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Abstract

The aim of the study was to evaluate the diagnostic accuracy of thromboelastometry for assessing rivaroxaban concentrations.
The accuracy of thromboelastometry was compared with the high-performance liquid chromatography tandem mass spectrometry
(HPLC-MS/MS) method, which is the gold standard for drug plasma monitoring (the reference standard). Forty-six clinically
stable patients were treated with 10, 15, or 20 mg of rivaroxaban once daily (OD group) or 15 mg twice a day (BID group)
(no particular indication for treatment). Patient samples were collected 2 h after the use of the medication (peak) and 2 h before
the next dose (trough). The rivaroxaban plasma concentrations were determined via HPLC-MS/MS, and thromboelastometry
was performed using a ROTEMs delta analyzer. There were significant prolongations in clotting time (CT) for the 10, 15, and
20 mg of rivaroxaban treatments in the OD groups. In the 15 mg BID group, the responses at the peak and trough times were
similar. At the peak times, there was a positive correlation between the plasma concentration of rivaroxaban and CT (Spearman
correlation rho=0.788, Po0.001) and clot formation time (rho=0.784, Po0.001), and a negative correlation for alpha angle
(rho=–0.771, Po0.001), amplitude after 5 min (rho=–0.763, Po0.001), and amplitude after 10 min (rho=–0.680, Po0.001).
The CT presented higher specificity and sensitivity using the cut-off determined by the receiver characteristics curve. ROTEM
has potential as screening tool to measure possible bleeding risk associated with rivaroxaban plasma levels.
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Introduction

Rivaroxaban (Xareltos; Bayer Schering Pharma AG,
Germany) is an oral anticoagulant that acts as a direct
factor Xa inhibitor. This drug can be used for prevention of
venous thromboembolism in hip or knee replacement sur-
gery, in the treatment or prevention of recurrent deep vein
thrombosis and pulmonary embolism, in the prevention of
stroke and systemic embolism in patients with non-valvular
atrial fibrillation, and in the prevention of atherothrombotic
events after an acute coronary syndrome (1–3). Studies
have shown a predictable and quick anticoagulant effect
(within 2–4 h), with a half-life of 7–11 h and 11–13 h for
young and elderly people, respectively (4).

Rivaroxaban belongs to a new generation of oral anti-
coagulants (non-vitamin K antagonist oral anticoagulants)
that has advantages over classic vitamin K antagonists,
including predictable pharmacokinetics and pharmacody-
namics, less frequent drug-drug and food-drug interactions,
typically no need for laboratory monitoring, and a wide

therapeutic window. The disadvantages include uncer-
tainty regarding the assessment of drug levels, safe drug
levels for major surgeries, and management of major
bleeding (4–6).

In some situations, including life-threatening bleeding
and urgent surgery, it is important to have assays that can
correlate the plasma drug levels and hemorrhagic risk (7–8).
Baglin et al. (9) presented three main methodologies for
rivaroxaban monitoring: activated partial thromboplastin
time (APTT), prothrombin time (PT), and determination of
plasma drug levels or drug concentration. Although they
are easily available and cheap, APTT and PT assays are
not ideal assays for rivaroxaban measurement due to a
discreet variation compared to normal values and a high
dependency on the reagent used (10–13). As Thom et al.
(13) reported, these tests present high specificity but lack
sensitivity. In another work, our group also demonstrated
this characteristic (14).
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The chromogenic drug-specific anti-Xa assay and
high-performance liquid chromatography tandem mass
spectrometry (HPLC-MS/MS) can be used for plasma
quantitation. Bardy et al. (15) cited the main advantages
for the use of chromogenic methods: accessibility, good
reproducibility, and repeatability; ability to be carried out in
less than 5 min; and linearity over a wide concentration
range. Nevertheless, these methods carry some disad-
vantages. The most cited are the lower limit of quantifica-
tion (20 ng/mL) and the sample opacity, e.g., icteric, lipemic,
and/or hemolyzed samples can interfere with these methods
(16). These limitations support the increasing interest in
the development of HPLC-MS/MS methods. In a previous
work, we showed the ability of HPLC-MS/MS to quantify
plasma rivaroxaban levels (17).

Several HPLC-MS/MS methods for rivaroxaban plasma
level determination show that this technique combines
high accuracy, low matrix effect, and high sensitivity
for drug monitoring (18–20). Nevertheless, the increased
turnaround time can compromise the assay’s utility in an
emergency setting, where a point-of-care (POC) method
may provide a faster result. Additionally, according to
Grebe and Singh (21), LC-MS/MS methods have limita-
tions: highly manual workflows, complex operation and
maintenance, sample throughput limits, insufficient detec-
tion sensitivity for some analytes, and problems with
detection specificity.

The main advantage of the POC technique is the
ability to move the testing closer to the patient. ROTEMs

(rotational thromboelastometry) is a POC viscoelastic
coagulation test that allows rapid detection of coagulation
abnormalities (22,23). This POC test is currently used for
patient hemostatic monitoring during and after cardiac
surgery, peripartum hemorrhage (24), and liver transplan-
tation (25,26), and has been previously evaluated for
anticoagulant therapy monitoring (7,27,28).

The present study aimed to evaluate the effect of
variable rivaroxaban dosing on thromboelastometry and
its correlation with plasma concentrations as determined
by HPLC-MS/MS.

Material and Methods

Population
Forty-six patients were admitted to a Hospital of

High Complexity and were treated with 10, 15, or 20 mg
of rivaroxaban daily or 15 mg twice a day. The inclusion
criteria were as follows: age of 18 years or older, no
oncologic disease and normal renal function, currently on
rivaroxaban treatment (no specific indication for treat-
ment), and no use of drugs that alter platelet function or
other anticoagulant drugs. The exclusion criteria were
pregnancy and age under 18 years.

Signed informed consent was required from each
patient in accordance with the Declaration of Helsinki and
ethical protocol regulations. The study was approved by

the local Ethical Research Committee under CAAE number:
43080215.9.0000.0071 (Albert Einstein Israeli Hospital
Ethical Committee).

Samples
Blood was collected into citrated plastic tubes (Sarstedt,

Germany) 2 h before (trough) and 2 h after drug intake
(peak). Whole blood was subjected to thromboelastometry.
Plasma was separated after centrifugation (2250 g for 15 min
at 10°C) and stored at –80°C until analysis.

Sample processing was performed by protein pre-
cipitation with methanol, as described previously (17).
Briefly, methanol (400 mL) containing deuterated internal
standard (IS) (rivaroxaban-d4, 500 ng/mL) was added
to 200 mL of deproteinated samples that were centrifuged
at 1800 g for 10 min at 4°C. The supernatants were filtered
through a 0.22-mm PVDF filter (Millexs-GV, Merck Millipore,
Ireland) and transferred to an amber clean autosampler
vial with insert for analysis; 2 mL was injected into the
HPLC-MS/MS system to determine the rivaroxaban levels.

Thromboelastometry
Whole blood samples were analyzed by rotational

thromboelastometry using a ROTEM delta (TEM Innova-
tions GmbH; Germany) analyzer within 2 h of acquisition.
Non-activated thromboelastometry (NATEM) tests were
carried out in accordance with the manufacturer’s recom-
mendations using disposable cups and pins (Cup and Pin
Pro, TEM Innovations GmbH, Germany). The automated
pipetting system was used to recalcify and activate the
300 mL blood with 20 mL STARTEM reagent (0.2 mol/L
CaCl2 in HEPES buffer pH 7.4 and 0.1% sodium azide -
TEM Innovations GmbH, REF: 503-10). CT (s), CFT (s),
alpha angle, and maximum clot firmness (MCF, mm)
amplitudes after 5 and 10 min (mm) were analyzed (1,29).

HPLC-MS/MS method
Chromatography was performed on an Agilent 1260

LC system (Agilent Technologies, Canada) (17). The com-
pounds were eluted from a Kinetex C18 HPLC column
(100� 3 mm, 2.6-mm particle size; Phenomenex, USA) in
an isocratic gradient. The flow rate and column tempera-
ture were set at 0.5 mL/min and 40°C, respectively. The LC
system was coupled to an SCIEX QTRAP 5500 tandem
mass spectrometer (SCIEX, Canada) fitted with an electro-
spray ionization (ESI) source.

Statistical analysis
Comparisons between groups were done using the

Mann-Whitney test. Correlations between thromboelasto-
metric parameters and rivaroxaban plasma concentrations
measured by HPLC-MS/MS were evaluated by the Spear-
man rank correlation coefficient (rho).

The diagnostic test was evaluated using the free
online MEDCALC easy-to-use statistical software and
SPSS Statistics 21.0 (IBM, USA). Sensitivity was defined

Braz J Med Biol Res | doi: 10.1590/1414-431X20198006

Rivaroxaban treatment, HPLC-MS/MS, and ROTEM 2/9

http://dx.doi.org/10.1590/1414-431X20198006


as the percentage of samples with plasma concentrations
430 ng/mL that were correctly identified as samples with
hemorrhagic risk. Correspondingly, specificity was defined
as the percentage of samples with plasma concentrations
o30 ng/mL that were correctly identified without the
risk. Sensitivity/specificity 495% was defined as sufficient
for clinical application. Confidence interval for sensitivity
and specificity were ‘‘exact’’ Clopper-Pearson CI; for the
predictive values, the standard logit CI given by Mercaldo
et al. (30) was used. A plasma concentration of 30 ng/mL
was selected as cut-off defined as safe for invasive pro-
cedures (31). Receiver operating characteristic (ROC)
curves were used to assess the ability of ROTEMs para-
meters to identify patients with hemorrhagic risk asso-
ciated with plasma concentration. The area under the
ROC curve (AUC) was provided as an overall measure
of test performance. An AUC o0.6 was considered a
failure to predict hemorrhagic risk associated with plasma
concentration. Optimal cut-off values were identified with
a Youden index and were presented along with their
respective sensitivities and specificities [95% confidence
interval (CI)].

Statistical analysis was performed using GraphPad
Prism 5 (GraphPad Software, USA), and significance was
set at Po0.05.

Results

Patient descriptions
This study evaluated the concentration of rivaroxaban

in plasma samples by HPLC-MS/MS and coagulation param-
eters by thromboelastometry in a group of 46 patients.
These patients were between 25 and 95 years old, and
48% were female (Table 1). All received oral rivaroxaban
anticoagulant doses between 10 and 20 mg. Thirteen
patients received 10 mg of rivaroxaban OD, 16 patients
were treated with 15 mg of rivaroxaban OD, 8 patients were
treated with 15 mg of rivaroxaban BID, and 9 patients
were treated with 20 mg of rivaroxaban OD.

Plasma concentration by HPLC-MS/MS
All 92 plasma samples were submitted to plasma con-

centration determination using the HPLC-MS/MS method.
As expected, there were significant differences between
the trough and peak levels for OD therapy (Supplementary
Table S1).

Thromboelastometric parameters
A summary of the thromboelastometric results is pre-

sented in Supplementary Table S1. There were significant
differences between trough and peak responses of CT,
CFT, alpha angle, and A5 results for 15 and 20 mg of
rivaroxaban OD. For 10 mg of rivaroxaban OD, it was
possible to differentiate trough from peak using the CT
parameter. For A10, it was possible to differentiate trough
and peak only in the group receiving 20 mg of rivaroxaban
OD. Furthermore, as shown in Supplementary Table S1
and Figure 1, the CT parameter presented an increase
in mean response in peak levels in a dose-dependent
manner; for 20 mg, the mean value to peak level was out
of normal range (Supplementary Table S2). For the group
receiving BID therapy, it was clear that there were no
differences between the trough and peak times.

Correlation between HPLC-MS/MS and
thromboelastometry

We compared the plasma concentration of rivarox-
aban by HPLC-MS/MS and thromboelastometry at trough
and peak times. At peak time, there was a significantly
positive correlation between the plasma concentration
of rivaroxaban and both the clotting time (Spearman cor-
relation rho=0.788, Po0.001, Figure 2B) and the clot
formation time (rho=0.784, Po0.001, Figure 2D), and a
negative correlation with the alpha angle (rho=–0.771,
Po0.001, Figure 2F), A5 (rho=–0.763, Po0.001, Figure 3B),
and A10 (rho=–0.680, Po0.001, Figure 3D). No correla-
tion was observed between the maximum firmness of
the clot and the plasma concentration of the drug at the
trough and peak times (Figures 3E and F).

ROTEM diagnostic accuracy
Rivaroxaban concentration was o30 ng/mL in 38/92

samples. Based on ROC curves (Figure 4 and Table 2),
only CT and CFT were good predictors of rivaroxaban
plasma concentration 430 ng/mL, presenting an AUC of
0.85 (0.77–0.93) and 0.77 (0.67–0.86), respectively.

The calculated cut-off value of CT was 715 s (sen-
sitivity: 80.8%, specificity: 82.5%) and CFT was 176 s
(sensitivity: 69.2%, specificity: 65.0%). CT presented the
best AUC (0.85 [0.77–0.93]) followed by CFT (0.77
[0.67–0.86]) (Table 2).

Furthermore, the MCF parameter was insensitive to
rivaroxaban plasma level. A5, A10, and alpha angle were
not able to predict the rivaroxaban plasma concentration
430 ng/mL, the AUCs were below 0.5.

Table 1. Demographic data.

Gender, n (%)
Female 22 (48)
Male 24 (52)

Rivaroxaban dosage, n (%)
10 mg, OD 12 (28)
15 mg, OD 16 (35)

15 mg, BID 8 (17)
20 mg, OD 9 (20)

Age (years)

Average (standard deviation) 69 (21)
Minimum and maximum age 25–95

OD: once daily; BID; twice daily.
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Discussion

This was a validation of a laboratory method that
may be useful in assessing the risk of bleeding in patients
taking rivaroxaban. There is currently no specific test
available 24 h for this purpose. In our service, thromboe-
lastometry is routinely used to evaluate patients with
severe hemorrhagic disease and highly complex surgeries.

Recently, rivaroxaban has expanded its clinical indica-
tions. Currently, various doses, administration frequencies,
and treatment durations are defined for each therapeutic
indication (2). Because of its predictable pharmacology,
rivaroxaban does not require therapeutic monitoring, except
in specific cases including emergency, urgent surgery,
and bleeding. Although the HPLC-MS/MS method allows
accurate measurement in a wide range of plasma concen-
trations, this test is time-consuming and can be difficult to
use in emergency situations, although it can be applicable
in diverse types of matrices (17). Recently, POC meth-
odologies such as ROTEM tests are gaining interest for
anticoagulant monitoring (32), because of the rapid detec-
tion of coagulation abnormalities at POC (7).

In this context, this study compared the plasma con-
centration of rivaroxaban, a direct inhibitor of factor Xa, in
individuals taking doses ranging from 10 to 20 mg (OD or
BID), as determined by HPLC-MS/MS and the parameters
of thromboelastometry determined by the ROTEM test,
showing rapid changes in the coagulation processes.
Despite the high interindividual variation in the plasma
concentrations vs the rivaroxaban therapeutic regimen
(33), it was possible to differentiate peak and trough by
HPLC-MS/MS and by thromboelastometric parameters
CT, CFT, alpha angle, and A5 for 10, 15, and 20 mg of
rivaroxaban OD regimens.

Our results for rivaroxaban plasma concentrations
concerning the mean peak and trough levels were similar
to those described by Mueck et al. (34). Peak levels are all

associated with hemorrhagic risk, since the normal range
values described are higher than the cut-off of 30 ng/mL.
Trough reference values vary from a safe region (plasma
concentration o30 ng/mL) to values associated with
hemorrhagic risk (concentration 430 ng/mL), and for this
reason, measuring the rivaroxaban plasma concentrations
is relevant.

This study was conducted using patient plasma sam-
ples. Lim et al. (35) conducted a review to demonstrate
the differences between reagent sensitivity depending
on whether spiked or patient samples are used. As
example, they cited some studies that showed that the
use of lyophilized plasma may prolong values of the
traditional coagulation tests PTand APTT beyond those of
fresh plasma.

Our findings were compatible with those of Casutt
et al. (1), and the observed differences could be due to the
sensitivity to the reagents (Intem and Extem vs Natem).
The authors showed significantly prolonged CT (using
Extem and Intem), CFT (Extem), and alpha angle (Extem)
values. These differences between reagents were also
found by Chojnowski et al. (7) and Schenk et al. (3).
Extem is a specific reagent for assessing the extrinsic
coagulation pathway. The conventional coagulation param-
eter (PT) is also specific for the extrinsic coagulation
pathway and is a standard assay for monitoring rivarox-
aban (9). Natem is sensitive for assessing the equilibrium
of coagulation activation or inhibition. Its specificity is lower,
possibly the main reason for the differences found.

According to Schenk et al. (3), in a group taking 15 or
20 mg of rivaroxaban OD, rivaroxaban-dependent prolon-
gation increases in CT were observed in patients using
Extem, Intem, and Fibtem. In another study, Tsantes et al.
(36) used the Natems reagent and, at the peak time (3 h
after taking 20 mg of rivaroxaban), showed prolongation of
the CT and CFT parameters for 20 patients with non-
valvular atrial fibrillation beyond those of a control group.

Figure 1. Clotting times (CT) in the groups evaluated.
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The MCF parameter was not influenced by the presence
of the drug. Our findings at the peak time are consistent
with their results. The prolongation of CT in response to
rivaroxaban was also found in vitro by Korber et al. (37).
The MCF parameter is dependent on platelets, fibrinogen,
and coagulation factors. In clinical events related to hemo-
static defects, such as cirrhosis, the MCF may be used to
measure the bleeding risk (38).

The CFT results obtained in our study are in accord-
ance with those obtained by Tsantes et al. (36), although

they seem contradictory to those presented by Chojnowski
et al. (7), who evaluated the effects of rivaroxaban therapy
on ROTEM coagulation parameters in patients with
venous thromboembolism in a group of 30 patients taking
20 mg/day of rivaroxaban using four different reagents:
Extem, Intem, Fibtem, and Aptem. They compared the
peak and trough levels to the results from a control group
and observed no significant difference between patients
before rivaroxaban dosing and controls. They also identi-
fied a better differentiation between peak and trough times

Figure 2. Correlation between high-performance liquid chromatography tandem mass spectrometry (HPLC-MS/MS) and thrombo-
elastometry differentiating trough and peak for clotting time (CT) (A and B), clot formation time (CFT) (C and D), and alpha angle
(E and F) (n=92).
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using CT. In addition, they determined that the ROTEM
tests CFT and MCF were insensitive to rivaroxaban.
These discrepancies probably result from the sensitivity of
reagents used. They used specific reagents for extrinsic
and intrinsic coagulation pathways, ETEM and INTEM and
we used NATEM. On the other hand, the same authors
found a behavior for the CT parameter similar to that of our
findings, using two different types of reagents (Extem and
Intem) versus plasma concentration, as determined by
the anti-Xa assay. Evidence of a significant correlation

between drug concentration and thromboelastometric para-
meters (CT, CFT, alpha angle, A5, and A10) was observed
only after rivaroxaban administration (peak).

During the trough time, it is possible that the ROTEM
parameters may tend to normalize to baseline, as showed
by Bowry et al. (39), compared to the thromboelasto-
graphic (TEG) parameters that may be responsible for the
lower correlation observed. The TEGs and ROTEMs are
similar technologies, as described by Sankarankutty et al.
(29) and Dias et al. (40).

Figure 3. Correlation between high-performance liquid chromatography tandem mass spectrometry (HPLC-MS/MS) and thrombo-
elastometry differentiating trough and peak for A5 (A and B), A10 (C and D), and maximum clot firmness (MCF) (E and F) (n=92).
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Figure 4. ROC curves of ROTEM parameters predicting rivaroxaban plasma concentration associated to a hemorrhagic risk in
emergency cases. CT: clotting time CFT: clot formation time; MCF: maximum clot firmness.

Table 2. Diagnostic accuracy for ROTEM parameters using NATEM reagent.

Parameter AUC (95%CI) Optimal
cut-off

Sensitivity
%, (95%CI)

Specificity
%, (95%CI)

Positive predictive
value %, (95%CI)

Negative predictive
value %, (95%CI)

CT 0.85 (0.77–0.93) 715 80.8 (67.5–90.4) 82.5 (67.2–92.7) 85.7 (75.1–92.3) 76.7 (65.0–85.4)
CFT 0.77 (0.67–0,86) 176 69.2 (54.9–81.3) 65.0 (48.3–79.4) 72.0 (61.9–80.3) 61.9 (50.5–72.2)
A5 0.25 (0.15–0.35) 57.5 71.2 (56.9–82.9) 65.0 (48.3–79.4) 72.6 (62.6–80.7) 63.4 (51.7–73.8)
A10 0.26 (0.16–0.35) 31.5 67.3 (52.9–79.7) 65.0 (48.3–79.4) 71.4 (61.2–79.9) 60.5 (49.4–70.6)
Alpha angle 0.32 (0.21–0.43) 46.5 65.4 (50.9–78.0) 62.5 (45.8–77.3) 69.4 (59.2–78.0) 58.1 (47.1–68.4)
MCF 0.54 (0.42–0.66)

AUC: area under the ROC curve; CT: clotting time CFT: clot formation time; MCF: maximum clot firmness.
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Considering a potential use in emergency situations,
the diagnostic accuracy for ROTEM parameters using the
cut-off of 30 ng/mL was also studied. Pernod et al. (31)
and Ebner et al. (32) described these limits as safe for
invasive procedures. Our results suggest that the main
ROTEM parameters may be used as predicting tools for
rivaroxaban plasma concentration. The diagnostic accu-
racy is totally dependent on cut-off parameters. Using the
clinical normal range of the CT parameter (300–1000 s),
the positive predictive value rose to 100% accompanied
by a significant loss of specificity (data not shown).

The main limitations of our study include: sample
size, the dosing regimens, the use of only one reagent in
thromboelastometry, and the selection of stable patients.
A small number of patients for each therapeutic regimen
was analyzed. It was not possible to study patients taking
2.5 mg of rivaroxaban OD. The conclusions generated by
our results should be further investigated in a larger group
of patients and with various types of thromboelasmetric
reagents.

In conclusion, the oral intake of rivaroxaban produced
a statistically significant impairment of most of the ROTEM
parameters measured after 2 h compared to the trough
time, in a dose-dependent manner. Despite the limitations
of ROTEM in measuring the response to rivaroxaban at
the trough time, it does present some advantages that make
it possible to obtain quick results. The analysis using ROTEM
has a series of parameters that together describe the
dynamic formation, stabilization, and dissolution of the clot.
These parameters provide different information of the same
plasma concentration that may be complementary. The CT
parameter is a sensitive and specific tool for predicting the
concentration associated with hemorrhage risk and the A5,
for example, to predict the opposite response. All these
observations can be obtained in a single analysis, in a
short time, corroborating the clinical potential of Rotem.

Supplementary material

Click here to view [pdf].

References

1. Casutt M, Konrad C, Schuepfer G. Effect of rivaroxaban
on blood coagulation using the viscoelastic coagulation test
ROTEM. Anaesthesist 2012; 61: 948–953. doi: 10.1007/
s00101-012-2091-4.

2. Kubitza D, Berkowitz SD, Misselwitz F. Evidence-based
development and rationale for once-daily rivaroxaban dosing
regimens across multiple indications. Clin App Thromb
Hemost 2016; 22: 412–422. doi: 10.1177/10760296166
31427.

3. Schenk B, Wurtinger P, Streif W, Sturm W, Fries D, Bachler
M. Ex vivo reversal of effects of rivaroxaban evaluated using
thromboelastometry and thrombin generation assay. Brit J
Anaesth 2016; 117: 583–591. doi: 10.1093/bja/aew259.

4. Kreutz R. Pharmacodynamic and pharmacokinetic basics
of rivaroxaban. Fund Clin Pharmacol 2012; 26: 27–32.
doi: 10.1111/j.1472-8206.2011.00981.x.

5. Mekaj YH, Mekaj AY, Duci SB, Miftari EI. New oral anti-
coagulants: their advantages and disadvantages compared
with vitamin K antagonists in the prevention and treatment of
patients with thromboembolic events. Ther Clin Risk Manag
2015; 11: 967–977. doi: 10.2147/TCRM.S84210.

6. Schulman S. Advantages and limitations of the new antic-
oagulants. J Int Med 2014; 275: 1–11. doi: 10.1111/joim.
12138.

7. Chojnowski K, Gorski T, Robak M, Trelinski J. Effects of
rivaroxaban therapy on ROTEM coagulation parameters in
patients with venous thromboembolism. Adv Clin Exp Med
2015; 24: 995–1000. doi: 10.17219/acem/42147.

8. Mani H, Kasper A, Lindhoff-Last E. Measuring the antic-
oagulant effects of target specific oral anticoagulants –
reasons, methods and current limitations. J Thromb Thrombol
2013; 36: 187–194. doi: 10.1007/s11239-013-0907-y.

9. Baglin T, Keeling D, Kitchen S, British Committee for
Standards in H. Effects on routine coagulation screens
and assessment of anticoagulant intensity in patients taking

oral dabigatran or rivaroxaban: guidance from the British
Committee for Standards in Haematology. Brit J Haematol
2012; 159: 427–429. doi: 10.1111/bjh.12052.

10. Gosselin RC, Adcock Funk DM, Taylor JM, Francart SJ,
Hawes EM, Friedman KD, et al. Comparison of anti-Xa
and dilute Russell viper venom time assays in quantifying
drug levels in patients on therapeutic doses of rivaroxaban.
Arch Pathol Lab Med 2014; 138: 1680–1684. doi: 10.5858/
arpa.2013-0750-OA.

11. Lindhoff-Last E, Samama MM, Ortel TL, Weitz JI, Spiro TE.
Assays for measuring rivaroxaban: their suitability and limit-
ations. Ther Drug Monit 2010; 32: 673–679. doi: 10.1097/
FTD.0b013e3181f2f264.

12. Tripodi A. Which test to use to measure the anticoagulant
effect of rivaroxaban: the prothrombin time test. J Thromb
Haemost 2013; 11: 576–578. doi: 10.1111/jth.12166.

13. Thom I, Cameron G, Robertson D, Watson HG. Measure-
ment of rivaroxaban concentrations demonstrates lack of
clinical utility of a PT, dPTand APTT test in estimating levels.
Int J Lab Hematol 2018; 40: 493–499. doi: 10.1111/ijlh.12846.

14. Colombini MP, Derogis PBMC, De Aranda VF, de Campos
Guerra JC, Hamerschlak N, Mangueira CLP. Comparison of
different laboratory tests in the evaluation of hemorrhagic
risk of patients using rivaroxaban in the critical care setting:
diagnostic accuracy study. Thromb J 2017; 15: 21. doi:
10.1186/s12959-017-0140-6.

15. Bardy G, Fischer F, Appert A, Baldin B, Steve M, Spreux A,
et al. Is anti-factor Xa chromogenic assay for rivaroxaban
appropriate in clinical practice? Advantages and comparative
drawbacks. Thromb Res 2015; 136: 396–401. doi: 10.1016/
j.thromres.2015.05.015.

16. Vera-Aguilera J, Yousef H, Beltran-Melgarejo D, Teng TH,
Jan R, Mok M, et al. Clinical scenarios for discordant anti-xa.
Adv Hematol 2016; 2016: 4054806. doi: 10.1155/2016/
4054806.

Braz J Med Biol Res | doi: 10.1590/1414-431X20198006

Rivaroxaban treatment, HPLC-MS/MS, and ROTEM 8/9

http://bjournal.com.br/supplementary_material/8006.pdf
http://dx.doi.org/10.1007/s00101-012-2091-4
http://dx.doi.org/10.1007/s00101-012-2091-4
http://dx.doi.org/10.1177/1076029616631427
http://dx.doi.org/10.1177/1076029616631427
http://dx.doi.org/10.1093/bja/aew259
http://dx.doi.org/10.1111/j.1472-8206.2011.00981.x
http://dx.doi.org/10.2147/TCRM.S84210
http://dx.doi.org/10.1111/joim.12138
http://dx.doi.org/10.1111/joim.12138
http://dx.doi.org/10.17219/acem/42147
http://dx.doi.org/10.1007/s11239-013-0907-y
http://dx.doi.org/10.1111/bjh.12052
http://dx.doi.org/10.5858/arpa.2013-0750-OA
http://dx.doi.org/10.5858/arpa.2013-0750-OA
http://dx.doi.org/10.1097/FTD.0b013e3181f2f264
http://dx.doi.org/10.1097/FTD.0b013e3181f2f264
http://dx.doi.org/10.1111/jth.12166
http://dx.doi.org/10.1111/ijlh.12846
http://dx.doi.org/10.1186/s12959-017-0140-6
http://dx.doi.org/10.1016/j.thromres.2015.05.015
http://dx.doi.org/10.1016/j.thromres.2015.05.015
http://dx.doi.org/10.1155/2016/4054806
http://dx.doi.org/10.1155/2016/4054806
http://dx.doi.org/10.1590/1414-431X20198006


17. Derogis PBM, Sanches LR, de Aranda VF, Colombini MP,
Mangueira CLP, Katz M, et al. Determination of rivaroxaban
in patient’s plasma samples by anti-Xa chromogenic test
associated to high performance liquid chromatography
tandem mass spectrometry (HPLC-MS/MS). PLoS One
2017; 12: e0171272. doi: 10.1371/journal.pone.0171272.

18. Rohde G. Determination of rivaroxaban--a novel, oral, direct
Factor Xa inhibitor--in human plasma by high-performance
liquid chromatography-tandem mass spectrometry. J Chro-
matogr B Analyt Technol Biomed Life Sci 2008; 872: 43–50.
doi: 10.1016/j.jchromb.2008.07.015.

19. Iqbal M, Khalil NY, Imam F, Khalid Anwer M. A validated
high-throughput UHPLC-MS/MS assay for accurate determi-
nation of rivaroxaban in plasma sample. J Thromb Thrombol
2015; 39: 79–88. doi: 10.1007/s11239-014-1121-2.

20. Gous T, Couchman L, Patel JP, Paradzai C, Arya R,
Flanagan RJ. Measurement of the direct oral anticoagulants
apixaban, dabigatran, edoxaban, and rivaroxaban in human
plasma using turbulent flow liquid chromatography with high-
resolution mass spectrometry. Ther Drug Monitor 2014; 36:
597–605. doi: 10.1097/FTD.0000000000000059.

21. Grebe SK, Singh RJ. LC-MS/MS in the Clinical Laboratory –
Where to from here? Clin Biochem Rev 2011; 32: 5–31.

22. Adelmann D, Wiegele M, Wohlgemuth RK, Koch S, Frantal S,
Quehenberger P, et al. Measuring the activity of apixaban and
rivaroxaban with rotational thrombelastometry. Thromb Res
2014; 134: 918–923. doi: 10.1016/j.thromres.2014.08.006.

23. Fontana P, Alberio L, Angelillo-Scherrer A, Asmis LM, Korte W,
Mendez A, et al. Impact of rivaroxaban on point-of-care assays.
Thromb Res 2017; 153: 65–70. doi: 10.1016/j.thromres.
2017.03.019.

24. de Lange NM, van Rheenen-Flach LE, Lancé MD,
Mooyman L, Woiski M, van Pampus EC, et al. Peri-partum
reference ranges for ROTEMs thromboelastometry. Brit J
Anaest 2014; 112: 852–859. doi: 10.1093/bja/aet480.

25. Stancheva A, Spassov L, Tzatchev K. Correlation between
rotation thrombelastometry ROTEM analysis and standard
haemostatic parameters duringliver transplantation. Clin Lab
2011; 57: 407–413.

26. Whiting D, DiNardo JA. TEG and ROTEM: technology and
clinical applications. Am J Hematol 2014; 89: 228–232. doi:
10.1002/ajh.23599.

27. Brinkman HJ. Global assays and the management of oral
anticoagulation. Thromb J 2015; 13: 9. doi: 10.1186/s12959-
015-0037-1.

28. Blasi A, Muñoz G, de Soto I, Mellado R, Taura P, Rios J,
et al. Reliability of thromboelastometry for detecting the safe
coagulation threshold in patients taking acenocoumarol after
elective heart valve replacement. Thromb Res 2015; 136:
669–672. doi: 10.1016/j.thromres.2015.07.003.

29. Sankarankutty A, Nascimento B, Teodoro da Luz L, Rizoli S.
TEGs and ROTEMs in trauma: similar test but different
results? World J Emerg Surg 2012; 7 (Suppl 1): S3. doi:
10.1186/1749-7922-7-S1-S3.

30. Mercaldo ND, Lau KF, Zhou XH. Confidence intervals for
predictive values with an emphasis to case-control studies.
Stat Med 2007; 26: 2170–2183. doi: 10.1002/sim.2677.

31. Pernod G, Albaladejo P, Godier A, Samama CM, Susen S,
Gruel Y, et al. Management of major bleeding complications
and emergency surgery in patients on long-term treatment
with direct oral anticoagulants, thrombin or factor-Xa
inhibitors: proposals of the working group on perioperative
haemostasis (GIHP) – March 2013. Arch Cardiovasc Dis
2013; 106: 382–393. doi: 10.1016/j.acvd.2013.04.009.

32. Ebner M, Peter A, Spencer C, Hartig F, Birschmann I,
Kuhn J, et al. Point-of-care testing of coagulation in patients
treated with non-vitamin k antagonist oral anticoagulants.
Stroke 2015; 46: 2741–2747. doi: 10.1161/STROKEAHA.
115.010148.

33. Samama MM, Contant G, Spiro TE, Perzborn E, Le Flem L,
Guinet C, et al. Laboratory assessment of rivaroxaban:
a review. Thromb J 2013; 11: 11. doi: 10.1186/1477-9560-
11-11.

34. Mueck W, Borris LC, Dahl OE, Haas S, Huisman MV, Kakkar
AK, et al. Population pharmacokinetics and pharmacody-
namics of once- and twice-daily rivaroxaban for the preven-
tion of venous thromboembolism in patients undergoing total
hip replacement. Thromb Haemost 2008; 100: 453–461.
doi: 10.1160/TH07-12-0714.

35. Lim MS, Chapman K, Swanepoel P, Enjeti AK. Sensitivity of
routine coagulation assays to direct oral anticoagulants:
patient samples versus commercial drug-specific calibra-
tors. Pathology 2016; 48: 712–719. doi: 10.1016/j.pathol.
2016.07.008.

36. Tsantes AE, Kyriakou E, Ikonomidis I, Katogiannis K,
Papadakis I, Douramani P, et al. Comparative assessment
of the anticoagulant activity of rivaroxaban and dabigatran
in patients with nonvalvular atrial fibrillation: a noninterven-
tional study. Medicine 2016; 95: e3037. doi: 10.1097/MD.
0000000000003037.

37. Korber MK, Langer E, Ziemer S, Perzborn E, Gericke C,
Heymann C. Measurement and reversal of prophylactic and
therapeutic peak levels of rivaroxaban: an in vitro study. Clin
App Thromb Hemost 2014; 20: 735–740. doi: 10.1177/
1076029613494468.

38. Tripodi A, Primignani M, Chantarangkul V, Viscardi Y,
Dell’Era A, Fabris FM, et al. The coagulopathy of cirrhosis
assessed by thromboelastometry and its correlation with
conventional coagulation parameters. Thromb Res 2009;
124: 132–136. doi: 10.1016/j.thromres.2008.11.008.

39. Bowry R, Fraser S, Archeval-Lao JM, Parker SA, Cai C,
Rahbar MH, et al. Thrombelastography detects the antic-
oagulant effect of rivaroxaban in patients with stroke. Stroke
2014; 45: 880–883. doi: 10.1161/STROKEAHA.113.004016.

40. Dias JD, Norem K, Doorneweerd DD, Thurer RL, Popovsky
MA, Omert LA. Use of thromboelastography (TEG) for
detection of new oral anticoagulants. Arch Pathol Lab Med
2015; 139: 665–673. doi: 10.5858/arpa.2014-0170-OA.

Braz J Med Biol Res | doi: 10.1590/1414-431X20198006

Rivaroxaban treatment, HPLC-MS/MS, and ROTEM 9/9

http://dx.doi.org/10.1371/journal.pone.0171272
http://dx.doi.org/10.1016/j.jchromb.2008.07.015
http://dx.doi.org/10.1007/s11239-014-1121-2
http://dx.doi.org/10.1097/FTD.0000000000000059
http://dx.doi.org/10.1016/j.thromres.2014.08.006
http://dx.doi.org/10.1016/j.thromres.2017.03.019
http://dx.doi.org/10.1016/j.thromres.2017.03.019
http://dx.doi.org/10.1093/bja/aet480
http://dx.doi.org/10.1002/ajh.23599
http://dx.doi.org/10.1186/s12959-015-0037-1
http://dx.doi.org/10.1186/s12959-015-0037-1
http://dx.doi.org/10.1016/j.thromres.2015.07.003
http://dx.doi.org/10.1186/1749-7922-7-S1-S3
http://dx.doi.org/10.1002/sim.2677
http://dx.doi.org/10.1016/j.acvd.2013.04.009
http://dx.doi.org/10.1161/STROKEAHA.115.010148
http://dx.doi.org/10.1161/STROKEAHA.115.010148
http://dx.doi.org/10.1186/1477-9560-11-11
http://dx.doi.org/10.1186/1477-9560-11-11
http://dx.doi.org/10.1160/TH07-12-0714
http://dx.doi.org/10.1016/j.pathol.2016.07.008
http://dx.doi.org/10.1016/j.pathol.2016.07.008
http://dx.doi.org/10.1097/MD.0000000000003037
http://dx.doi.org/10.1097/MD.0000000000003037
http://dx.doi.org/10.1177/1076029613494468
http://dx.doi.org/10.1177/1076029613494468
http://dx.doi.org/10.1016/j.thromres.2008.11.008
http://dx.doi.org/10.1161/STROKEAHA.113.004016
http://dx.doi.org/10.5858/arpa.2014-0170-OA
http://dx.doi.org/10.1590/1414-431X20198006

	title_link
	Introduction
	Material and Methods
	Population
	Samples
	Thromboelastometry
	HPLChyphenMSsolMS method
	Statistical analysis

	Results
	Patient descriptions
	Plasma concentration by HPLChyphenMSsolMS
	Thromboelastometric parameters
	Correlation between HPLChyphenMSsolMS and thromboelastometry
	ROTEM diagnostic accuracy

	Table  Table 1. Demographic data
	Discussion
	Figure 1.
	Figure 2.
	Figure 3.
	Figure 4.
	Table  Table 2. Diagnostic accuracy for ROTEM parameters using NATEM reagent
	Supplementary material

	REFERENCES
	References


