
Pharmaceuticals 2012, 5, 279-296; doi:10.3390/ph5030279 
 

Pharmaceuticals 
ISSN 1424-8247 

www.mdpi.com/journal/pharmaceuticals 
Article 

Effect of Co-Administration of Rivaroxaban and Clopidogrel on 
Bleeding Time, Pharmacodynamics and Pharmacokinetics: A 
Phase I Study 

Dagmar Kubitza *, Michael Becka, Wolfgang Mück and Stephan Schwers 

Clinical Pharmacology, Bayer Pharma AG, D-42096 Wuppertal, Germany 

* Author to whom correspondence should be addressed; E-Mail: dagmar.kubitza@bayer.com;  
Tel.: +49-202-36-4504; Fax: +49-202-35-4115. 

Received: 20 December 2011; in revised form: 18 January 2012 / Accepted: 20 February 2012 / 
Published: 24 February 2012 
 

Abstract: Dual antiplatelet therapy with acetylsalicylic acid and a thienopyridine, such as 
clopidogrel, is effective for the secondary prevention of cardiovascular events in patients 
with acute coronary syndrome, but there is still a substantial residual risk of recurrence. 
Although anticoagulant therapy with a vitamin K antagonist (e.g. warfarin) in conjunction 
with antiplatelet therapy has been shown to reduce the risk of cardiovascular events, the 
rates of bleeding were increased with these combination therapies; hence, triple therapy 
with warfarin is currently only recommended in patients at low risk of bleeding. In 
addition, there are other limitations associated with vitamin K antagonist therapy, including 
the need for routine coagulation monitoring and dose adjustment to maintain the treatment 
within the therapeutic range. Rivaroxaban is an oral, direct Factor Xa inhibitor; in clinical 
practice, it is likely that rivaroxaban will be given to patients who also receive antiplatelet 
therapy, such as clopidogrel. This randomized, non-blinded, three-way crossover study 
investigated the effect of rivaroxaban on bleeding time when co-administered with 
clopidogrel. In addition, the influence of clopidogrel on the safety, tolerability, 
pharmacodynamics and pharmacokinetics of rivaroxaban was investigated. Of 27 healthy 
male subjects who received a single 300 mg dose of clopidogrel, 14 were identified as 
clopidogrel responders and were then randomized to the following three treatments:  
(A) two doses of clopidogrel on two consecutive days (300 mg on day 1; 75 mg on day 2); 
(B) one dose of rivaroxaban (15 mg); or (C) a combination of treatments A and B 
(rivaroxaban given on day 2). All treatments were well tolerated. Bleeding time with 
co-administration of rivaroxaban and clopidogrel was significantly prolonged in four 
subjects, compared with either drug alone: combination treatment increased the overall 
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least squares-means to 3.77 times baseline (90% confidence interval [CI] 2.82–4.73), 
compared with 1.13 times baseline (90% CI 0.17–2.09) with rivaroxaban and 1.96 times 
baseline (90% CI 0.10–2.91) with clopidogrel. Co-administration of clopidogrel had no 
significant effect on the pharmacokinetics of rivaroxaban and, when compared with 
rivaroxaban alone, had no further effects on Factor Xa activity or prothrombin time. 
Inhibition of ADP-stimulated platelet aggregation by clopidogrel was not affected by 
rivaroxaban. As expected, owing to the mode of action of each study drug, the results of 
this study demonstrated that co-administration of the Factor Xa inhibitor rivaroxaban and 
the antiplatelet clopidogrel increased the bleeding time in healthy subjects without 
affecting other pharmacokinetic or pharmacodynamic parameters of each drug. 

Keywords: bleeding time; clopidogrel; pharmacodynamics; pharmacokinetics; rivaroxaban 
 

1. Introduction 

Arterial and venous thromboembolic disorders are associated with substantial morbidity and 
mortality. Acute coronary syndrome (ACS) is caused by thrombosis in the coronary arteries. Rupture of 
an atherosclerotic plaque triggers thrombogenesis by platelet activation and aggregation and activation of 
the coagulation cascade, leading to complete or partial vessel occlusion [1]. The current gold standard of 
care for short-term and long-term secondary prevention of cardiovascular events in patients with ACS is 
dual antiplatelet therapy with acetylsalicylic acid (ASA) and a thienopyridine such as clopidogrel [2,3]. 
Both ASA, an irreversible inhibitor of thromboxane A2 synthesis, and clopidogrel, an inhibitor of P2Y12 
ADP platelet receptors, inhibit molecular pathways that mediate platelet activation and, therefore, 
prevent such adverse events [3]. However, despite the proven clinical benefit of these agents, patients 
remain at a substantial residual risk of recurrent cardiovascular events [4,5].  

Arterial thrombosis involves both platelet aggregation and the activation of the coagulation cascade, 
providing the rationale for anticoagulant therapy in addition to antiplatelet therapy for secondary 
prevention of cardiovascular events in patients with ACS [1]. A number of studies have assessed the 
risks and benefits of warfarin therapy in addition to ASA [6,7] or dual antiplatelet therapy (ASA and 
clopidogrel) [8] for the prevention of cardiovascular events in patients with ACS. These studies showed 
an improvement in cardiovascular outcomes compared with antiplatelet therapy alone, but this 
improvement was accompanied by an increase in major bleeding. Currently, triple antithrombotic 
therapy with warfarin, ASA and clopidogrel is only recommended in patients at low risk of bleeding [8]. 
Warfarin is also associated with other limitations that often result in patients receiving inadequate 
prophylaxis or sub-optimal patient adherence. These limitations include multiple drug-drug and  
food-drug interactions and unpredictable responses that necessitate routine coagulation monitoring and 
dose adjustments to ensure that patients maintain an appropriate anticoagulation intensity [9].  

Novel oral anticoagulants have been developed in recent years in an attempt to overcome some of 
the limitations associated with traditional agents (such as unfractionated heparin, low molecular weight 
heparins, fondaparinux and the vitamin K antagonists). These new agents, such as the direct Factor Xa 
inhibitors rivaroxaban and apixaban and the direct thrombin inhibitor dabigatran etexilate, have been 
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investigated extensively in large-scale clinical trials across several indications, including ACS. 
Rivaroxaban has successfully completed a phase III clinical trial in patients with ACS [10]. The phase 
III trial of apixaban was terminated prematurely because of safety reasons [11] and a phase III trial for 
dabigatran etexilate in ACS has not been performed. 

Rivaroxaban has shown a predictable pharmacokinetic/pharmacodynamic (PK/PD) profile, has a 
rapid onset of action, high oral bioavailability, few drug-drug interactions and does not require routine 
coagulation monitoring or dose adjustments for age, gender or body weight [12,13]. Rivaroxaban has 
been shown to be effective in animal models of arterial and venous thrombosis [13,14] and has 
demonstrated consistent efficacy and reassuring safety in large-scale clinical trials [10,15–21]. 
Rivaroxaban has gained approval for the prevention of venous thromboembolism after elective hip or 
knee replacement surgery in many countries worldwide. Rivaroxaban has also gained European and 
US approval for the prevention of stroke and systemic embolism in adult patients with non-valvular 
atrial fibrillation with one or more risk factors and European approval for the treatment of deep vein 
thrombosis (DVT) and prevention of recurrent DVT and pulmonary embolism following an acute  
DVT in adults. 

A previous study in healthy subjects showed that ASA did not alter the PK/PD profile of rivaroxaban; 
these data also showed that the combination of rivaroxaban and ASA had no additional effect on platelet 
aggregation or bleeding time compared with ASA alone [22]. Clopidogrel is currently the most 
commonly used antiplatelet agent in patients with ACS, in clinical practice, and it is likely that some 
patients who receive rivaroxaban may also be treated with antiplatelet agents, such as clopidogrel [23]. 

The objectives of this study were to investigate the effect of co-administration of rivaroxaban and 
clopidogrel on bleeding time and platelet aggregation, and the potential influence of clopidogrel on the 
safety, tolerability, PD and PK of a single dose of 15 mg rivaroxaban, and vice versa, in healthy male 
subjects. Based on the mode of action and the characteristics of both study drugs, bleeding time was 
the only parameter that was expected to be affected by co-administration of rivaroxaban and 
clopidogrel in comparison with either drug alone. 

2. Experimental Section 

2.1. Subjects 

This phase I study enrolled 27 healthy male subjects who were between 18 and 55 years of age, had 
a body mass index within the range of 18–32 kg/m2, a heart rate of 45–90 beats per minute, systolic 
blood pressure of 100–145 mmHg and diastolic blood pressure below 95 mmHg, and who had no 
relevant pathological changes in their electrocardiogram (ECG). Subjects were excluded if they had 
participated in any other clinical trial in the three months leading up to the study or had given more 
than 100 mL of blood in the previous four weeks or more than 500 mL of blood in the preceding 
three months. Subjects were also excluded if they had any clinically relevant condition or medical 
history that may affect study results or if they had any medical condition that may affect their ability to 
participate or complete the study. 
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2.2. Study Design and Treatments 

This randomized, non-blinded, single-centre, three-way crossover study was approved by the Ethics 
Committee of the North-Rhine Medical Council, Düsseldorf, Germany, and was conducted in accordance 
with the Declaration of Helsinki, the International Conference on Harmonisation Good Clinical Practice 
guidelines, and German drug law. The study (study number 011864) was conducted at the Pharma Center 
of the Institute of Clinical Pharmacology, Bayer HealthCare AG, Wuppertal, Germany. 

A clopidogrel response screening period preceded the study (Figure 1). During the screening period, 
subjects received a single dose of 300 mg clopidogrel and platelet aggregation was measured 24 h after 
administration. Fourteen of the 27 subjects showed more than 40% inhibition of platelet aggregation 
compared with baseline and were, therefore, considered to be clopidogrel responders. The initial dose 
of 300 mg clopidogrel was chosen for this study because this loading dose is generally used in patients 
with ACS [24]. A second dose of 75 mg clopidogrel was selected because this is the standard daily 
dose recommended by guidelines for use in patients with a variety of relevant conditions, including 
atrial fibrillation, stroke and ACS [24]. 

The 14 clopidogrel responders were randomly assigned to one of the following three treatments 
with a washout phase of about 14 days between treatments (Figure 1). Treatment A consisted of  
300 mg clopidogrel on day 1 and 75 mg clopidogrel on day 2. Treatment B consisted of a single dose 
of 15 mg rivaroxaban. Treatment C combined treatments A and B, with rivaroxaban given on day 2. 
Subjects were hospitalized on the evening before treatment was started in the morning and they stayed 
on the study ward for 3 days (treatment A), 2 days (treatment B) and 5 days (treatment C) after the first 
drug dose, and were discharged thereafter if there were no medical objections. The study ended with 
the final assessments approximately 1 week after the last treatment. All treatments were administered 
after 10 h of fasting at 08:00. Lunch was scheduled 4 h after tablet intake. 

Rivaroxaban, at doses between 5 mg and 80 mg, has been shown to have relevant PD effects [25–27]. 
Based on these results, a dose of 15 mg rivaroxaban was chosen as a suitable dose for this study. More 
recently, daily doses of 5–20 mg have been shown to be clinically efficacious in phase II and phase III 
trials [15–21,27,28]. 

2.3. Safety and Tolerability 

Safety and tolerability were assessed subjectively and objectively. Subjective assessment was 
obtained by asking the subjects non-leading questions about the occurrence of any adverse events or by 
spontaneous reporting of adverse events. Adverse events were classified according to their degree of 
severity. Objective tolerability was evaluated by monitoring cardiovascular parameters including heart 
rate, blood pressure and ECG parameters. In addition, blood tests, clinical chemistry, urine test and 
drug screening were part of the objective assessment. 
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Figure 1. Study design of the three-way crossover study. * Treatment period during which one subject withdrew from the study owing to an 
adverse event. 
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2.4. Bleeding Time 

Bleeding time tests were performed in accordance with the protocol reported by the International 
Committee on Standardization of the Bleeding Time [29]. Bleeding time measurements depend on the 
method and on who carries out the procedure; therefore, results vary greatly between studies. To 
reduce variability, one study nurse was specifically trained in the procedure of the test before this 
study. The same study nurse carried out all measurements at all time points for each subject. Briefly, 
the bleeding time test was performed on the lateral aspect of the volar surface of the forearm 3–5 cm 
distal to the elbow crease in an area devoid of hair, scars, bruises or surface veins. A 
sphygmomanometer on the upper arm was inflated to 40 mmHg for 30 seconds before the incision was 
made and maintained at 40 mmHg until the end of the procedure. The bleeding time incision was made 
by placing a Surgicutt Adult® (ITC, Edison, NJ, USA) device (used in accordance with the 
recommendations of the manufacturer, as specified in the package insert) gently against the forearm, 
perpendicular (vertical) to the elbow crease. After the incision, the drops of blood flowing from the 
wound were wicked with filter paper (Rundfilter by Schleich und Schuell, diameter 70 mm) every  
30 seconds until bleeding ceased, with care taken not to touch the incision or dislodge the developing 
platelet plug. The bleeding time was measured in seconds as the total duration of blood flow from  
the wound. A closure was placed across the incision, and the subjects were asked not to remove it  
for 24 h. 

2.5. Pharmacodynamic Parameters 

The effects of rivaroxaban and clopidogrel on Factor Xa activity, prothrombin time (PT), activated 
partial thromboplastin time (aPTT) and HepTest were assessed, as described previously [26]. Factor 
Xa activities above 0.1 IU/mL (the lower limit of quantification) were determined with a precision of 
3.8–6.6% and an accuracy of 96–114%. PT (assessed using freeze-dried thromboplastin from  
rabbit brain (Neoplastine Plus; Roche Diagnostics, Mannheim, Germany), aPTT [assessed using a 
kaolin-activated test (Roche Diagnostics)], and HepTest® (Haemachem, St. Louis, MO, USA) were 
measured with a ball coagulometer (KC 10, Amelung, Germany) in accordance with the manufacturer’s 
instructions. Blood samples were taken at the time of administration of rivaroxaban and again after  
0.5, 1, 2, 3, 4, 6, 8, 12, 15, 24 and 48 h (treatment B). When clopidogrel and rivaroxaban were  
co-administered on day 2 of treatment C, blood samples were collected at the same time points and 
after 96 h. When only clopidogrel was administered (treatment A), blood samples were taken after  
4, 8, 24 and 48 h. Blood samples were centrifuged to obtain plasma samples, which were then frozen 
and stored below −15 °C until analysis. 

2.5.1. Platelet Aggregation 

Platelet aggregation was determined by the Born method just before and 4 h after study drug 
administration [30]. This method is based on the turbidimetric determination of cell suspensions. 
Because platelet-enriched plasma possesses a minor permeability for long-wave light (whereas plasma 
poor in platelets lets light pass through without obstruction), the percentage of light permeability of 
plasma can be used as a measure for platelet aggregation. Measurement was performed at 650 nm. The 
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individual response of changes of platelet aggregation to baseline was determined using 29 µM ADP 
in addition to an optimized individual activating regimen using ADP. The light transmission  
of each aggregated sample is reported in relation to the light transmission of the individual  
platelet-enriched plasma sample (0% light transmission) and the corresponding individual platelet-poor 
plasma sample (prepared by centrifugation; 100% light transmission). Within 5 minutes, the maximum 
aggregation and the maximum gradient were evaluated against the different ADP concentrations that 
were used for stimulation. 

2.5.2. Platelet Activation Markers 

The relative changes to baseline at 4 h after drug administration of the platelet activation markers 
membrane glycoprotein receptor GPIIb/IIIa, P-selectin and annexin V were determined by flow 
cytometry [31]. To assure uniformity of assays and to minimize sample manipulation, blood samples 
were mixed gently and processed without delay. Platelet-rich plasma was prepared by slow 
centrifugation, and platelets were labelled with monoclonal antibodies against GPIIb/IIIa (CD41a), 
P-selectin (CD62p) and annexin V protein. Samples were analysed using a COULTER® EPICS® XL™ 
flow cytometer (Beckman Coulter, Inc.; Brea, CA, USA). The average immunofluorescence of the 
total population or the fraction of activated events was determined and compared with individual 
control samples before treatment. 

2.6. Pharmacokinetic Parameters 

Blood samples for analyses of the PK parameters of rivaroxaban (area under the concentration-time 
curve [AUC], maximum plasma concentration [Cmax], terminal half-life [t½] were taken at the time of 
administration of rivaroxaban and again after 0.5, 1, 2, 3, 4, 6, 8, 12, 15, 24 and 48 h for treatment B 
and treatment C). PK parameters were determined by non-compartmental analysis using KINCALC® 
(Bayer HealthCare AG, Wuppertal, Germany). Quantitative analysis of rivaroxaban in plasma was 
performed using a fully validated assay. Briefly, concentrations of rivaroxaban were determined after 
solid/liquid extraction by high-performance liquid chromatography coupled with a tandem mass 
spectrometer. A close chemical analogue of rivaroxaban, BAY 60-4758 (5-chloro-N-({3-[3,5-dimethyl-
4-(3-oxomorpholin-4-yl)phenyl]-2-oxo-1,3-oxazolidin-5-yl}methyl)thiophene-2-carboxamide), was used 
as the internal standard. Prior to the high-performance liquid chromatography analysis, rivaroxaban 
and the internal standard were extracted from the matrix by solid phase extraction using C18 
cartridges. The calibration range of the procedure was from 0.5 µg/L (lower limit of quantification) to 
500 µg/L. Quality control samples in the concentration range from 1.35 µg/L to 266 µg/L were 
determined with an accuracy of 96.3–98.2% and a precision of 3.45–7.91% (n = 15 each). 

2.7. Statistical Analysis 

Statistical evaluations were performed with the use of the SAS® software package version 8.2 at the 
Department of Global Pharmacometrics (Bayer HealthCare AG, Wuppertal, Germany). Bleeding time 
results and platelet aggregation results were analysed for each subject 4 h after drug administration 
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using descriptive statistical methods. Student’s paired t tests were used to compare treatments for these 
parameters, and 90% confidence intervals (CIs) for the difference were calculated. 

The primary PK parameters AUC and Cmax of rivaroxaban were analysed assuming log-normally 
distributed data. The logarithms of AUC and Cmax were analysed by analysis of variance (ANOVA) 
including sequence, subject (sequence), period and treatment effects. Based on these analyses, a point 
estimator (least squares-means) and 90% CI for the ratio (rivaroxaban + clopidogrel)/(rivaroxaban alone) 
was calculated by re-transformation of the logarithmic data using the intraindividual standard deviation 
of the ANOVA. 

3. Results 

This study was conducted between 2 September 2005 (first screening) and 5 December 2005 (last 
assessment). Of the 27 healthy male subjects enrolled in this study, 14 were identified as clopidogrel 
responders in the screening period and were randomly assigned to one of the six possible treatment 
sequences. The 14 subjects had a mean age of 33.6 years (range 26–43 years), weight of 78.4 ± 10.2 kg 
and body mass index of 24.6 ± 2.7 kg/m2. One subject who had completed the combined treatment 
withdrew during the second treatment period (clopidogrel alone) because of febrile infection and, 
therefore, was not included in the PK and PD analyses. 

3.1. Safety and Tolerability 

A total of 24 treatment-emergent adverse events were reported by 11 of the 14 responders, and 
headache was the most common type of adverse event (7 events). The intensity of the events was 
always mild, and all events were resolved by the time of study completion. One adverse event, febrile 
infection, led to the withdrawal from the study of one subject (Figure 1), but the occurrence of this 
adverse event was not considered to be drug related. Therefore, the data suggest that a single dose of 
15 mg rivaroxaban is safe and well tolerated alone and in combination with clopidogrel. 

3.2. Bleeding Time 

All 14 subjects showed normal levels of standard haematological parameters throughout the study 
period, including haematocrit, haemoglobin and cell counts of different types of blood cells. At 
baseline, mean bleeding time was 6.99 ± 2.20 minutes (range 4.30–10.3 minutes) and was within the 
normal range (2–8 minutes). Bleeding time was measured 4 h after the last drug administration for 
each treatment. Compared with baseline, a single dose of 15 mg rivaroxaban (treatment B) resulted in 
a 1.1-fold least squares-mean relative change in bleeding time (90% CI 0.17–2.09) (Figure 2A). 
Administration of clopidogrel alone on two consecutive days (treatment A: 300 mg on day 1;  
75 mg on day 2) increased the bleeding time by 2.0-fold (90% CI 1.00–2.91) (Figure 2A). These data 
indicate that monotherapy with rivaroxaban had no relevant effect on bleeding time and monotherapy 
with clopidogrel had only a borderline significant effect (two-fold increase in bleeding time).  

After co-administration of rivaroxaban and clopidogrel (treatment C) bleeding time was assessed  
4 h after drug administration on day 2. There was a significant 3.8-fold increase in bleeding time 
relative to baseline (90% CI 2.82–4.73) (Figure 2A). The difference in least squares-mean bleeding 
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time between clopidogrel only and the combination treatment with clopidogrel and rivaroxaban 
(relative changes to baseline) was 1.8-fold (90% CI 0.47–3.17). With regards to prolonged bleeding 
time after co-administration, two subgroups of subjects could be distinguished. One subgroup (9 of 13 
clopidogrel responders; blue crosses, Figure 2B) showed a mean 2 to 3-fold prolongation of bleeding 
time relative to baseline (Figure 2B). This is only a slight increase in bleeding time compared with the 
2-fold increase in bleeding time with clopidogrel alone. The other subgroup was composed of four 
subjects who did not stop bleeding within the 45-minute time window in which bleeding time was 
assessed (red crosses, Figure 2B). It is noteworthy that bleeding time in three of these four subjects had 
also exceeded 45 minutes when bleeding time was assessed during the screening period. 

In summary, mean bleeding time after combined treatment was significantly prolonged compared 
with each of the single treatments. Bleeding time doubled when rivaroxaban was administered together 
with clopidogrel compared with clopidogrel alone, indicating an additive effect. However, there was 
considerable variation between subjects; a significant prolongation of bleeding time beyond that of 
clopidogrel alone was only observed in approximately one-third of subjects. Furthermore, the 
substantially increased bleeding time in these four subjects did not correlate with any of the platelet 
aggregation markers assessed in this study. 

3.3. Pharmacodynamics 

In line with previous studies, rivaroxaban showed a rapid inhibition of Factor Xa activity; the 
median value of the Factor Xa activity at 4 h after administration of 15 mg rivaroxaban was  
0.57 U/mL. After co-administration of clopidogrel and rivaroxaban, the median value of Factor Xa 
activity was 0.61 U/mL and, therefore, similar to rivaroxaban alone. Clopidogrel only had no effect on 
Factor Xa activity; 4 h after clopidogrel administration the median value of Factor Xa activity was  
0.9 U/mL. The median percentage change from baseline for Factor Xa inhibition with a single dose of 
15 mg rivaroxaban was between 31.8% and 34.1% for the first 4 h post administration and returned to 
values within 10% of baseline at 12 h after administration. Clopidogrel alone did not affect Factor Xa 
activity, and co-administration of clopidogrel with rivaroxaban had no additional effect on Factor Xa 
activity compared with rivaroxaban alone (Figure 3A). Similarly, monotherapy with rivaroxaban 
prolonged PT for the first 4 h after administration with a median relative change from baseline 
between 1.31 and 1.42, and values returned to values within 10% of baseline at 12 h after 
administration (Figure 3B). Co-administration of clopidogrel and rivaroxaban showed similar results, 
and clopidogrel alone did not change PT compared with baseline (Figure 3B). Similar results were also 
observed for aPTT and HepTest (Figures 3C,D). 

In summary, administration of rivaroxaban alone had the expected effect on Factor Xa, PT, aPTT 
and HepTest. Combined treatment had no additional effect on these parameters and clopidogrel alone 
did not affect Factor Xa activity, PT, aPTT and HepTest, versus treatment with rivaroxaban alone. 
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Figure 2. Bleeding time. The effect of clopidogrel and rivaroxaban alone and in combination 
on bleeding time. 

 
A The mean x-fold change from baseline with 90% confidence intervals (N = 13); B Individual 
bleeding times (relative change from baseline) for all 13 subjects who completed the study. Blue 
crosses indicate bleeding times in the nine subjects in whom bleeding stopped within the 45-minute 
assessment period. Red crosses indicate bleeding times in the four subjects in whom (when 
receiving rivaroxaban and clopidogrel) bleeding did not stop within the 45-minute window in 
which bleeding time was assessed. BT: bleeding time. 
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Figure 3. Pharmacodynamic parameters. The effect of rivaroxaban and clopidogrel alone 
and in combination on (A) the median percentage change from baseline of the inhibition of 
Factor Xa activity over time; (B) Median relative change from baseline of prothrombin time 
over time; (C) Median relative change from baseline of the activated partial thromboplastin 
time over time; (D) Median relative change from baseline of the HepTest over time. 
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Figure 3. Cont. 

 

3.4. Platelet Aggregation 

Because all 13 subjects included in this analysis had been identified as clopidogrel responders on 
the basis of the platelet aggregation test, clopidogrel alone had the expected effect on platelet 
aggregation. In addition, as expected, platelet aggregation was not affected by rivaroxaban alone when 
measured with individually optimized concentration of ADP or with a fixed concentration (29 µM) of 
ADP (Figure 4). The median relative change from baseline for platelet aggregation was 0.9 with 
optimized ADP and 1.1 with 29 µM ADP. Both methods showed that platelet aggregation  
was inhibited to a similar extent by either clopidogrel alone (median relative change from baseline 
0.249 with optimized ADP and 0.340 with 29 µM ADP) or by the combined treatment (median relative 
change from baseline 0.282 with optimized ADP and 0.325 with 29 µM ADP). Therefore, rivaroxaban 
alone or in combination with clopidogrel had no effect on platelet aggregation. 

Similarly, administration of rivaroxaban alone had no relevant effect on the platelet activation 
markers. After administration of clopidogrel either alone or in combination with rivaroxaban, a 
pronounced decrease of the platelet activation markers was observed, but rivaroxaban had no 
additional effect. 

3.5. Pharmacokinetic Parameters 

After administration of rivaroxaban in combination with clopidogrel, geometric means for AUC and 
Cmax were similar to the geometric means after administration of rivaroxaban alone. The 90% CIs for 
the ratios of AUC and Cmax (0.85–1.12 for AUC and 0.81–1.04 for Cmax) were fully included in the 
generally accepted range for the assumption of equal bioavailability (0.80–1.25) (Table 1). In addition, 
co-administration of rivaroxaban and clopidogrel did not change other PK parameters of rivaroxaban 
compared with the administration of rivaroxaban alone. 
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Figure 4. Platelet aggregation. The effect of clopidogrel and rivaroxaban alone and in 
combination on 29 µM ADP-stimulated platelet aggregation. Least squares-mean values of 
the percent inhibition and 2-sided 90% confidence intervals are shown, as assessed by the 
ANOVA method. 

 

Table 1. Pharmacokinetic parameters in plasma following a single oral dose of 15 mg 
rivaroxaban alone or in combination with 75 mg clopidogrel [geometric mean values/%CV 
(range), N = 13]. AUC: area under the concentration-time curve; Cmax: maximum plasma 
concentration; t½: terminal half-life. 

Parameter Unit N Rivaroxaban N Rivaroxaban + clopidogrel 

AUC μg•h/L 13 1,477/29.0 (934–2,579) 13 1,432/37.8 (684–2,797) 

Cmax μg/L 13 168/33.4 (106–274) 13 153/28.0 (96.0–213) 

t½ h 13 9.00/27.4 (5.99–14.6) 13 8.81/24.0 (5.45–13.2) 

4. Discussion 

This study showed that co-administration of rivaroxaban and clopidogrel resulted in a 3.77-fold 
increase in bleeding time when compared with baseline and a doubling of bleeding time when compared 
with clopidogrel alone. These results were mainly owing to a significantly increased bleeding time in 
one-third of subjects (Figure 2B). An increase in bleeding time is a well-known phenomenon with 
combined antithrombotic therapy. Previous studies have shown increases in bleeding time after 
co-administration of ASA and clopidogrel. A phase I study in healthy subjects reported a prolongation 
from 7.6 ± 3.4 minutes to 17.5 ± 8.6 minutes (p < 0.05) when 75 mg clopidogrel was administered in 
addition to 150 mg ASA on two consecutive days [32]. The effect on bleeding time was even more 
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pronounced with 300 mg clopidogrel in addition to ASA (24.9 ± 8.5 minutes; p < 0.05) [32]. Of note, in 
the study by Payne et al., three of the seven subjects showed a significant prolongation of bleeding 
time that exceeded the 30-minute assessment window after receiving 150 mg ASA and 300 mg 
clopidogrel [32]. Another phase I study by Wåhlander et al. showed that bleeding time was prolonged 
6.4-fold when clopidogrel was co-administered with ASA in healthy male subjects [33]. Despite the 
fact that results from clinical trials also reported a significant increase in risk of bleeding with ASA 
and clopidogrel, efficacy for the prevention of adverse cardiovascular events was enhanced in patients 
after ACS, which led to an overall positive benefit-risk assessment and the acceptance of the 
combination of ASA and clopidogrel as the current standard of care for the prevention of 
atherothrombotic events in patients after ACS [2,4,5]. It is important to note that bleeding time is not 
predictive of bleeding risk in individual patients receiving antithrombotic agents [34,35]; however, 
increased bleeding time observed in a clinical study setting may indicate a potential for a higher risk of 
bleeding in the overall population. Because the results of this phase I study with rivaroxaban were 
similar to two published studies that combined ASA and clopidogrel [32,33] – a treatment regimen 
with an accepted, positive benefit-risk profile – it was deemed to be justified to progress the 
combination of rivaroxaban and clopidogrel into phase II and later phase III under careful assessment 
of both safety and efficacy. 

Co-administration of rivaroxaban and antiplatelet agents has been investigated in a phase II 
(ATLAS ACS TIMI 46) and a phase III study (ATLAS ACS 2 TIMI 51) in patients with ACS [10,21], 
ATLAS ACS TIMI 46 showed a dose-dependent increase in bleeding in the rivaroxaban groups  
(5–20 mg), but major ischaemic outcomes were reduced in the rivaroxaban group. Low doses of 
rivaroxaban were selected for the ATLAS ACS 2 TIMI 51 study, which demonstrated a significantly 
reduced risk of death from cardiovascular causes, myocardial infarction or stroke with rivaroxaban 
compared with placebo [10,36]. Compared with placebo, there was no significant increase in fatal 
bleeding in patients receiving rivaroxaban, but rates of major bleeding and intracranial haemorrhage 
were increased in the rivaroxaban groups [10]. Studies investigating apixaban (phase III, APPRAISE-2) 
and dabigatran (phase II, RE-DEEM) in addition to antiplatelet therapy in patients with ACS have  
also shown increases in major bleeding events without reducing the rates of recurrent ischaemic  
events [11,37]. These results clearly show that there is an increase in the risk of bleeding when 
combining anticoagulants (such as Factor Xa inhibitors or direct thrombin inhibitors) with antiplatelet 
therapy, which is to be expected given the mode of action of these drugs. 

The doubling of bleeding time seen with co-administration of rivaroxaban and clopidogrel 
compared with clopidogrel only in this study seems to be generally in line with the findings of the 
ATLAS ACS 2 TIMI 51 study, which reported an increased risk of major bleeding in patients who 
received rivaroxaban in addition to antiplatelet therapy. However, it is important to carefully assess 
both safety and efficacy to determine the usefulness of a treatment regimen.  

5. Conclusions 

This phase I mechanistic study in healthy volunteers was designed to assess the potential PK and 
PD interactions between rivaroxaban and clopidogrel. Based on the mechanism of action of both 
drugs, it was expected that the co-administration of rivaroxaban (15 mg) and clopidogrel would not 
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show any effect on the PK or PD parameters. In contrast, bleeding time could potentially be affected 
by both drugs. The study showed that bleeding time was significantly prolonged by the combination of 
rivaroxaban and clopidogrel in approximately one-third of subjects. Although bleeding time does not 
correlate with the risk of bleeding in an individual patient, it may indicate an overall increased risk of 
bleeding for a population. It is noteworthy that phase I studies that investigated the effect of the 
combined administration of ASA and clopidogrel showed similar results. Although clinical trials have 
indicated an increased risk of bleeding for the combination of ASA and clopidogrel, the enhanced 
efficacy led to a wide acceptance of this treatment regimen in patients with ACS. The results of this 
study do not preclude co-administration of rivaroxaban and clopidogrel if the benefit-risk for each 
individual patient is assessed and bleeding events are monitored carefully. 
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