuem npenaparta 22 na-
umeHTa (66,7 %). MoHoTepanus obecrnevmsana goCTxe-
HWe LeneBbIX 3HaveHu ALy 15 Yenosek (68,2%) npu
cpenHen nose metonposnona 120+£5,7 Mr, KOMOUHMPO-
BaHHas —y 7 (31,8%) B no3e 135,7+9,8 mr.

Yepes 96 Hen nedveHuve npopomkanu 20 yenosek
(60,6%), npuyemM MoHoTepanusa Obina addekTBHa Y 13
nauneHToB (65%), KOMOMHMpoBaHHan -y 7 (35%).
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3a nepvion 48 Hep 13 UcCeaoBaHUs BbIObIW 11 Ye-
noBek. Y 7 U3 HUX NPUYUHON Obina H3Kas NPUBEPXKEH-
HOCTb NeYveHnto, obycnoBneHHas 6eCCUMNTOMHBIM Teve-
HVeM 3aboneBaHVs; y 4 OonbHbIX — HeahEKTMBHOCTL NPO-
BOOMMOW Tepanum, nabunbHocTb Al, YacTble KpU30Bble
coctosHuA. B nHTepBane 48-96 Hefenb 13 NCCIeL0BaHUA
BbIObINM 2 YenoBeKa 13-3a BO3HUKLLNX OCIIOXHEHWN B Te-
YeHVn Al 1 CMeHbl MeCTa XNTeNbCTBa.

Mpu knnHKYeckoM nameperHmn A n HCCy 18% na-
LMEHTOB Nocne Koppekumm Ao3bl Ao 150 Mr/cyT (Ha 4-1
Hedene) 1 Ha3HavueHs KOMOMHMPOBaHHOM Tepannny 18%
DonbHbIX (Ha 8-11 Hegene) B Lenom no rpynne CAL CHU-
3unocb Ha 10,3%, JAD — Ha 15,8%, YCC - Ha 15,1%.

Tepanua MeTonpononomM 4OCTOBEPHO YMeHbLLIaNa Bbl-
PAXXEHHOCTb MPOSABMNEHUI, CHNXKAIOLLMX KQ4ECTBO XM3HU
(pnc. 1).

CMA[ pnaet npefcraBneHve o CyTo4HOM npodune AL
(tabn. 1). Ha 96-1 Hegene cpeaHecyTodHoe CALl CHM3M-
nock Ha 9,9 MM pr.cT. (p<0,05), CALL B AHEBHbIE U HOYHbIE
yacbl —Ha 10,5 1 6,7 MM pT.CT. cooTBeTCTBEHHO (p<0,05).
OTMeYeHO Takxe CTaTUCTMYECKM 3HaYUMMOEe CHUXeHUe
cpenHecytodHoro JAL Ha 5,4 MM PT.CT., CpefHeqHEeBHO-
ro—Ha 7,6 (p<0,05), cpedHEHOYHOrO — Ha 2,8 MM PT.CT.

Moka3saTenb Harpysku gasneHvem (MB) nog sAvaHn-
€M MeTonponona Yepes 96 Hefd npeTepren CyLlecTBeHHbIe
n3mMeHenua ona CAO v JAL. B CAL 24 4 ymeHbLIMNCA
Ha 25,5% (p<0,05), npnyemM B OHEBHblE Yacbl — Ha
18,4% (p<0,05), B HO4HOE Bpems — Ha 29,0% (p<0,05).
CyTouHbIn VB OAL cHM3MAca Ha 36,6% (p<0,05). Mpwn
31oM VIB DALl B HEBHOE BpeMs yMeHbLUMIICA Ha 22,8%
(p<0,05), B HO4HbIE Yacbl — Ha 14,3% (p<0,05).

Yepes 48 Hepf, CTaTUCTNHECKM 3HAYUMYIO OVHAMIKY UMe-
nu nokasatenu BAL CAL v AL 3a otaensHble neprofbl
CYTOK Y L, C MOBBILLEHHBIMM €€ 3Ha4YEHNSIMM, KOTOPas COX-
paHsAnack 1 4Yepe3 96 Hef NpuemMa npenaparta.

AHanmMs3 NcxXogHoro 3HaveHus MAL B Lenom no rpyn-
ne CBUAETENbCTBYET 00 YyMepeHHOM MOBbILLIEHMM 3TOrO Mo-
Ka3aTens, YTo KOpPeMpyeT ¢ HebnaronpUATHbIM MPOrHO-
30M CepaeyHO-COCyaAMCTbIX 3aboneBaHnn. MonoxuTesnb-
HbIM MOMEHTOM B JIe4eH 1 DrMI0KOM peTap, SBUIOCh J0-
CTOBEPHOE CHUXKEeHMe CpeflHero NynbCOBOrO AABMEHNS.

Ha oHe neveHms B LLeIOM Mo rpynne oTMeyeHo LOCTO-
BEPHOE YMeHbLLEHME MaKCUMabHbIX 3Ha4eHnn CAL v JAL
B YTPEHHUE Yacbl Ha NPOTAXEeHVM 96-HeaenbHOro npme-

Tabnuua 1. AnHamuka nokasatenei CMA/J] Ha oHe
neyeHus arunokom petapd (M=SD)

Mokasarenb Lo neyeHuns Ha coHe neveHus

48 Hepenb 96 Hepenb

24 yaca
CALL, Mm pr.cT. 135,3£10,3 124,0£7,7***  125,4+9,5*
DAL, mm pr.cT. 86,5£6,9 78,5£7,1***  81,1£10,6*
1B CALL,%. 48,1£30,0 19,5+17,6%*  22,6%22,0*
1B IAL, %. 55,0£27,2  25,4%19,1%** 18,4£22,8**
MAL, Mm pr.cT. 50,2%7,7 46,5+5,6* 46,0+5,9*
Allcp, mmpr.c.  104,1£10,2 96,1+7,8* 96,4+7,7*
4CC, ya,/MuUH 76,4 (73;80)  66,5£7,3*** 66,9+6,9****
an 104,6+£12,6  83,7+10,8*** 84,2+10,3***
HeHb
CAL, Mm pr.cT. 138,5£10,1 125,9£8,9%*** 128+£10,1**
DAL, mm pr.cT. 89,4£6,6 80,2+7,8** 81,8+7,1**
1B CAL,%. 47,0£28,1 23,8%32,2**  28,6+29,1*
V1B IAL, %. 53,7£26,2  18,1+21,0¥**  30,9£24,0*
MAL, Mm pr.cT. 50,0+7,3 46,6+6,0%***  46,0£6,5*
Allcp, MM pr.CT. 106,94+9,4 98,1+9,6* 97,8+8,3*
BAL CAL 17,0£3,3 12,5£3,1 12,7£4,7
BAL AL 13,3+3,1 9,4£2,1 9,7£2,9
4CC, ya,/MuUH 79,7+7,1 68,3£8,5*** 68,98, 2***
an 111,0£12,9 87,6%13,2**  88,3£12,1*
Houb

CAL, Mm pr.cT. 125,3%£13,2 119,4+£8,4*  118,6x11,3*
DAL, MM pr.cT. 77,8+8,9 73,5£6,1* 75,0+8,2
1B CALL,%. 52,9+38,1 29,1£27,5%*  23,9+242*
1B IAL, %. 58,6+£32,0 37,2%£26,5% 44,329 9*
MAL, Mm pr.cT. 48,0£7,8 46,5+6,0%*  46,2+6,8%**
Allcp, Mmpr.ct.  96,3£12,0 91,2%8,3 92,7£9,1
BAL CAL 11,441 8,3£2,3* 7,9+1,5%
BAL AL 10,0£3,5 6,9£2,9* 7,2+1,6*
YCC, ya,/MuUH 66,6%5,8 63,9£8,2* 61,6£5,9**
an 85,1£13,6 74,9£8,9** 46,2+6,8**

Yka3aHbl LOCTOBEPHbIE Pa3NnY/A C MoKa3aTensimm
10 Nevenms — *p<0,05; **p<0,01; ***p<0,001; ****p<0,0001

Gannbl

2 O UcxoaHble

DaHHble
1,5 —| *
* M nocre

nevyeHusa

1 B *

* * * *p<0,05
0

CHuxeHne
paboTocrnocobHocTn

fonosHas
6onb

TonoBoKkpyxeHne

MoBblWweHHas
yTOMNSEMOCTb

HapyweHne
CHa

KpusuncHble
COCTOSIHUS

Puc. 1. AnHamumka nokasaTtenen KayecTBa XU3HU Ha hOHe fieYeHUsi ITJIOKOM peTapg.
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Huzkasa BPC

HopmansHas BPC

Bbicokasa BPC

B «dipper»

B «non-dipper»
O «night-peaker»
O «over-dipper»

Puc. 2. CytouHbIt npodunb Al B nogrpynnax ¢ pasHeiM ypoBHem BPC.

Ma npenapaTta. Cnegyet OTMETUTb, YTO U3HAYasbHO B Lie-
noM Mo rpynne ObIM yMePEeHHO NOBbILLIEHbI MOKa3aTenm
cyn CAL, JAO v BYN OAL. [loctoBepHylo AUHAMUKY
Habnopanv Tonbko Ans BYM OA Ha 48-11 Hefene npue-
Ma npenapara, OHa coxpaHsanach 1 Ha 96-1 Hedene. CYT
OAL ymeHblianacb Ha 21,8%, CYI CAL]l He npeTtepnena
CyLLIECTBEHHbIX M3MeHeHN. Yepes 96 Hea oTMeqanoch BoC-
CTaHOBSIeHMe ABYyxMha3Horo prutmMa ALl, 3akjioyatoLLeecs
B YBENNYEHMM NNL, C CYyTOYHbIM Npocmnem «dippers» (c 32
110 56%) 1 yMeHbLIEHNN Yn1cna BOMbHbIX C NaTonoruye-
CKMM CYTOYHbBIM MPOUIEM.

ITO NPOUCXOANIO B pe3ysbraTe NpemmMyLLeCTBeHHOro
OencTBus npenapata Ha ypoBeHb ALl HoUblO Y OOIbHbIX C
HEO0CTaTOuHbIM CHVKeHUeM ALl B HoYHble Yachl (non-dip-
per). Tak, CAL cHm3unocb ¢ 131,6+4,0 no 115,2+2,8
MM.pT.CT. (p<0,05) Ha 24-1 Hepene n ao 110,2+3,0
MM.pT.CT. (p<0,05) Ha 96-n Hepene; AL —c83,1+2,4
00 74,2 £2,1 mm.pr.cT. (p<0,05) Yepes 24 Hen 1 o 74,6
+2,0 MM.pT.CT. (p<0,05) Ha 96-1 Hexene.

B HacToALLEM McCnenoBaHUM OonbHble Al Obinv pasae-
NeHbl Ha MOATPYNbI C BbICOKOW, HOPMasbHOW W Hi3kow BPC.
B ocHOBY OeneHus nonoxeHbl 5 nokasarenen BpeMeHHOro
aHanm3a BPC: SDNN, SDANN, SDANNI;, rMSSD, pNN50, 3Ha-
YeHUS KOTOPbIX PAacCHUTBLIBANUCh MO CyTo4HOM 3anmncm K
3a HUXKHIOIO 1 BEPXHIOIO FPAaHMLbI HOPMbI MPUHATBI 5% 1
95 % MNpOLEHTUNI pacnpeneneHns nokasarenei B KOHTPOSb-
HOW rpynne, KoTopasi Coctosina 13 54 310poBbIX [10OPOBOSb-
ueB. lNMaumeHTa OTHOCKMAM B MOArPYynny C HOPMasbHOW
BPC, ecni xoTa Obl 3 13 5-TW NokasaTtenen Haxo4unmcs B
npeaenax ykaszaHHOMo MHTEPBaa KOHTPOMbHOW rpynnbl. Ecnv
3 noka3sartens 1 6onee nNpeBbILLan 3Ha4YEHMS KOHTPOMBHOWM
rpynnbl, NaLMeHTa OTHOCUAW B MOArpynny € Bbicokon BPC
1 B moarpynny ¢ H1skowm BPC, ecnu 3Ha4eHns 3-x 1 Gonee
nokasaresier ObIfv HXKe, YeM B rpyrne KOHTPOSS.

MeHee nonoBMHbl 605bHbIX (39% ) UMENn CHXeHVe
BPC B cpaBHeHMM C KOHTpoNbHOW rpynnon. OctanbHble na-
LIMEHTbI MO0 He OTNnYanmck no nokasatensam BPC ot rpyn-
Mbl 300p0BbIX (35%), NMbO NMenn Gonee BbICOKME 3Ha-
veHus BPC (26% ). Moarpynnbl He MMenn CTaTucTNHeCKm
3HAYMMbIX OTIINHMIA MO N3BECTHBIM (PAKTOPaM pPUCKa 1 Ann-
TeNbHOCTM 3aboneBaHNs.

AHanma nokasatenen CMA/ BbisiBun paznunyHbivi CH
CAJl B noarpynnax 6onbHbix Al C HOPMasbHOW, BbICOKOW
1 Hn3kon BPC cooteeTcTBEHHO: 15%, 12%, 8% (p<0,05).

Puc. 2 neMoHCTpUpYeT pacnpeneneHiie 6oMbHbIX C pasnny-
HbIMU TMMAaMK CYTOYHBIX KPYBBIX B MOAPYNMax C pasHbiM
yposHem BPC.

Hanbonee bnarononyyHsiM pacnpeneneHme OonbHbIX
no cyto4HoMy npodunio A 6bino B nogrpynne ¢ Hopmarb-
How BPC: «dipper» 62%; «non-dipper» 24%; «over-dip-
per» 14%. CaMbIM HebnaronpusTHbIM ObINO pacnpenene-
Hue BonbHbIX MO CyTo4HOMY npoduio AL B noarpynne ¢
Hm3kow BPC: «dipper» 29%; «non-dipper» 64%; «night-
peaker» 7%. Moarpynna c Bbicokor BPC 3aHKMana npo-
MeXyTo4yHoe 3HadveHue: «dipper» 57%; «non-dipper»
43%. OctanbHble nokasatenn CMA/ 00CTOBEPHO He OT-
NYaNM1Ch B BblOeNeHHbIX MOArpynnax.

lcxofHble 3HaYeHMs Mokasatenen BpeMeHHOro aHanm-
3a BPC B BblgeneHHbIX NOArpynnax npvisegeHb 8 1abn. 2.

Ha doHe Tepanuu Srinokom petapa y 60mnbHbIX C Hop-
ManbHom BPC oTmeveHa [oCToBEpHas AMHaMVIKa crnepyto-
wmx nokaszatenen BPC: MeanNN yBenuumnca Ha 14%
(p<0,001), ModeNN —Ha 27% (p=0,005), 4To OoTpaxa-
€T M3BECTHbIN OTpULIaTENbHbIN XPOHOTPONMHbIM Knacc-3d-
ekt faHHoW hapMakonorndeckon rpynnel. lNokasatens
SDNNi yBenuamnca Ha 11% (p=0,007), RMSSD — Ha 40%
(p=0,01), pNN50 — Ha 138% (p=0,003), 410 CBf3aHO
c obwmm yBenudeHnem BPC nof fencremem Srnoka pe-
Tapa. B noarpynne c H13kown BPC goctoBepHO yBENMHMANCH
cnenytotume nokasatenu: MeanNN Ha 9% (p<0,001), Mo-
deNN Ha 19% (p<0,001), SDNNi yBenniuncs Ha 10%
(p<0,001), RMSSD — Ha 40% (p<0,001), pNN50 — Ha
112% (p=0,001). BbisiBNeHHas ANHAMMKa NMOBTOPSET Ha-
NpPaBNEHHOCTb 3MeHeHW B MOArPynne C HopManbHow BPC,
0[HaKO B JaHHOW NOArpynne He OTMeYeHO JOCTOBEPHbIX
n3merennn SDNN 1 SDANN, nocnenHee ob6bACHAETCS, Be-
POSATHO, MEHbLLEWN YyBCTBUTENBHOCTBIO 3TUX NaLMEHTOB K
Srnoky petap nvbo Gonee BbIpaskeHHbIMU HaPYLLIEHWIS -
MW B CUCTEME HEVPOTYMOPATbHOW perynsaumm.

B nogrpynne c Bbicokon BPC oTMmedveHa HavMeHee
BbIpa>XXeHHaa AMHAMVIKa MO CPaBHEHMIO C AABYMS APYTMMU
noarpynnamu 6onbHbIX. Tak, nokasatens MeanNN ysenu-
ymncaHa 12% (p=0,01), RMSSD — Ha 20% (p=0,04),
PNN50 —Ha 22% (p=0,02). SDNN, SDNNi, SDANN, Mo-
deNN goctoBepHO He M3MEHUNNCH.

Taknm 0bpasoM, AnuTenbHoe NeYeHne SrnokoMm pe-
TapL, NPUBENO K [IOCTOBEPHOMY YBENNHYEHNIO OOMbLLIVMHCTBA
noka3saTenen BpeMeHHOoro aHanm3a BPC. BaxkHO OTMeTUTb,
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Tabnuua 2. KonnyectBeHHas xapaktepuctmka BPCy 6onbHbix Al B pa3HbIX MOArpymnnax Ao fevyeHus

[pynna

MokasaTenb HopmanbHast BPC (1) Hu3kas BPC (2) Bbicokasi BPC (3) YpoBEHb 3Ha4MMOCTL

Me Q25% Q75% Me Q25% Q75% Me Q25% Q75% P Po3) P
MeanNN, mc 809 772 827 737 700 808 886 849 991 0,007 0,001 0,004
SDNN, mc 140 127 150 113 96 137 180 167 200 0,003 0,001 0,003
SDNNi, mc 55 49 60 38 32 43 67 65 74 0,001 0,001 0,001
SDANN, mc 126 117 143 103 92 131 156 148 181 0,021 0,001 0,006
RMSSD, mc 27 24 32 15 13 19 46 39 48 0,001 0,001 0,001
PNN50, % 6,3 4,8 10,7 1.3 0,5 2,02 17,4 12,4 20,8 0,001 0,001 0,001
ModeNN, mc 743 706,5 8525 725 673 856 791 710 1047 0,389 0,074 0,219

Me — megyaHa, Q25%, Q75%- HUXHWIA 1 BEPXHUM KBapTUAM

4TO MOBbILIEHME ADCOMIOTHBIX 3HAYEHUI MoKa3aTenen
BPC nimeno MecTo B KaxXaom 13 aHanmamnpyeMblx nogrpyn.
B TO e Bpems OTHOCUTENbHBIV NPUPOCT MOKa3aTenen cy-
LLLeCTBEHHO 3aBUCEN OT MCXOAHOO YpoBHSA BPC 1 Bbin Ma-
KCMManbHbIM B NOArpynne ¢ HopMasnbHow BPC, cpegHnm
B noArpynne ¢ H13kown BPC 1 MMHVMManbHbIM B noarpyn-
ne ¢ Bbicokon BPC. B 3ToM NposBASeTCs rapMOHM3MpPYIo-
LM 3hhekT npenapaTta Ha BereTaTVBHbIN TOHYC.

Mpn N3y4eHUN B3aUMOCBA3M TUMOTEH3MBHOIMO -
ekTa drunoka petapg ¢ yposHem BPCy 6o5bHbIX Al 06-
Hapy>XeHO, Y4TO B noArpynne c HopmansHown BPC anda go-
CTUIXKEHUS LieneBbIxX 3HaYeHnn ALl TpebyeTcs HarMeHbLLas
cpeaHsis no3a metonposnona (110 Mr/cyT) n pexe, 4em B
OPpYyrx nogrpynnax, HeobxoarMa KOMOWHWPOBAHHAs
Tepanus (y 15% 6onbHbix, p<0,05). B noarpynne ¢ Bbi-
cokow BPC cpefiHAsa cyTo4Hasa [o3a MeToNposona cocra-
BMNa 138 Mr, a KOMOMHaUMA C TMAPOXIOPTUAINOOM
nprmMeHsnacb y 25% 6onbHbix (p<0,05). TpyaHee Bcero
Lenesov ypoBeHb ALl AoCTUranca B noarpynmne C HU3KOW
BPC. 30ecb He ToNbKO Halle Nprxogninoch MCNoIb30BaTh
KOMOUHALUMIO aHTUMMNEePTEH3MBHBIX NpenapaTtos (62 %
GonbHbIX), HO 1 [j03a METONPOJIONa B BMAE MOHOTEpanunm
Obina camor Bbicokor — 220 mr/cyT (p<0,05).

[Npu 3x0KapAMorpadnyeckoM CccnegoBaHNM 0 neve-
HUAY 7 (21,2%) NaumMeHToB OTMEYEHO HapyLLEeHMe paH-
Hero AMacToNM4eCcKoro HarnoHeRMA, YBETMYEHME KPOBO-
TOKa BO BpeMsi MpeacepaHOM CUCTONbI, yMEeHbLUEeHVE OT-
HoLLeHus E/A 1 yBenvdeHe BpeMeHn M30BONIOMUNYeCKO-
ro paccnabnenus (BMBP) (tabn. 3).

Bo3pacT nauymeHToB C AMactonmyeckomn onchyHKUmen
(54,6+0,9 net) npesbiwan (p<0,05) cpedHniA BO3pacT Nno
rpynne B uenom. OHM JOCTOBEPHO OTIMYaNUCE Takxke 60-
nee AnnTeNbHbIM aHaMHE30M apTepPVanbHOM MMNePTOHNN
(12,6=£3,6 neT) No CpaBHEHMIO CO 3HAYEHMEM MO rpynne
(8,4+1,5 ner). Y BCEX NALMEHTOB C OMACTONMYECKOM
ancdyHKUMen anarHoctpoBaHa Al 2 cTeneHun, COOTBET-
CTBEHHO, BbilLe Oblnv nokasatenn CAL, (154,8+2,9 MM
pr.cr.) v JAL,, (102,7+1,8 MM pT.CT.).

Ha choHe neveHmns MeTonposionoM TapTpaToM AOCTOBep-
HO yBenM4MBanach pakLms ObICTPOro HanonHeHus (Ve) Ha
12,2% v ymeHbllanocs BVIBP Ha 11,4%, npu 3ToM OTMe-
YeHa TeHOEeHUMSA K YMeHbLLIEHWIO CKOpocTv nika AHa 4,7 %
1, COOTBETCTBEHHO, YBENN41MBaNoCh COOTHOLEHVe Ve /Va.

OOGcyxaeHune

SrUNOK petaph OTHOCUTCHA K rpynne Kapauocenek-
TUBHbIX 3-a0peH0b0KAaTOPOB NPONOHIMPOBAHHOMO e -
cTBUS. HacTosLLee nccneaoBaHme NpoaeMoHCTPYUPOBao
MUHUMAaIbHYIO BbIPaXXeHHOCTb MOOOYHbIX 3 dDEKTOB NpK
96-HefensHOM NMpUMeHeHUK npenapata. [ns nocrtmxe-
HWSi PABHOMEPHOIO aHTUTMNEPTEH3MBHOIO OEUCTBUS Ha
NPOTHXKEHWUM CYTOK HEOOXOAMM UHOMBUAYaNbHbIV NOAOOP
003bl M KPAaTHOCTM NprieMa Drifioka peTapi Nof KOHTPO-
nem CMA/LL. MNMpoBefeHme NOBTOPHOrO MOHUTOPUPOBAHMA
Al LenecoobpasHo Kak Ha Ha4alnbHOM dTarne nedeHust, Tak
M Oona oueHKM 3DdEKTUBHOCTU ONUTEIbHOM Tepanuu.
AHanm3 BaxxHenwwmnx nokasatenen CMA/L 3a nepviopn 48-
96-HeenbHOro le4eHMs NOKa3bIBAET HE TONMbKO CTabWb-

Tabnuua 3. MNokasaTenu TpaHCMUTPaNbHOTO KPOBOTOKA Y OONbHBIX C MepBbIM TUMOM HapyLUeHUS ANACTONNYECKON
yHkuMK nesoro xenygoyka (M+SD), p — ypoBeHb 3HAa4MMOCTU

Moka3arenb [lo neyeHus Ha doHe neveHuns

48 Hepenb Po-48 96 Hefenb Po-96
Ve, M/c 0,65+0,19 0,74%0,22 0,02 0,75+0,17 0,04
Va, m/c 0,64%0,12 0,61%0,17 0,4 0,63%0,11 0,65
Ve/Va 1,01+0,33 1,23%0,25 0,09 1,2+0,27 0,06
BMBP, Mc 98,1+8,6 86,9+12,8 0,11 85,1+7,6 0,01
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HOCTb aHTUIMNEPTEH3VBHOIO AENCTBIA 33 OTAENbHbIE Mne-
PUMOLbI CYTOK, HO U KIMHNYECKM 3HAa4MMOE YITydLUeHNe X
NPy 4VTENBHOM MPUMEHEHNK NpenapaTta. 3To, O4eBnL-
HO, CBA3aHO C OTCYTCTBMEM (DeHOMEHA «YCKOMNb3aHNA 3(-
ekTa», xapakTepHoe A5 B-aapeHobnokaTopos.

HeobxoamMMo OTMETUTb, YTO Ha (POHE CHUXEHWS Cpef-
HecyTo4Horo AJl mMeTonposon oka3biBan Oornee Bbipa-
>KEHHOE aHTUIMNEePTEH3MBHOE AeNCTBYE B IHEBHbIE Hachl,
[LaXe Npy ABYKPATHOM npriemMe. AHaNormyHble pesysbra-
Tbl, MOSTY4E€HHbIe U B APYTUX NCCNefoBaHNAX [2,4], MOX-
HO 0OBACHUTL NpeocbnafaHneM CUMMNaTUYeCKOW aKTUBHO-
CTW, Ha KOPPEKLMIO KOTOPOW 1 HanPaBAEHO B 3HAYNTENb-
HOW Mepe fencTBme B-01oKaTopoB, B AHEBHOE BPeMsi Cy -
TOK. BMecTe c Tem, B rpynne GonbHbIX C <HOYHOW» runep-
TOHMEN DTNOK PeTapa, NPUBOAMI K OTHETIMBOMY W Hapa-
CTalOLLEMY CO BpeMeHeM yMeHblueHWio ALl B HOYHble
4acbl, 4To 0OYCNOBNMBASIO YBEIMYEHME YACIA NALMEHTOB
C CyTO4HBbIM Npodunem «dipper».

Kak 13BecTHO, paHHWI yTpeHHW nogbeM ALl paccma-
TPMBAETCA B Ka4yecTBe TpUrrepa cepaeyHo-CoCyanCTbIX
OCNOXHEHMI y BOMbHbIX Al [103TOMY BbISIBIEHHOE B HACTOS-
LLLleM MCCIeNOBaHVV MONOXMTENbHOE BNMAHME Ha NMOKa3a-
Tenu yTpeHHen anHamukn CAL v JAL cnenyet pacueHu-
BaTb Kak MO3UTVBHbIN MOMEHT le4EHNS STMIOKOM PeTapa.

CoBpemeHHble TpeboBaHUs K aHTUIUNepTEH3MBHBIM
npenapatam BKJTIOHaIOT COXPaHeHe HOPMarnbHOM 1 CHU-
>KEHWe NoBbILLeHHOW BaprabenbHocTy ALl Srunok petapa,
OTBEYaeT U3oXeHHOMY TpeboBaHMIO, Tak Kak CnocoOCTBy-
et Hopmanmsauuy BAO CAL v JALLy N C MOBbILLEHHbI-
MW ee 3HA4YEHUAMU 1 HE U3MEHSIET HOpMaJlbHble Koneba-
Hna ALl 3a oTheNbHble Neproabl CyTOK.

OTMe4eHHOe BO MHOTVIX MCCIENOBaHNAX OTCYTCTBME 3Ha-
YUTENBbHOIO HaPYyLUEHNS CUCTONMYECKOW (PyHKLIMY Cepa-
La Ha HaYaflbHbIX CTagmax AlT HalLno NoATBepPXAEeHWE U
B HacTosLLen paboTe. Anactonmuyeckas AMcdyHKUMS MO-
KEeT MpefLlectBoBaTb Pa3BUTUIO TUMNEPTPOPUN NIEBOTO
Kenyaoyka, obyCroBNMBas pa3BUTIE HEAOCTAaTOHHOCTI KPO-
BOODpaLLIEHMS laske MPY HOPMaTbHOW CUCTONMHECKON (YH-
Kupn [12,13]. Mo3tomy BbIOOP aHTUMMMNEPTEH3MBHOIO CPefl-
CTBa, MO3UTVBHO BIIVAIOLLLETO Ha OMACTONMYECKYIO ANCPYH-
KLMIO NEBOTO Xenyao4ka, ABngetcs hakTopom nNpodunak-
TUKN CepAeYHOM HeLOCTaTOYHOCTM. Kak yCTaHOBEHO,
Srunok petapA CnocoOCTBOBAS perpeccy peMomenMpoBa-
HMA CepALa, 3aKoYaloLLEeMyCa B HOpMan13aumm Anacro-
NNYecKom yHKLMK, npryemM 3 deKT ABHO KOppPenpoBan
C ANVTENTbHOCTBIO MPUMEHEHNS Npenapata.

[nunTenbHasa Tepanmns rUI0KOM peTapn, CONpoBOXaa-
nacb yMeHbLLIEHWEM CUMMATUYECKVX BAVSIHWIM Ha MUOKap4,
1 yCUNIeHMEM BaryCHOMO KOHTPONA CepAeYHON OesTeNbHO-
CTW. BbIABNEHO rapMOHM3MpPYIOLLIee BIMAHME Nperapata Ha
yposeHb BPC, npoasnatoLleecs B MakCMMasibHOM Mprpo-
CTe BaprabenbHOCTI Y NMALMEHTOB C MCXOAHO HU3KMM YPOB-
Hem BPC 1 B MUHUManbHOM MOBbILLIEHNM NOKa3aTenen y
OOMbHbIX C BBICOKMMM 3HaYEHUAMM [0 IEHYEHNS.

Kpowme Toro, y4et yposHsi BPC y 6onbHbix Al no3sons-
eT ONTMMK3MPOBaTL NOAOOP PexXMMa CTapTOBOV Tepanmu
[-6nokaTopom nyTem MaeHTUPUKALMUM NALMEHTOB C NO-
TPeOHOCTbLIO B MOHO- 1N KOMOMHMPOBaHHOW Tepanin. 3To
CnocobCTBYET ObICTPOMY AOCTUXKEHMIO LIENEBOro YPOBHS
Al 1 NOBbILIEHWIO MPUBEPXKEHHOCTU BOJMbHBIX CUCTEMA-
TNYECKOMY BbINOTHEHMIO peKOMeHAaLUMM Bpaya.

o coBpeMeHHbIM NpefcTaBleHnaM, H13Kasa npueep-
>KEHHOCTb NeYeHMIO ABNAETCA OCHOBHOW NPUYMHOM HEe[O-
cTaTto4Horo koHTpons ALl y 6onbLUMHCTBa 6onbHbIX [15,16].
B HacTosALweM 1ccnefoBaHny OTMeYeHa LOCTaTOYHO BbICO-
Kas MprBEPXXEHHOCTb JiedeHnio Al SrnioKoM peTapa, no-
CKOMbKy Cnycts 96 Hepf npofoskaer neveHve 60,6%
DONbHBIX 13 YMCNA BKIIOYEHHbBIX B MPOrpaMMy 030,0POB-
NeHVs Ha OAHOM 13 NpeanpUATUN. B nuTepatype coobLua-
eTCs 0 bonee CKPOMHbIX MoKa3aTensx NPUBEPXKEHHOCTA ne-
YeHWIo NpPWU NPOBEAEHUN TUNOTEH3UBHOW Tepanum
B-agpeHobnokatopamu [14]. CyllecTBeHHOe ynyYlleHne
pe3ynkLTaToB 0OBbACHAETCS, O4EBUOHO, BO3AEUCTBMEM Ha
LeneByto rpynny pabOTHMKOB NpeanpusaTis C y4eToM
BaXXHEMLLIMX (PaKTOPOB NOBbILLEHWS NPUBEPKEHHOCTM CO
CTOPOHbI Bpaya, maumeHTa, NPOBOAMMOWN Tepanuu, a
npuBneYeHre adMUHUCTPaLMM NPeLNPUATIA MO3BONNIO
peanv3oBaTb NPorpamMmy B paMKax c1crembl 4OOPOBOSb-
HOro MeAMULIMHCKOrO CTPaxoBaHUA.
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