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Espranor A guide for health professionals

Espranor® oral lyophilisate is a freeze-dried buprenorphine wafer which disperses
very rapidly on the tongue. It is indicated as a substitution treatment for opioid drug
dependence within a framework of medical, social and psychological treatment. It is
intended for use in adults and adolescents aged 15 years or over who have agreed
to be treated for addiction. Prescribers should read the Espranor® Summary of
Product Characteristics (SmPC)" 2 for full prescribing information. The main clinical
differences between Espranor® and sublingual buprenorphine products (both
buprenorphine monoproduct and buprenorphine/naloxone) are outlined in the
following guidance taken from the Espranor® Health Professional Guide (2018)*:

A. “With Espranor®, administration is oromucosal, not sublingual.
Espranor® should be placed on the tongue, where it dissolves and is
absorbed into the bloodstream through the tongue’s surface very quickly —
usually in less than 15 seconds. This is very different from sublingual
buprenorphine tablets which are placed under the tongue. You should
ensure that your patient understands that Espranor® should only be
taken by placing it on their tongue, not under it.

B. Different buprenorphine products have different bioavailability and with
Espranor®, the bioavailability of buprenorphine was found to be 30%
higher than with one of the brands of sublingual buprenorphine tablets.
Therefore;

a. The initial and maximum doses for Espranor® are different from
sublingual buprenorphine tablets (see below).

b. It is possible that the dose of buprenorphine given to a patient in the
sublingual form may be excessive if given to the same patient as
Espranor®. Patients’ doses should be individually titrated to effect.

c. Espranor® is not interchangeable with other buprenorphine
products. Different buprenorphine products have different
bioavailability. Therefore, the dose in milligrams can differ between
products. Once the appropriate dose has been identified for a patient
with a certain product (brand), the product cannot readily be
exchanged with another product.”

Day Espranor® Dose
Day 1 The recommended starting dose is 2mg

An additional one or two Espranor® 2mg oral lyophilisates
may be administered on day one depending on the
individual patient’s requirement.

Dose Adjustment | Titrate up or down to clinical effect in steps of 2-6mg.

and maintenance | Maximum single daily dose of 18mg
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Comparison of Espranor® with sublingual buprenorphine products

Espranor® dissolves more quickly than sublingual buprenorphine products, thereby
reducing:-
e the time taken to supervise Espranor® in a pharmacy setting
e the risk of diversion of Espranor® when daily doses are being
consumed under the direct supervision of a pharmacist or nurse.
e the risk of Espranor® being accidentally swallowed as compared to
sublingual buprenorphine products. (buprenorphine is essentially
inactive when swallowed)

Espranor® may be particularly appropriate for use in a prison or Young Offender
Centre where the risk of drug diversion is a significant concern.

Espranor® will not be an acceptable treatment option to some individuals on dietary
or religious grounds as it contains gelatin, a protein derived from animal products*
Gelatin does not appear to be present in the other currently available sublingual
buprenorphine products.

Espranor® contains no intrinsic deterrent to prevent take home doses being
injected or possibly snorted; the addition of naloxone to sublingual buprenorphine
(e.g. Suboxone®) in a 1:4 ratio helps ensure buprenorphine is only used by the
sublingual route.

The maximum licensed daily oromucosal dose of Espranor®is 18mg which may not
prove to be adequate in all cases. This compares with a maximum daily dose of
24mg for buprenorphine/naloxone products (e.g. Suboxone®) or 32mg for
buprenorphine (e.g. Subutex®).

The lowest available dose of Espranor® is 2mg which presents problems for
individuals who would benefit from a lower dose during a planned withdrawal from
buprenorphine. The Espranor® SmPC suggests that patients may need to be
switched to 0.4mg sublingual buprenorphine tablets to enable dose reduction. This
should be done accounting for the bioequivalence differences between the
buprenorphine products.

Note on overdose:

Opioids, including buprenorphine, can cause respiratory depression and overdose,
particularly when taken in conjunction with other central nervous system depressants
such as other opioids, alcohol, benzodiazepines or barbiturates. The long duration of
action of Espranor® should be considered when determining the length of treatment
needed to reverse the effects of overdose.
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Guidance on switching to Espranor®from sublinqual
buprenorphine products and vice versa

Although the bioavailability of Espranor® is reported by the manufacturer to 30%
higher than with one of the brands of sublingual buprenorphine tablets the risk of
sedation or overdose caused by buprenorphine appears to be linked not only to its
total daily dose but to lower ratios of buprenorphine to its metabolite
norbuprenorphine.

Some studies suggest that Espranor® is no more likely than equivalent doses of
sublingual buprenorphine to cause respiratory depression. While Espranor®
produces higher levels of buprenorphine it also results in higher ratios of
buprenorphine to norbuprenorphine as compared to a similar dose of sublingual
buprenorphine and this may help to reduce the risk of respiratory depression®”.
However prescribers should carefully consider the guidance produced by Ethypharm
when switching from Espranor® to sublingual buprenorphine products and vice versa.

The NHS Specialist Pharmacy Service published the following advice in 2017 on
switching Espranor® with sublingual buprenorphine products:-

“Espranor® is not interchangeable with other buprenorphine sublingual
formulations at the same dose (“like for like” switch) as the bioavailability is
25-30% higher. If a switch is necessary, (e.g. if a person moves between
care settings from the community in to prison or between prisons and doesn’t
need re-stabilisation) then clinicians should use their professional judgement

regarding a new dose”™°.

When people are transferred between care settings or when a person moves from
supervised consumption to non-supervised buprenorphine, care plans will need to
take account of the continuation of Espranor® versus the change to alternative
formulations of buprenorphine given the difference in bioavailability. Collaboration
prior to transfer between settings (e.g. community and custodial settings) is
advisable so this can be planned as part of the transfer.

Supervision of Espranor® Consumption

Supervised self-administration is a key component of a patient’s treatment plan. It:

¢ Allows the daily monitoring of the patient’s condition and well being

e Ensures the patient takes the correct dose

e Prevents deaths resulting from accidental ingestion of the prescribed
medication

e Prevents diversion onto the black market and misuse by others
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The recommended process of supervised consumption of Espranor® is as
follows:

1.

The patient should remove any chewing gum from their mouth and dispose of it
in a waste bin.

Offer the patient a drink of water, before administration to moisten the tongue
and speed up dissolution of the oromucosal wafer.

The patient should remove the wafer from the packaging in accordance with the
manufacturer’s directions and place it directly on the tongue.

The wafer should not be swallowed. Patients should be advised to swallow as
little saliva as possible whilst the wafer dissolves.

The patient should be observed for at least 1-2 minutes. During this time the
wafer will have dissolved (usual time = 15 seconds) making diversion difficult.
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