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The instruction card has to be read prior to administration.

Caution is needed when administering Zoladex into anterior

abdominal wall due to the proximity of underlying inferior Posology
epigastric artery and its branches.
Extra care to be given to patients with a low BMI or who are and
receiving anticoagulation medication (see section 4.4).

P— method of
Care should be taken to ensure injection is given subcutaneously,
using the technique described in the instruction card. Do not
penetrate into a blood vessel, muscle or peritoneum. administra
In the event of the need to surgically remove a Zoladex implant,
it may be localised by ultrasound. tion
For special precautions for disposal and other handling see
section 6.6.
Androgen deprivation therapy may prolong the QT interval.

Special
In patients with a history of or risk factors for QT prolongation and in
patients receiving concomitant medicinal products that might prolong
the QT interval (see section 4.5) physicians should assess the benefit warninas
risk ratio including the potential for Torsade de pointes prior to initiating 9
Zoladex.
and

Injection site injury has been reported with Zoladex, including events of
pain, haematoma, haemorrhage and vascular injury. Monitor affected
patients for signs or symptoms of abdominal haemorrhage. In very rare precaution

cases, administration error resulted in vascular injury and
haemorrhagic shock requiring blood transfusions and surgical
intervention. Extra care should be taken when administering Zoladex to




patients with a low BMI and/or receiving full anticoagulation
medications (see section 4.2).

If spinal cord compression or renal impairment due to
ureteric obstruction are present or develop, specific
standard treatment of these complications should be

instituted

. Particular caution is necessary in patients with additional risk factors

for osteoporosis (e.g. chronic alcohol abusers, smokers, long-term
therapy with anticonvulsants or corticosteroids, family history of
osteoporosis

cardiac failure were observed in a pharmaco-epidemiology study of
LHRH agonists used in the treatment of prostate cancer.
The risk appears to be increased when used in combination with anti-

androgens...

In the majority of women, currently available data suggest that recovery
of bone loss occurs after cessation of therapy.

Preliminary data suggest that the use of Zoladex in combination with
tamoxifen in patients with breast cancer may reduce bone mineral loss

Beniagn indications
Loss of bone mineral density:

The use of LHRH agonists is likely to cause reduction in bone
mineral density averaging 1% per month during a six month
treatment period. Every 10% reduction in bone mineral density
is linked with about a two to three times increased fracture
risk. In the majority of women, currently available data
suggest that recovery of bone loss occurs after cessation of
therapy.

No specific data is available for patients with established osteoporosis
or with risk factors for osteoporosis (e.g. chronic alcohol abusers,
smokers, long-term therapy with drugs that reduce bone mineral
density, e.g. anticonvulsants or corticosteroids, family history of
osteoporosis, malnutrition, e.g. anorexia nervosa). Since reduction in
bone mineral density is likely to be more detrimental in these patients,
treatment with Zoladex should be considered on an individual basis
and only be initiated if the benefits of treatment outweigh the risks
following a very careful appraisal. Consideration should be given to

s for use




additional measures in order to counteract loss of bone mineral density

During early treatment with Zoladex some women may experience
vaginal bleeding of variable duration and intensity. If vaginal bleeding
occurs it is usually in the first month after starting treatment. Such
bleeding probably represents oestrogen withdrawal bleeding and is
expected to stop spontaneously. If bleeding continues, the reason
should be investigated

Fertile women should use non-hormonal contraceptive methods during
treatment with Zoladex and until reset of menstruation following
discontinuation of treatment with Zoladex.

Interaction
with other
Since androgen deprivation treatment may prolong the QT interval, the medicinal
concomitant use of Zoladex with medicinal products known to prolong
the QT interval or medicinal products able to induce Torsade de
pointes such as class IA (e.g. quinidine, disopyramide) or class Il (e.g. products
amiodarone, sotalol, dofetilide, ibutilide) antiarrhythmic medicinal
products, methadone, moxifloxacin, antipsychotics, etc. should be
carefully evaluated (see section 4.4). and other
forms of
Interaction
The most commonly observed adverse reactions include hot flushes,
sweating and injection site reactions
Adverse
events

Unknown

SCO Males Females




Cardiac Disorders QT Prolongation | QT Prolongation

(see sections 4.4 | (see sections 4.4

and 4.5) and 4.5)
Reproductive system | N/A Withdrawal bleeding
and breast disorders (see section 4.4

Hyperhidrosis and hot flushes may continue after stopping

Zoladex

Post-marketing experience

A small number of cases of changes in blood count, hepatic
dysfunction, pulmonary embolism and interstitial pneumonia have been
reported in connection with Zoladex.

In addition, the following adverse drug reactions have been reported in
women treated for benign gynaecological indications:

Acne, change of body hairs, dry skin, weight gain, increase in serum
cholesterol, ovarian hyperstimulation syndrome (if concomitantly used
with gonadotropines), vaginitis, vaginal discharge, nervousness, sleep
disorder, tiredness, peripheral oedema, myalgias, cramp in the calves,
nausea, vomiting, diarrhoea, constipation, abdominal complaints,
alterations of voice.

Initially, breast cancer patients may experience a temporary increase in
signs and symptoms, which can be managed symptomatically.

Rarely, breast cancer patients with metastases have developed
hypercalcaemia on initiation of therapy. In the presence of symptoms
indicative of hypercalcaemia (e.g. thirst), hypercalcaemia should be
excluded.
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