EU RMP on Labetalol Hydrochloride S.A.L.F. 5 mg/ml solution for injection

V1.2 Elements for a public summary

Vi.2.1 Overview of disease epidemiology

High blood pressure, also known as hypertension, occurs in a large percentage of the adult population.
Primary (essential) hypertension is the most common form of hypertension, accounting for 90-95% of
all cases.! If not treated, it can damage the blood vessels of the brain, heart, and kidneys, and may
result in a stroke, heart failure, or kidney failure. High blood pressure increases the risk of heart disease,
kidney disease and stroke. As of 2014, approximately one billion adults or ~22% of the population of
the world have hypertension.? It is slightly more frequent in men.? In Europe, hypertension occurs in
about 30-45% of people as of 2013, with an increase with age.2 Treatment options include lifestyle
modifications (such as dietary changes, physical exercise, and weight loss) and treatment with
antihypertensive medications.*

V1.2.2 Summary of treatment benefits

Labetalol has been widely used in the treatment of hypertensive crises for more than 20 years. Labetalol
is a beta blocking agent.®

Several clinical trials have been carried out to evaluate how safe and effective labetalol is, they showed
it to be effective and well-tolerated in patients with all grades of hypertension. It provides good control
of blood pressure without serious side effects. Labetalol is effective during pregnancy, in hypertensive
emergencies and during surgeries and other medical procedures to rapidly control blood pressure.® A
systematic review (10 studies; 813 patients), comparing nicardipine vs. labetalol® and further clinical
studies (136 patients), comparing labetalol to hydrochlorothiazide 7 and esmolol®, showed the efficacy
of labetalol in the treatment of hypertension.

Very little labetalol crosses the placenta, making it useful in the treatment of gestational hypertension.®
Labetalol is one of the most commonly recommended medications for the management of severe
hypertension during pregnancy. Most guidelines recommend labetalol as the go-to treatment in the
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emergent treatment of severe hypertension.® A recent in depth review and meta-analysis, including 7

trials (363 woman infant pairs) showed that oral nifedipine is as effective and safe as intravenous
labetalol for severe hypertension during pregnancy.1©

V1.2.3

Unknowns relating to treatment benefits

No studies with labetalol have been performed in paediatric patients. Labetalol should not be used in
children below 18 years of age. There are no adequate data about the effect of labetalol on fertility.

Vi.2.4

Important identified risks

Summary of safety concerns

Risk

What is known

Preventability

Allergic reactions

(hypersensitivity reactions)

Allergic reactions, including rash,
pruritus, difficulties with breathing,
have been reported in patients
using labetalol. Frequency of these
reactions is common.

Drug fever and
(severe swelling of the skin and
other tissues most often the lips or
the eyes)
reported.

Patients with a history of severe

angioedema

were very rarely

allergic reactions (anaphylactic
reaction) are more likely to present
such a reaction to beta blockers
(the family of medications that
belongs to). Such

patients may be unresponsive to

labetalol
the usual doses of epinephrine
(medicine used to treat an allergic
reaction).

If an allergic reaction occurs, patients
should stop using labetalol and talk to
their doctor right away. The doctor may
prescribe a medicine to treat the
and a different

allergic reaction

medicine for hypertension.

Temporary narrowing of the
airways in patients with lung or
respiratory system problems
(bronchospasm in patients with
bronchial asthma or a history of
obstructive airway disease)

the
airways (bronchospasm) has been
reported in patients
labetalol. Frequency of

Temporary narrowing of
using
these
reactions is uncommon. Labetalol
should not be used for patients

Patients should talk to their doctor or
pharmacist if they get any side effects.
Labetalol is contraindicated in asthma
and if
bronchospasm.

there is a  history of
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Risk

What is known

Preventability

with asthma or a similar lung
disease.

An overreaction of the airways may
result in bronchospasm due to the

beta-blocking activity of labetalol

position or

from sitting to

reactions is common. This may
occur within three hours after
Labetalol injection and is normally
temporary and occurs in the first
few weeks of treatment.

in the lungs.
Dizziness due to low blood | Postural hypotension has been | Patients should talk to their doctor or
pressure if patient moves too | reported in patients using | pharmacist if they get any side effects.
quickly from a lying to sitting | labetalol. Frequency of these

Liver disorders (including hepatitis,
jaundice or laboratory enzyme
disorders) have been reported in
Liver

patients taking labetalol.

disorders maybe reversible and
have occurred after both short-
and long-term treatment.

However liver disorders can be
very serious such as hepatic
necrosis, in some cases fatal

outcomes have been reported.

Appropriate laboratory tests should be
done at the first sign or symptom of
liver dysfunction. If there is laboratory
evidence of liver injury or the patient is
jaundiced, labetalol therapy should be
stopped and not re-started.

Particular care should be taken when
labetalol is used in patients with liver
impairment as these patients
metabolise labetalol more slowly than

patients without liver impairment.

heart failure

standing position (postural
hypotension).

Liver disorders (hepatic
disorders)

Worsening of pre -existing

Labetalol can exacerbate existing
heart failure through
blocking activity.

its beta-

Before administrating the medicine
the patient should inform their doctor
of any history of heart disease or if they
are taking any medicine for heart
disease.

(atrioventricular
conduction disturbances)

Cardiac conduction disorders

(AV)

Labetalol slows down conduction of
the electrical impulses in the heart.
Slow heart beat is a typical
symptom of cardiac conduction

disorders.

Physician and
Labetalol should be administered with

caution to patients with pre-existing

supervision care.

cardiac conduction abnormalities, such
as first-degree atrio-ventricular block.
In case of suspected heart problems,
specialist advice must be sought before
starting treatment to determine if there
is any underlying condition for which
the medicine is contraindicated.
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Risk

What is known Preventability

Decreased heart rate and low
blood pressure (bradycardia
and hypotension)

Labetalol is a beta -blocking agent. | Physician  supervision and care.
Its ability to reduce the heart rate | Patients should report symptoms of
and affect heart rhythm is well | irregular heartbeat to their doctor.
established. Blood pressure should be closely
Labetalol also reduces blood | monitored in patients using labetalol.
pressure through its beta-blocking
activity.

Important potential risks

Risk

What is known

Poor blood glucose control and

masking of low blood
sugar (decreased diabetic
control and masking of

hypoglycaemia)

Labetalol may mask the warning signs of low blood sugar, particularly
increased heart rate (tachycardia) and tremor in diabetic patients. The
low blood sugar effect of medicines to treat diabetes may be enhanced
by beta blockers (the family of medications that labetalol belongs to).
Care should be taken in case of uncontrolled or difficult-to-control
diabetes mellitus.

Drug interactions (calcium
antagonist e.g. verapamil,
diltiazem; <class | and I
antiarrhythmic, anaesthetic
agents)

The concomitant use of such drugs (e.g. calcium antagonist e.g.
verapamil, diltiazem; class | and Il antiarrhythmic) may lead to heart
problems like decreased heart rate, low blood pressure and heart failure.
There is a potential risk of drug interaction with general anaesthetics, due
to an increased risk of hypotension (low blood pressure).

Missing information

Risk

What is known

Patients below18 years of age

Children and adolescents below 18 years should not use this medicine.
It is not known if this medicine is safe and effective when used in children
and adolescents under 18 years of age.

Fertility

There is no sufficient information on the effects of labetalol on fertility.

V1.2.5

Summary of risk minimisation measures by safety concern

All medicines have a Summary of Product Characteristics (SmPC) which provides physicians, pharmacists

and other health care professionals with details on how to use the medicine, the risks and recommendations

for minimising them. An abbreviated version of this in lay language is provided in the form of the package

leaflet (PL). The measures in these documents are known as routine risk minimisation measures.

This medicine has no additional risk minimisation measures.
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V1.2.6 Planned post authorisation development plan (if applicable)

No post authorisation development plan was proposed.

V1.2.7 Summary of changes to the risk management plan over time

Not applicable. This is the initial version of this RMP.
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