Risk Management Plan Metformin RMP Version 3.0
PART VI: SUMMARY OF THE RISK MANAGEMENT PLAN BY PRODUCT
VI.1  Elements for summary tables in the EPAR

VIL.1.1 Summary table of Safety concerns

Important identified e Lactic acidosis
risks (s . .
s) e Hepatic insufficiency

e Use of metformin before elective surgery

e Hypoglycaemia following coadministration with

other antidiabetic agents
e Use in patients with renal impairment

e Concomitant use of iodinated contrast media in

case of eGFR < 60ml/min

e Use in patients with renal dysfunction with eGFR

<45ml/min

Important potential risks e Diabetic ketoacidosis

e Decreased  anti-hyperglycaemic  effect  of
metformin on concomitant use of medicinal

products with intrinsic hyperglycaemic activity
e Leucocystoclastic vasculitis

e Off-label use (especially for female patients with

polycystic ovary syndrome)

Missing information e Use in children inferior to 10 years

e Use in pregnancy and lactation
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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.

Metformin RMP Version 3.0

VI.1.4 Summary table of risk minimisation measures

Safety concern Routine risk minimisation measures Additional risk
minimisation
measures

Important identified | Section 4.2, 4.3, 4.4, 4.5, 4.8 and 4.9 of | None proposed

risk: Lactic acidosis Metformin SmPC and corresponding

section of PIL have information on this
safety concern.

Other routine risk minimisation measures
including the prescription only status of
the product.

Important identified | Section 4.3 and 4.8 of Metformin SmPC | None proposed.

risk:  Hepatic and corresponding section of PIL have

insufficiency information on this safety concern.

Other routine risk minimisation measures
including the prescription only status of
the product.
Important  identified | Section 4.4 of Metformin SmPC and | None proposed.
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Safety concern

Routine risk minimisation measures

Additional
minimisation

measures

risk

risk:  Use of

metformin before

elective surgery

corresponding section of PIL have

information on this safety concern.

Other routine risk minimisation measures
including the prescription only status of

the product.

Important  identified

risk:  Hypoglycaemia
following

coadministration with
other antidiabetic

agents

Section 4.4 and 4.7 of Metformin SmPC
and corresponding section of PIL have

information on this safety concern.

Other routine risk minimisation measures
including the prescription only status of

the product.

None proposed.

Important  identified
risk: Use in patients

with renal impairment

Section 4.2, 4.3, 4.4 and 5.2 of Metformin
SmPC and corresponding section of PIL

have information on this safety concern.

Other routine risk minimisation measures
including the prescription only status of

the product.

None proposed.

Important  identified
risk: Concomitant use
of iodinated contrast
media in case of eGFR

< 60ml/min

Section 4.4 and 4.5 of Metformin SmPC
and corresponding section of PIL have

information on this safety concern.

Other routine risk minimisation measures
including the prescription only status of

the product.

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

Important identified | Section 4.2 and 4.4 of Metformin SmPC | None proposed.
risk: Use in patients | and corresponding section of PIL have
with renal dysfunction | information on this safety concern.
with eGFR <45ml/min Other routine risk minimisation measures

including the prescription only status of

the product.
Important potential | Section 4.3 of Metformin SmPC and | None proposed.
risk: Diabetic | corresponding section of PIL have
ketoacidosis information on this safety concern.

Other routine risk minimisation measures

including the prescription only status of

the product.
Important potential | Section 4.5 of Metformin SmPC and | None proposed.
risk: Decreased | corresponding section of PIL have
antihyperglycaemic information on this safety concern.
effect of metformin on Other routine risk minimisation measures
concomitant  use of include the prescription only status of the
medicinal products product.
with intrinsic
hyperglycaemic
activity
Important potential | Prescription only medicine. None proposed.
risk: Leucocystoclastic
vasculitis
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Safety concern

Routine risk minimisation measures

Additional
minimisation

measures

risk

Important
Off-label

potential
risk: use
(especially for female
patients with polycystic

ovary syndrome)

Prescription only medicine.

None proposed.

Missing  information:

Use in children inferior

Section 4.2 of Metformin SmPC and

corresponding section of PIL have

None proposed.

to 10 years information on this safety concern.
Other routine risk minimisation measures
including the prescription only status of
the product.
Missing  information: | Section 4.6 and 5.3 of Metformin SmPC | None proposed.

Use in pregnancy and

lactation

and corresponding section of PIL have

information on this safety concern.

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

product.

V1.2 Elements for a public summary

VI.2.1 Overview of disease epidemiology

Type 2 diabetes mellitus

Diabetes mellitus is a disease in which body’s insulin is not able to control blood sugar, which

resulting in to high blood sugar. There are about 60 million people with diabetes in the European
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Region, or about 10.3% of men and 9.6% of women aged 25 years and over. Worldwide, high
blood glucose kills about 3.4 million people annually. Occurrence of diabetes is increasing
among all ages in the European Region, mostly due to increases in overweight and obesity,
unhealthy diet and physical inactivity. The development of type 2 diabetes is caused by a
combination of lifestyle, low birth weight and genetic factors. World Health Organization
projects diabetes deaths will double between 2005 and 2030. To help prevent type 2 diabetes and
its complications, people of all ages should achieve and maintain healthy body weight; be

physically active, eat a healthy diet and avoid tobacco use.

VI.2.2 Summary of treatment benefits

A study has established the long-term benefit of intensive blood glucose control in overweight
type 2 diabetic patients (patient with high blood glucose levels) treated with immediate release
metformin as first-line therapy after diet failure. Analysis of the results for overweight patients
treated with metformin after failure of diet alone showed a significant reduction of risk of any
diabetes-related complication, diabetes-related death and risk of heart attack. Metformin appears
to be a useful therapeutic option for physicians wishing to use drug therapy to control blood

glucose levels.

VI1.2.3 Unknowns relating to treatment benefits

The safety and efficacy of metformin is not properly established in following groups: patients

with Type 1 diabetes, children, pregnancy and lactation.

VI1.2.4 Summary of safety concerns

Important identified risks:

Risk What is known Preventability

High levels Metformin tablets may cause a very | If you experience some of
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Risk

What is known

Preventability

of lactic acid in the

blood (Lactic acidosis)

rare, but very serious complication
called lactic acidosis (high levels of
lactic acid in the blood), particularly

if your kidneys are not working
properly.

The risk of developing lactic acidosis
is also increased with uncontrolled
diabetes, prolonged fasting or alcohol
intake, body fluid deficit
(dehydration) due to severe diarrhoea
or vomiting, liver problems and any
medical conditions in which a region
of the body is deprived with a lack of
oxygen supply (such as acute severe

heart diseases).

If patient took overdose of metformin
and experienced a lactic acidosis is
more likely with a non-specific

symptoms, such as  vomiting,

bellyache with muscle cramps, a
general feeling of not being well with
severe  tiredness, difficulty in
breathing, reduced body temperature

and heart beat.

lactic acidosis symptoms such
as vomiting, bellyache with
muscle cramps, a general
feeling of not being well with
severe tiredness, difficulty in
breathing, reduced body
temperature and heart beat
you should immediately seek
medical attention, as lactic
acidosis may lead to coma
and stop taking metformin

immediately.

You should avoid drinking
alcohol and using alcohol-
containing medicines as this
will increase the risk of lactic

acidosis.

Do not take metformin if you

have or ever had serious
complications ~ with  your
diabetes or other serious

conditions which resulted in
dehydration. Dehydration
may lead to kidney problems,
which can put you at risk for

lactic acidosis.

Do not take metformin if you

have a severe infection, such
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Risk

What is known

Preventability

as an infection affecting your
lung or bronchial system or
your kidney. Severe infections
may lead to kidney problems,
which can put you at risk for

lactic acidosis.

Do not take metformin if you
have been treated for acute
heart problems or have
recently had a heart attack or
have

severe  circulatory

problems or breathing
difficulties. This may lead to a
lack in oxygen supply to
tissue which can put you at

risk for lactic acidosis.

Inability of the liver to

perform its normal
synthetic and metabolic
function as part of
normal physiology

(Hepatic insufficiency)

Metformin tablets can cause side

effects such as abnormal liver

function tests which may result in
jaundice (yellowing of the eyes and/or

skin).

Do not take metformin if you

have liver problems.

Doctor will need to carry out
abnormal liver function tests
possibly

during your

Metformin treatment.

Use of metformin

before elective surgery
(elective surgery or
elective procedure is

surgery that is

It is recommended to discontinue
metformin treatment, at the time of
surgery under general, spinal or
peridural anaesthesia. Therapy may

be restarted no earlier than 48 hours

Patients should consult with
their doctors and interrupt
treatment with metformin

before surgery.
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Risk What is known Preventability

scheduled in advance | following surgery or resumption of

because it does not | eating normally, provided normal

involve a  medical | kidney function has been established.

emergency)

Hypoglycaemia (low | Metformin tablets can cause low | The usual laboratory tests for

blood sugar) following

coadministration with

blood sugar or decreased blood

glucose when taken with other

diabetes monitoring should be

performed regularly when you

other antidiabetic | antidiabetic medicines (e.g. | received metformin with other
agents sulphonylureas or meglitinides) so in | antidiabetic medicines.
this case you should take extra care Avoid driving or operating
when driving or operating machinery machinery while you received
metformin with other
antidiabetic medicines.
Metformin  use  in | After you have started metformin, | Do not take metformin if you

patient having kidney

impairment (Use in

patients with kidney

impairment)

you should have your kidney function
tested regularly. You should return to
your doctor at least once a year to
check the function of your kidneys
(more often if you are elderly or if

you have kidney problems).

Metformin tablets may cause a very rare,
but very serious complication called
lactic acidosis (high levels of lactic acid
in the blood), particularly if your kidneys

are not working properly.

have kidney problems.

Do not take metformin if you
have a severe infection, such
as an infection affecting your
kidney. Severe infections may
lead to kidney problems,
which can put you at risk for

lactic acidosis

Concomitant use of

iodinated contrast

Use of iodinated contrast media may

lead to kidney failure, resulting in

You must stop taking

metformin for a certain period
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Risk

What is known

Preventability

media in case of eGFR
< 60ml/min (is use to
facilitate radiographic

imaging modalities)

metformin build up and a risk of

lactic acid accumulation in the blood.

In patients with kidney function less
than 60 ml/min, the total maximum

daily dose should be 2000 mg.

of time before and after the
examination such as X-ray or

scan.

Metformin use in a
patient having kidney
failure or abnormal

kidney function

(Use in patients with
renal dysfunction with

eGFR <45ml/min)

Metformin may not be suitable for
every patient with abnormal kidney

function or kidney failure.

During treatment of metformin in
elderly patient, the dosage should be
adjusted as metformin have ability to

decrease kidney function.

In patients with kidney function less
than 45 ml/min, the total maximum

daily dose should be 1000 mg.

Do not take metformin if you

have kidney problem.

During metformin treatment,
regular check-up of your renal
function is necessary and
more often if you are elderly
or if you have kidney

problem.

Also check kidney function
before initiating treatment

with metformin.

Important potential risks

Risk

What is known

Serious

diabetes that occurs when

high

your body produces

levels of blood acids called

(Diabetic

ketones

ketoacidosis)

complication

of

unusual, fruity odour).

Do not take metformin if you have ketosis (this is a symptom of
uncontrolled diabetes in which substances called ‘ketone bodies’

accumulate in the blood - you may notice that your breath has an
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Risk What is known

Decreased  blood  sugar | Blood sugar lowering effect of Metformin is decreased when
lowering effect (anti- | coadministered with medicinal products having inherant blood
hyperglycaemic) of | sugar increasing activity (e.g. Steroids such as prednisolone,
metformin following | mometasone, beclometasone and Sympathomimetic medicines

coadministration with drugs
having intrinsic
hyperglycaemic activity
(medicines having inherant
blood

sugar  increasing

property)

including epinephrine and dopamine used to treat heart attacks
and low blood pressure). Your blood sugar levels may need to be
checked more often and metformin dosage should be adjusted if

you are taking any of this medicines.

Leucocystoclastic vasculitis

None

Off-label use (especially for

female patients with

polycystic ovary syndrome)

None

Missing information

Risk

What is known

Use in children inferior to 10

years

Metformin is not indicated in the treatment of patients less than

18 years of age.

In the absence of available data, metformin prolonged release

tablets should not be used in children.

Use in pregnancy and breast-

feeding (lactation)

A limited amount of data from the use of metformin in pregnant

women does not indicate an increased risk of any birth related

problem in baby. Although do not take metformin if you are

pg. 66

The data and conclusions included in this report are confidential and proprietary information of

Accord Healthcare Limited




Risk Management Plan Metformin RMP Version 3.0

Risk What is known

pregnant or breast feeding or think you may be pregnant or are

planning to have a baby.

Ask your doctor or pharmacist for advice before taking this

medicine.

VIL.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 Concern Comment

3.0 13 Feb 2017 | Following safety concerns has been | The RMP has been
added updated based on

Important potential risk Concerned  Member
State (Romania) Day
e Leucocystoclastic vasculitis

145 comment

e Off-label use (especially for female | (UK/H/6354/001/DC)
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Version Date Safety Concern Comment

patients  with  polycystic ~ ovary | of Metformin.

syndrome)

Following safety concerns has been
updated

Important identified risk

e (Concomitant use of iodinated
contrast media in case of eGFR <

60ml/min

e Use in patients with renal

dysfunction with eGFR<45ml/min
Missing information
e Use in children inferior to 10 years

e Use during in pregnancy and

lactation

2.0 15 Following safety concerns were added | The RMP has been

November updated based on Day

Important identified risk

2016 70 and Day 100
e Renal failure or renal dysfunction

Preliminary
Important potential risk assessment report
e Decreased anti-hyperglycaemic (UK/H/6354/01/DC)
of Metformin.

effect of  metformin on
concomitant use of medicinal
products with intrinsic

hyperglycaemic activity

Missing information
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Version Date Safety Concern Comment

e Use during pregnancy and

lactation

Following safety concerns were

removed
Important identified risks

e Hypoglycaemia following
coadministration with drugs with
intrinsic sympathomimetic
activity including glucocorticoids

and sympathomimetics

e Megaloblastic anaemia
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