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Treatment of prostate cancer suitable for hormonal manipulation.

Breast cancer in pre-menopausal women suitable for hormone manipulation.
Endometriosis.

Assisted reproduction: pituitary down regulation in preparion for superovulation.
Endometrial thinning: Zoladex is indicated for the prethinning of the utetine
endometrium prior ro endometrial ablation or resection.

Uterine Fibroids: For reduction of fibroid size prior to surgery.
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4.4 Special warnings and precautions for use

There is no data on removal or dissolution of the implant.

There is an increased risk of incident depression (which may be severe) in patients

undergoing treatment with GnRH agonists, such as Goserelin. Patients should be informed
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accordingly and treated as appropriate if symptoms occur. Carefully monitor patients with

known depression or history of depression.

Patients with hypertension should be monitored carefully, as should patients with risk factors
for diabetes with treatment initiated, if appropriate, according to national guidelines.

Females

Tumour Flare

Initially, breast cancer patients may experience a temporary increase in signs and

symptoms, which can be managed symptomatically.

Hypercalcemia:

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.

Fertile women should use non-hormonal contraceptive methods during treatment with

Zoladex and until reset of menstruation following discontinuation of treatment with Zoladex.

Rarely, some women may enter the menopause during treatment with LHRH analogues and

not resume menses on cessation of therapy. Whether this is an effect of Zoladex treatment or

a reflection of their gynaecological condition is not known.

4.8 Undesirable effects
Table 1 ZOLADEX 3.6 mg adverse drug reactions presented by MedDRAfrequeney-and
System Organ Class (SOG)

SOC Frequency Males Females

Very rare Pituitary tumour Pituitary tumour
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Neoplasms benign, Not known N/A Degeneration of uterine
malignant and fibroid
unspecified (including
cysts and polyps)
Blood and lymphatic Not knowni Anaemia, Leucopenia [Anaemia, Leucopenia and
system disorders and Thrombocytopenia | Thrombocytopenia
Immune system Uncommon Drug hypersensitivity  |Drug hypersensitivity
disorders Rare Anaphylactic reaction |Anaphylactic reaction
Endocrine disorders Very rare Pituitary haemorrhage |Pituitary haemorrhage
Metabolism and nutrition |Common Glucose tolerance (see Not known)N/A
disorders impaireda

Uncommon N/A Hypercalcaemia

Not knowni (see common) Glucose tolerance

impaired

Psychiatric disorders

Very common

Libido decreased?

Libido decreasedP

Common Mood changes, Mood changes,
depression depression
Very rare Psychotic disorder Psychotic disorder
Nervous system Common Paraesthesia Paraesthesia
disorders Spinal cord N/A
compression
N/A Headache
Not known Memory impairment Memory impairment
Cardiac disorders Common Cardiac failuref, N/A
myocardial infarctionf
Not known QT prolongation (see |QT prolongation (see

sections 4.4 and 4.5)

sections 4.4 and 4.5)

Vascular disorders

Very common

Hot flushp

Hot flushP

Common Blood pressure Blood pressure abnormalc
abnormale
Not known Pulmonary embolism [Pulmonary embolism
Hepatobiliary disorders  |Not knowni Hepatic dysfunction Hepatic dysfunction and

and Jaundice

Jaundice

Skin and subcutaneous

tissue disorders

Very common

HyperhidrosisP

Hyperhidrosisb, acnei

Common

Rashd

Rashd, alopeciag
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breast disorders

Not Known Alopeciah (see Common)
Musculoskeletal, Common Bone paine (see Not known) N/A
connective tissue and (see Uncommon) Arthralgia
bone disorders Uncommon Arthralgia (see Common)

Not knowni (see Common) Bone pain
Respiratory, thoracic and |Not knowni Interstitial lung disease |Interstitial lung disease
mediastinal disorders
Renal and urinary Uncommon Ureteric obstruction N/A
disorders
Reproductive system and |Very common Erectile dysfunction N/A

N/A Vulvovaginal dryness
N/A Breast enlargement
Common Gynaecomastia N/A
Uncommon Breast tenderness N/A
Rare N/A Ovarian cyst
N/A Ovarian hyperstimulation
syndrome (if
concomitantly used with
gonadotrophins)
Not known N/A Withdrawal bleeding (see

section 4.4)

General disorders and

administration site

Very common

(see Common)

Injection site reaction

decreased (see section

4.4), weight increased

Common Injection site reaction |(see Very common)
conditions N/A Tumour flare, tumour pain
(on initiation of treatment)
Not knowni Tumour flare (on (see common)
initiation of treatment)
Investigations Common Bone density Bone density decreased

(see section 4.4), weight

increased

ba A reduction in glucose tolerance has been observed in males receiving LHRH agonists. This may

manifest as diabetes or loss of glycaemic control in those with pre-existing diabetes mellitus.




b These are pharmacological effects which seldom require withdrawal of therapy. Hyperhidrosis

and hot flushes may continue after stopping ZOLADEX.

¢ These may manifest as hypotension or hypertension, have been occasionally observed in

patients administered ZOLADEX. The-changes-are-usualy-transientresolving-either-during

sith 7O AD Rarely h chanaes-have-been

d These are generally mild, often regressing without discontinuation of therapy.

e Initially, prostate cancer patients may experience a temporary increase in bone pain, which can
be managed symptomatically.

f 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.

9 Loss of head hair has been reported in females, including younger patients treated for benign
conditions. This is usually mild but occasionally can be severe.

h Particularly loss of body hair, an expected effect of lowered androgen levels.

i In most cases acne was reported within one month after the start of ZOLADEX.

i Frequency of the adverse drug reactions is based on spontaneous data.

Description of selected adverse event
Post kel .

Blood pressure abnormal: The changes are usually transient, resolving either during

continued therapy or after cessation of therapy with Zoladex. Rarely, such changes

have been sufficient to require medical intervention, including withdrawal of

treatment from Zoladex.

In addition, the following adverse drug reactions have been reported in women treated for

benign gynaecological indications:

6.3 Special precautions for storage

Do not store above 25°C.

Store in the original package

1D2'D DIXY [17vV2 D''NINNN DTV +

XY nyon 4




MO0 *XNY NYOIN

(10 110 1 590nn "NY NMNMPY Y10°) TIkn NP DYDY MEZNINNN "KM N9 IN

ANXY (DTN 12N™) 0M0N A (NN MY12Y 19X *KN% MyDIN DN .Nyr 0N 92
OpPTo1T NPOON

NIIX X1 NP NN Npwna N

NPITAN DI1PN2 NIN'O1 ,MMMINTX ,0INYT ,AXD ,NMM2N

:(10 110 1 5910n 1YY NP Y10°) Manp DAY NMYNNAN "kMY Ny N

X912 MY Y1 .01 Nr DX )N JNN2 N1'YA IX INNN 222 0D°ARD

X91Y N2 ¥ ,NN1R D OX .919°0N 1Y NN NIANY "axd

15 110N Y¥ D'NIVSNADA NMIAT NNANN 1DONN 919°Vn 1Y NNA

D8Vn MS*Oo¥a nTn
D72 12100 MN1A NMHY

D™Y20N IX DTN MYAsNA H1NM
7y2 NNMo

WY NI

Spwna nmby

DP9 "aXD

2% 9pNn X 2% MPSNA DT

DTN Yn'?l oMY
D™ TYN Y¥ MY NIN'O)

(%271 5511) NN av¥na oMY

(10,000 71nn 1 Y9101 1YY Mph Y107) TIkn NPT DNNY2 NMZNNNNAN "RMY NMyOIN

OpPTo1T ,NMNN NOM NV1IY2] Y1 T2 DR 12D OX ,IX NMNN NN NVIY22 7172 NNNSBNN
NINN NN NV1IY2D 01T .NNYT TIRN T NYOIN .D1NPY IX DNTY J17A% DA Ddy
.NNDN TIAK ,N™RY IR ,NRPN IX 19N ,DWP WK "AXDY D1NAY D)1 At

NVIT XY NN MNNnn XN NMyon

DT DMWY
NaNY 9210 Tada1 Mya

NN1 1¥1p IX TN DAXDY -001AN0 MK DT »hp

NANN 1122)-MXM NPYT23 0 MIT-1\13 NN DMPY 0'1N0NN NI NPT "onn
(>ven nnwa wp

(QT yupn no>xn) ECG-ap™w__ e

1NDT2 NY*2D




:D"INIONN DIDTYY? Xgn
.DITX Y2aX] [nIon VOV 'Y
2INX2 YIAX 'MINN VOV 'Y

2v2%7 N1O T 2V 0'09TIN 072177 N1 ,NIRMAN TIWN TNXKAY NISINNN 1ARN2 009N DAI7YN
.DIwnn

,227 T2
TN Nw

Minn nnpn
n"ya (7R NPITNNVOXR

4464301 x20 19> 1 y1' 'y ‘M ,n""ya (7xw') ppraTavoX

09-7406527 opzo 073-2226067 1970



