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Outline

e Background on summaries of ‘Risk Management Plan’ and pilot phase

e Objectives of the analysis

e Proposal for obtaining feedback from patients (and also healthcare professionals)
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What is a Risk Management Plan?

e Document required by regulators for all medicines authorised in EU

e Describes what is known and not known about the safety of a medicine and the
measures to prevent or minimise the risks

e Long and complex document, written in technical language

e |t is not made public
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Why produce a Summary of the Risk Management Plan?

e A ‘live’ document which summarises the risks of a medicine and the measures to
minimise such risks (Full RMP is not published)

 Expected target audience:

- Stakeholders and partners with professional interest

- General public (e.g. a patient who wants more information on his/her medicine)

« Complementary to other information available on medicines:

- product information (i.e. medicine’s leaflet)
- assessment report (which describes the evaluation by EMA of each medicine)
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Publication of summaries

e Aim:
- Increased transparency

- Increased public access to relevant information on medicines, in line with the legislation:
e Article 26 of Regulation (EC) 1235/2010
e Article 106 of Directive 2010/84/EU
EU Member States and the European Medicines Agency to make public RMP summaries for all

medicines authorised in the EU.
e 1 year pilot phase started in March 2014
e Includes medicines authorised from March 2014

e Medicines authorised before March 2014 & summary updates: not included in pilot phase
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Current structure of Summaries of the Risk Management Plan

e Brief summary of the disease
e Summary of benefits
e Summary of main safety concerns:
— ldentified, potential and what is missing

e Summary of measures to minimise and prevent each safety concern

Planned future and ongoing studies

e Major changes to the ‘Risk Management Plan’ over time



EUROPEAN MEDICINES AGENCY

Current process for preparation of the summaries

Initial draft Further developed Published on EMA

_ website
provided by by EMA i
at time of

authorisation

company during assessment
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41 summaries published so far

Summaries cover different therapeutic areas:

diagnostic, 2 cardiovascular, 1 oncology, 4

others, 4

anti-infectives, 5

blood & immune
system, 5
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Objectives of the analysis

Confirm the Format and
correct content?
audience
Interesting How to
/Useful ? Objectives improve?
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Feedback from patients (and healthcare professionals)

e Proposal to use a short questionnaire.
e Gather feedback on:
— Interest and potential usefulness for patients
— EXxplore opportunities for improvement
— Other issues such as languages and potential contribution in the review

e Proposed to be sent to representatives/members of patients
organisations but also to patients/members of the public not
familiarised with the regulatory environment.



JROPEAN MEDICINE

Example of a summary of a Risk Management Plan

EMA/188850/2014 EMA/188850/2014

Summary of the risk management plan (RMP) for
Jardiance (empagliflozin)

Summary of the risk management plan (RMP) for
Jardiance (empagliflozin)

This is a summary of the risk managament plan (RMP) for Jardiance, which details the messures to be
taken in order to ensure that Jardiance is used as safely as possible. For more information on RMP
summaries, see here,

This RMP summary should be read in conjunction with the EPAR summary and the product information
for Jardiance, which can be found en Jardiance's EPAR page.

Overview of disease epidemiology

Type 2 diabetes is a condition in which the pancreas does net make enough insulin to contrel the level

oF ueots euer) i the blund ot shan the bady = inatis oo es maulin oFfactealy. 1n 2010, sbou 1 This is a summary of the risk management plan (RMP) for Jardiance, which details the measures to be

out of evary 13 aduls in Europe had this candition. Type 2 diabstes iz more likely t develop in pecgle taken in order to ensure that Jardiance is used as safely as possible. For more information on RMP
who have family members with the condition, people with an ethnic background known to be
associated with a higher risk (for example Asian or African), people aged over 40 years old, or who are summaries, see here

, here.

overwsight or obess, da not exercise, have high blood pressure, or smeke.

People with type 2 diabetes tend to have other diseases at the time of diagnosis and they are at
greater risk of developing conditions such as cardiovascular disorders, disbetic aye disease and kidney
disease.

This RMP summary should be read in conjunction with the EPAR summary and the product information
for Jardiance, which can be found on Jardiance’s EPAR page.

Summary of treatment benefits

Jardiance (empaglifiazin) is used for the treatment of adults with type 2 dizbetes in patients whose Overview of disease e pi demio |°gy

blood glucose levels are not satisfactorily controlled en diet and exercise alone and who cannot be
treated with another diabetes medicine, metformin. Jardiance can also be used as 'add-on’ to other

diabens di » including insulin, when th edicines togeth. ith exert d diet are not . . e . . . .
eroims cdeqme comel o e disbres, The sete subetane I rdiance, smpaclfasin, watte in Type 2 diabetes is a condition in which the pancreas does not make enough insulin to control the level

the kidt 5+ where it th f gl bei | d into the urine, thereby | . . . . .
the Hidneys, whers [t fieresses e amount of glucass being relsazed inia the wine, thereby lowering of glucose (sugar) in the blood or when the body is unable to use insulin effectively. In 2010, about 1

and helping ta control blood sugar levels.

In clinical studies, treatment with empaglifiozin 10 mg or 25 mg oace daily had 3 consistent 2nd out of every 15 adults in Europe had this condition. Type 2 diabetes is more likely to develop in people
relevant effect in reducing glycosylated haemoglobin (HbALc), a substance in the blood that measures . X . ) )

how well blood glucese is controlled. In sach of the 4 main studies (in which patients were taking who have family members with the condition, people with an ethnic background known to be

different combinatiens of diabstes medicines), both deses of empagliflozin were more effective than . . . " . . . ~ ) ) )
placebo (a dummy trestment), with the sverage mproverent in HbAL: over placebo varying betwean associated with a higher risk (for example Asian or African), people aged over 40 years old, or who are

0.48% 2nd 0.74% for empagliflozin 10 mg and between 0.59% and 0.85% for empaglifiozin 25 mg
after 24 weeks of trestment. In addition decreases in blood pressure and body weight wers seen in

overweight or obese, do not exercise, have high blood pressure, or smoke.
patients treated with empagliflozin, which could represent possible additional benefits.
People with type 2 diabetes tend to have other diseases at the time of diagnosis and they are at

greater risk of developing conditions such as cardiovascular disorders, diabetic eye disease and kidney

disease.
Page 1/6
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Example of a summary of a Risk Management Plan

EMA/180850/2014

Summary of the risk management plan (RMP) for
Jardiance (empagliflozin)

This is 2 summary of the risk management plan (RMP) for Jardiance, which details the messures to be
taken in order to ensure that Jardiance is used as safely as possible. For more information on RMP
summaries, see here.

This RMP summary should be read in conjunction with the EPAR summary and the product information
for Jardiance, which can be found on Jardiance's EPAR page.

Overview of disease epidemiology

Type 2 diabetes is a condition in which the pancreas does not make enough insulin to contrel the level
of glucose (sugar) in the blood or when the body is unable to use insulin effectively. In 2010, about 1
aut of every 15 adults in Europe had this condition. Type 2 disbatas is more likely to develop in people
who have family members with the condition, people with 2n ethnic background known to be
associated with a higher risk (for example Asian or African), people aged over 40 years old, or who ars
averweight or obese, do not exercise, have high blood pressure, or smoke.

People with type 2 diabetes tend to have other diseases at the time of diagnosis and they are at

greatar risk of developing conditions such s cardiovasculsr disorders, diabetic aye disesse and kidney
disesse.

Summary of treatment benefits

Jardiance (empagliflozin) is used for the treatment of adults with type 2 diabetes in patients whose
blood glucose levels are not satisfacterily controlled en diet and exercise alone and who cannot be
treated with another diabetes medicine, metformin. Jardiance can also be used as 'add-on” to other
diabetes medicines, including insulin, when these medicines together with exercise and diet are not
providing adequate control of the diabetes. The active substance in Jardiance, empaglifiozin, works in
the kidneys, where it increases the amount of glucose being released into the urine, thereby lowering
and helping to control bload sugar levls.

In clinical studies, treatment with empaglificzin 10 mg or 25 mg ence daily had a consistent and
relevant effect in reducing glycosylated haemaglobin (HbA1c), 2 substance in the blood that measures
howr well blaod glucose is controlled. In each of the 4 main studies (in which patients were taking
different combinztions of dizbetes medicines), both doses of empagliflozin were more effective than
placebo (a dummy treatment), with the average improvement in HbA1Lc over placebo varying between
0.48% and 0.74% for empaglifiozin 10 mg and between 0.59% and 0.85% for empaglificzin 25 mg
afrer 24 weeks of trestment. In sddition decresses in blood pressure and body weight wers szen in
patients treated with empagliflozin, which could represent possible additional benefits.
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Summary of treatment benefits

Jardiance (empagliflozin) is used for the treatment of adults with type 2 diabetes in patients whose
blood glucose levels are not satisfactorily controlled on diet and exercise alone and who cannot be
treated with another diabetes medicine, metformin. Jardiance can also be used as ‘add-on’ to other
diabetes medicines, including insulin, when these medicines together with exercise and diet are not
providing adequate control of the diabetes. The active substance in Jardiance, empagliflozin, works in
the kidneys, where it increases the amount of glucose being released into the urine, thereby lowering
and helping to control blood sugar levels.

In clinical studies, treatment with empagliflozin 10 mg or 25 mg once daily had a consistent and
relevant effect in reducing glycosylated haemoglobin (HbA1c), a substance in the blood that measures
how well blood glucose is controlled. In each of the 4 main studies (in which patients were taking
different combinations of diabetes medicines), both doses of empagliflozin were more effective than
placebo (a dummy treatment), with the average improvement in HbA1lc over placebo varying between
0.48% and 0.74% for empagliflozin 10 mg and between 0.59% and 0.85% faor empagliflozin 25 mg
after 24 weeks of treatment. In addition decreases in blood pressure and body weight were seen in
patients treated with empagliflozin, which could represent possible additional benefits.
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Unknowns relating to treatment benefits

It is not known if the effects of Jardiance on blood pressure and body weight reduction will, if
sustained, provide a significant additional reduction in the risk of conditions such as heart attacks and

strokes.
It is not known if children (aged between 10 and less than 18 years) with type 2 diabetes will have a

similar treatment benefit profile as adult patients. Empagliflozin has also not been studied in patients
taking a class of injectable diabetes medicines called glucagon-like peptide 1 (GLP-1) analogues.
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Summary of safety concerns

Important identified risks

Risk

What is known

Preventability

Mtract infection

Because empagliflozin increases the
amount of sugar in the urine, it may
encourage the growth of bacteria.
Up to 1 patient in 10 treated with
empagliflozin may experience a
urinary tract infection, although in
studies this also eccurred in patients
taking placebo. The risk is increased
in patients with a history of urinary
tract infections and infection may be

maore likely in women than in men.

Patients should drink plenty of wat8
and other liquids, urinate often, and
wipe themselves carefully after a bowel
movement, particulary if they have

previously had urinary tract infections.

Serious infections may be caused by
abnormalities in the urinary system,
which could lead to permanent kidney
damage. If patients have recurring
infections, they should talk with their
doctor who may consider additional
tests.

In addition, temporary interruption o
empagliflozin may be consideredif
patients with complicat
infections.

rinary tract

Genital infection

Mild or moderate genital infection
such as vulvovaginitis (inflammation
of the vulva and vagina due to
infection), moniliasis (a type of
yeast infection), and balanitis
(infection causing inflammation of
the head of the penis) has occcurred
in up to about 1 patient in 20 given
empaglifozin. Genital infection may
be more likely in women than in

men.

Preventive measures for genital
infection are similar to those described

abowe for urinary tract infections.

Fluid loss
{valume deplation)

Because of the way empagliflozin
works, which encourages urination,
less than about 1 patient in 100
may experience symptoms related
to fluid loss or dehydration
(including low blood pressure and

Doctors should take extra care when
prescribing Jardiance to patients in
whom a drop in bload pressure dus to
fluid loss could pose a risk, such as
patients with known cardiovascular

disease, patients who have had low
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Summary of Safety concerns: Important identified risks

Important identified risks

Risk

What is known

Preventability

Urinary tract infection

Because empagliflozin increases the
amount of sugar in the urine, it may
encourage the growth of bacteria.
Up to 1 patient in 10 treated with
empagliflozin may experience a
urinary tract infection, although in
studies this also occurred in patients
taking placebo. The risk is increased
in patients with a history of urinary
tract infections and infection may be
more likely in women than in men.

Patients should drink plenty of water
and other liquids, urinate often, and
wipe themselves carefully after a bowel
movement, particularly if they have
previously had urinary tract infections.

Serious infections may be caused by
abnormalities in the urinary system,
which could lead to permanent kidney
damage. If patients have recurring
infections, they should talk with their
doctor who may consider additional
tests.

In addition, temporary interruption of
empagliflozin may be considered in
patients with complicated urinary tract
infections.
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Important potential risks

Risk

What is known

Cancer Tdney and
Adder (urlnary tract)

\

An increased risk of renal cancer (cancer of the kidney] v
ampagliflozin was seen in one study in male mice, though nat in
other animals.

In patients given empagliflozin, the overall number who developed

cancer of the kidney or bladder was low and comparable to placebo.
There is no obvious way that empaglifiozin could increase the #=iof
renal tumours,

Kidney Injury
{renal impairmeant)

Liver injury

Because of the way empaglifiozin works there Is a risk of effects on
the kidneys that could reduce their function (renal impairment).

The averall number of patients with renal impairment was low. Renal
impairment was slightly more commoen in patients receivin
empagliflazin than in patients receiving placeba, and incre:
increasing age and use of diuretics (water tablets).

Summary of Safety concerns: Important potential risks

Important potential risks

Liver injury was considerad an important potential risk due
changes observed In laboratory tests looking at lhver functh

Risk

What is known

The averall number of empagliflozin patients with liver inju
been low and any relationship to empaglifiozin treatment h
been established.

Off-label use (e.q. for weight

Because empagliflozin produces welght loss (due to the inc
sugar lost in the urine), there is the potential for inappropr

Cancer of the kidney and
bladder (urinary tract)

An increased risk of renal cancer (cancer of the kidney) with
empagliflozin was seen in one study in male mice, though not in
other animals.

In patients given empagliflozin, the overall number who developed
cancer of the kidney or bladder was low and comparable to placebo.
There is no obvious way that empagliflozin could increase the risk of
renal tumours.
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Summary of Safety concerns: Missing information

Missing information

Risk

What is known

Children (paediatric
patients)

Empagliflozin has not been studied in patients younger than 18
years. A paediatric investigational plan (PIP) is in place to study the
use of empagliflozin in paediatric patients aged 10 to less than 18
years.

Elderly patients

j i i iskof adverse events from

medicines, post-marketing safety information will be collected
regarding treatment of the elderly.

Pregnancy/breastfeeding

Empagliflozin has not been investigated in pregnant and/or
breastfeeding women. Empagliflozin has not been shown to produce
abnormalities during development in the womb. Experimental studies
in animals have detected empagliflozin in breast milk. Due to lack of
information regarding human use, women should not be treated with
empagliflozin during pregnancy and breastfeeding.
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Summary of risk minimisation measures by safety concern

All medicines have a summary of product characteristics (SmPC) which provides physicians,
pharmacists and other healthcare professionals with details on how to use the medicine, and also
describes the risks and recommendations for minimising them. Information for patients is available in
lay language in the package leaflet. The measures listed in these documents are known as ‘routine risk
minimisation measures’.

The SmPC and the package leaflet are part of the medicine’s product information. The product
information for Jardiance can be found on Jardiance’s EPAR page.

This medicine has no additional risk minimisation measures.



Planned post-authorisation development plan

List of studies in post-authorisation development plan

Study/ activity Objectives Safety concerns Status Planned date for
(including study /efficacy issue submission of
number) addressed (interim and)
final results
Long-term CV To evaluate long- Long-term safety Started Event driven,
safety study term (particularly final results 4
1245.25 cardiovascular cardiovascular), quarter of 2015
safety of dyslipidaemia, use
empagliflozin in with GLP-1
patients with type analogues, urinary
2 diabetes and tract cancer, bone
increased fracture, missing
cardiovascular long-term safety
risk. information on
melanoma
PASS (1245.96) To evaluate the Urinary tract Planned Will depend on

to assess the
risk of renal and
liver injury,
urinary tract
and genital
infection

risk of urinary
tract and genital
infection, acute
renal (kidney) and
hepatic (liver)
injury, resulting in
hospitalisations, in
empagliflozin-
treated patients,
compared with
users of other
diabetes
treatment.

infection, genital
infection,

renal impairment,
liver injury

patient uptake;
estimated
submission date
to be
determined in
the final study
protocol

EUROPEAN MEDICINES AGENCY
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Survey for patients

EMA/188850/2014

Summary of the risk management plan (RMP) for
Jardiance (empagliflozin)

1. If you were taking this medicine, i sy o gl (AP o i, i o o

taken in order to ensure that Jardiance is used as safely as possible. For more information on RMP
summaries, see hera.

This RMP summary should be read in conjunction with the EPAR summary and the product information

would you be interested in reading the RMP summary? - e messonadnens

Overview of disease epidemiclogy

Type 2 diabetes is a condition in which the pancreas does not make enough insulin to control the level
of lucose (sugar) in the blood or when the body is unable to use insulin effectively, In 2010, about L
D YeS out of every 15 adults in Europe had this condition. Type 2 diabetes is more likely to develop in people
who have family members with the condition, pesple with an eshnic background known to be
associated with a higher risk (for example Asian or African], people aged over 40 years old, o who are

D N overweight ar obese, do not exsrcise, have high blood pressurs, or smeke.

People with type 2 disbetes tend to have other diseases at the time of diagnasis and they are at
greater risk of developing conditions such as cardiovascular disorders, diabetic eye disease and kidney
disease.

Summary of treatment benefits

Jardiance (empagliflozin) is used for the treatment of adults with type 2 diabetes in patients whose
blood glucose levels are not satisfactorily controlled on diet and exercise alone and who cannat be
treated with another diabetes medicine, metformin. Jardiance can also be used as “add-on’ to other
diabetes medicines, including insulin, when these medicines together with exercise and diet are not
providing adequate contrel of the diabetes. The active substance in Jardiance, empagliflozin, works in
the kidneys, where it incresses the amount of glucose being released into the urine, thereby lowering
and helping to control bload sugar levels.

In clinical studies, treatment with empaglifiozin 10 mg or 25 mg once daily had a consistent and
relevant effect in reducing glycosylated haemoglobin (HbALc), a substance in the blood that measures
how well blood glucoss is contralled. Tn each of the 4 main studies (in which patients were taking
different combinations of diabetes medicines), both doses of empagliflozin were more effective than
placebe (a dummy treatment), with the average improvement in HbAlc over placebo varying between
0.48% and 0.74% for empagliflozin 10 mg and between 0.59% and 0.85% for empaglificzin 25 mg
after 24 weeks of treatment. In addition decresses in blood pressure and body weight were seen in
patients treated with empagliflozin, which could represent pessible additional benefits.

Page 1/6
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If not, could you please state why?

It's too detailed
It’s too long
It’s not necessary

It would make me worry about the side effects of the medicine
Other:......cocoiiiiii
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3. If yes, could you please state why?

Q It helps me understand how to take my medicine safely

Q It shows that the safety of my medicine has been carefully considered
O Other:.....coooiiii

EUROPEAN MEDICINES AGENCY
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4. Do you think the text is easy to understand?
O Yes

O No
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If not, could you please state why? (please tick as many options as apply)

It's too detailed

It’s too long

It’s not well explained

The language is too technical
The format makes it hard to read

Other:...ccoce e

O0O0OO0OO0ODo O
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6. If you are interested in having this information, would it be useful to have it in your
own language?

O Yes
O No
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7. Do you think patients should be involved in the review of the summaries?

O Yes
O No
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8. Please provide further comments to help us improve this document:
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Proposal for gathering patient feedback

Survey + RMP Survey Survey

summary sent to Comp|eted by AnalySiS Tl
Orksnop

patients patients

March 2015

By 5 Dec 2014 End Dec 2014 January 2015
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Thank you!
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