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Abstract

Background: Nonvalvular atrial fibrillation
(NVAF) is the most common causes of atrial
fibrillation (AF) in clinical practice. Many studies
have demonstrated the oral anticoagulant drugs can
reduce the risk of thromboembolism, but until now,
there have had no clinical outcome trials including
anticoagulant drugs in the patients with AF with non-
rheumatic valvular heart disease (NRVHD). Objective:
This trial was conducted to determine the clinical
outcomes of AF patients with NRVHD compared
with NVAF Methods: This study was a retrospective
observational study in patients with AF in Central Chest
Institute of Thailand between January 2015 to January
2017. Those were divided into AF patients with NRVHD
and patients with NVAF. The primary outcome was
the ischemic stroke and secondary outcomes were
intracranial hemorrahge, the gastrointestinal bleeding
(GIB) or all-cause mortality. The primary and secondary
outcomes in this study were analyzed with chi-square
test. Results: A total of 146 AF patients were recruited.
There were 40 AF patients in the NRVHD group and
106 patients in the NVAF group .There was ischemic
stroke in 3 patients (7.50%) in the NRVHD group and
in 10 patients (9.40%) in the NVAF group (RR 0.79: 95%
Cl, 0.23 to 2.74; p = 0.71). No patient in the NRVHD
group (0%) and 4 patients (3.77%) in the NVAF group
had the intracranial hemorrhage (RR, 0; p = 0.21).
There was gastrointestinal bleeding GIB in 4 patients
(10%) in the NRVHD group and 2 patients (1.89%) in
the NVAF group (RR 5.3; 95% Cl, 1.00 to 27.81; p =
0.02). Eight patients (20.51%) in the NRVHD group and
4 patients (3.77%) in the NVAF group died (RR 5.43;
95% Cl, 1.73 to 17.04; p < 0.01). Conclusions: AF
patients with NRVHD had more GIB and death than
those with NVAF. The oral anticoagulant drugs were
appeared to be the prevention of ischemic stroke
in the AF patients with NRVHD comparable to the
patients with NVAF. However, the increased risk of Gl
bleeding and death limited its use in these patients.

Keywords: non-rheumatic valvular heart
disease, atrial fibrillation, nonvalvular atrial fibrillation,

anticoagulant, stroke, bleeding
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Introduction

Valvular heart disease is one of the causes of
atrial fibrillation (AF)'. The serious complication of
atrial fibrillation is the cerebral embolism which can be
prevented by anticoagulants'?. The atrial fibrillation
is classified into valvular and nonvalvular atrial
fibrillation (NVAF) following the thromboembolic risk’.

The valvular AF including patients with either
rheumatic valvular heart disease or mechanical
prosthetic valves’. The patients with valvular AF
are indicated for the oral anticoagulant due to high
thromboembolic risk. However, the term “valvular
AF” is still confused among several physicians *.
Some of the AF patients with nonrheumatic valvular
heart disease (NRVHD) may be prescribed the oral
anticoagulants as well as those with rheumatic
valvular heart disease regardless CHA DS -VASc score.

The anticoagulant trials in nonrheumatic AF
have shown those had concomitant valvular heart
disease about 19 - 25%"". The patients with NRVHD
have higher thromboembolic events in the higher
CHA DS -VASc score com pared with those with NVAF®,

To date, there have been the nonvitamin K
antagonist oral anticoagulants (NOACs) trials included
the AF patients with valvular heart disease. Those
with NRVHD in these trials have demonstrated the
higher bleeding complication compared to those with
NVAF"*,

However, there have had no clinical outcome
trials including anticoagulant drugs in the patients with
AF with non-rheumatic valvular heart disease (NRVHD).
This trial was conducted to determine the clinical
outcomes of AF patients with NRVHD compared with
NVAF

Materials and Methods

The AF patients were retrospectively recruited.
The study included the AF patients were at least
18 years old treated in Central Chest Institute of
Thailand between 2015 and 2017. The patients with
moderate to severe rheumatic mitral stenosis, valvular

repair and replacement surgery, functional mitral



regurgitation, NYHA functional class IV heart failure,
thrombocytopenia, myeloperiferative disorder or
hyperviscosity syndrome were excluded.

Those were divided into NRVHD group and
NVAF group. The authors collected the baseline
characteristics, comorbid disease, echocardiographic
parameters and treatment in each patient. The
primary outcome was ischemic stroke and the
secondary outcomes were intracranial hemorrhage
(ICH), gastrointestinal bleeding (GIB) or all-cause
mortality.

The authors determined 0.025 for type | error
and 0.10 for type Il error with 90% power to detect
the difference of primary outcome. The posthoc
analysis of RE-LY trial'* have shown the AF patients
with NRVHD had 1.09 for the adjusted hazard ratio (HR)
of stroke or systemic embolic events (SEE) and 95%
confidence interval (Cl) have been between 0.88 to
1.33, so the authors determined 1.045 for the HR for

non-inferiority margin. The margin of 1.045 represents

Table 1 Baseline characteristics of the patients

half the adjusted HR of stroke or SEE. A sample size
of 280 patients is calculated to compare two groups
of patients in noninferiority hypothesis.

The categorical data are presented as frequency
and percentage. The continuous variables are
presented as mean + standard deviation (SD). The
primary and secondary outcomes in this study were
analyzed with chi-square test. A p-value of 0.05 or

less are considered as statistical significance.

Results

A total of 146 AF patients were enrolled. The
study was prematurely terminated due to those with
NRVHD had more significant increase in GIB and death.
The average age was 68.90+11.90 and 72.60+11.30
years in NVAF and NRVHD groups, respectively.
Two-third of patients were male and about 70% of
patients had hypertension. The average CHA DS -VASc
score was 2.42 and 2.65 in NVAF and NRVHD groups,
respectively (p = 0.34). (Table 1)

Demographic data NVAF (n = 106) NRVHD (n = 40) p-value
Mean age (years) 689 + 11.9 726 +11.3 0.09
Male gender - no. (%) 68 (64.15%) 23 (57.50%) 0.46
Comorbid disease - no. (%)
HT 79 (74.53%) 24 (60%) 0.08
DM 30 (28.30%) 12 (30%) 0.84
Hypercholesterolemia 70 (66.04%) 16 (40%) <0.01
CAD 24 (22.64%) 4 (10%) 0.08
Prior myocardial infarction 8 (7.55%) 3 (7.50%) 0.99
History of heart failure 24 (22.64%) 16 (40%) 0.04
COPD 2 (1.89%) 4 (10%) 0.03
Chronic kidney disease 39 (36.79%) 10 (25%) 0.18
Average CHAZDSZ—VASC score 2.42 2.65 0.34
Oral anticoagulants - no. (%) 73 (68.87%) 34 (85%) 0.05
NOACs 10 (9.43%) 10 (25%) 0.01
Warfarin 64 (60.38%) 26 (65%)
Average INR 2.25 2.21 0.72
Average TTR 49.37% 42.64% 0.26
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Table 1 Baseline characteristics of the patients (Cont.)

Demographic data NVAF (n = 106) NRVHD (n = 40) p-value

Medication - no. (%)

ACEI/ARB 51 (48.11%) 18 (45%) 0.74

Beta-blocker 85 (80.19%) 23 (57.50%) 0.01

Diuretic 34 (32.08%) 18 (45%) 0.15

Aspirin 29 (27.36%) 5(12.50%) 0.06
Echocardiographic parameters

LVEF (%) - mean+SD 60.8 + 13.4 62.2 +10.8 0.47

LA diameter (mm.) - mean+SD 40.5 + 7.8 46.8 + 9.0 0.10

Value presented as mean + SD and n (%).

SD = standard deviation, n = numbers, NVAF = nonvalvular atrial fibrillation, NRVHD = non-rheumatic valvular

heart disease, COPD = chronic obstructive pulmonary disease, NOACs = non-vitamin K oral anticoagulants, INR =

international normalized ratio, TTR = time in therapeutic range, ACEI/ARB = angiotensin converting enzyme inhibitor/

angiotensin receptor blocker, LVEF = left ventricular ejection fraction, LA = left atrium

More AF patients with NRVHD were prescribed
oral anticoagulants (85%) while only 68.87% of
NVAF patients were prescribed oral anticoagulants.
Warfarin was the most common oral anticoagulants
prescribed in those patients (> 60%) with average
time in therapeutic range (TTR) 49.37% and 42.64%
in AF patients with NRVHD and NVAF, respectively.

There was ischemic stroke in 3 patients (7.50%)
in the NRVHD group and in 10 patients (9.40%) in

the NVAF group (RR 0.79; 95% Cl, 0.23 to 2.74; p =
0.71). No AF patient in the NRVHD group (0%) and 4
patients (3.77%) in the NVAF group had the ICH [RR,
0; p = 0.21]. There was GIB in 4 patients (10%) in the
NRVHD group and 2 patients (1.89%) in the NVAF
group (RR 5.3; 95% Cl, 1.00 to 27.81; p = 0.02). Eight
patients (20.51%) in the NRVHD group and 4 patients
(3.77% in the NVAF group died (RR 5.43; 95% Cl, 1.73
to 17.04; p < 0.01). (Figure 1)
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Figure 1 Clinical outcomes in patients with NVAF and AF patients with NRVHD

32 | 21saisnsunisnwue



Discussion

This study showed the clinical outcomes
in both group of AF patients in Thailand. The AF
patients with NRVHD had the worse outcomes
compared with those with NVAF in GIB and mortality
while comparable ischemic stroke and ICH. The use
of anticoagulants in the patients with NVAF is less
than expectation. The average CHA DS -VAS score
in patients with NVAF was 2.42, but only 68.87% of
those were prescribed oral anticoagulants. Of those,
warfarin was the most common oral anticoagulants
prescribed in those patients (> 60%) with poor quality
of anticoagulant control reflecting from average
TTR < 65-70%. More AF patients with NRVHD were
prescribed oral anticoagulants, but those were more
poor anticoagulant control than those with NVAF
leading to more GIB.

Because AF patients with NRVHD had more
complicated heart disease such as their own valvular
heart disease and heart failure leading to more poor
anticoagulant control compared with those with NVAF.

Additionally, AF patients with NRVHD had more
mortality than those with NVAF.
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