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Abstract: Venous thromboembolism (VTE) is a major cause of death in the world. After the acute-
phase treatment, the optimal duration of anticoagulation is still debatable. The latest guidelines
suggest maintaining long-term anticoagulation in patients with cancer-associated thrombosis (CAT)
or with unprovoked VTE and a low bleeding risk. Methods: The MAC Project is an ongoing
prospective-cohort, multi-center, observational study in Italy. The project aims to collect real-life
clinical information in unselected patients given oral anticoagulants for VTE over a 5-year follow-up
period. There were no exclusion criteria, except for life expectancy <6 months and refusal to sign
the informed consent form or to attend the planned follow-up visit. All patients were followed-up
prospectively with clinical controls scheduled at 3, 6, and 12 months after the index event, and then
annually for up to 5 years. The primary efficacy and safety outcomes were symptomatic recurrent
VTE and major bleeding. Results: We analyzed 450 consecutive patients treated with rivaroxaban and
referred them to the MAC Project database for unprovoked or recurrent VTE. Of these, 267 (55%) were
unprovoked VTE, and 377 (87%) were symptomatic. We followed up with the patients for a mean of
22 months (Q1 10.7; Q3 37.4 months). Recurrent VTE occurred in 12 patients on rivaroxaban treatment
(IR 1.7 per 100 person-years). Males had more recurrence than women. During the follow-up period,
we recorded 13 (2.9%) major bleeding, 12 (2.7%) clinically relevant non-major bleeding, 8 minor
bleeding, and no fatal bleeding events. Overall, bleeding events occurred in 33 (7.3%) patients, most
occurring within the first 2 years of treatment. In addition, we observed a statistically significant
higher incidence of bleeding in patients with a baseline HAS-BLED score of 3 to 4 compared with
those with a score of 0 to 2, with most events occurring during the first 3 months of treatment (RR 5.9).
Discussion: Rivaroxaban appears to be safe and effective for the long-term treatment of patients with
recurrent or unprovoked VTE. Our results match previously published data, and we are confident
that the continuation of the follow-up for up to 5 years will confirm these outcomes.
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1. Introduction

Venous thromboembolism (VTE) is a major cause of death worldwide [1–3]. In patients
with unprovoked VTE, the risk of recurrence after treatment suspension is 10% at 1 year, 16%
at 2 years, up to 25% at 5 years, and up to 36% at 10 years [4]. Indeed, current guidelines
suggest extended-phase anticoagulation in patients with cancer-associated thrombosis
(CAT) or unprovoked or recurrent VTE, provided the bleeding risk is acceptable [4–8].
Conversely, extended-phase anticoagulation in patients with a first unprovoked episode of
distal deep-vein thrombosis (DVT) is not as mandatory, considering the low (2%) recurrence
risk at one year after treatment withdrawal [4–6].

The EINSTEIN-Extension study analyzed patients with symptomatic VTE who were
randomized to fixed-dose anticoagulation (rivaroxaban 20 mg daily) or a placebo after
6 to 12 months of initial anticoagulant treatment [9]. This study demonstrated the clinical
benefit of 2-year extended-phase anticoagulation with rivaroxaban. Indeed, compared
with the placebo, treatment with rivaroxaban was associated with a 3-fold reduction in
recurrent pulmonary embolism (PE), and with a 7.6-fold decrease in recurrent DVT, without
increasing the risk of fatal or major bleeding events [4,10].

A recent cumulative analysis of two large, randomized trials of patients with VTE
treated with rivaroxaban confirmed that the recurrence rate is as high as 10% at 1 year
in non-anticoagulated patients (placebo group), and as low as 2.0% in patients given
rivaroxaban up to 1 year [10]. In turn, one-year treatment with rivaroxaban was safe, the
frequency of major bleeding being lower than 1% [10].

Notably, evidence on the efficacy and safety of this approach beyond the second year
of treatment is lacking [5–12].

Our study aimed to evaluate the efficacy and safety of rivaroxaban for extended-phase
anticoagulation in patients with unprovoked and recurrent VTE included in the MAC
(Monitoring Anticoagulant Therapy) Project over a 5-year follow-up period (Clinical Trial
Registration number: NCT0432939).

2. Study Design

The MAC Project is an ongoing prospective-cohort, multi-center, observational study
in Italy. The project aims to collect real-life clinical information in unselected patients
given oral anticoagulants for VTE over a 5-year follow-up period. The study protocol,
approved by the Institutional Review Board of each participating center, is described in
detail elsewhere [13]. Briefly, subjects of both sexes, aged 18 years or older, with objectively
diagnosed VT, irrespective of the index event, intended treatment duration, and type of
oral anticoagulant treatment, were eligible for inclusion. There were no exclusion criteria,
except for a life expectancy <6 months and refusal to sign the informed consent form
or to attend the planned follow-up visit. Patients were followed up prospectively at the
3-, 6-, and 12-month visits and then annually for up to 5 years, and the outcomes were
verified either at the follow-up visits or otherwise in the patient-reported case. Efficacy was
measured by the incidence of symptomatic recurrent VTE, and safety by the incidence of
major bleeding, serious adverse events, and mortality.

Patients were not subject to any predetermined intervention but managed according
to the clinical practice of each participating clinical center.

Study data were collected and managed using the REDCap electronic data capturing
tools, hosted on the QUOVADIS website [14].

In this preliminary report, we describe the outcome of patients with either unprovoked
or recurrent VTE at baseline that were given rivaroxaban for at least 3 months and up to
5 years.

3. Statistical Analysis

Baseline data were described using standard methods. In addition, Poisson distribu-
tion and test-based methods were used to construct the confidence intervals of the incidence
rates and the rate ratios.
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Cumulative incidences of VTE and bleeding were estimated by the Kaplan–Meier
method and compared by various baseline characteristics by the log-rank test.

All the data of the subjects enrolled in the study were used in the outcome analysis.
Patients who died or were lost to follow-up were censored at the time of their last examina-
tion. In the case of multiple outcomes occurring for one patient, only the first event was
counted for the time-dependent analysis. No pre-specified subgroup analysis was planned.
All calculations were performed with IBM-SPSS version 26.0 (IBM Corp., Armonk, NY,
USA). An alpha error of less than 0.05 was considered significant.

4. Results

We analyzed 450 patients with unprovoked or recurrent VTE in the MAC Project
database. All patients were given rivaroxaban at the baseline visit. The main patients’
characteristics at enrollment are shown in Table 1. The median follow-up was 22 months
(Q1 10.7; Q3 37.4 months). The mean age was 67 years (SD 16.1; Q1 65, Q3 83 years), and
234 (52%) were males. Of those 450 patients, 378 (84%) had a symptomatic index event,
267 (55%) had an unprovoked event, and the remaining 183 (45%) had a VTE recurrence as
an index event. The type of index event is detailed in Table 1. Notably, 15 (3%) patients had
a previous hemorrhagic event (5 intracranial), 17% had known thrombophilic defects, and
13% used antiplatelet drugs. No patient was lost to follow-up.

Table 1. The patients’ main characteristics at baseline.

Index Event n %

Deep-vein thrombosis
Proximal 163 * 36.3
Distal 195 † 43.3
Pulmonary embolism 21 4.7
Deep-vein thrombosis and pulmonary embolism 71 15.7

Medical conditions n. %
Hypertension (>140 mmHg or in therapy) 240 53.6
Diabetes 39 8.7
COPD 14 3.1
Recent infection (<3 months) 18 4.0
Previous stroke 18 4.0
Congestive heart failure 9 2.0
Peripheral arterial disease 33 7.4
Varicose veins 160 35.6
Previous venous thromboembolism 233 52.0
Renal dysfunction (eGFR <30 mL/min) 15 3.3
Dislipidemia 80 17.8
Active cancer 28 6.2
Autoimmune disease 36 8.0
Esophagitis, gastritis, inflammatory bowel disease 50 11.1
Hormone therapy 4 0.9
Active smoking 63 14.0
Known thrombophilia 76 16.9
Protein c deficiency 9 2.0
Protein s deficiency 6 1.3
Factor V leiden. Apc resistenza 43 9.5
Prothrombin variant G20210A 13 2.9
Antiphospholipid syndrome 4 0.9
Previous hemorrhagic events 15 3.3
Intracranial 5 1.1
Gastro-intestinal 4 0.7
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Table 1. Cont.

Index Event n %

Medication Use n. %
Low-dose aspirin 46 11.2
P2Y12 inhibitor 6 1.3
Double antiaggregation 3 0.7
Antihypertensive treatment 61 13.6
Oral antidiabetics 34 7.6
Hypolipidemic drugs 86 19.1
NSAIDS 6 1.3

Laboratory values mean SD
Hemoglobin g/L 138.1 44.7
Platelets 100 × 106/L 229.8 67.5
Serum creatinine (mL/min) 38.9 44.7p
Creatinine clearance (Cockcroft–Gault formula) mL/min 75.9 32.8

HAS-BLED score n %
0 146 32.4
1 214 47.6
2 68 15.1
3–4 22 4.9

* Including 12 (2.7%) upper limb DVT; † Isolated muscular (gastrocnemius or sural) distal DVT or axial distal
DVT (peroneal, anterior tibial, posterior tibial), or both.

4.1. Primary Efficacy Endpoint

During the observation period, we recorded 45 (10%) recurrent VTE events; in detail,
12 were proximal DVT, 16 distal DVT, 12 superficial-vein thromboses, and 5 were PE, with
0 fatal events. Of those 45 recurrent events, 12 (incidence rate (IR) 1.7 per 100 person-years,
95% confidence interval (CI) 0.9 to 3.1) occurred while patients were on rivaroxaban and
33 (IR 12.7 per 100 person-years, 95% CI 8.7 to 17.8) in patients who had temporarily or
permanently discontinued rivaroxaban (risk ratio (RR) 0.14; 95%CI 0.06 to 0.27; p < 0.001).
Interestingly, of the 12 recurrences on treatment, 8 (IR 2.2 per 100 person-years, 95% CI
0.9 to 4.3) were recorded in males, and 4 (IR 1.3 per 100 person-years; 95% CI 0.3 to 3.2) in
females (RR 1.8, 95% CI 0.5 to 7.9; p = 0.35). In turn, of the 33 recurrences out of treatment,
15 (IR 11.3 per 100 person-years; 95% CI 6.3 to 18.6) were recorded in males, and 18 (IR 14.1
per 100 persons-year; 95% CI 8.4 to 22.3) in females (RR 0.8, 95%CI 0.4 to 1.7; p = 0.52).

No associations between recurrent VTE and age (>65 years), gender, cancer at baseline,
or type of index VTE event were observed (Table 2).

Table 2. Interactions between the patients’ characteristics at baseline and VTE recurrence or bleeding.

Recurrent VTE Bleeding

Basal Risk Factors No. n. (%) IR (95% C.I.) Logrank p n. (%) IR (95% C.I.) Logrank p

Age
<65a 193 20 (10.4) 5.5 (3.3–8.4)

0.673
13 (6.7) 3.5 (1.8–5.9)

0.762≥65a 257 25 (9.7) 4.7 (3.1–7.0) 20 (7.8) 3.8 (2.3–5.8)

Gender
Male 234 23 (9.8) 4.9 (3.1–7.3)

0.786
6 (2.6) 1.2 (0.5–2.7)

<0.001Female 216 22 (10.2) 5.3 (3.3–7.9) 27 (12.5) 6.5 (4.3–9.4)

Cancer
With 28 2 (7.1) 3.2 (0.4–11.4)

0.471
0 -

0.111Without 422 43 (10.2) 5.2 (3.8–7.0) 33 (7.8) 3.9 (2.7–5.5)

VTE type
Proximal + PE 232 24 (10.3) 4.7 (3.0–7.0)

0.698
24 (10.3) 4.8 (3.1–7.1)

0.085Distal 89 8 (9.0) 6.4 (2.8–12.6) 2 (2.2) 1.6 (0.2–5.6)

Antiplatelet therapy
With 46 7 (15.2) 9.6 (3.8–19.7)

0.107
6 (13) 8.1 (3.0–17.7)

0.048Without 404 38 (9.4) 4.6 (3.3–6.4) 27 (6.7) 3.3 (2.1–4.7)
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Table 2. Cont.

Recurrent VTE Bleeding

Basal Risk Factors No. n. (%) IR (95% C.I.) Logrank p n. (%) IR (95% C.I.) Logrank p

Previous Bleeding
With 15 1 (6.7) 2.9 (0.1–16.3)

0.505
6 (40) 27.1

(9.9–59.1)
<0.001

Without 435 44 (10.1) 5.1 (3.7–6.9) 27 (6.2) 3.1 (2.0–4.5)

Anemia (HB < 110 gr/L)
With 22 3 (13.6) 7.1 (1.5–20.8)

0.553
5 (22.7) 11.9

(3.8–27.7)
0.004

Without 400 38 (9.5) 4.5 (3.2–6.2) 26 (6.5) 3.1 (2.0–4.5)

IR: incidence rate (events per 100 persons-year).

4.2. Primary Safety Endpoint

During the follow-up period, we recorded 13 (2.9%) major bleeding events and
12 (2.7%) clinically relevant non-major bleeding events. We recorded zero fatal bleed-
ing events. Overall, bleeding events occurred in 33 (7.3%) patients; most of them occurred
within the first 2 years of treatment. In addition, bleeding events occurred with a statis-
tically significant higher frequency in females than in males (12.5% versus 2.6%; RR 5.0,
95% CI 2.0 to 14.7; log-rank test p < 0.001; Figure 1).
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We also recorded an increase in bleeding events in patients taking antiplatelet drugs as
compared to those not on antiplatelets (13% versus 6.7%; RR 2.4, 95%CI 0.8 to 6.0; log-rank
test p < 0.05; Figure 2); a similar result was found in patients with a history of previous
bleeding than in those without (40.0% versus 6.2%; RR 8.8, 95% CI 3.0 to 32.3; log-rank test
p < 0.001; Figure 3) and in patients with anemia at baseline (Hb < 110 mg/L) versus those
without (22.7% versus 6.5%; RR 3.8, 95% CI 1.2 to 10.2; log-rank test p = 0.004).

Furthermore, we observed a statistically significant higher incidence of bleeding in
patients with a baseline HAS-BLED score of 3 to 4 as compared to those with a score of
0 to 2 (Table 1), with most events occurring during the first 3 months of treatment (RR 5.9,
95% CI 1.8 to 15.6; log-rank test p < 0.001; Figure 4). Specifically, the frequency of bleeding
was 6.2% in patients with a HAS-BLED score of 0 (IR 3.2 per 100 person-years; 95% CI 1.5
to 6.0); 5.6% in patients with a score of 1 (IR 2.7 per 100 person-years; 95% CI 1.4 to 4.6);
10.3% in those with a score of 2 (IR 5.0 per 100 person-years; 95% CI 2.0 to 10.3); and 25% in
patients with a score of 3 or 4 (IR 19.0 per 100 person-years; 95% CI 6.1 to 44.4).
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Two patients with CAT died due to the progression of their malignant disease; no
bleeding events occurred in these patients.

5. Discussion

Currently, no data from a real-world setting are available on the efficacy and safety
of 5-year extended-phase anticoagulation with rivaroxaban in patients with unprovoked
or recurrent VTE. Indeed, published data from randomized controlled trials or real-life
studies span a maximum follow-up of 4 years [5,8,15].
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Of 450 patients with unprovoked or recurrent VTE included in the MAC Project at the
moment of the present analysis, more than 60% received more than 2 years of treatment, and
around 20% completed the expected 5-year course, the median follow-up being 22 months
(Q1 11, Q3 37 months).

On-treatment recurrence occurred with a similar rate to that reported in a recent met-
analysis (IR 1.7 vs. 1.5 per 100 person-years, respectively) [16,17], aligning with registered
randomized trials (Einstein DVT, PE, and Ext). Extended-phase treatment with rivaroxaban
was associated with a statistically significant reduction in recurrent events. Notably, the
frequency of recurrent VTE in patients who had temporarily, or permanently discontinued
rivaroxaban was higher than in the literature (13% vs. 8%) [17]; however, the high pro-
portion of patients with distal-vein DVT in our cohort (Table 1) could have an impact on
this outcome.

Furthermore, on-treatment recurrences were recorded more frequently in males, a
finding already well documented but still hardly explained [17,18].

Overall, the frequency of bleeding events was slightly lower than that reported in a
recent meta-analysis [19]; however, it was higher than that observed in registered studies,
most likely because the latter excluded patients at higher bleeding risk or with anemia at
baseline [9,11].

We observed an association between bleeding events and a history of previous bleed-
ing (OR 8.1 p < 0.001) or anemia (OR 4.5 p < 0.001) at enrollment. Such findings confirm
what was recently reported by a meta-analysis of all trials investigating direct anticoagulant
use for VTE treatment [19], although the follow-up in the latter was limited to 12 months.
They are also in line with observations from the RIETE Registry, although in patients treated
only with VKA [15,20–23].

We also found a correlation between bleeding events and the HAS-BLED score at en-
rollment, as already reported in the literature [20]. This was predictable, as the HAS-BLED
score incorporates both a history of major bleeding (+1 point) and the use of medications
predisposing to bleeding (+1 point), two conditions that were significantly associated with
bleeding in our cohort (Table 2).

Based on these observations, we believe that patients with a HAS-BLED higher than 2
should be treated but carefully monitored, especially during the first months of anticoagu-
lation, due to the high risk of bleeding.

Our study has some limitations. First, this is not a randomized study and therefore
lacks a control group; however, there were no patient selections at the enrollment, and
they were entered in the database consecutively. These are the characteristics of a real-life
study and represent a picture of the real-world use of rivaroxaban. Nonetheless, we used
a robust methodology, and we do not have any patients lost to follow-up. Secondly, the
number of patients who completed the expected 5-year follow-up period is still small, but
this is due to our database’s “youth” problem—enrollment started five years ago and is still
ongoing. Nonetheless, our preliminary data seem to align with what is already described
in the literature.

In conclusion, rivaroxaban appears to be safe and effective for the long-term treatment
of patients with recurrent or unprovoked VTE. Of note, though preliminary, our results
match with previously published data and potentially expand our confidence in a long-term
treatment span of 5 years.

Author Contributions: Conceptualization, C.B., E.B., G.C., F.N. and P.S.; methodology: C.B., E.B.,
G.C. and F.N.; software, F.N.; validation, C.B., E.B., G.C. and F.N.; formal analysis, F.N., C.B. and E.B.;
investigation, C.B., E.B., G.C., F.N., D.C., C.T., N.V.H., E.C. (Elena Campello), C.S., E.I., P.D.M., E.C.
(Elena Callegari) and P.S.; resources, G.C.; data curation, F.N.; writing—original draft preparation, C.B.
and E.B.; writing—review and editing, C.B., E.B., G.C. and P.D.M.; visualization, N.V.H.; supervision,
P.S.; project administration, F.N.; funding acquisition, F.N. All authors have read and agreed to the
published version of the manuscript.

Funding: This research received no external funding.



Life 2022, 12, 1657 8 of 9

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki, and approved by the Institutional: Comitato etico della provincia di Venezia e IRCCS
S.Camillo, 17-apr-2018 Verb. 85A/CESC.

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Data Availability Statement: Data were contained within the article.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. ISTH Steering Committee for World Thrombosis Day. Thrombosis: A major contributor to global disease burden. Thromb. Res.

2014, 134, 931–938. [CrossRef] [PubMed]
2. Cohen, A.T.; Agnelli, G.; Anderson, F.A. VTE Impact Assessment Group in Europe (VITAE). Venous thromboembolism (VTE) in

Europe. The number of VTE events and associated morbidity and mortality. Thromb. Haemost. 2007, 98, 756–764. [PubMed]
3. Hyers, T.M.; Agnelli, G.; Hull, R.D. Antithrombotic therapy for venous thromboembolic disease. Chest 2001, 119 (Suppl. S1),

176S–193S. [CrossRef] [PubMed]
4. Khan, F.; Rahman, A.; Carrier, M.; MARVELOUS Collaborators. Long-term risk of symptomatic recurrent venous thromboem-

bolism after discontinuation of anticoagulant treatment for first unprovoked venous thromboembolism event: Systematic review
and meta-analysis. BMJ 2019, 366, l4363. [CrossRef] [PubMed]

5. Kearon, C.; Akl, E.A.; Ornelas, J. Antithrombotic therapy for VTE disease: CHEST guideline and expert panel report. Chest 2016,
149, 315–352. [CrossRef] [PubMed]

6. Kearon, C.; Ageno, W.; Cannegieter, S.C.; Cosmi, B.; Geersing, G.J.; Kyrle, P.A. Subcommittees on Control of Anticoagulation, and
Predictive and Diagnostic Variables in Thrombotic Disease. Categorizing patients as having provoked or unprovoked venous
thromboembolism: Guidance from the SSC of ISTH. J. Thromb. Haemost. 2016, 14, 1480–1483. [CrossRef]

7. Konstantinides, S.V.; Torbicki, A.; Agnelli, G. Task Force for the Diagnosis and Management of Acute Pulmonary Embolism of the
European Society of Cardiology (ESC). 2014 ESC guidelines on the diagnosis and management of acute pulmonary embolism.
Eur. Heart J. 2014, 35, 3033–3069. [CrossRef]

8. Mazzolai, L.; Aboyans, V.; Ageno, W. Diagnosis and management of acute deep vein thrombosis: A joint consensus document
from the European society of cardiology working groups of aorta and peripheral circulation and pulmonary circulation and right
ventricular function. Eur. Heart J. 2018, 39, 4208–4218. [CrossRef]

9. Weitz, J.I.; Lensing, A.W.A.; Prins, M.H.; EINSTEIN CHOICE Investigators. Rivaroxaban or aspirin for extended treatment of
venous thromboembolism. N. Engl. J. Med. 2017, 376, 1211–1222. [CrossRef]

10. Prins, M.H.; Lensing, A.W.A.; Prandoni, P.; Wells, P.S.; Verhamme, P.; Beyer-Westendorf, J.; Bauersachs, R.; Bounameaux, H.;
Brighton, T.A.; Cohen, A.T.; et al. Risk of recurrent venous thromboembolism according to baseline risk factor profiles. Blood Adv.
2018, 2, 788–796. [CrossRef]

11. The EINSTEIN Investigators. Oral rivaroxaban for symptomatic venous thromboembolism. N. Engl. J. Med. 2010, 363, 2499–2510.
[CrossRef] [PubMed]

12. Ageno, W.; Mantovani, L.G.; Haas, S.; Kreutz, R.; Haupt, V.; Schneider, J.; Turpie, A.G. XALIA: Rationale and design of a
non-interventional study of rivaroxaban compared with standard therapy for initial and long-term anticoagulation in deep vein
thrombosis. Thromb. J. 2014, 12, 16. [CrossRef] [PubMed]

13. Camporese, G.; Bernardi, E.; Bortoluzzi, C.; Noventa, F.; Hong, N.V.; Callegari, E.; Villalta, S.; Tonello, C.; Nardin, M.; Campello,
E.; et al. MAC Project—Monitoring Anticoagulant Therapy Observational Study: Rationale and Protocol. Front. Med. 2021, 7,
584459. [CrossRef] [PubMed]

14. Paul, A.; Harris, R.T.; Robert, T.; Jonathon, P.; Nathaniel, G.; Jose, G.C. Research electronic data capture (REDCap)—A metadata-
driven methodology and workflow process for providing translational research informatics support. J. Biomed. Inform. 2009, 42,
377–381.

15. Scott, M.S.; Scott, C.W.; Lisa, B.K.; Henri, B.; Kevin, D.; Geert-Jan, G.; Menno, V.H.; Clive, K.; Christopher, S.K.; Andrew, J.K.; et al.
Antithrombotic Therapy for VTE Disease Second Update of the CHEST Guideline and Expert Panel Report. Chest 2021, 160,
e545–e608.

16. Khan, F. Long-term risk of recurrent venous thromboembolism among patients receiving extended oral anticoagulant therapy for
first unprovoked venous thromboembolism: A systematic review and meta-analysis. J. Thromb. Haemost. 2021, 19, 2801–2813.
[CrossRef]

17. Vicky, M.; Charles-Antoine, G.; Laurie, P.; Sébastien, B.; Laurent, B.; Yves, L.; Sabine, J.; Jean-Christophe, L.; Steeve, P. Extended
Anticoagulation for VTE A Systematic Review and Meta-Analysis. Chest 2019, 155, 1199–1216.

18. Douketis, J.; Tosetto, A.; Marcucci, M.; Baglin, T.; Cosmi, B.; Cushman, M. Risk of recurrence after venous thromboembolism in
men and women: Patient-level meta-analysis. BMJ 2011, 342, d813. [CrossRef]

19. Khan, F.; MAJESTIC Collaborators. Long-Term Risk for Major Bleeding During Extended Oral Anticoagulant Therapy for First
Unprovoked Venous Thromboembolism: A Systematic Review and Meta-analysis. Ann. Intern. Med. 2021, 174, 1420–1429.
[CrossRef]

http://doi.org/10.1016/j.thromres.2014.08.014
http://www.ncbi.nlm.nih.gov/pubmed/25312343
http://www.ncbi.nlm.nih.gov/pubmed/17938798
http://doi.org/10.1378/chest.119.1_suppl.176S
http://www.ncbi.nlm.nih.gov/pubmed/11157648
http://doi.org/10.1136/bmj.l4363
http://www.ncbi.nlm.nih.gov/pubmed/31340984
http://doi.org/10.1016/j.chest.2015.11.026
http://www.ncbi.nlm.nih.gov/pubmed/26867832
http://doi.org/10.1111/jth.13336
http://doi.org/10.1093/eurheartj/ehu283
http://doi.org/10.1093/eurheartj/ehx003
http://doi.org/10.1056/NEJMoa1700518
http://doi.org/10.1182/bloodadvances.2018017160
http://doi.org/10.1056/NEJMoa1007903
http://www.ncbi.nlm.nih.gov/pubmed/21128814
http://doi.org/10.1186/1477-9560-12-16
http://www.ncbi.nlm.nih.gov/pubmed/25093014
http://doi.org/10.3389/fmed.2020.584459
http://www.ncbi.nlm.nih.gov/pubmed/33585500
http://doi.org/10.1111/jth.15491
http://doi.org/10.1136/bmj.d813
http://doi.org/10.7326/M21-1094


Life 2022, 12, 1657 9 of 9

20. Brown, J.D.; Goodin, A.J.; Lip, G.Y.; Adams, V.R. Risk Stratification for Bleeding Complications in Patients With Venous
Thromboembolism: Application of the HAS-BLED Bleeding Score During the First 6 Months of Anticoagulant Treatment. J. Am.
Heart Assoc. 2018, 7, e007901. [CrossRef]

21. Gaboreau, Y.; Zenatti, N.; Vermorel, C.; Imbert, P.; Bosson, J.L.; Pernod, G. Anemia and bleeding in patients receiving anticoagulant
therapy for venous thromboembolism: Comment. J. Thromb. Thrombolysis 2018, 46, 84–87. [CrossRef] [PubMed]

22. Kuperman, A.; López-Reyes, R.; Bosco, L.S.J. Anemia and bleeding in patients receiving anticoagulant therapy for venous
thromboembolism. J. Thromb. Thrombolysis 2018, 45, 360–368. [CrossRef] [PubMed]

23. Goto, S.; Turpie, A.G.G.; Farjat, A.E.; Weitz, J.I.; Haas, S.; Ageno, W.; Goldhaber, S.Z.; Angchaisuksiri, P.; Kayani, G.; MacCallum,
P.; et al. GARFIELD-VTE investigators. The influence of anemia on clinical outcomes in venous thromboembolism: Results from
GARFIELD-VTE. Thromb. Res. 2021, 203, 155–162. [CrossRef] [PubMed]

http://doi.org/10.1161/JAHA.117.007901
http://doi.org/10.1007/s11239-018-1668-4
http://www.ncbi.nlm.nih.gov/pubmed/29687300
http://doi.org/10.1007/s11239-018-1610-9
http://www.ncbi.nlm.nih.gov/pubmed/29383557
http://doi.org/10.1016/j.thromres.2021.05.007
http://www.ncbi.nlm.nih.gov/pubmed/34023735

	Introduction 
	Study Design 
	Statistical Analysis 
	Results 
	Primary Efficacy Endpoint 
	Primary Safety Endpoint 

	Discussion 
	References

