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Clexane (enoxaparin) and Plavix (clopido-
grel) are antithrombotic agents authorised
for use in Ireland.

Cases of serious haemorrhage, some of
which resulted in a fatal outcome are
known to occur with both Clexane and
Plavix. In view of this risk, the IMB has
closely monitored the use of these prod-
ucts since their introduction to the Irish
market and has noted an increase, over the
years, in the frequency of haemorrhagic
adverse reactions reported to the IMB in
association with their use. However, in
some cases the adverse reactions occurred
when the products were used for unli-
censed indications, such as coronary artery
stenting.  Approximately 50% of reports
involved concomitant use with other
medicinal products that affect platelet
function or coagulation.

While on treatment, patients should be
monitored carefully for any signs of bleed-
ing including occult bleeding, especially
during the first weeks of treatment and/or
after invasive cardiac procedures or
surgery.  Due to the risk of haemorrhage
and haematological undesirable effects,
blood cell count determination and/or
other appropriate testing should be
promptly considered whenever clinical
symptoms suggestive of bleeding arise
during the course of treatment.

The IMB would like to take this opportu-
nity to highlight the approved indications
and the potential for serious adverse reac-

tions associated with the use Clexane and
Plavix as follows:

Clexane (enoxaparin):

Clexane (enoxaparin) is authorised for the
following indications:

� The prophylaxis of thromboembolic
disorders of venous origin, in particular
those which may be associated with
orthopaedic or general surgery. 

� The prophylaxis of venous thromboem-
bolism in medical patients bedridden
due to acute illnesses including cardiac
insufficiency, respiratory failure, or
severe infections.

� The treatment of venous thromboembol-
ic disease presenting with deep vein
thrombosis, pulmonary embolism or
both.

� The treatment of unstable angina and
non-Q-wave myocardial infarction,
administered concurrently with aspirin. 

� The prevention of thrombus formation
in the extracorporeal circulation during
haemodialysis.

When prescribing Clexane, healthcare
professionals are reminded of the follow-
ing:

� Bleeding may occur during Clexane
therapy with or without the presence of
associated risk factors such as: organic
lesions liable to bleed, invasive proce-
dures or the use of medications affecting
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haemostasis. The origin of the bleeding
should be investigated and appropriate
treatment instituted.  Major haemor-
rhage, including retroperitoneal and
intracranial bleeding has been reported;
some of these cases have been fatal. 

� Clexane should not be used in patients
with acute bacterial endocarditis, major
bleeding disorders, thrombocytopenia
(in patients with a positive in-vitro
aggregation test in the presence of Clex-
ane), in jaundice, active gastric or duo-
denal ulceration, hiatal ulceration, in
patients with cerebrovascular accidents
(unless due to systemic emboli), threat-
ened abortion, retinopathy or in other
patients with an increased risk of haem-
orrhage (e.g. subdural haematoma).

� Clexane injection should only be used
with great caution in conditions with
increased potential for bleeding, such
as: impaired haemostasis, history of
peptic ulcer or bleeding, recent
ischaemic stroke, severe arterial hyper-
tension, severe liver or kidney dysfunc-
tion, diabetic retinopathy, recent
cerebral surgery or trauma.

� It is recommended that agents which
affect haemostasis should be discontin-
ued prior to Clexane therapy unless their
use is essential, such as: systemic salicy-
lates, acetylsalicylic acid and NSAIDS.
If the combination cannot be avoided,
Clexane should be used with careful
clinical and laboratory monitoring.

� As different low molecular weight
heparins may not be equivalent, alterna-
tive products should not be substituted
during a course of treatment.

� Clexane is to be used with extreme cau-

tion in patients with a history of heparin-
induced thrombocytopenia with or with-
out thrombosis.

� Mild, transient, asymptomatic thrombo-
cytopenia has been reported during the
first days of therapy. However there is a
risk of antibody-mediated heparin-
induced thrombocytopenia; regular
platelet count monitoring should be con-
sidered prior to and during therapy.
Thrombocytopenia, should it occur, usu-
ally appears between the 5th and 21st
day following the beginning of therapy
and may be complicated by thrombosis,
which may be further complicated by
organ infarction or limb ischaemia.  If
the platelet count is significantly
reduced (30 to 50% of the initial value)
or thrombosis occurs, therapy must be
discontinued immediately and an alter-
native therapy initiated.

� Spinal/Epidural Anaesthesia: As with
other anti-coagulants, there have been
cases of neuraxial haematomas reported
with the concurrent use of Clexane and
spinal/epidural anaesthesia or spinal
puncture, resulting in varying degrees of
neurological injuries, including long
term or permanent paralysis.  These
events are rare with Clexane dosage reg-
imens 40mg once daily or lower.  The
risk is greater with higher Clexane
dosage regimens, use of post-operative
indwelling catheters or the concomitant
use of additional drugs affecting
haemostasis such as NSAIDs. The risk
also appears to be increased by traumat-
ic or repeated neuraxial puncture. To
reduce the potential risk of bleeding
associated with the concurrent use of
Clexane and epidural or spinal anaesthe-
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sia/analgesia, the pharmacokinetic pro-
file of the drug should be considered.
Placement and removal of the catheter is
best performed when the anticoagulant
effect of Clexane is low; it should be
delayed for 10-12 hours after adminis-
tration of DVT prophylactic doses of
Clexane, whereas patients receiving
higher doses of Clexane (1mg/kg twice
daily) will require longer delays (24
hours).  The subsequent Clexane dose
should be given no sooner than two
hours after catheter removal. Should the
physician decide to administer anticoag-
ulation in the context of epidural/spinal
anaesthesia, extreme vigilance and fre-
quent monitoring must be exercised to
detect any signs and symptoms of neu-
rological impairment such as midline
back pain, sensory and motor deficits
(numbness or weakness in the lower
limbs), bowel and/or bladder dysfunc-
tion.  Patients should be instructed to
inform their physician immediately if
they experience any of the above signs
or symptoms.  If signs or symptoms of
spinal haematoma are suspected, urgent
diagnosis and treatment, including
spinal cord decompression should be
initiated.

� Careful clinical monitoring is advised in
elderly patients who may be at an
increased risk for bleeding complica-
tions with the therapeutic dosage ranges,
in patients with mild and moderate renal
impairment and in low-weight men and
women.

� Since exposure of Clexane is signifi-
cantly increased in patients with severe
renal impairment (creatinine clearance
<30ml/min), a dosage adjustment is rec-

ommended for therapeutic and prophylac-
tic dosage ranges.

� In the absence of clinical studies in
patients with hepatic impairment,
caution should be exercised.

Plavix (clopidogrel)

Plavix (clopidogrel) is authorised for the
prevention of atherothrombotic events in:

� Patients suffering from myocardial infarc-
tion (from a few days until less than 35
days), ischaemic stroke (from 7 days until
less than 6 months) or established periph-
eral arterial disease.

� Patients suffering from non-ST segment
elevation acute coronary syndrome
(unstable angina or non-Q-wave myocar-
dial infarction) in combination with
acetylsalicylic acid. 

When prescribing Plavix, healthcare profes-
sionals are reminded of the following:

� Bleeding is the most common reaction
and is mostly reported during the first
month of treatment. Some cases were
reported with fatal outcome (especially
intracranial, gastrointestinal and retroperi-
toneal haemorrhage). Cases of serious
haemorrhage have also been reported in
patients taking Plavix concomitantly with
acetylsalicylic acid or Plavix with acetyl-
salicylic acid and heparin. Due to the risk
of bleeding and haematological undesir-
able effects, blood cell count determina-
tion and/or other appropriate testing
should be promptly considered whenever
clinical symptoms suggestive of bleeding
arise during the course of treatment.
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� Plavix is contraindicated in severe liver
impairment and active pathological
bleeding such as peptic ulcer or intracra-
nial haemorrhage.

� As with other antiplatelet agents, Plavix
should be used with caution in patients
who may be at risk of increased bleed-
ing from trauma, surgery or other patho-
logical conditions and in patients
receiving treatment with acetylsalicylic
acid, NSAIDs, heparin, glycoprotein
IIb/IIIa inhibitors or thrombolytics.
Patients should be monitored carefully
for any signs of bleeding, including
occult bleeding, especially during the
first weeks of treatment and/or after
invasive cardiac procedures or surgery. 

� The concomitant administration of Plav-
ix with warfarin is not recommended
since it may increase the intensity of
bleeding.

� Plavix prolongs bleeding time and
should be used with caution in patients
who have lesions with a propensity to
bleed (particularly gastrointestinal and
intraocular).

� If a patient is to undergo elective surgery
and an antiplatelet effect is not neces-
sary, Plavix should be discontinued
seven days prior to surgery.

� Patients should be told that it might take
longer than usual to stop bleeding when
they take Plavix (alone or in combina-
tion with acetylsalicylic acid), and that
they should report any unusual bleeding
(site or duration) to their physician.
Patients should also inform physicians

and dentists that they are taking Plavix
before any surgery is scheduled and
before any new drug is taken.

� Thrombotic Thrombocytopenic Purpura
(TTP) has been reported very rarely fol-
lowing the use of Plavix, sometimes
after a short exposure. It is characterised
by thrombocytopenia and microangio-
pathic hemolytic anemia associated with
either neurological findings, renal dys-
function or fever.  TTP is a potentially
fatal condition requiring prompt treat-
ment including plasmapheresis.

� Therapeutic experience with Plavix is
limited in patients with renal impair-
ment; Plavix should be used with cau-
tion in these patients.

� Experience is also limited in patients
with moderate hepatic disease who may
have bleeding diatheses; Plavix should
be used with caution in this population. 

Prescribers are reminded to report any sus-
pected adverse reactions occurring with
these medicinal products to the IMB in the
usual way.
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Correspondence/Comments should be marked for the attention of:
The Pharmacovigilance Unit, Irish Medicines Board, Earlsfort Centre, 
Earlsfort Terrace, Dublin 2.

Tel: 676 4971-7 Fax: 676 2517
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