15 January 2020

Implanon NXT- etonogestrel 68 mg, implant for subdermal use -Update to
the insertion and removal instructions to minimise the risks of neurovascular
injury and implant migration

Dear Healthcare Professional,

The Marketing Authorisation Holder (MAH) Merck Sharp & Dohme B.V. in agreement with the Medicines
Authority would like to inform you of the following:

Summary

Cases of neurovascular injury and migration of the implant from the insertion site within the arm
or in rare cases into the pulmonary artery have been reported and may be related to deep or
incorrect insertion of Implanon NXT. To further minimize the risk of neurovascular injury and
implant migration the instructions on insertion and removal of the implant have been updated as
follows:

e Updated position of the arm: The woman’s arm should be flexed at the elbow with her hand
underneath her head (or as close as possible) during insertion and removal of the implant.

e Updated implant insertion site: the implant should be inserted subdermally just under the
skin at the inner side of the non-dominant upper arm. The updated insertion site is
overlying the triceps muscle about 8-10 cm from the medial epicondyle of the humerus and
3-5 cm posterior to the sulcus (groove) between the biceps and triceps muscles.
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e A URL hosting videos demonstrating the insertion and removal of Implanon NXT is
available at www.implanonnxtvideos.eu

e Check for the presence of the implant: The healthcare professional (HCP) should palpate
the implant immediately after insertion and at each check-up visit. It is recommended that
the woman returns for a medical check-up three months after insertion of Implanon NXT.
The HCP should instruct the woman to occasionally gently palpate the implant to ensure
that the implant remains in its right location. If the implant is no longer palpable, she
should contact her doctor as soon as possible. The HCP is reminded to give the Patient
Alert Card (formerly User Card) to the woman in which this information is reflected.

¢ Non-palpable implants should only be removed by a HCP experienced in removing deeply
placed implants and who is familiar with localizing implants and the anatomy of the arm.

The Product Information and Patient Alert Card for Implanon NXT etonogestrel implant have been



updated accordingly.

Background on the safety concern

Implanon NXT, is a nonbiodegradable, single-rod, long-acting, hormonal contraceptive implant, inserted
subdermally. If the implant is inserted deeper than subdermally (“deep insertion”), neural or vascular injury
may occur. Deep or incorrect insertion has been associated with paraesthesia (due to neural injury) and
migration of the implant (due to intramuscular or fascial insertion).

Based on advice of experts in the field and a further elucidation of the anatomic region of the arm with the
lowest number of vascular/neurological structures, the instructions for the implant insertion site and position
of the arm during insertion have been updated to minimise the risk of neurovascular injury following deep
insertion. The insertion site should be located in an area overlying the triceps muscle, a location generally
free of major blood vessels and nerves. Furthermore, the woman’s arm should be flexed at the elbow with her
hand underneath her head (or as close as possible) during insertion and removal of the implant. This
increased flexion should deflect the ulnar nerve away from the insertion site, potentially further reducing the
risk of ulnar nerve injury during implant insertion and removal.

In order to further minimize the risk of deep insertion and its potential consequences, the correct location of
the implant (subdermally) should be confirmed by palpation by both the HCP and the woman at the time of
insertion. HCPs are recommended to palpate the implant at each check-up visit and to instruct the woman to
contact her doctor as soon as possible if she cannot feel the implant at any time between check-ups. The HCP
should instruct the woman to show the Patient Alert Card to the HCP at any visits related to the use of the
implant. It is recommended that the woman returns for a medical check-up three months after insertion of
the implant. Non-palpable implants should only be removed by a HCP experienced in removing deeply placed
implants and who is familiar with localizing the implant and the anatomy of the arm.

It is strongly recommended that Implanon NXT be inserted and removed only by healthcare professionals
who have completed training for the use of the Implanon NXT applicator and the techniques for insertion and
removal of the implant, and, where appropriate, that supervision be requested prior to inserting or removing
the implant.

Call for reporting

Please report any suspected adverse events with the use of Implanon NXT via the national spontaneous
reporting system at ADR Reporting at: www.medicinesauthority.gov.mt/adrportal.

Company contact point

If you have questions regarding Implanon NXT, please contact the Medical Information department of MSD at
800 7 4433 or at malta info@merck.com

Annexes

Annex 1 -Summary of key SmPC updates

Yours sincerely,

Monica Kyriacou
Country Medical Director
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Annex 1 - Summary of the key Summary of Product Characteristics (SmPC)

updates

This annex is not a substitution for review of the SmPC. Please rely upon the SmPC to understand the

complete update.

Section 4.2 Posology and method of administration

Method of administration

e Inclusion of a website address for videos demonstrating insertion and
removal of the implant [to be completed locally, for participating
countries based on local country regulations]

Recommendation included for healthcare professionals (HCPs) not to
attempt the procedure if they are unfamiliar with the necessary steps for
safe implant insertion and/or removal

How to use Implanon NXT

Updated instructional text regarding the Patient Alert Card for the HCP to
instruct the patient to keep it in a safe place and to show it at any visits
to the HCP related to the use of her implant. The Card contains
instruction for the patient to “occasionally gently palpate the implant to
be sure that she knows its location and contact her doctor as soon as
possible if she cannot feel the implant at any time.”

Updated the implant insertion site, which should be inserted subdermally
just under the skin at the inner side of the non-dominant upper arm,
overlying the triceps muscle about 8-10 cm from the medial epicondyle of
the humerus and 3-5 cm posterior to the sulcus (groove) between the
biceps and triceps muscles.

How to insert Implanon NxT

Updated the implant insertion site (as described in “"How to use Implanon
NXT")

Updated positioning for the woman’s arm, which should be flexed at the
elbow with her hand underneath her head (or as close as possible)
Updated insertion instructions and figures, and added new figures to aid
the HCP to perform a subdermal insertion.

How to remove Implanon NXT

Updated to reinforce that implants should only be removed by HCPs
familiar with the removal technique

Clarification included on the procedure to be followed in the case of a
non-palpable implant

Updated positioning for the woman’s arm (as described in “"How to insert
Implanon NXT")

e Updated instructions and figures for the removal of palpable implants
Statement noting that if on pushing down one end of the implant, the
opposite end does not create a bulge in the skin, the removal may be
more challenging

¢ Recommendation to stop the procedure if the implant cannot be grasped
e Updated recommendation for the removal of non-palpable implants,
specifying the implant should be removed by a HCP experienced in
removing deeply placed implants and familiar with the anatomy of the
arm

How to replace Implanon NXT

Updated text to reinforce that a new implant may be inserted through
the same incision from which the previous implant was removed if the
previous insertion site is located in accordance with the updated
instructions for insertion.

Section 4.4 Special warnings and precautions for use

Medical examination/consultation

¢ Recommendation for implant palpation to be conducted by the HCP at
check up visits, in addition to immediately after insertion, and by the
woman. The woman should contact her doctor as soon as possible if the
implant cannot be palpated at any time.




