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Summary of the risk management plan (RMP) for Olysio
(simeprevir)

This is a summary of the risk management plan (RMP) for Olysio, which details the measures tq e
taken in order to ensure that Olysio is used as safely as possible. For more information on RMm?2
summaries, see here.

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

Overview of disease epidemiology

Hepatitis C is an infectious disease that affects the liver, caused by th{: Fenadtitis C virus (HCV). Every
year, 3 to 4 million people are infected with HCV. Chronic (long-tefim), RV infection may cause
complications such as cirrhosis (scarring of the liver), liver failuraowlivi:r cancer, and may lead to
death.

Most hepatitis C infections occur in the Western Pacific, Scutii East Asia, and the Eastern
Mediterranean region. Several HCV ‘genotypes’ (varictigs) and subtypes exist, with genotype 1 being
the most common in Europe.

Young adults and men are more frequently i)ifected. HCV is usually transmitted through contact with
blood of an infected person. The main risk{factci's for infection include use of illegal drugs, unsafe
injections and blood transfusions.

Summary of treatment henelits

Olysio is an antiviral medicineythat contains the active substance simeprevir. It is used in combination
with other medicines (suca as peginterferon alfa and ribavirin, or sofosbuvir) to treat adult patients
with chronic HCV infection.

Olysio has beengav(stigated in combination with peginterferon alfa and ribavirin in 1,178 patients with
chronic hepatitia, C yenotype 1 in three main studies: two studies in patients who were never treated
before,,anfi onevstudy in patients whose infections had come back following treatment with interferon-
based thexapy. The studies showed that Olysio was better than placebo (a dummy treatment) at
elimiriatin g the signs of HCV infection 12 weeks after the end of treatment: the numbers of patients
whe’'tested negative for HCV in the Olysio treatment groups were consistently higher than in the
owacebo groups.

Additional studies involving patients with hepatitis C virus of genotype 4 and patients with HIV
co-infection showed results consistent with those in patients with genotype 1. An ongoing study is also
investigating Olysio together with sofosbuvir and preliminary results showed that this combination
(with or without ribavirin) cleared infection with hepatitis C genotype 1 in over 90% of patients 12
weeks after the end of treatment. The study included patients with cirrhosis as well as patients who
had not responded to previous therapy.
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Unknowns relating to treatment benefits

Limited information exists on the use of Olysio in combination with medicines for HCV other than

peginterferon alfa and ribavirin, in patients above 65 years old or previously treated with another
direct-acting HCV medicine (such as boceprevir and telaprevir).

No information exists for patients under 18 years old, pregnant or breastfeeding women, patients with

moderate to severely impaired liver function or kidney disease, patients co-infected with hepatitis B

virus, and those who received or are eligible for an organ transplant.

Summary of safety concerns

Important identified risks

Risk What is known Preventability
Increased sensitivity | In some patients, treatment with During treatment with Qlysio, it is
of the skin to Olysio may cause an increased recommended tofuse appropriate sun
sunlight sensitivity of the skin to sunlight, protective measurag, and to avoid excess
(photosensitivity and these patients will more easily | exposure ta sun or the use of tanning
conditions) get sunburn. devices
Rash In some patients, treatment with Dusringtreé tment with Olysio, rash may be

Olysio may cause rash. axperienced, which may become severe.

| In/case rash occurs, a doctor should be
consulted.

Important potential risks

Risk

What is known

Development of drug
resistance (when the
virus becomes resistant
to treatment with the
medicine)

In som? pctients, treatment with Olysio in combination with peginterferon
anc ribavirin may not be effective and then the virus can become resistant
tcy\Olysio. When the virus becomes resistant, other HCV medicines known
ay protease inhibitors may also not be effective, which limits the number of
wieatment options available to the patient. It is not known if patients whose
virus is resistant to Olysio are at greater risk of progressive liver damage.
The combined use of Olysio, peginterferon and ribavirin is important to
minimise the possibility of drug resistance.

In some patients infected with genotype 1a, the virus carries a mutation (a
change in the genetic material of the virus) called Q80K. In these patients,
treatment with Olysio in combination with peginterferon and ribavirin is
less effective, therefore it is strongly recommended to test for the Q80K
mutation when considering treatment with Olysio. If the mutation is
present or if testing is not available, alternative treatment should be
considered when available.

To avoid ineffective treatment, if drug resistance is identified or if the
medicine does not control the infection sufficiently, treatment with Olysio
should be stopped promptly. Olysio should be prescribed by a doctor
experienced in HCV infection, who can explain how to properly use Olysio
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Risk

What is known

and when to stop treatment in order to avoid ineffective treatment and
development of drug resistance.

Missing information

Risk

What is known

No information on use in
children and adolescents
under 18 years old

Because Olysio has not been studied in children and adolescents undx
18 years old, no information about its safety in these patients is avanable.
For this reason, the use of Olysio is not recommended in this popuylction.

Limited information on
use in elderly patients of
65 years and older

Clinical trials with Olysio did not include enough patients_.a_ed 55 years and
older to determine whether elderly patients respond diiferantly than
younger patients. However, age did not have a meanmaful effect on the
way Olysio is processed by the body, therefore eldérly,»patients can use
Olysio without dose adjustment.

No information on use in
pregnant and
breastfeeding women

Because Olysio has not been studied in nrudni it or breastfeeding women,
no information about its safety during \are(aancy and breastfeeding is
available.

As ribavirin is known to haveta ‘2eoative impact on the unborn child, Olysio
in combination with ribavirin should not be used in pregnant women or in
men whose partner is oriwar ts to become pregnant. Appropriate
contraception shoulcibe wsed to avoid pregnancy. Pregnant women should
not take Olysio Utiless specifically directed by the doctor.

It is not knowi, wh ether Olysio is passed into human breastmilk. A risk to
the chilt!, cannct be excluded if the mother is exposed to Olysio. For this
reason( thy,doctor should advise to either discontinue breastfeeding or
stopi/nyt start Olysio treatment depending on how urgently the patient
rieas o be treated for hepatitis C infection.

Limited information an
use in patients with.
moderate or severediver
impairment

Q.ysio is mainly broken down by the liver. Olysio was studied in non-HCV-
irifected patients with decreased liver function but not in HCV-infected
patients with severely decreased liver function. In patients with mild or
moderate liver damage, no dose adjustment of Olysio is needed. In
patients with severe liver damage, no dose recommendation can be given.
Caution is recommended in HCV-infected patients with moderate or severe
liver damage. Since Olysio always needs to be taken together with other
medicines, the impact of these medications when used in patients with
decreased liver function should also be taken into account.

l Limited information on
use in patients with
kidney impairment

Olysio is not removed from the body by the kidneys, so it is unlikely that
kidney disease would lead to problems with elimination of Olysio. The use
of Olysio in non-HCV-infected patients with decreased kidney function was
shown to be generally safe and well tolerated. Olysio can be used in HCV-
infected patients with decreased kidney function without dose adjustment
but caution is recommended in HCV-infected patients with severely
decreased kidney function. Since Olysio always needs to be taken together
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Risk

What is known

with other medicines, the impact of these medications when used in
patients with decreased kidney function should also be taken into account.

No information on use in
organ transplant patients

Because Olysio has not been studied in organ transplant patients, no
information about its safety in these patients is available. For this reason,
Olysio is not recommended in organ transplant patients.

No information on use in
patients with HCV/HBV
(hepatitis B virus) co-
infection

Because Olysio has not been studied in patients infected with both HCV as¢'
HBV, it is not known whether Olysio is safe to use in these patients. Far
this reason, Olysio is not recommended in HCV/HBV co-infected patieiits

Limited information on
use in patients who have
previously been treated
with another direct-
acting antiviral, including
HCV protease inhibitors

Clinical trials with Olysio included only a small number ofipatisivig’ who
previously used another HCV medicine known as protea:= iwhibitor or
direct-acting antiviral. Early data suggest that the resulig o1 Olysio
treatment in those patients are not different fromgspotievits who were never
treated with a direct-acting antiviral before.

Interactions with other
medicines

Using Olysio together with other medigifias ‘eduld influence the amount of
Olysio or the amount of the other medivine 'n the blood, which might
change the effectiveness of one 2r Loth medicines. Certain combinations
are not recommended and irnotaer/cases, a dose adjustment and/or close
follow-up of the patient may benecessary. Patients should seek advice
from their treating physi ian)if they wish to use other medicines in
combination with Olysio:

Limited information on
the use of Olysio in
combination with
medicines other than
peginterferon alfa and
ribavirin

No clinical trials.nave been completed with Olysio in combination with
medicines othur than peginterferon alfa and ribavirin in HCV-infected
patientd, This & clearly reflected in the sections of the product information
that ar(: toyguide the prescriber.

Summary ef risk minimisation measures by safety concern

All meaicirias Flave a summary of product characteristics (SmPC) which provides physicians,
pharmniacisie and other healthcare professionals with details on how to use the medicine, and also

deserivas the risks and recommendations for minimising them. Information for patients is available in
‘ayilasiguage 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 Olysio can be found on Olysio’s EPAR page.

This medicine has no additional risk minimisation measures.
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Planned post-authorisation development plan

List of studies in post-authorisation development plan

Study/activity Objectives Safety concerns Status Planned date for
(including /efficacy issue submission of
study number) addressed (interim and)
final results
Trial C212 To evaluate the long- Important potential Started 3Q 2014
. term response and risk:
Interventional changes in the HCV Development of drug
virus in case of resistance
treatment failure in
patients co-infected
with HCV and HIV.
Trial HPC2002 To evaluate the risk of Important potential Started 20 29215
Interventional dev_elopment of glrug risk: !
resistance associated Development of drug
with a regimen that resistance
includes more than one
direct-acting antiviral
medicine, without
peginterferon alfa and
with or without
ribavirin.
To explore the efficacy Missing informatian:
and safety of Olysio + medlicir =s
simeprevir in other than
combination with pegintasferon alfa and
medicines other than ribavilin
peginterferon alfa and
ribavirin as part of an
interferon-free regimen.
Trial HPC3011 To evaluate the long- Important potential Started 1Q 2015
. term response @n¢' risk:
Interventional changes in theacV Development of drug
virus in case.qf resistance
treatment, failuie in
patients “afeced with
HCV gengtype 4.
Trial C213 Ty, evaltate the risk of Important potential Started 2Q 2016
Interventional O\ Nopment of drug risk:
esistance in patients Development of drug
who were previously resistance
treated with a direct-
acting antiviral
medicine.
To evaluate the safety Missing information:
and efficacy of Use in patients
simeprevir 150 mg previously treated
once daily in with a HCV protease
combination with inhibitor or other
peginterferon alfa and direct-acting antivirals
ribavirin in patients who
previously received
short-term treatment
with a direct-acting
antiviral medicine.
Trial HPC3002 To evaluate certain Important potential Started 3Q 2017
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Study/activity
(including
study number)

Objectives

Safety concerns
/efficacy issue
addressed

Status

Planned date for
submission of
(interim and)
final results

Follow-up trial

genetic changes (in a
region called NS3/4A)
in the HCV virus over
time in patients who
were treated with a
simeprevir-containing
regimen in a previous
Phase 2b or Phase 3
trial and who had
confirmed presence of
the virus in blood until
the last planned visit of
that previous study.

To evaluate the
frequency of late
relapse (virus coming
back) and certain
genetic changes (in a
region called NS3/4A)
in the HCV in patients
with late relapse who
had been treated with a
simeprevir-containing
regimen in a previous
Phase 2b or Phase 3
study and maintained
undetectable presence
of virus in blood until
the last planned visit of
that previous trial.

risk:
Development of drug
resistance

In vitro
investigation

Laboratory study aimed
at investigating. the
potential of sim&eprezis
to block certair, human
proteins (céiled, OCT2,
BCRP ang OATP1B3)
which&re wommonly
involvad ih drug-
interactians.

Missing information:
Drug-drug
interactions

Planned

1Q 2015

Trial HPC3017

Interventiorial

7orevaluate the efficacy
and safety of
simeprevir in
combination with
medicines other than
peginterferon alfa and
ribavirin as part of an
interferon-free regimen.

Missing information:
Olysio + medicines
other than
peginterferon alfa and
ribavirin

Planned

3Q 2016

Trial HPC3018

| .
Interventional

To evaluate the efficacy
and safety of
simeprevir in
combination with
medicines other than
peginterferon alfa and
ribavirin as part of an
interferon-free regimen.

Missing information:
Olysio + medicines
other than
peginterferon alfa and
ribavirin

Planned

3Q 2016

A trial/substudy

To evaluate the efficacy

Missing information:

Planned

3Q 2016
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Study/activity
(including
study number)

Objectives

Safety concerns
/efficacy issue
addressed

Status

Planned date for
submission of
(interim and)
final results

in genotype 4
HCV-infected
subjects

Interventional

and safety of
simeprevir in
combination with
medicines other than
peginterferon alfa and
ribavirin as part of an
interferon-free regimen.

Olysio + medicines
other than
peginterferon alfa and
ribavirin

Studies which are a condition of the marketing authorisation

None of the trials listed above are a condition of the marketing authorisation.

Summary of changes to the risk management plan over time

Not applicable.

This summary was last updated in 04-2014.
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