<Date>

Metamizole-containing medicines: important measures to minimise the
serious outcomes of known risk of agranulocytosis

Dear Healthcare professional,

<Name of marketing authorisation holder> in agreement with the <European Medicines Agency>
and the <National Competent Authority> would like to inform you of the following:

Summary

¢ Patients treated with metamizole-containing medicines should be
informed of the:

o early symptoms suggestive of agranulocytosis, including
fever, chills, sore throat and painful mucosal changes,
especially in the mouth, nose and throat or in the genital or
anal region;

o need to remain vigilant for these symptoms as they may
occur at any time during treatment, even shortly after
treatment discontinuation;

o need to discontinue treatment and seek immediate medical
attention if they develop these symptoms.

¢ If metamizole is taken for fever, some symptoms of emerging
agranulocytosis may go unnoticed. Additionally, symptoms may
also be masked in patients receiving antibiotic therapy.

o If agranulocytosis is suspected, a complete blood count
(including differential blood count) should be performed
immediately, and treatment must be stopped while waiting for
the results. If confirmed, treatment must not be reintroduced.

¢ <Routine blood count monitoring of patients treated with
metamizole-containing medicines is no longer recommended.>!

¢ Metamizole is contraindicated in patients with a prior medical
history of metamizole-induced agranulocytosis (or from other
pyrazolones/pyrazolidines), impaired bone marrow function or
diseases of the haematopoietic system.

Background on the safety concern

Metamizole is a pyrazolone derivative, belonging to the group of non-opioid analgesics, with potent
analgesic, antipyretic and spasmolytic properties, which is indicated for the treatment of certain
types of pain <and fever> as specified in the product information of each metamizole-containing
medicine. Metamizole is available as a mono-component <and combination> medicinal product(s).

! Text in brackets to be amended at national level if routine blood count monitoring of patients treated with
metamizole-containing medicines is recommended in the Product Information.



Agranulocytosis, which can lead to serious or fatal infections, is a known side effect of
metamizole-containing medicines. It involves a sudden and sharp decrease in granulocyte count
(neutrophil levels below 0.5x10°%/1).

<The product information of the various metamizole-containing medicines authorised in <Member
State> lists agranulocytosis with frequency rare (occurring in up to 1 in 1,000 people), very rare
(occurring in up to 1 in 10,000 people) or not known (cannot be estimated from the available
data).>

Following an EU-wide review, contraindications, warnings and precautions concerning the use of
metamizole-containing medicines, for both patients and healthcare professionals, will be revised to
minimise the serious outcomes of the known risk of agranulocytosis. This includes information
when metamizole must not be used and how to facilitate prompt recognition and diagnosis of
metamizole-induced agranulocytosis.

The review included an evaluation of all available data, including the scientific literature and
post-marketing reports, some of which involved a fatal outcome.

The review did not identify evidence to support the effectiveness of routine blood count monitoring
of patients for early recognition of the metamizole-induced agranulocytosis. Metamizole-induced
agranulocytosis is not dose-dependent and can occur at any time during treatment, even in
patients who have used these medicines previously without complications. Therefore, this practice
is no longer recommended.

The product information of metamizole-containing medicinal products will be updated to reflect
these important measures to minimise the outcomes of the risk of agranulocytosis.

Call for reporting

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit-risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting
system:

<Details (e.g., name, postal address, fax number, website address) on how to access the national
spontaneous reporting system>

Company contact point

<If applicable: contact point details for access to further information, including relevant website
address(es), telephone numbers and a postal address>



DHPC COMMUNICATION PLAN

Medicinal
product(s)/active
substances

Marketing
authorisation
holder(s)

Safety concern
and purpose of the
communication

DHPC recipients

Member States
where DHPC will
be distributed

Timetable

Metamizole-containing medicinal products

All concerned marketing authorisation holders of metamizole-containing
medicinal products.

All concerned marketing authorisation holders in each Member State are
strongly encouraged to collaborate, so that a single DHPC is prepared and
circulated in each Member State. The letter circulated in each Member
State should cover all metamizole-containing medicinal products
authorised in that Member State.

It is encouraged that the originator marketing authorisation holder
(where available) in each Member State acts as the contact point for the
national competent authority, on behalf of the other concerned marketing
authorisation holders in the same Member State. If no originator product
is marketed in the Member State, it is encouraged that one of the
concerned generic companies acts as contact point for the competent
authority.

Important measures to minimise the serious outcomes of known risk of
metamizole-induced agranulocytosis.

Prescribing physicians and those who may diagnose agranulocytosis, e.g.,
anaesthesiologists, pain specialists, general practitioners, oncologists,
palliative care specialists, rheumatologists, internal medicine, surgeons,
gynaecologists, urologists, dentists, orthopaedists, emergency specialists,
paediatricians, neurologists, haematologists, infectologists, clinical
pharmacologists.

Community and hospital pharmacists.

The target group should be further defined at national level, in agreement
with the respective national competent authority.

All EU/EEA Member States where metamizole-containing medicinal
products are authorised and marketed outside of controlled access
programmes.

Date

DHPC and communication plan (in English) agreed by PRAC
DHPC and communication plan (in English) agreed by CMDh

Submission of translated DHPCs to national competent
authorities for review

Agreement of translations by national competent authorities

05 September 2024
18 September 2024

EC decision + 5
calendar days

EC decision + 10
calendar days
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Dissemination of DHPC EC decision + 15
calendar days



