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Safety and efficacy

Oral anticoagulant therapy (OAT) is ef-
fective in the prevention and treatment of
thromboembolic complications in patients
with cardiovascular disease. The number of
patients on chronic OAT has increased dra-
matically in recent decades. However this ef-
fective treatment is still underutilized in clin-
ical practice. Both the fear of complications,
especially bleeding, and the practical diffi-
culties associated with the therapy, which is
undoubtedly demanding, are frequently stat-
ed as concerns by physicians, preventing a
wider use of the treatment for patients who
would benefit from it. 

The incidence of bleeding varies widely
in published studies1,2. OAT safety was in-
vestigated in a recent collaborative study3 that
recorded all bleeding events occurring in an
inception cohort of more than 2700 patients
prospectively monitored in Italian antico-
agulation clinics for a total period of more
than 2000 patient/years. In that study the
rates of bleeding complications were 0.25,
1.1 and 6.2% patient/year of treatment for fa-
tal, major and minor events, respectively,
figures that were substantially lower than
those reported in previous observational
studies. Though bleeding events occurred
also at a very low anticoagulation intensi-
ty (7.7% patient/year at < 2.0 international
normalized ratio-INR), the rate was the
lowest in the 2.0-2.9 INR category (4.8% pa-
tient/year), increasing sharply in associa-
tion with higher INR levels (relative risk for
INR levels > 4.5 = 7.91, p < 0.0001).

The efficacy of OAT was also examined
in the same cohort of patients, and the throm-
botic complications or treatment failures
recorded during treatment were analyzed in
a subsequent paper4. The rates of fatal and
major thrombotic events were 1% pa-

tient/year and 1.9% patient/year, respec-
tively, lower than that reported in the few
available studies on the same topic. The fre-
quency of thrombotic events was, however,
much higher (17.5%) when INR levels
were < 1.5, decreasing to 2.3% for INRs
within the 2-2.99 category (relative risk of
INRs < 2.0 vs  2 = 1.88, p < 0.05). These
results prove that a moderate intensity reg-
imen (2.0-3.0 INR), associated with the care-
ful monitoring of patients in specifically
trained anticoagulation clinics, is not only
safe but also effective against thrombosis. 

Duration of oral anticoagulant 
therapy for the treatment of venous
thromboembolism

A first course of heparin followed by a
period of OAT is the treatment of choice in
patients with an acute episode of venous
thromboembolism (VTE) which includes
deep vein thrombosis (DVT) and/or pul-
monary embolism. This treatment is intended
to reduce the rate of recurrences, which is
particularly high in the first months after
the acute event, and of post-thrombotic syn-
drome. 

The optimal duration  of OAT after a
first VTE episode is however still debated.
The usual duration of treatment after a first
episode of idiopathic DVT is 3 to 6 months.
Recent studies, however, examined the effect
of longer periods of treatment and showed
lower recurrence rates in comparison with
shorter treatment periods5,6. The advantage
of the longer treatment duration was main-
ly observed in patients with permanent risk
factors for thrombosis5. In a second trial7 pa-
tients with a recurrent DVT episode were
treated either for 6 months or indefinitely,
and evaluated after a 4-year follow-up. The
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cumulative recurrence rate was 20.7% in the definite pe-
riod group, and only 3% in the indefinite; the relative risk
was 8-fold higher in the shorter period group. 

The present answer to the issue of optimal duration
is therefore to carefully evaluate persistent and/or tran-
sient prothrombotic factors in each patient. It has been
proposed to classify DVT patients into low, interme-
diate, and high recurrence risk groups, respectively can-
didates for a short, intermediate or indefinite term an-
ticoagulant therapy. After an episode of postoperative or
post-traumatic DVT, and in the absence of permanent risk
factors, < 6 months of OAT may be indicated. From the
presently available data, it can be affirmed that the du-
ration of treatment should not depend on the results of
the echographic follow-up. More clinical trials are need-
ed in specific categories of well characterized patients,
as those with inherited or acquired thrombophilia.

Oral anticoagulant therapy for venous
thromboembolism in cancer patients

It has long been known that VTE complications are
frequent in patients with malignant diseases, sometimes
even preceding the diagnosis of malignancy8. The treat-
ment of acute VTE in cancer patients varies greatly
from one clinician to another, mainly due to the concern
that OAT may be less safe or less effective in cancer
patients. Some reports9-11, though not all12, have outlined
a higher bleeding risk, as well as more frequent VTE re-
currence during OAT in these patients.

In a recent evaluation of patients with cancer treat-
ed with OAT for VTE (n = 95), who were included in
the ISCOAT study, we found  that these patients, when
compared with patients without malignancy treated for
the same reason, had statistically significant higher rates
of major (5.4 vs 0.9%) and minor (16.2 vs 3.6%) bleed-
ing13. These patients also showed a trend towards a
higher rate of thrombotic complications (6.8 vs. 2.5%;
p = 0.058; relative risk 2.5, confidence interval 0.96-6.5).
The rate of thrombotic events was significantly higher
in both cohorts when the INR was < 2.0.

In conclusion, patients with malignancy treated with
OAT have a higher bleeding rate and possibly an in-
creased risk of recurrent thrombosis compared with pa-
tients without malignancy. We believe that a safer and
more effective anticoagulant treatment is needed for
this challenging group of patients.

Oral anticoagulant therapy in the elderly

Some of the indications for OAT (e.g. VTE and atri-
al fibrillation) are particularly frequent in elderly peo-
ple, the fastest growing population of our society. More
than one third of all patients included in a recent col-
laborative prospective Italian study were aged > 70

years when they started OAT, and 8% were > 8 0
years3. It has long been debated whether the risk of
bleeding during OAT is higher in older patients14. Many
reasons can be at the basis of a higher risk for bleeding
complications during OAT in elderly subjects: they re-
quire lower coumarin doses, are more likely to be tak-
ing interacting drugs and to have more comorbid con-
ditions, they have been reported to have increased vas-
cular fragility, a factor which may increase the risk of
intracranial bleeding15. Non-compliance with OAT has
been reported to be similar in elderly and younger pa-
tients16. Nevertheless, non-compliance could also con-
tribute due to the complexity of the drug regimen, a lack
of a clear understanding of the purpose of the treat-
ment by the elderly who are prone to mental impair-
ment17.

In a recent study18, bleeding and thrombotic events
occurring during OAT in 461 patients, aged  75 years
when they started OAT, and in 461 patients aged < 70
years, matched for sex, OAT indication and treating
center, were analyzed. Bleeding rate was 9.9 and 6.6%
patient/year in elderly patients and controls, respec-
tively (p = NS), and 2.1 and 1.1% for major bleeding (p
= NS). However, 6 and 1 events respectively were fatal
(all intracranial, relative risk 6.4, p = 0.047). Thrombosis
rate was 4.2 and 2.5% patient/year in elderly patients and
controls, respectively (p = NS); however 13 and 5 events
were fatal (relative risk 2.8, p = 0.041). Thrombosis
rate was lower (1.5%) for INR between 2.0 and 2.9; it
was higher during the first 90 treatment days (p < 0.001)
and 6/7 venous events occurred at INR < 2.0. 

In line with these results, we consider that a non-
significant trend towards a higher rate of both bleeding
and thrombotic complications can be expected in elderly
patients treated with OAT. However, the risk of in-
tracranial bleeding and fatal thrombotic events is sig-
nificantly higher in these subjects. 
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