Risk Management Plan Telmisartan/Hydrochlorothiazide RMP Version 3.0

PART VI: SUMMARY OF THE RISK MANAGEMENT PLAN BY PRODUCT
VI.1  Elements for summary tables in the EPAR

VI.1.1 Summary table of Safety concerns

Important identified risks e Sepsis

e Renal dysfunction as consequence of dual RAAS
blockade

e Foetotoxicity

e Hypoglycaemia

Important potential risks e Increase in hepatic-related adverse reactions
e Rhabdomyolysis

e Malignancies

Missing information None

VI.1.2 Table of on-going and planned studies in the Post-authorisation

Pharmacovigilance Development Plan

Not applicable.

VI.1.3 Summary of Post authorisation efficacy development plan

Not applicable.
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VI.1.4 Summary table of risk minimisation measures

Telmisartan/Hydrochlorothiazide RMP Version 3.0

Safety concern

Routine risk minimisation measures

Additional risk
minimisation

measures

Important identified

risk: Sepsis

Sections 4.8 and 5.1 of Accord Healthcare
Limited’s Telmisartan/Hydrochlorothiazide
SmPC and corresponding sections of PIL have

information on this safety concern.

Other routine risk minimisation measures
includes the ‘prescription only’ status of the

product

None proposed

Important Identified
risk: Renal
dysfunction as
consequence of dual

RAAS blockade

Sections 4.4, 4.5 and 5.1 of Accord Healthcare
Limited’s Telmisartan/Hydrochlorothiazide
SmPC and corresponding sections of PIL have

information on this safety concern.

Other routine risk minimisation measures
includes the ‘prescription only’ status of the

product.

None proposed.

Important identified

risk: Foetotoxicity

Sections 4.3, 4.4, 4.6 and 5.3 of Accord
Limited’s

SmPC

Healthcare
Telmisartan/Hydrochlorothiazide and
corresponding sections of PIL have information

on this safety concern.

Other routine risk minimisation measures

includes the ‘prescription only’ status of the

None proposed.
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Safety concern Routine risk minimisation measures Additional risk
minimisation
measures

product.

Important identified | Sections 4.4 and 4.8 of Accord Healthcare | None proposed.

risk: Limited’s Telmisartan/Hydrochlorothiazide

Hypoglycaemia SmPC and corresponding sections of PIL have

information on this safety concern.

Other routine risk minimisation measures
include the ‘prescription only’ status of the
product.

Important potential | Section 4.3, 4.4 and 4.8 of Accord Healthcare | None proposed.

risk: Increase in | Limited’s Telmisartan/Hydrochlorothiazide

hepatic-related SmPC and corresponding sections of PIL have

adverse reactions information on this safety concern.

Other routine risk minimisation measures
include the ‘prescription only’ status of the
product.

Important potential | Not applicable None proposed.

risk:

Rhabdomyolysis
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Safety concern Routine risk minimisation measures Additional risk
minimisation

measures

Important potential | Section 5.3 of Accord Healthcare Limited’s | None proposed.
risk: Malignancies Telmisartan/Hydrochlorothiazide ~SmPC and
corresponding sections of PIL have information

on this safety concern.

Other routine risk minimisation measures
include the ‘prescription only’ status of the

product.

VI.2  Elements for a public summary
VI.2.1 Overview of disease epidemiology
Hypertension (High blood pressure)

Blood pressure is a measurement of the force against the walls of the arteries as heart pumps
blood through body. Hypertension is another term used to describe high blood pressure.
Hypertension affects about 1 billion people around the world. According to a new report
published by the European Commission, the occurrence of hypertension varied considerably
by country. Countries in East Central Europe, particularly Bulgaria, Romania, and Slovakia,
and the Mediterranean area (particularly Greece) reported the highest proportion (> 50%) of
people under long-term treatment for hypertension, where as in Belgium, The Netherlands,
and Luxembourg (Benelux), hypertension was mentioned by < 25%. The risk factors for
getting high blood pressure includes obesity, smoking, too much alcohol, stress, diabetes
(high sugar level in body) and family history of high blood pressure. High blood pressure
increases chance of having a stroke (loss of brain function due to a disturbance in the blood
supply to the brain), heart attack, heart failure, kidney disease, or early death.
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VI1.2.2 Summary of treatment benefits

Telmisartan/Hydrochlorothiazide Accord is a combination telmisartan which blocks the effect
of angiotensin Il (a type of hormone) so that the blood vessels relax and blood pressure is
lowered, and a hydrochlorothiazide which causes urine output to increase leading to a
lowering of blood pressure. The combination of these ingredients reduces blood pressure to a

greater degree than either component alone.

In a study conducted in 2121 patients, telmisartan/hydrochlorothiazide 80 mg/25 mg showed
greater effect to reduce the blood pressure as compared with valsartan/hydrochlorothiazide

160 mg/25 mg.

In another study conducted in patients on telmisartan/hydrochlorothiazide the 80 mg/12.5 mg
combination either continue with the same or changed to 80 mg/25 mg combination. Result
showed good response in 80 mg/25 mg combination in patients with poor response in 80

mg/12.5 mg.

VI.2.3 Unknowns relating to treatment benefits

No data available for use of telmisartan / hydrochlorothiazide in children and adolescents aged

below 18 years of age.

VI1.2.4 Summary of safety concerns

Important identified risks:

Risk What is known Preventability

Infection in the blood, | Sepsis (often called blood | Monitoring of early symptoms

Blood poisoning (sepsis) poisoning), is an illness in | of blood poisoning characterised
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Risk

What is known

Preventability

which the body has a severe
response by releasing certain

chemicals against bacteria or

other germs and the
symptoms include, rapid
swelling of the skin and

mucosa (angioedema). It is a
rare (may affect up to 1 in
1,000 people) side effect but
are extremely serious and
patients should stop taking
the medicine and see their
doctor immediately. If these
effects are not treated they
could be fatal. Increased
incidence of sepsis has been
observed with telmisartan

only, however cannot rule

by whole-body inflammatory
response, rapid swelling of the
skin and mucosa (angioedema)

1s advised.

The patient should see his/her
doctor immediately if he/she
of  these

experience  any

symptoms.

out for telmisartan /
hydrochlorthiazide.
Impaired kidney function | The renin-angiotensin- | The patient should not take

due to blockade of the

hormone  system that
regulates blood pressure
and water balance (Renal

dysfunction as

aldosterone system (RAAS)
is a hormone system that
regulates blood pressure and
balance. As a

of

water

consequence inhibiting

Telmisartan/Hydrochlorothiazide
if the patient have severe kidney

disease

If the patient has diabetes or

impaired kidney function and
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Risk

What is known

Preventability

consequence  of

RAAS blockade)

dual

this hormone system,
changes in kidney function
reported in

have been

susceptible individuals,
especially if combined with
other medication that may
affect this system. Up to 1 in
100 people may experience
kidney impairment including

acute kidney failure.

treated with a blood pressure
lowering medicine containing
aliskiren, they should not take

this medicine.

The patient should talk to his/her
doctor if he/she is suffering or
have ever suffered from kidney
disease or kidney transplant,
renal artery stenosis (narrowing
of the blood vessels to one or

both kidneys).

The patient should talk to his/her

doctor before taking
Telmisartan/Hydrochlorothiazide
if the patient is taking any of the
(for

following medicines

example enalapril, lisinopril,
ramipril) used to treat high blood
if the

pressure in particular

patient have diabetes-related

kidney problems.

Doctor may decide to check the
kidney function, blood pressure,
and the amount of electrolytes
(e.g. potassium) in the blood at

regular intervals.
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Risk What is known Preventability

Injury to the foetus | Telmisartan/ The patient must tell her doctor
(Foetotoxicity) Hydrochlorothiazide is not | if she think she is (or might

recommended during

pregnancy
The use of angiotensin II

receptor antagonists 1is not

recommended during the first

trimester ~ of  pregnancy
Telmisartan/
Hydrochlorothiazide is
contraindicated in second
and third trimesters of
pregnancy.

Telmisartan may cross the
placenta and cause serious
harm such as impaired
kidney function, low blood
pressure and increased blood

potassium levels in foetus.

become) pregnant.

When pregnancy is diagnosed,
treatment with this drug should

be stopped immediately.

The patient’s doctor  will

normally advise her to stop
taking

Telmisartan/Hydrochlorothiazide
before she become pregnant or
as soon as the patient know that
she is pregnant and will advise
her to take another medicine
of

instead Telmisartan/

Hydrochlorothiazide.

Low sugar level in blood

(Hypoglycaemia)

It is a rare side effect which
may affect up to 1 in 1000
people.

During the treatment, doctor
should monitor patients’ blood
level,

sugar particularly for

diabetic patients.

If the patient have been told by
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Risk What is known Preventability

his/her doctor that the patient
have intolerance to some sugars,
the patient should contact his/her
doctor before taking this

medicinal product.

Important potential risks

Risk What is known

Increase in hepatic-related | It is rare side effects and may affect up to 1 in 1000 people,
adverse reactions (Increase in | Japanese patients are more likely to experience these side

liver related side effects) effect.

Do not take Telmisartan/Hydrochlorothiazide if you have
severe liver problems such as cholestasis or biliary
obstruction (problems with ~ drainage of the bile from liver

and the gall bladder) or any other severe liver disease.

Talk to your doctor if you are suffering or have ever suffered

from liver disease.

If your liver is not working properly, the usual dose should

not exceed 40 mg/12.5 mg once a day

Abnormal muscle breakdown Patients treated with angiotensin II receptor antagonists may

which can lead to kidney be at an increased risk of developing rhabdomyolysis. It is

problems (Rhabdomyolysis) not known if telmisartan/hydrochlorothiazide may increase

the risk of rhabdomyolysis.
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Risk What is known

Malignancies (cancer) A review was carried out (by the EMA) to investigate a
possible link between the use of this class of medicines and
the occurrence of new cancers. The outcome was that there is
no increased risk of cancer and that the benefits continue to

outweigh the risks.

VI1.2.5 Summary of additional 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.

VI.2.6 Planned post authorisation development plan

No studies planned.

VI1.2.7 Summary of changes to the risk management plan over time

Version Date Safety Concerns Comment

3.0 17 December | No change in safety concerns RMP has been updated as
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Version Date Safety Concerns Comment
2015 per RMS (UK) comment.
2.0 21 Following safety concerns were | As per day 70 comments
September removed from RMS: UK, safety
2015 Important identified risks concerns  have  been

e Severe cutaneous reactions

e Suicide/self-injury

e [Interstitial lung diseases
Important Potential risks

e Use in patients below 18 years

updated, with updation in
relevant section,
moreover section VI.2
“Elements for a public
summary”’ 1s also

updated.
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