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The motivation

The permanent atrial fibrillation (AF) is among the relevant problems of modern
arhythmology

The purpose of AF pharmacotherapy is multidimensional: the control of heart
rate (HR) frequency, preventive maintenance of complications, improvement of
quality and prolongation of life

One of the main methods of HR control during AF - amiodarone - for
achievement of the purpose, it should be supplemented with other drugs

It is natural to look for the new approaches which permit outcome
prognostication and AF therapy planing at the very first stages

During AF neurohumoral regulation is not lost entirely and we can suppose,
that pharmacotherapy effects for the concrete patient are connected with it’s
state

One of the perfect tools of the control in modern neurocardiology - heart rate
variability (HRV) — this method can be used during AF but with reasonable
limitations of its interpretation



MoTunBauus

[MocTosiHHas pubpunnauma npeacepaum (Prl) B uncne BaxHbIx Npobrem
COBpPEMEHHON apUTMONOrmn

Llenb doapmakoTepanuu Pl MHOroMepHas: KOHTPOSb YaCTOTbl cepaeYHbIX
cokpaweHun (HCC), npodunaktmka OCrioXXHEHUI, NOBbLILLIEHWE KavyecTBa U
NPOAOIMKEHNE KN3HU

OpgHo 13 ocHoBHbIX cpeacTB kKoHTpona YCC npu O — ammogapoH - ans
OOCTMKEHUSA Lenn NpuxoanTcs AOMNOMNHATL APYrMMM NekapCTBEHHbIMA
cpencreamu

EcTecTBEeHHbI MOMCKM HOBbLIX NOAX0O0B, NO3BOSISOLLMNX NMPOrHO3NpPOBATb
pe3ynbraTtbl N NMiaHNpoBaTb Teparimko @l Ha camMblX Ha4YanbHbIX 3Tanax

Mpn ®I1 HenporymopanbHasa perynsaumns nofHOCTbIO He YTpadYMBaeTcst U eCTb
OCHOBaHuA nonaratb, YTo dapmakoTepaneBTudeckne ahdekTbl Y KOHKPETHOIO
nauueHTa cBsi3aHbl C €e COCTOSIHUEM

OAOuH 13 OTNUYHBIX MHCTPYMEHTOB KOHTPOMS B COBPEMEHHON
Henpokapauonorum — sapmuabenbHoCcTb cepgedHoro putma (BCP) — npu
Pa3yMHbIX OrpaHNYeHNAX MHTepnpeTaunm npumeHnma npu eri



The aim of the presentation

Establishing of possible connection between AF
therapy efficiency by amiodarone with reactions
of HRV total power (TP) in acute
pharmacological test as a first step on the way
for algorithm development of therapy
optimization



Llenb npe3eHTaunmu

YCTaHOBUTb BO3MOXHYO CBA3b

3P dDeKTUBHOCTU Tepanuun Orl
aMMUOIaPOHOM C peaKkuunssMn Ha Hero
obuwen mowHoctm (TP) BCP B ocTpou
dhapmakonormyeckom npobe Kak nepsBbin
lar Ha NyTW NMOCTPOeHUns TMbKnx
aJIrOpUTMOB ee oNTUMM3aumnmn



The object and the volume

of observations
= Patients with AF 24
- Females 8
- Males 16
= Age, years 43-64

= AF duration, years 0,4-15



Ob6bekT n 06beM nuccnenoBaHuS

= [TaumeHTbl ¢ Pl1, KONNYECTBO 24
- XeHwnH 8
- My>K4unH 16

= Bo3pacrT, ner 43-64

= [laBHOCTb ®PI1, ner 0,4-15



Research design

Step 1 — patient state valuation, valuation of life quality common index (LQI) using
Ferrans&Power scale (institute MAPI), functional class of heart falure valuation (FC HF),
valuation of left atrium size (LA), left ventricle ejection fraction ( LVEF), HR, systolic and
diastolic (SAP, DAP) arterial pressure, HRV spectral characteristics in basal conditions and
in acute pharmacological test (APhT) with amiodarone (5 mg\kg)

Step 2 — placing patients to groups with positive (TP +) and negative (TP-) TP reactions of
HRYV spectrum in APhT

Step 3 - amiodarone monotherapy (10 mg\kg according the scheme) during 3 days

Step 4 - estimation of monotherapy results by HR control efficiency , metoprolol apposition (50
mg\day) in cases of HR control unachievment

Step 5 - therapy during4 weeks
Step 6 - repeated estimation of parameters by Step 1

All patients received enalapril maleate (from 2.5 mg\day),
Warfarin or Aspirin under the control of blood curtailing



[1n3anH wnccnenoBaHUS

llla2 1 — oueHKa COCTOSAHMA NauneHTa, obLiero nHaekca kadecrtsa XusHun (MKX)
no wkane Ferrans&Power (uHctnutyt MAPI), ®K CH, pasmepa nesoro
npegcepauns (J1M), ppakumnm narHaHna nesoro xenynoyka (JK), HUCC,
cuctonuyeckoro n gnactonuyeckoro (CAL, OAL) aptepmnanbHOro gaBneHus,
crnekTpanbHbIX XapaktepncTnk BCP B 6a3anbHbIX YCIIOBUSIX U B OCTPOWN
doapmakonorndeckon npobe (OPI1) c ammogapoHom (5 Mmr\kr Beca)

llla2 2 — oTHeECEHNE NauMeHTa K rpynnam ¢ nonoxuntenoHon (TP+) n
oTpuuarensHon (TP-) peakuusimm TP cnektpa BCP B OPI'1

lllae 3 - moHOoTepanua amnogapoHoM (10 mr\kr maccel Tena no cxeme) B
TeyeHne 3-xX OHeN

llla2 4 — oueHKa pesynsTatoB MoHOTEpanuu No adodekTnBHoCTN KoHTpons YCC,
npucoegmHeHne metonponona (50 Mr\cyT) B cnyvasx He4OCTMKEHUS
KOHTponsa YCC

Lllaz 5 — Tepanus B TevyeHne 4 Heagenb
LlJa2 6 — noBTOpHas oueHKa nokasateneun no Waey 1

Bce nauyueHmel norny4danu saHanarpusia maneam (om 2.5 me\cym),
gapghapuH usnu acrupuH rnod KOHMPOIeM ceepmbi8aHUsT KPO8U



Our tools for HRV investigation
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The clinical characteristic of the patients

Groups of the patients

Parameters
TP + (16) TP - (8)
Degree of Mild 19% 13%
arterial Moderate 38% 50%
BRSO Severe 6% 37%
Ischemic Stable stenocardia, FC 21% (1) 50% (l1, 1)
Heart Disease | painless forms 50% 4
Functional | 24% -
Class of Il 38% 38%
Heart Falure m 38% 62%
LA, mm 41,3 44,3
EF LV, % 52 43
QL , ball 123 116
SAP/DAP, mm Hg 141/92 157/93
HR, 1|min 96 102

The reset state of patients from TP + group is better

Quantity of patients in TP- group is less in 2 times




KnnHnyeckasa Xa PAKTEPUCTUKA MaAaUNEHTOB
Noxkazarenn pynnbl nauueHTOB
TP + (16) TP - (8)
Msrkas 19% 13%
CreneHb Al | YmepeHHas 38% 50%
Taxenas 6% 37%
— CTeHokapaus HanpsbkeHus, OK 21% () 50% (11, 1)
Besbonesble hopmbl 50% 4
I 24% -
CH, ®K | 38% 38%
1 38% 62%
Pa3mep neBoro npeacepausi, MM 41,3 44,3
®dpakuua msrHaHusa XK, % 52 43
O6wun niaeke KX , 6annol 123 116
CAL/OAL, mm pT CcT 141/92 157/93
YCC B MUH 96 102

icxogHoe cocToaHme nauueHToB 13 rpynnel TP+ nyyie
KonunyectBo nauneHToB B rpynne TP- B 2 pa3a MeHbLUe



HR before and according therapy results

Before therapy HR was lower in
HR at the stages of AF TP + patients group

At the APhT peak HR lowering is
120 observed only in TP + patients

group
After 3 days of therapy by

= amiodarone HR lowering is

observed only in TP + patients
group, attachment of metoprolol
to the patients of TP- group

up to of Equally effective HR control in
al both groups after month of
1P 0




YCC oo v no ntoram Tepanuu

YCC Ha aTanax ®T1

‘
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Teparwl Tepanu | MecAL
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Ao Tepannn HYCC Hunxe B
rpynne nauueHTtos TP+

Ha BbicoTe O®DI1 noHuxXeHune
YCC ToNbKO B rpynne
nauneHToB TP+

Yepes 3 aHA Tepanuu
aMMOLapPOHOM MOHUXKEeHne
YCC ToNbKO B rpynne
naunenToB TP+, nobasneHune
MeTonposiosa naumeHTam
rpynnbl TP-

OAnHaKoBO 3PP EKTUBHbIN
KoHTposnb YCC B 0beunx
rpynnax cnycrtsa mecsu,
Tepanuu



LQI before and according therapy results

LQl at the stage of AF From the very beginning LQI
is higher at TP+ group

Increasing of LQI during
both therapies in two
groups, greater in TP-

group

LQI is greater in TP+ after
therapy




KX 0o 1 no ntoram tepanunu

MK)K Ha atanax &

-

NexogHo KK Bbile B
rpynne naymeHTtos TP+

[NoBbilweHne NKXK Ha
dooHe Tepanun B 06eunx
rpynnax naumeHTos,
OonblUuee No CTENEHU B
rpynne TP-

Bonbwnn MKXK no ntoram
Tepanun B rpynne
naumeHToB TP+



FC HF before and according therapy
results

TP+ FC HF up to of therapy

| FC@ )

TP+ FC HF after of therapy

FC

TP-FC HF up to of therapy TP- FC HF after of therapy

lnrC |EC

From the very beginning FC HF is lower in TP + group

Positive influence of theralgy as for decrease of FC HF in both groups of patients,
more intensive in group TP-

Lower FC HF according therapy results in TP- group



OK CH oo u u no utoram tepanmu

TP+ ®K CH po Tepanuu TP+ ®K CH nocne Tepanuu
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TP- ®K CH po Tepanun TP- ®K CH nocne Tepanun
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NcxogHo 6onee Huskum ®K CH B rpynne naumeHTtoB TP+

[Mo3nTruBHOE BrnaHUe Tepannn Ha cHmxkeHne PKCH B o6enx rpynnax naumeHTos,
bonee nHTEHCKBHOE B rpynne TP-

Bonee Hu3knn OK CH no pesynesratam Tepanuu B rpynne naumeHToB TP-




SAP and DAP before and according
therapy results

From the very
beginning SAP is
hiher in TP- group,
DAP is the same in
both groups

Additional
hypotensive
therapy to the
antiarrhytmic one
after a month is
equally effective in
Before therapy Month of therapy Compared groups
of patients

=— DAP, TP+ =8=DAP, TP- == SAP, TP+ —l- SAP, TP




CAA v JAL Ao n no ntoraMm tepanuu

NcxoaHo CALD

B rpynne
nauneHTtoB TP-
Bbiwe, AAA
oANHaKoBoOe

B 06eunx rpynnax
MnauneHToB

[MNoTeH3MBHasaA B
AOnosIHeHne K
AHTMAPUTMNYECKOW
Tepanusa cnycTs

1 Mecau oAMHAKOBO
[0 Tepanuu 1 MecaL, Tepanuu 3CI3CI3€KTV|BHa

B CpaBHMBAEMbIX
rpynnax naymeHToB

—— AL TP+ —s—IAf], TP-
—e—CAJL, TP+ —B-CAJ, TP




TP HRV before and according
therapy results

From the very
beginning TP in TP

I
+ groupis less in 3
_ times compared to
BN

S | At the peak of APhT
n& with amiodarone in
IR TP + group TP
_ increases in 2 times

I During therapy TP
Before Month qualitatively inherits
therapy AT %fse(e;p_y_ | it's reactings in

ECN APRT

—e— TP+ 12376 21993 17505
—&— TP- 33420 32198 33741




TP BCP oo n no ntoram tepanumwu

NcxoaHo TP B
rpynne

35000 nauymeHToB TP+
MeHblle B 3 pa3a
NPOTUB rpynnbl

40000

30000

25000 nauneHToB TP-
20000 Ha BbicoTe ODI1 c

aMNoaapoHOM B
15000 rpynne

nauneHTtoB TP+
OHa BO3pacTaeT B
5000 2 pasa

0 B npouecce
1 Mmecsay
T - g 1P
Tepanuu
Kay4eCTBEHHO

e
e sorer | [N A.

10000




Conclusions

= By TP HRV in APhT reactions with amiodarone patients with AF can be
referred to TP + and TP- groups

= Quantities of TP + and TP- groups of patients in our research are in
ratio of 2:1

= The reset state of health in TP + group is higher than in TP- group
= HR control of TP + group is reached by monotherapy of amiodarone
= HR control in TP- group demands addition metaprolo therapy

= LQI increasing intensivity is higher in TP- group because of metaprolol
use, but still according therapy results it doesn’t reach its value in TP+
group

= APhT with amiodarone can be used for prediction and HR at AF control
planning

= As for the volume of observations the conclusions are preliminary, but
interesting for research to be continued



BbiBOAbI

[Mo peakunmn TP BCP B O®I1 ¢ ammnogapoHomM nauyueHTbl ¢ Gl MoryT ObITb
OTHeceHb! K rpynnam TP+, TP-

Konunuectsa nauneHToB rpynn TP+, TP- cooTHOCATCA (B HAlLeM
nccnegoBaHnmn) Kak 2:1

AicxogHoe cocTosiHne 300poBbsA nNaumeHToB rpynnel TP+ Bbiwe, Yyem TP-

Y naumeHTtoB rpynnbl TP+ koHTponbs YCC gocturaetca moHoTepanuemn
aMnogapoHOM

KoHTponb YCC y nauyueHToB rpynnel TP- TpebyeT 4ONOAHEHNS K aMNO4apOHY
MeTonposiona

[TpuTOM, 4YTO MHTEHCUBHOCTL pocTta VKX B rpynne nauneHToB TP- B cBA3u C
OOMNOSTHUTESTbHBIM Ha3zHa4YeHneM METOMNPOosioNa Beille, Mo UToram Tepanuu y
HMUX OH He OOCTUraeT ero 3Ha4eHnn rpynnoel naymeHTos TP+

O®l1 ¢ amnogapoOHOM MOXKET ObITb MHCTPYMEHTOM MNPOrHO3MPOBAHUS U
nnaHnpoBaHuns koHTposnss YCC npu Pl

Mo o6bemy HabnoOeHWIN BbIBOALI NpeaBapuTenbHbIe, HO UHTEPECHbIE, U
nccnegoBaHMe AOMKHO ObiTb MPOOOIMKEHO



