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4.2 Posology and
Elderly (over 65 years): Elderly: method of
No specific information concerning the | No specific information concerning the | administration
usage of Rectogesic in the usage of Rectogesic in the elderly is
elderly is available available
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Hypersensitivity to the active
substance “glyceryl trinitrate” or to
any of the excipients listed in section

6.1 or idiesyneraticreactionsto other

organic nitrates.

Concomitant treatment with
phosphodiesterase type 5 (PDE5)
inhibitors e.g. sildenafil citrate,
tadalafil, vardenafil and other
organic nitrates with nitric oxide
(NO) donors, such as other long-
acting GTN products, isosorbide
dinitrate and amyl or butyl-nitrite.

Postural hypotension, hypotension or
uncorrected hypovolaemia as the use
of glyceryl trinitrate in such states
could produce severe hypotension or
shock.

Increased intracranial pressure (e.g.
head trauma or cerebral
haemorrhage) or inadequate cerebral
circulation.

Migraine or recurrent headache.

Aortic or mitral stenosis.

Hypertrophic obstructive
cardiomyopathy.

Constrictive pericarditis or
pericardial tamponade.

Marked anaemia.

Closed-angle glaucoma.

Hypersensitivity to the active substance
“glyceryl trinitrate” or to any of the
excipients or idiosyncratic reactions to
other organic nitrates.

Concomitant treatment with sildenafil
citrate, tadalafil, vardenafil and with
nitric oxide (NO) donors, such as other
long-acting GTN products, isosorbide
dinitrate and amyl or butyl-nitrite.

Postural hypotension, hypotension or
uncorrected hypovolaemia as the use
of glyceryl trinitrate in such states
could produce severe hypotension or
shock.

Increased intracranial pressure (e.g.
head trauma or cerebral haemorrhage)
or inadequate cerebral circulation.
Migraine or recurrent headache.

Aortic or mitral stenosis.

Hypertrophic obstructive
cardiomyopathy.

Constrictive pericarditis or pericardial
tamponade.

Marked anaemia.

Closed-angle glaucoma.

4.3
Contraindications

Concomitant treatment with other
vasodilators, calcium channel
blockers, ACE inhibitors, beta
blockers, diuretics, anti-
hypertensives, tricyclic anti-
depressants and major tranquillisers,
as well as the consumption of
alcohol, may potentiate the blood
pressure lowering effects of
Rectogesic. Therefore, concomitant
treatment with these medications
should be carefully considered before
treatment with Rectogesic is
initiated.

The hypotensive effect of organic
nitrates are potentiated by concurrent
administration of phosphodiesterase
type 5 (PDES) inhibitors, e.qg.
sildenafil, tadalafil and vardenafil
(see Section 4.3).

Rectogesic is contraindicated for
concomitant treatment with, nitric

Concomitant treatment with other
vasodilators, calcium channel blockers,
ACE inhibitors, beta blockers,
diuretics, anti-hypertensives, tricyclic
anti-depressants and major
tranquillisers, as well as the
consumption of alcohol, may
potentiate the blood pressure lowering
effects of Rectogesic. Therefore,
concomitant treatment with these
medications should be carefully
considered before treatment with
Rectogesic is initiated.

The hypotensive effect of nitrates are
potentiated by concurrent
administration of phosphodiesterase
inhibitors, e.g. sildenafil, tadalafil and
vardenafil (see Section 4.3).

Rectogesic is contraindicated for
concomitant treatment with, nitric

4.5 Interaction with
other medicinal

products and other
forms of interaction
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oxide (NO) donors such as
isosorbide dinitrate and amyl or
butyl-nitrite (see Section 4.3).

Acetyl cysteine may potentiate the
vasodilatory effects of glyceryl
trinitrate.

Concomitant treatment of
intravenous glyceryl trinitrate with
intravenous heparin leads to a
decrease in heparin efficacy. Close
monitoring of blood coagulation
parameters is necessary and the dose
of heparin has to be adapted
accordingly. After withdrawal of
Rectogesic there may be an abrupt
increase in PTT. In this case
reduction of heparin dosage may be
necessary.

Concurrent administration of
intravenous glyceryl trinitrate and
alteplase may cause a reduction of
the thrombolytic activity of alteplase

Co-administration of Rectogesic with
dihydroergotamine may increase the
bioavailability of dihydroergotamine
and lead to coronary
vasoconstriction. The possibility that
the ingestion of acetylsalicylic acid
and non-steroidal anti-inflammatory
drugs might diminish-alter the
therapeutic response to Rectogesic
cannot be excluded.

oxide (NO) donors such as isosorbide
dinitrate and amyl or butyl-nitrite (see
Section 4.3).

Acetyl cysteine may potentiate the
vasodilatory effects of glyceryl
trinitrate.

Concomitant treatment with heparin
leads to a decrease in heparin efficacy.
Close monitoring of blood coagulation
parameters is necessary and the dose
of heparin has to be adapted
accordingly. After withdrawal of
Rectogesic there may be an abrupt
increase in PTT. In this case reduction
of heparin dosage may be necessary.

Concurrent administration of glyceryl
trinitrate may cause a reduction of the
thrombolytic activity of alteplase.

Co-administration of Rectogesic with
dihydroergotamine may increase the
bioavailability of dihydroergotamine
and lead to coronary vasoconstriction.
The possibility that the ingestion of
acetylsalicylic acid and non-steroidal
anti-inflammatory drugs might
diminish the therapeutic response to
Rectogesic cannot be excluded.

Fertility

There are no data available on the
effect of Rectogesic on fertility in
humans. Studies in rats suggest no
particular hazard under recommended
conditions of use (see Section 5.3).

Pregnancy: There are no adequate
data from the use of glyceryl trinitrate
in pregnant women. Animal studies are
inconclusive with respect to effects on
pregnancy embryonal/foetal parturition
and postnatal development (see
Section 5.3). Rectogesic should not
be used during pregnancy.

Lactation: It is not known whether
glyceryl trinitrate is excreted in human
milk. Due to the potential harmful
effects on the breast fed child (see
Section 5.3), the use of Rectogesic is
not recommended during breast
feeding.

Pregnancy: There are no adequate
data from the use of glyceryl trinitrate
in pregnant women. Animal studies are
inconclusive with respect to effects on
pregnancy embryonal/foetal parturition
and postnatal development (see
Section 5.3). Rectogesic should not
be used during pregnancy.

Lactation: It is not known whether
glyceryl trinitrate is excreted in human
milk. Due to the potential harmful
effects on the breast fed child (see
Section 5.3), the use of Rectogesic is
not recommended during breast
feeding.

4.6 Fertility,
Pregnancy and
lactation
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Adverse reactions to glyceryl
trinitrate 2%—eintment—{used—in—the
i i is)-are
generally dose-related and almost all
of these reactions are the result of
vasodilator  activity.  Headache,
which may be severe, is the most
commonly reported side effect.
In the Phase Il clinical trials with
Rectogesic 4 mg/g Rectal Ointment
the incidence of mild, moderate and
severe headache was 18%, 25% and
20%. Patients with a previous history
of migraine or recurrent headache
were at a higher risk of developing
headache during treatment (see
Section 4.3).

Headache may be recurrent with

each daily dose, especially at higher
doses. Headache can be treated with
mild analgesics e.g. paracetamol and

ingeneral is reversible on

discontinuation of treatment.

Rare cases of orthostatic
hypotension-type events associated
with symptoms of vertigo and
dizziness were reported in clinical
trials. There was no discernible dose-
related trend in the incidence of these
events.

The orthostatic hypotension-type
event was of mild intensity in the
majority of these patients, and there
were no severe orthostatic
hypotension-type events reported
during the Phase 111 clinical studies.

Dizziness and vertigo contributed to
the discontinuation of glyceryl

Adverse reactions to glyceryl

trinitrate 2% ointment (used in the
prophylaxis of angina pectoris) are
generally dose-related and almost all
of these reactions are the result of
vasodilator activity. Headache,
which may be severe, is the most
commonly reported side effect.

In the Phase 111 clinical trials with
Rectogesic 4 mg/g Rectal Ointment
the incidence of mild, moderate and
severe headache was 18%, 25% and
20%. Patients with a previous history
of migraine or recurrent headache
were at a higher risk of developing
headache during treatment (see
Section 4.3).

Headache may be recurrent with
each daily dose, especially at higher
doses. Headache can be treated with
mild analgesics e.g. paracetamol and
in general is reversible on
discontinuation of treatment.

Transient episodes of light-
headedness, occasionally related to
blood pressure changes, also may
occur. Hypotension (including
orthostatic hypotension) occurs
infrequently, but in some patients
may be severe enough to warrant
discontinuation of therapy. Syncope,
crescendo angina and rebound
hypertension have been reported but
are uncommon. Allergic reactions to
glyceryl trinitrate are uncommon,
and the great majority of those
reported have been cases of contact
dermatitis or fixed drug eruptions
occurring in patients receiving
glyceryl trinitrate in ointments or
patches. There have been a few
reports of genuine anaphylactoid
reactions and these reactions can
probably occur in patients receiving
glyceryl trinitrate by any route.

4.8 Undesirable
effects
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trinitrate in a few cases.

Post-marketing Experience
Because these reactions are received
from spontaneous reporting, the
frequency is not known (cannot be
estimated from the available data).
Nervous system disorders:
Lightheadedness, syncope

Vascular disorders: Hypotension,
orthostatic hypotension

Immune system disorders:
Hypersensitivity, anaphylactoid
reaction

General disorders and
administration site conditions:
Application site irritation,
application site rash, application site
pain

Lightheadedness and hypotension
(including orthostatic hypotension)
in some patients may be severe
enough to warrant discontinuation of
therapy.

Class effects

Extremely rarely, ordinary doses of
organic nitrates have caused
methaemoglobinaemia in normal—
seeming patients. Flushing, -has-
been-observed-as-arare-adverse-

reaction-for-otherproducts-

unstable angina and withdrawal
hypertension may also occur.

Reporting of suspected adverse
reactions

Suspected adverse reactions should
be reported by the physician or other
healthcare provider to the Ministry of
Health according to the National
Regulation by using an online form
(https://forms.gov.il/globaldata/getse
guence/getsequence.aspx?formType
=AdversEffectMedic%40moh.gov.il)
or by email
(adr@MOH.HEALTH.GOV.IL ).
Additionally, you can also report to
www.perrigo-pharma.co.il.

Extremely rarely, ordinary doses of
organic nitrates have caused
methaemoglobinaemia in normal—
seeming patients. Flush has been
observed as a rare adverse reaction
for other products containing
glyceryl trinitrate.
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