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Pacienti s AHRE: 1 riziko TE; 1 riziko Afib —TE
Zmeni riziko antikoagulacna liecba?
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AHRE a tromboembolicke riziko

Trial

Number
of patients

Duration of
follow-up

Atrial rate
cut-off

AF burden
threshold

Hazard ratio
for TE event

TE event rate

(below vs. above AF
burden threshold)

2009
2012
2012
2014

Ancillary MOST®

Italian AT500 Registry'®

Botto et al."?

TRENDS

Home Monitor CRT%
ASSERT’

SOS AF-

27 months (median)
22 months (median)
1year (mean)

14 years (mean)
370 days (median)
25 years (mean)

2 years (median)

>220 bpm
>174bpm
>174 bpm

=175 bpm
>180 bpm
>190 bpm
>175 bpm

24h

CHADS, +AF
burden

55h

3.8h

6 min

1h

6.7 (P=0.020)
3.1 (P=0.044)
n/a

22 (P=0.060)
94 (P=0.006)
25 (P=0.007)
211 (P=0008)

3.2% overall (1.3% vs. 5%)
1.2% annual rate
2.5% overall (0.8% vs. 5%)

1.2% overall (1.1% vs. 24%)
2.0% overall

(0.69% vs. 1.69%)

0.39% per year

Overall




ASSERT — AHRE su Casté, zvysuju riziko CMP

2580 pts, > 65 rokov, hypertenzia, bez Afib; PM/ICD, 3 mes. monitor, f.u. 2,5 roka
AHRE > 190/min, najmenej 6 min. Incidencia 10,1%; 17,3% epizdd je faloSne pozit.

End point Device-detected Device-detected  Relative risk p

AT absent, AT p resent, (95% CI)

n(%l/year) n(%l/year)
Ischemic stroke 40 (0.69) 11 (1.69) 2.49 (1.28-4.85) 0.007
or systemic
embolism
Vascular d eath 153 (2.62) 19 (2.92) 1.11 (0.69-1.79) 0.67
Stroke, Ml or 206 (3.53) 29 (4.45) 1.25 (0.85-1.84) 0.27
vascular death
Clinical AF 71 (1.22) 41 (6.29) 5.56 (3.78-8.17) 0.001
or flutter




Riziko klinickej fibrilacie predsieni

B Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight 1V, Random, 95% CI IV, Random, 95% CI
Ancillary MOST 1.78 0.3685 22.5% 5.93 [2.88, 12.21] —)
ASSERT 1.7192 0.1987 77.5%  5.58 [3.78, 8.24] —-
Total (95% CI) 100.0% 5.66 [4.02, 7.97] <>
i : 2 = - i = = = 3 = b + t { { {
Heterogeneity: Tau 0.00; Chi 0.02,df =1 (P = 0.88); I = 0% 0102 05 1 5 : 10

Test for overall effect: Z = 9.91 (P < 0.00001)

Decreased Risk Increased Risk

Biziko mozgovej prihody

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Random, 95% CI IV, Random, 95% CI
Ancillary MOST 1.026 0.4096 14.2% 2.79 [1.25, 6.23] -
ASSERT 0.9163 0.3416 20.5% 2.50[1.28, 4.88] -
Botto et al 0.9243 0.7674 4.1% 2.52 [0.56, 11.34] w >
Capucci et al 1.1314 0.5286 8.6% 3.10[1.10, 8.74] -
Shanmugam et al 2.2407 0.8433 3.4% 9.40[1.80, 49.08] >
SOS AF 0.6366 0.2579 35.9% 1.89[1.14, 3.13] ——
TRENDS 0.7885 0.4231 13.4% 2.20 [0.96, 5.04] i
Total (95% ClI) 100.0% 2.41 [1.78, 3.26] <
Heterogeneity: Tau? = 0.00; Chi* = 3.91, df = 6 (P = 0.69); I = 0% 50 1 0*2 OfS 1 5 ; 104

Test for overall effect: Z = 5.68 (P < 0.00001)

Decreased Risk Increased Risk

Marhajan R et al. Europace 2018



AHRE a tromboembolicke riziko

Trial n Prior Mean Prior Definition c¢fIAHRE AHRE+ AHRE- RRfor p

AF CHADS,| OAC Atrial rate Duration annual annual TE

(%) (%) TE (%) TE (%)
ASSERT [2] 2,850 0 2.2 1.5 >190 bpm >6 min 1.7 0.7 2.5 0.007
TRENDS [6] 2,486 20 2.2 20.8 >175 bpm =5.5h 2.4 1.1 2.2 0.06
Turakhia et al. 9,850 41 3.2 54 AT/AF >5.5h —~ — 4.2 <0.05
[16]
MOST [13] >220 bpm >3 min

Zataz AHRE: riziko MCP stupa kontinudlne. Cut-off bod pre riziko MCP?




Trvania AHRE a tromboembolické riziko

TRENDS: ASSERT:

TE rate per 100 patient-years

2.4%

Zero AT Low AT (<55 h) High AT (5.5 h)

AT/AF burden subset b 1
>6min—6 h 0.75 (0.29-1.96
AT/AF burden | . HRTfoOr 7k ( )
high vs zero burden >6h—24h 1.32 (0.40-4.37)
Low <5.5 h (0.98)0.34, 2.82] >24 h 3.24 (1.51-6.95)
High 5.5 h 2.20 [0.96, 5.05]

Zataz AHRE: riziko MCP stupa kontinudlne. Cut-off bod pre MCP: 5,5 hod? 24 hod?

Glotzer TV et al. Circulation Arrhyth Electrophys 2009;2:474-80. VanGelder |, et al. Eur Heart J 2017



100%

AHRE a TE

riziko je tranzientné

75%

m AHRE priorto TE
m AHRE after TE
m TE without any AHRE

50%

Percentage of patientswithTE

25%

0%

ASSERT TRENDS IMPACT Turakhia et al.




AHRE u pacientov s CRT — fibrilacia predsieni a tromboembdlia
394 pts, CRT, bez Afib, f.u. 6 mes.

Atrial high rate episodes
Present (n = 79) Absent (n = 315)
Hazard ratio with atrial high
Clinical outcome Events % per year Events % per year rate episodes (95% (CI) P
Atnial fibrillation 27 9.6 52 4.1 2.35 (1.47-3.74) =< .001
Thromboembolic event 11 3.1 19 1.4 2.30 (1.09-4.83) .028
Death 29 7.6 113 7.9 0.97 (0.64-1.45) .87

Risk of atrial fibrillation Risk of thromboembolic event Risk of thromboembolic events
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Witt Ch.T. et al. Heart Rhythm2015;12:2368-2375



Tromboembolické riziko epizéd asymptomatickych AFib

568 pts, kardiostimulator typu DDD CHADS, score
Kontinualne sledovanie 1 rok

Epizdda <5 min

Epizdda >5 min < 24 hod

Epizdda > 24 hod

Botto G. et al. J Cardiovasc Electrophysiol, 2009,;20,241-248



Antikoagulacia na prevenciu CMP bez Afib neucinkuju

ESPRIT study. Lancet Neurol.

2007; 6:115-124
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Fibrilacia predsieni

dysfunkcia (Ll NO)

Hyperkoagulacny stav Staza v 'avom usku

Endokardialna k‘

Komorbidity

T trombin

Aktivacia trombocytov

Trombus bohaty na fibrin |

% cez stretch, tukovu
infiltraciu, fibrozu,
oxidativny stres,
zapal, atd.



Riziko MCP u pacientov s AHRE

® Bez asociovanych chordb je minimalne riziko MCP

® Asociované choroby: hypertenzia, DM, srdc.zlyhavanie,
aterosklerdza zvysuju riziko MCP bez Afib

®  Komorbidity spdsobuju patoldgiu LA, ktora potencuje tvorbu
trombu v LA/LAA, ktora je additivna k protrombotickym aktivitam
vyvolanym Afib

" Pri Afib sa riziko MCP zvysuje
® ZvySovanim Afib burden
® ZvySovanim poétu a zavaznosti komorbidit




Co robit s AHRE?

® Hladaj fibrilaciu predsieni ECG / Holter.
® Antikoaguluj, ak sa na EKG dokumentovala AFib.

® Ak sa nedokumentovala Afib, neantikoaguluj
® Vynimka su pacienti s vysokym CHA2DS2VASc skore

® Ak sa rozhodnes antikoagulovat, je to off label terapia

® Cakaj na vysledky ARTESIA
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AHRE Vv pamati CIED

Anamnéza CMP alebo AFib

Hfadaj AFib
na EKG stripe, 12-zv, Holteri

. v v
af:iigg;[ﬂgfia AFib najdena AFib nenajdena Prehodnocuj periodicky

) Zvaz antikoagulaciu ak
Dalsi ANO AHRE > 24 hod a

manazment CHA2DS2VASe > 2
U muzov a > 3 u zien

NIE

Camm, Europace 2018. Adapted from Kirchhof et al.



Vplyv trvania AHRE

riziko je tranzientné — tyzdne poskonceni AHRE

Riziko klinickej AFib Riziko MCP
Odds Ratio 51
IV, Random, 95% ClI 44
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Decreased Risk Increased Risk

Stroke Risk (per 100 person-years)

ASSERT > 6 min
TRENDS > 5,5 hod. denne
HOME CARE > 318 hOd'denne NRAF Cohort ATRIA Cohort  Subclinical AF No Subclinical AF




AHRE >5 min ariziko TE

224 pts, PM AHRE za 6 mes. u 17%

Freedom from CVD mortality among Freedom from CVD mortality among
patients with CHA,DS,VASc < 2 patients with CHA,DS,VASc > 2
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Gonzales et al. HeartRhythm 2014; 11, 2214-2221




