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The Risk Management Plan (RMP) is a comprehensive document submitted as part of the
application dossier for market approval of a medicine. The RMP summary contains
information on the medicine's safety profile and explains the measures that are taken in order
to further investigate and follow the risks as well as to prevent or minimise them.

The RMP summary of Prevymis® is a concise document and does not claim to be exhaustive.
As the RMP is an international document, the summary might differ from the
“Arzneimittelinformation / Information sur le médicament” approved and published in
Switzerland, e.g. by mentioning risks occurring in populations or indications not included in
the Swiss authorization.

Please note that the reference document which is valid and relevant for the effective and safe
use of Prevymis® in Switzerland is the “Arzneimittelinformation/ Information sur le
médicament” (see www.swissmedicinfo.ch) approved and authorized by Swissmedic.

MSD Merck Sharp & Dohme AG is fully responsible for the accuracy and correctness of the
content of the published summary RMP of Prevymis®.
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ELEMENTS FOR SUMMARY TABLES IN THE EPAR

1.1

Summary Table of Safety Concerns

Table 1

Summary of Safety Concerns

Important identified risks

Pharmacokinetic Drug Interactions (effects on drug transporters and
several CYP enzymes).

Important potential risks

None

Missing information

None

1.2

Table of Ongoing and Planned Studies in the Post-authorisation
Pharmacovigilance Development Plan

Table 2 Ongoing and Planned Additional Pharmacovigilance Studies / Activities in
the Pharmacovigilance Plan: Imposed Activities, Specific Obligations and Required
Activities (Categories 1 - 3)
Study / Activity

Objectives

Safety Concerns
Addressed

Drug interaction
study of SD/MD
rifampicin (rifampin)
on letermovir
(category 3)

To evaluate effects of
induction and OATP
inhibition by
rifampicin on
letermovir

Potential risk of
pharmacokinetic drug
interaction via
induction potentially
resulting in decreased
concentration of
letermovir or OATP
inhibition leading to
increased letermovir
concentrations

Status

Planned

Date for Submission
of Interim / Final
Reports (target
dates)
31-DEC-2019
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Study / Activity

Drug interaction
study of the effect of
a strong P-gp/BCRP
inhibitor on
letermovir
(category 3)

Objectives

To evaluate the
potential effect of Pgp/
BCRP inhibition on
letermovir
concentrations

Safety Concerns
Addressed

Potential risk of
pharmacokinetic drug
interaction via Pgp/
BCRP inhibition
potentially resulting in
increased letermovir
concentrations

V1.6
Status

Planned

Date for Submission
of Interim / Final
Reports (target
dates)
31-MAR-2020
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Summary of Post-authorization Efficacy Development Plan

Table 3: Summary of Post-authorization Efficacy Development Plan
Study / Activity

Protocol P002
Prophylaxis in Renal
Transplant Patients

Objectives

Efficacy
Uncertainties
Addressed

To evaluate the safety
and efficacy of
letermovir
prophylaxis for CMV
disease in high risk
(D+R-) adult kidney
transplant recipients

Efficacy of 200 days
of letermovir as
prophylaxis for CMV
disease in another high
risk population (D+Rkidney transplant
recipients)

Status

Planned

Study Completion

3Q 2023
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1.4 SUMMARY TABLE OF RISK MINIMIZATION MEASURES
Table 4

Summary of Safety Concerns and Risk Minimization Activities

Safety Concern
Important Identified Risk:
Pharmacokinetic Drug
Interactions
(effects on drug transporters
and
several CYP enzymes)

Routine Risk Minimization Measures
Listed under SmPC:
4.2 Posology and method of
administration
4.3 Contraindications
4.4 Special Warnings and Precautions
for Use
4.5 Interaction with other medicinal
products and other forms of Interaction
5.2 Pharmacokinetic properties
Package Leaflet:
2. What you need to know before you use
PREVYMIS
Do not use PREVYMIS
Warnings and precautions
Other medicines and PREVYMIS

Additional Risk Minimization
Measures
None
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ELEMENTS FOR A PUBLIC SUMMARY

2.1

Overview of Disease Epidemiology

Cytomegalovirus (CMV) is a common infection during childhood which can be a lifelong
infection without symptoms. In persons with weakened immune systems from bone marrow
transplants, CMV can flare up to become a clinical infection, detected by blood tests. If left
untreated, CMV infections can seriously damage the gastrointestinal system, lungs, liver,
eyes, or brain. CMV can also indirectly cause other problems for patients including serious
reactions caused by the transplanted cells (graft vs. host disease), and increased risk of fungal
or bacterial infections. Complications from CMV infection can increase the chances of dying
after HSCT. The highest risk period for developing CMV infection (defined as CMV in the
blood) or disease is during the first 100 days post-HSCT {03RTB5}. Among HSCT
recipients who are CMV seropositive (R+), 80% will develop CMV infection, and 20% to
35% of these patients will develop CMV disease without preventive measures.
2.2

Summary of Treatment Benefits

Letermovir is a new medicine to prevent CMV infections or disease in patients who have
evidence of a past CMV infection (CMV seropositive recipients, R+) and who receive a
hematopoietic stem cell transplant (HSCT). In a clinical trial, letermovir was given to 373
HSCT R+ patients, and a placebo was given to 192 HSCT R+ patients for up to 14 weeks
following the transplant. Patients were examined through Week 24 to see if they developed
evidence of CMV infection. The main measure of effectiveness in this study was the
occurrence of CMV end-organ disease or clinically significant CMV infection (defined as
initiation of anti-CMV pre-emptive treatment based on detectable CMV DNA in blood and
an assessment of the clinical condition of the patient) and a second measure of effectiveness
was the diagnosis of CMV disease through Week 24 following the transplant. Additional
measures of effectiveness also included deaths from all causes (i.e., all-cause mortality).
A lower proportion of subjects in the letermovir group (37.5%) developed clinically
significant CMV infection compared to the placebo group (60.6%) through Week 24 posttransplant (Full Analysis Set population, non-completer = failure approach). The estimated
difference (95% confidence interval (CI)) of -23.5% (-32.5%, -14.6%), adjusted for the
stratification factor of high versus low risk for CMV infection, was statistically significant
(1-sided p-value <0.0001). The proportion of patients who developed CMV end-organ
disease was small and comparable in the treatment groups (5 out of 325 (1.5%) for letermovir
group and 3 out of 170 (1.8%) for placebo group).
The Kaplan-Meier (K-M) event rate for all-cause mortality at Week 48 post-transplant was
lower for the letermovir group (20.9%; 95% CI: 16.2% to 25.6%) compared to the placebo
group (25.5%; 95% CI: 18.6% to 32.5%). The distribution of time to all-cause mortality
through Week 48 was substantially different for the letermovir and placebo groups (nominal
two-sided p-value=0.0179, stratified log-rank test).

7
04WZPB

PREVYMIS
SWISS RISK MANAGEMENT PLAN SUMMARY

2.3

V1.6

Unknowns Relating to Treatment Benefits

There were no patients enrolled in the pivotal study with severe liver problems; the exposure
to letermovir is expected to be higher in such patients, and the efficacy would be expected to
be similar to patients with normal liver function. There were no patients with severe renal
problems enrolled in the pivotal studies; the exposure to letermovir is expected to be the
same as for patients with normal kidney function; therefore, the efficacy is expected to be
similar.
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Summary of Safety Concerns

Important Identified Risks
Table 6

Summary of Important Identified Risks
Risk

What is Known

Preventability

Pharmacokinetic Drug Interactions
(effects on drug transporters and several
CYP enzymes): certain medications like
cyclosporine A may increase the level of
letermovir in the blood because
cyclosporine decreases the activity of
proteins (OATP1B1/3) that transports
medications like letermovir into the liver

The simultaneous use of letermovir with
cyclosporin A (used following HSCT)
may increase the levels of letermovir in
the blood. This may result in an increase
of side effects related to letermovir.

Patients taking letermovir should
inform the treating doctor if they
are taking cyclosporin A.
Patients taking cyclosporin A
should take a lower dose of
letermovir (240 mg once a day).

Pharmacokinetic Drug Interactions
(effects on CYP3A enzyme) :
See Summary of Product Characteristics
for list of medicinal products.

The simultaneous use of letermovir with
cyclosporin A, tacrolimus or sirolimus
may lead to increased blood levels of
these medications. This can lead to
changes in kidney function and/or other
side effects associated with increased
blood levels of these medications.

Patients taking medicinal products
listed in the SPC/Patient Leaflet
should:

•

Inform the treating doctor that
they are taking any of these
medications

The simultaneous use of letermovir with Patients taking medicinal products
substrates of CYP enzymes or drug
listed in the SPC/Patient Leaflet
transporters may result in increased
may:
concentrations of certain medicinal
Have blood tests to monitor the
products, potentially leading to serious
levels of certain medications
side effects associated with those
listed in the Special Warnings
medicines
and Precautions or need
The simultaneous use of letermovir with
special monitoring
midazolam (CYP3A substrate) may
result in increased concentrations of
Should follow their doctor’s
midazolam, which may cause prolonged
instructions for dosing of their
sedation and potentially lead to
medication following blood
respiratory depression. The simultaneous
testing
use of letermovir with CYP3A substrates
(eg. amiodarone, alfentanil, fentanyl and
Patients should not take the
quinidine) may lead to potentially serious
following medicines while
side effects.
taking letermovir:
The simultaneous use of letermovir with
o pimozide (used to treat
pimozide and ergot alkaloids may result
Tourette’s Syndrome).
in serious side effects related to increased
o ergot alkaloids (used for
levels (increased pimozide levels can
migraine headaches)
cause abnormal heart rhythms/ QT
prolongation and increased levels of
ergot alkaloids may cause ergotism
symptoms, including nausea, vomiting,
muscle cramps, hallucinations,
confusion, or convulsions).

•

•
•

Pharmacokinetic Drug Interactions
(effects on drug transporters and CYP
enzymes): HMG Co A reductase
inhibitors (“statins”, used to treat high
cholesterol) and glyburide (used to treat

Letermovir has been shown to decrease
the activity of proteins that transports
medications (OATP1B1/3) into the liver,
as well as decreases the activity of
CYP3A, a protein that metabolizes or

Patients taking letermovir should:
inform their doctor if they are also
taking atorvastatin, rosuvastatin,
simvastatin, fluvastatin, pravastatin,
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Summary of Important Identified Risks
Risk

high blood sugar)

What is Known
further breaks down certain medications
in the blood. These effects lead to
increased blood levels of certain “statin”
medications like atorvastatin,
rosuvastatin, simvastatin, fluvastatin,
pravastatin or pitavastatin, which are
used to lower cholesterol in patients
taking statins at the same time as
letermovir. These effects may result in
increased blood levels of these
medications, which may result in muscle
pain or weakness.
These effects can also lead to increased
plasma concentration of glyburide which
is used to control blood glucose levels
(blood sugar) in patients with diabetes
mellitus.

Pharmacokinetic Drug Interactions
(effects on CYP2C9/19 enzymes) :
Voriconazole, warfarin, phenytoin, and
the proton pump inhibitors omeprazole,
and pantoprazole
This interaction may lead to a lower level
of these medicines in the blood and may
reduce their treatment effects.

Pharmacokinetic Drug Interactions
(effects on CYP2C8 enzymes):
repaglinide or rosiglitazone (medicines
used to treat patients with type 2
diabetes): This interaction has the
potential to increase adverse reactions
associated with increased levels of this
medicine.

Preventability
or pitavastatin.
Follow their doctor’s advice on
whether to stop their statin ,
specifically:

•

Patients should not take the
following medicines while
taking letermovir:
o Simvastatin with
cyclosporine
o Pitavastatin with
cyclosporine.

Patients taking letermovir and
glyburide should follow their
doctor’s advice on how frequently
to check their blood sugar levels.

Letermovir has been shown to increase
the activity of other “CYP” proteins that
metabolize or further break down certain
medications in the blood.
The simultaneous use of letermovir and
voriconazole may reduce the
effectiveness of voriconazole to treat
fungal infections.
Using warfarin and letermovir together
may reduce the effectiveness of warfarin
to treat or prevent blood clots. Blood
tests (INR) may indicate that the dose of
warfarin may need to be adjusted by a
doctor to properly thin the blood.
Using letermovir and phenytoin together
may result in lower phenytoin levels,
which may cause problems controlling
epilepsy (seizures).

Patients taking letermovir and
voriconazole will be closely
monitored by a doctor for blood
levels or other tests (indicating
reduced effect of voriconazole).
Patients taking warfarin and
letermovir will need to have
additional blood tests (INR level).
Patients taking phenytoin and
letermovir will need to have
additional blood tests for phenytoin
levels.

Using letermovir and the proton pump
inhibitors may result in lower plasma
concentrations, which may result in
decreased efficacy.

Patients should follow their doctor’s
advice on how to manage these
medications while using letermovir.

Letermovir has been shown to decrease
the activity of CYP2C8, a protein that
metabolizes or further breaks down
medicine like repaglinide or
rosiglitazone. Simultaneous use of
letermovir and these products may result
in increased blood levels of these
medicines, which may result in lower
blood sugars (blood glucose tests).

Patients taking letermovir and
repaglinide should follow their
doctor’s advice on whether they
should continue to take this
medicine and how frequently to
check their blood sugar levels.
Patients should follow their doctor’s
advice about managing their
diabetes medications.
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Important Potential Risks
Table 7

Summary of Important Potential Risks

Risk

What is Known

None

Not applicable.

Missing information
Table 8
Summary of Missing Information
Missing Information
None

What is Known
Not applicable
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Summary of Risk Minimization Measures by Safety Concern

All medicines have Information for Professionals which provides physicians, pharmacists
and other health care professionals with details on how to use the medicine, the risks and
recommendations for minimizing them. An abbreviated version of this in lay language is
provided in the form of the Patient Leaflet (PL). The measures in these documents are known
as routine risk minimization measures.
The current Information for Professionals and the Patient Leaflet for Prevymis can be found
on www.swissmedicinfo.ch.
This medicine has no additional risk minimization measures.
2.6 PLANNED POST-AUTHORIZATION DEVELOPMENT PLAN
2.6.1

List of Studies in Post-authorization Development Plan

Table 8

Summary of Post-authorization Pharmacovigilance Development Plan

Study (Type and
Study Number)

Objectives

Safety Concerns
Addressed

Status
(Planned,
Started)

Date of
submission of
final study
report

Drug interaction
study of SD/MD
rifampicin on
letermovir

To evaluate effects of induction and
OATP inhibition by rifampicin on
letermovir

Potential risk of
Planned
pharmacokinetic drug
interaction via
induction potentially
resulting in decreased
concentration of
letermovir or OATP
inhibition leading to
increased letermovir
concentrations

31-DEC- 2019

Drug interaction
study of the effect of
a strong P-gp/BCRP
inhibitor on
letermovir

To evaluate the potential effect of Pgp/BCRP inhibition on letermovir
concentrations

Potential risk of
Planned
pharmacokinetic drug
interaction via Pgp/BCRP inhibition
potentially resulting
in increased
letermovir
concentrations

31-MAR-2020

2.6.2

Studies which are a Condition of the Marketing Authorization

None of the above studies is a condition of the marketing authorization.
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