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Indication

contraindications

Additional text: Posology, dosage &
Special populations administration
Elderly

The safety and efficacy of buprenorphine in elderly
patients over 65 years of age have not been established.

Hepatic impairment

Patients who are positive for viral hepatitis, on
concomitant medicinal products and / or have existing
liver dysfunction are at risk of greater liver injury.
Regular monitoring of liver function is recommended
(see section 4.4). Buprenorphine should be used with
caution in patients with hepatic insufficiency (see section
5.2). Buprenorphine is contraindicated in patients with
severe hepatic insufficiency (see section 4.3).

Renal impairment

Modification of the buprenorphine dose is not generally
required for patients with renal impairment. Caution is
recommended when dosing patients with severe renal
impairment, which may require dose adjustment
(creatinine clearance < 30 ml/min) (see section 5.2).

Additional text: Special Warnings
Misuse, abuse and diversion and Special
Buprenorphine can be misused or abused in a manner Precautions for Use

similar to other opioids, legal or illicit. Some risks of
misuse and abuse include overdose, spread of blood
borne viral or localised infections, respiratory depression
and hepatic injury. Buprenorphine misuse by someone
other than the intended patient poses the additional risk
of new dug dependent individuals using buprenorphine
as the primary drug of abuse, and may occur if the
medicine is distributed for illicit use directly by the
intended patient or if the medicine is not safeguarded




against theft.

Sub-optimal treatment with buprenorphine may prompt
medication misuse by the patient, leading to overdose or
treatment dropout. A patient who is under-dosed with
buprenorphine may continue responding to uncontrolled
withdrawal symptoms by self-medicating with opioids,
alcohol or other sedative-hypnotics such as
benzodiazepines.

To minimise the risk of misuse, abuse and diversion,
physicians should take appropriate precautions when
prescribing and dispensing buprenorphine, such as to
avoid prescribing multiple refills early in treatment and
to conduct patient follow-up visits with clinical
monitoring that is appropriate to the patient’s level of
stability.

Respiratory Depression

A number of cases of death due to respiratory depression
have been reported, particularly when buprenorphine was
used in combination with benzodiazepines (see 4.5) or
when buprenorphine was not used according to
prescribing information. Deaths have also been reported
in association with concomitant administration of
buprenorphine and other depressants such as alcohol or
other opioids. If buprenorphine is administered to some
non-opioid dependent individuals who are not tolerant to
the effects of opioids, potentially fatal respiratory
depression may occur

Subutex should be used with care in patients with
respiratory insufficiency (e.g. chronic obstructive
pulmonary disease, asthma, cor pulmonale, decreased
respiratory reserve, hypoxia, hypercapnia, pre-existing
respiratory depression or kyphoscoliosis).

Buprenorphine may cause severe, possibly fatal,
respiratory depression in children and non-dependent
persons who accidentally or deliberately ingest it. Protect
children and non-dependent persons against exposure

CNS depression
Buprenorphine may cause drowsiness particularly when

used with alcohol or central nervous system depressants
(such as benzodiazepines, tranquillisers, sedatives or
hypnotics) (see sections 4.5 and 4.7).

Hepatitis and hepatic events

The spectrum of abnormalities ranges from transient
asymptomatic elevations in hepatic transaminases to case
reports of cytolytic hepatitis, hepatic failure, hepatic
necrosis, hepatorenal syndrome, hepatic encephalopathy
and death. In many cases the presence of pre-existing
liver enzyme abnormalities, genetic disease, infection
with hepatitis B or hepatitis C virus, alcohol abuse,
anorexia, concomitant use of other potentially
hepatotoxic drugs and ongoing injecting drug use may
have a causative or contributory role.

When a hepatic event is suspected further biological and
etiological evaluation is required.

Respiratory Depression: some cases of
death due to respiratory depression
have been reported, particularly when
used in combination with
benzodiazepines (see 4.5 Interaction
with other medicaments and other
forms of interaction) or when
buprenorphine was not used according
to labelling.

Hepatitis, hepatic events:

The spectrum of abnormalities ranges
from transient asymptomatic elevations
in hepatic transaminases to case reports
of hepatic failure. In many cases the
presence of pre-existing liver enzyme
abnormalities, infection with hepatitis
B or hepatitis C virus, concomitant use
of other potentially hepatotoxic drugs
and ongoing injecting drug use may
have a causative or contributory role.
When a hepatic event is suspected and
the causality is unknown, further
evaluation is required.




Hepatic impairment

The effects of hepatic impairment on the
pharmacokinetics of buprenorphine were evaluated in a
post-marketing study. Buprenorphine is extensively
metabolized in the liver, plasma levels were found to be
higher for buprenorphine in patients with moderate and
severe hepatic impairment. Patients should be monitored
for signs and symptoms of precipitated opioid
withdrawal, toxicity or overdose caused by increased
levels of buprenorphine. Subutex sublingual tablets
should be used with caution in patients with moderate
hepatic impairment (see section 4.3 and 5.2). In patients
with severe hepatic insufficiency the use of
buprenorphine is contraindicated.

Renal impairment

Renal elimination plays a relatively small role
(approximately 30%) in the overall clearance of
buprenorphine; therefore, no dose modification based on
renal function is generally required. Metabolites of
buprenorphine accumulate in patients with renal failure.
Caution is recommended dosing patients with severe
renal impairment (creatinine clearance < 30 ml/min) (see
section 5.2).

Use in adolescents

Due to lack of data in adolescents (age 16 -18), patients
in this age group should be more closely monitored
during treatment.

Additional text:

Opioids may elevate cerebrospinal fluid pressure, which
may cause seizures, so opioids should be used with
caution in patients with head injury, intracranial lesions,
other circumstances where cerebrospinal pressure may
be increased, or history of seizure.

Opioids should be used with caution in patients with
hypotension, prostatic hypertrophy or urethral stenosis.

Opioid-induced miosis, changes in the level of
consciousness or changes in the perception of pain as a
symptom of disease may interfere with patient evaluation
or obscure the diagnosis or clinical course of
concomitant disease.

Opioids should be used with caution in patients with
myxoedema, hypothyroidism, or adrenal cortical
insufficiency (e.g. Addison’s disease).

Opioids have been shown to increase intracholedochal
pressure, and should be used with caution in patients
with dysfunction of the biliary tract.

Opioids should be administered with caution to elderly
or debilitated patients.

Patients should be warned that it is extremely dangerous
to self administer non-prescribed benzodiazepines whilst
taking this product, and should also be cautioned to use
benzodiazepines concurrently with this product only as
prescribed (see section 4.4).

Interaction with
Other Medicaments
and Other Forms of

Interaction




Other central nervous system depressants; other opioid...
The reduced level of alertness can make driving and
using machinery hazardous.

Additional text:

opioid analgesics: Adequate analgesia may be difficult
to achieve when administering a full opioid agonist in
patients receiving buprenorphine. The potential for
overdose also exists with a full agonist, especially when
attempting to overcome buprenorphine partial agonist
effects, or when buprenorphine plasma levels are
declining.

Naltrexone: This is an opioid antagonist that can block
the pharmacological effects of buprenorphine. For
opioid dependent patients currently receiving
buprenorphine treatment, naltrexone may precipitate a
sudden onset of prolonged and intense opioid withdrawal
symptoms. For patients currently receiving naltrexone
treatment, the intended therapeutic effects of
buprenorphine administration may be blocked by
naltrexone.

CYP 3A4 inhibitors: .. Patients receiving Subutex
should be closely monitored and may require dose
reduction if combined with potent CYP3A4 inhibitors
(e.g. protease inhibitors like ritonavir, nelfinavir or
indinavir, or azole antifungals such as ketoconazole and
itraconazole, or macrolide antibiotics)

CYP3A4 inducers: Concomitant use of CYP3A4
inducers with buprenorphine may decrease
buprenorphine plasma concentrations, potentially
resulting in sub-optimal treatment of opioid dependence
with buprenorphine

Pregnancy
There are no adequate data from the use of

buprenorphine in pregnant women.

Buprenorphine should be used during pregnancy only if
the potential benefit outweighs the potential risk to the
foetus.

Long-term administration During the last three months
of pregnancy, may cause a withdrawal syndrome in
neonates (e.g. hypertonia, neonatal tremor, neonatal
agitation, myoclonus or convulsions). The syndrome is
generally delayed from several hours to several days
after birth. Due to the long half-life of buprenorphine,
neonatal monitoring for several days should be
considered at the end of pregnancy to prevent the risk of
respiratory depression or withdrawal syndrome in
neonates.

Pregnancy

During the last three months of
pregnancy, chronic use of
buprenorphine may be responsible for a
withdrawal syndrome in neonates.

pregnancy Fertility,
and Lactation

Subutex may cause drowsiness, dizziness or impaired
thinking, especially during treatment induction and dose
adjustment

Effects on ability to
drive and use
machines

Additional text:

Summary of safety profile

The most commonly reported adverse drug reactions
were those related to withdrawal symptoms (e.g.

Adverse events




insomnia, headache, nausea and hyperhidrosis) and pain.

Table 1: Adverse effects observed in pivotal

clinical studies and / or post marketing

surveillance listed by body system

System Very Common Frequency

Organ common (>1/100 to not known

Class (=1/10) <1/10)

Infections Bronchitis

and Infection

infestations Influenza
Pharyngitis
Rhinitis

Blood and Lymphadenopat

lymphatic hy

system

disorders

Metabolism Decreased

and nutrition appetite

disorders

Psychiatric Insomnia | Agitation Drug

disorders Anxiety dependence
Depression
Hostility
Nervousness
Paranoia
Thinking
abnormal

Nervous Headache | Dizziness

system Hypertonia

disorders Migraine
Paraesthesia
Somnolence
Syncope
Tremor

Eye Lacrimal

disorders disorder
Mydriasis

Cardiac Palpitations

disorders

Vascular Vasodilatation

disorders

Respiratory, Cough

thoracic and Dyspnoea

mediastinal Yawning

disorders

Gastrointesti | Nausea Abdominal pain

nal Constipation

disorders Diarrhoea
Dry mouth
Dyspepsia
Gastrointestinal
disorder
Flatulence
Tooth disorder
Vomiting

Skin and Hyperhidr | Rash

subcutaneou | osis

s tissue

disorders

Musculoskel Arthralgia

etal, Back pain

connective Bone pain

tissue and Muscle spasms

bone Myalgia

disorders Neck pain

Reproductiv Dysmenorrhoea

observed with buprenorphine
administration are:

- Constipation

- Headaches

- Insomnia

- Asthenia

- Drowsiness

- Nausea and vomiting

- Fainting and dizziness

- Orthostatic hypotension
- Sweating




e system and
breast
disorders
General Drug Asthenia Drug
disorders wutr;drawal Chest pain withdrawal
and syndrome | Chills syndrome .
administrati | Pain Malaise n)éonatal Other side effects that have been
on site Oedema reported are:
conditions peripheral
Pyrexia

The most common signs and symptoms of

hypersensitivity include rashes, urticaria, and pruritus. Cases of bronchospasm, angioneurotic
Cases of bronchospasm, angioedema, and anaphylactic | ©édema and anaphylactic shock has
shock have been reported (see section 4.3). also been reported.

Transaminase increase, hepatitis, acute hepatitis, - hepatic necrosis and hepatitis (see 4.4
cytolytic hepatitis, jaundice, hepatorenal syndrome, Special warnings and special

hepatic encephalopathy, and hepatic necrosis have precautions for use)

occurred (see section 4.4). hallucinations

Neonatal drug withdrawal syndrome has been reported - urinary retention

among newborns of women who have received

buprenorphine during pregnancy. In case of IV misuse, local reactions,

sometimes septic, and potentially
Hallucination, orthostatic hypotension, urinary retention | SErious acute hepatitis have been

and vertigo have been reported. reported (see “Special warnings and
special precautions for use”).

Symptoms overdose
Preliminary symptoms of overdose may also include
somnolence, amblyopia, miosis, hypotension, nausea,
vomiting and / or speech disorders.
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