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Efficacy and safety of different doses of rivaroxaban in treatment of elderly
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[ Abstract] Objective To explore the appropriate dose of rivaroxaban to prevent stroke in elderly Chinese patients with non-valvular
atrial fibrillation in order to improve the effectiveness and safety of anticoagulation therapy. Methods From December 2016 to December
2018, 152 consecutive elderly patients with nonvalvular atrial fibrillation admitted in the First Medical Center of Chinese PLA General
Hospital were randomly divided into rivaroxaban A group and rivaroxaban B group. Group A received the international recommended dose
of rivaroxaban (15 mg) and group B a low dose (10 mg). After 12-month follow-up, the clinical data of 73 patients in group A and 67
patients in group B got analyzed. The blood routine, coagulation function, plasma anti-Xa factor activity concentration were tested and
thromboelastography was performed before and after the treatment of rivaroxaban. The bleeding events, ischemic events and all-cause
deaths were recorded during 12 months of follow-up. SPSS statistics 26. 0 was used to perform the statistical analysis. Student’s ¢ test,
Chi-square test, or Rank sum test was employed for intergroup comparison depending on different data types. Kaplan-Meier survival
curve is plotted for survival analysis. Results There were no significant changes in the levels of alanine aminotransferase ( ALT) ,
aspartate aminotransferase ( AST) , serum creatinine ( SCr), blood urea nitrogen ( BUN), uric acid (UA) and hemoglobin (Hb),
blood platelet (PLT) count, or platelet aggregation before and after rivaroxaban treatment in both groups (P>0.05). The peak activated
partial thromboplastin time ( APTT), peak plasma prothrombin time (PT), peak prothrombin activity (PTA), peak international
normalized ratio (INR) and trough concentration of anti-Xa factor were significantly higher in group A than group B (P<0.05). But

there were neither obvious differences in the other coagulation indexes between the 2 groups (P>0.05) , nor in the main indicators of
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the thromboelastogram between them ( P>0.05). Except for hematuria, no significant differences were found in the incidences of ischemic

events, major hemorrhagic events and all-cause deaths between the 2 groups (P>0.05). The results of Kaplan-Meier survival analysis

showed that the cumulative survival rate of group A was 93.5% and that of group B was 84. 6%, but there was also no statistical

difference (P>0.05). Conclusion The risk of ischemia and hemorrhage in elderly patients with non-valvular atrial fibrillation in

China needs to be individually assessed before the initiatively prevention and treatment of stroke. A low dose of rivaroxaban is recom-

mended for anticoagulation therapy, which can achieve obvious and relatively safe clinical benefits.
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Table 1  Comparison of baseline data between two groups
Item Group A(n=73) Group B(n=67) t/X>/F P value

Age(years, xts) 84.3+3.8 86.8+4.0 3.843 <0. 001
Male/Female(n) 60/13 51/16 0. 645 0.422
BMI(ke/m?, xs) 24.9+3.4 23.6+3.2 2.313 0.022
Type of atrial fibrillation[ n( %) ] 2.009 0. 366

New-onset 2(2.7) 0(0.0)

Paroxysmal 47(64.4) 42(62.7)

Persistent 24(32.9) 25(37.3)
Basic illness[ n( %) ]

Hypertension 63(86.3) 55(82.1) 1.227 0.268

Diabetes mellitus 20(27.4) 22(32.8) 0.354 0.551

Coronary heart disease 44(60.2) 45(67.2) 2.079 0. 149

Stroke/TIA 24(32.9) 26(38.8) 0.373 0.541
Antiplatelet use[ n( %) | 21(28.8) 24(35.8) 0.612 0.434
CHA,DS,-VAS( points, xs) 5.2+1.4 5.3x1.5 0.337 0.736
HAS-BLED( points, x+s ) 4.4+0.9 4.5+1.1 0. 656 0.513

BMI: body mass index; TIA: transient ischemia attack; CHA,DS,-VAS: congestive heart failure, hypertension, age>75 years (doubled), daibetes

mellitus, stroke (double)- vascular disease, age 65-74 and sex category (female); HAS-BLED: hypertension, abnormal renal and liver function,

stroke, bleeding, labile international normalized ratio, elderly (age>65 years), drugs or alcohol.
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Table 2 Comparison of laboratory results before and after anticoagulation treatment between two groups — (xzs)
e Group A(n=73) Group B(n=67)

Before treatment After treatment t P value Before treatment After treatment t P value

ALT(U/L) 19.6+10.9 24.2+18.3 1.824 0.072 20.5+16.0 19.1£15.3 1.093 0.614
AST(U/L) 21.3+10.2 21.8x12.2 0.263 0.787 20.1+9.9 19.5£7.3 0. 405 0.705
SCr( pmol/L) 88.4+21.7 94.6+23.9 1. 608 0.109 107.2+37.2 111.2£39.5 0.617 0.555
BUN( pmol/L) 6.1+£2.3 6.4+2.3 0.771 0. 680 8.5+4.9 7.6%3.9 1.195 0.268
UA( pmol/L) 336.3+107.2 319.7+84.0 1.013 0.314 371.1+114.0 346.7+101.0 1.335 0. 196
Hb (g/L) 133.6+13.7 132.7+16.3 0.354 0.730 122.3+15. 1 121.2+17.2 0. 402 0. 706
PLT (x10°/L) 183.9+58.4 183.9+57.9 0. 002 0.998 166. 0+£50. 4 174.2+53.5 0.933 0.365
PAST (%) 61.6+29.8 60.3+23.4 0.285 0. 842 57.2+24.3 54.6+33.2 0.537 0. 681

ALT: alanine aminotransferase; AST aspartate aminotransferase; SCr; serum creatinine; BUN: blood urea nitrogen; UA: uric acid; Hb: hemoglobin;

PLT: platelet; PAgT . platelet aggregation function.
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Table 3  Comparison of coagulation function between
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two groups (xxs)
Tten Group A Group B t P value
(n=73) (n=67)

TT(s)

Basis 16.5+1.2 16.8+2.5  0.769  0.443

Valley 16.2+1. 1 16.3+1. 0.226  0.821

Peak 16.5+1.3 16. 3+0. 1.304 0.195
APTT(s)

Basis 38.8+5.8 40.1+£7.8  1.106  0.271

Valley 39.7+5.5 40.8+7.4  0.994 0.322

Peak 48.6+9.6 45.3+7.2  2.159 0.033
PT(s)

Basis 15.4+3.4 15.7+4.8  0.529  0.597

Valley 15.0+1.8 15.4+4.4  0.705 0.482

Peak 20.5+3.9 18.9£3.7  2.328 0.022
PTA(%)

Basis 79.3+18.4 78.9x18.1 0.135 0.893

Valley 15.0+1.8 15.4x4.4  0.207 0.836

Peak 49.0+14.3  55.9x15.5 2.564 0.012
INR

Basis 1.19+0.2 1.27+0.5 1.072  0.286

Valley 1.19+0.19 1.22+0.5 0.619 0.537

Peak 1.78+0.5 1.59+0.4 2.443 0.016
Fib(g/L)

Basis 3.4+0.8 3.6£1.0 0.746  0.457

Valley 1.19+0.19 1.22+0.5 1.096 0.275

Peak 3.54+0.8 3.74£0.9 1.246  0.215
D-D(ng/ml)

Basis 1.2+2.3 1.0+£0.8  0.535 0.593

Valley 0.7+0.9 0.8+0.6 0.654 0.515

Peak 0.7+0.8 0.7+0.5 0.774  0.441
Anti-Xa( U/ml)

Basis 24.4%6.6 25.7+3.1 1.343  0.182

Valley 40.2+22.5 33.3x13.4 2.057 0.042

Peak 171.6+81. 1 144.9+92.9 1.713  0.089

TT: thrombin time; APTT: activated partial thromboplastin time; PT.

prothrombin time; PTA ; prothrombin activity; INR: international normal-

ized ratio;

factor; ACT .

Fl]) H

fibrinogen ;

activated clotting time.

D-D: D-dimer;
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Table 4 Comparison of main indicators of thromboelastogram

0] 22 5 G T

between two groups (xts)
Item Group A Group B t P value
(n=173) (n=67)
Basis R(min) 6.9+1.8 7.2£2.2 0.672  0.503
Valley R(s) 7.6£2.2 8.1+4.6 0.785 0.434
Peak R(s) 11.0+3.2 10.6+2.9 0.719  0.474
Basis Angle 60. 6+6. 8 60.9+8.7 0.160 0.873
(degree)
Valley Angle 61.7£6.0 61.5+7.5 0.178  0.859
(degree)
Peak Angle 54.7+8.9 56.7+8. 1 1.271  0.206
(degree)
Basis MA(mm) 57.8+5.4 57.5+8.3 0.250 0.803
Valley MA(mm) 59.1£5.2 58.9+6.6 0.219 0.827
Peak MA(mm) 58.5+7.5 58.9+7.2 0.260 0.795
Basis inhibition rate  49.9+29.5 41.5+£27.2 1.491 0.139
of ADP(%)
Valley inhibition rate  43.6+25.8 43.9+£25.3 0.058 0.954
of ADP(%)
Peak inhibition rate 32.8+24.2  35.9+26.3 0.664  0.508
of ADP(%)
Basis inhibition rate  62.6+37.9  65.4£34.9  0.431  0.667
of AA(%)
Valley inhibition rate  56.9+39.2  58.9+37.7 0.289 0.773
of AA(%)
Peak inhibition rate 66.8+35.8 58.3+37.0 1.226 0.223
of AA(%)
R: coagulation factor activity; Angle: fibrinogen function; MA: platelet
function; ADP: adenosine diphosphate; AA: arachidonic acid.
x5 2HABRETERREASEHILR
Table 5 Comparison of main clinical endpoints
between two groups [(n(%) ]
Group A Group B
Primary endpoint X? P value
(n=173) (n=67)
Ischemic events 0(0.0) 1(1.5) 1.097 0.295
Stroke 0(0.0) 1(1.5) 1.097 0.295
Bleeding events 9(12.3) 8(11.9) 0.005 0.944
Mucosal bleeding 7(9.7) 3(4.5) 1.376  0.240
Hematuria 0(0.0) 5(7.4) 5.649 0.018
Aortic sinus hematoma 0(0.0) 1(1.5) 1.097  0.295
Intracranial hemorrhage 1(1.3) 0(0.0) 0.924 0.336
Gastrointestinal bleeding 1(1.3) 0(0.0) 0.924  0.336
All-cause death 5(6.8) 11(16.4) 3.160 0.075
Stroke 0(0.0) 1(1.5) 1.097  0.295
Intracranial hemorrhage 1(1.3) 0(0.0) 0.924  0.336
Cardiogenic shock 0(0.0) 1(1.5) 1.097  0.295
Lung infection 4(5.5) 9(13.4) 2.624 0.105
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