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TIBOLONE 2.5MG TABLETS

PL 00530/0708
PL 00530/0770
PL 00530/0771

LAY SUMMARY

The Medicines and Healthcare products Regulatory Agency (MHRA) has granted Norton
Healthcare Limited (trading as Ivax Pharmaceuticals UK Limited) Marketing Authorisations
(licences) for the medicinal product Tibolone 2.5mg Tablets (PLs 00530/0708, 0770-1). This
is a prescription only medicine [POM] used to relieve the symptoms of menopause. It can also
be used to prevent thinning of the bones (known as osteoporosis) in those who are at high risk
of future fractures but cannot take other medicines for this purpose.

This product contains the active ingredient tibolone which belongs to a group of medicines
called hormone replacement therapy (HRT). However, unlike most other HRTs that are actual
hormones, tibolone is broken down in the body to produce hormones.

The clinical data presented to the MHRA, before licensing, demonstrated that Tibolone 2.5mg
Tablets is essentially similar or equivalent to the approved product, Livial 2.5mg Tablets, and
as such can be used interchangeably.

No new or unexpected safety concerns arose from these three identical applications and it was

decided that the benefits of using Tibolone 2.5mg Tablets outweigh the risks, hence
Marketing Authorisations have been granted.
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INTRODUCTION

Based on the review of the data on quality, safety and efficacy the UK granted marketing
authorisations for the medicinal product Tibolone 2.5mg Tablets (PLs 00530/0708, 0770-1) to
Norton Healthcare Limited (trading as Ivax Pharmaceuticals UK Limited) on 10 April 2006.
The product is a prescription only medicine.

The applications were submitted as abridged applications according to Article 10.1(a)(iii) of
Directive 2001/83/EC, as amended, claiming essential similarity to Livial 2.5mg Tablets (PL
00065/0086), granted 5 March 1991.

This product contains the active ingredient tibolone and is indicated for use in the treatment of
estrogen deficiency symptoms in postmenopausal women, more than one year after the
menopause, and in the prevention of osteoporosis in postmenopausal women at high risk of
future fractures when other treatments for this indication are considered unsuitable (eg, in the
case of intolerance or contraindications).

Tibolone is rapidly metabolised into three compounds which all contribute to its
pharmacological effects. Two of these metabolites (3a.-OH-tibolone and 33-OH-tibolone)
have predominantly estrogenic activity, whereas the third metabolite (A4-isomer of tibolone)
and the parent compound have predominantly progestogenic and androgenic activities.
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PHARMACEUTICAL ASSESSMENT

PL Number: PLs 00530/0708, 0770-1

Name of Product: Tibolone 2.5mg Tablets

Actives: Tibolone

Company Name: Norton Healthcare Ltd (T/A Ivax Pharmaceuticals UK)
E.C. Directive: 2001/83/EC Article 10.1(a)(iii)

Legal Status: POM

INTRODUCTION

Legal basis

These are national abridged applications for Tibolone 2.5mg Tablets, submitted under Article
10.1(a)(iii), as amended, claiming essential similarity to Livial 2.5mg Tablets (PL
00065/0086, granted 5 March 1991), marketed by Organon Laboratories Ltd., UK, also used
in the bioequivalence study.

The fee category for PL 00530/0708 is complex abridged. This is accepted as the active
substance tibolone is from a new source not previously approved in the UK licensed product.
PLs 00530/0770-1 are duplicates of PL 00530/0708 and are assessed in parallel.

Use

The tablets are indicated for use in women only for the treatment of estrogen deficiency
symptoms in postmenopausal women, more than one year after the menopause, and
prevention of osteoporosis in postmenopausal women at high risk of future fractures when
other treatments for this indication are considered unsuitable (eg, in the case of intolerance or
contraindications). The dosage is one tablet per day.

TSE

Confirmation has been provided that lactose monohydrate and spray dried lactose used in the
tablet are derived from the milk of healthy cows, fit for human consumption. It is also
confirmed that no animal derived materials, other than the calf rennet, are used.

Satisfactory TSE declarations have been provided for ascorbyl palmitate, tri-sodium citrate
dihydrate and magnesium stearate (vegetable grade). Similar TSE statements for
croscarmellose and pregelatinized starch have been supplied.

A satisfactory TSE statement is provided for the drug substance, tibolone.

The product is therefore Annex II according to MCA (now MHRA) letter dated 7 July 2000.
Background

There were no generic licences approved for tibolone.

The applications from Norton Healthcare Ltd. are presented in the Common Technical
Document (CTD) format.
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DRUG SUBSTANCE
A source of the active substance tibolone is proposed. The active from this source is not
approved for use in a UK licence and is the subject of a drug master file. Full assessment of

the DMF has been carried out.

A copy of the current DMF edition of the applicant’s part has been provided in the CTD
format. A letter of access is provided.

A drug substance specification is provided by the active ingredient manufacturer (AIM).
Control of drug substance
Specification

A satisfactory drug substance specification has been provided by the finished product
manufacturer.

The specification meets the requirements of ICH guidelines, with respect to specifications for
residual solvents (CPMP/ICH/283/95), and with the Ph.Eur. (4th Edition) General Monograph
for Substances for Pharmaceutical Use, with respect to related substances.

Satisfactory Certificates of Analysis have been supplied.

Analytical procedures

Satisfactory analytical procedures are described.

Validation of analytical procedures

Validation protocols and reports for assay, related substances and residual solvents, generated
by the AIM, are described.

Batch analysis

The results for the batches provided by the applicant are within specification. Certificates of
Analysis from the AIM for batches of tibolone are also satisfactory.

Justification of specification
No pharmacopoeial monograph exists for tibolone. It is stated that the AIM has developed
methods and specifications, based upon current guidelines. Standard pharmacopoeial tests and

requirements are applied, where applicable.

Drug purity is established and related substances are controlled. The limits are set on the basis
of laboratory, pilot scale-up batches and general pharmacopoeial references.

The limits applied for residual solvents are in line with ICH guidelines.

The methods used for the control of active substance are considered appropriate to guarantee
the quality from batch to batch.
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Reference standards

Satisfactory primary and working reference standards have been described. Certificates of
Analysis are provided by the AIM.

Impurity standards used by the AIM are described. Certificates of Analysis are provided.
Container closure system

A satisfactory description has been provided by the applicant.

Stability of tibolone

The proposed shelf life is acceptable and based on satisfactory stability data provided for
batches stored at ICH conditions.

DRUG PRODUCT
Composition of the medicinal product

The composition is given in the table below.

Ingredients Reference
Standard
Active ingredient
Tibolone In-house
Excipients
Lactose monohydrate Ph.Eur.
Starch pregelatinized Ph.Eur.
Ascorbyl palmitate Ph.Eur.
Tri-sodium citrate dihydrate Ph.Eur.
Sodium lauryl sulphate Ph.Eur.
Purified water (not present in final product) Ph.Eur.
Lactose spray dried Ph.Eur.
Croscarmellose sodium Ph.Eur.
Magnesium stearate Ph.Eur.
Container

Tibolone tablets are packed in PVC/PVdC Aluminium foil blister pack containing 28, 30, 60,
84 and 100 tablets.

Development pharmaceutics

The aim was to develop a stable tablet containing 2.5mg tibolone, pharmaceutically
equivalent to the innovator product, Livial 2.5mg Tablets (Organon).

Drug substance

Tibolone is a crystalline material with poor flow properties and practically insoluble in water.
It is a mixture of known polymorphs Form I and Form II. The particle size of the drug
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substance is likely to be critical for a relatively low dose formulation and for dissolution due
to low aqueous drug solubility.

Excipients

The excipients chosen for Tibolone 2.5mg Tablets are based on the public information
available for the innovator product and development trials. The excipients are all
pharmacopoeial grade and are routinely used in the pharmaceutical industry.

Formulation development

The applicant had established from the 1996 edition of L informatore Farmaceutico (Italy)
that Livial contains lactose, starch, ascorbyl palmitate and magnesium stearate as inactive
ingredients and the product is manufactured by a direct compression process. The applicant
characterised four batches of Livial 2.5mg tablets (UK) for physical attributes, including
dissolution.

Excipients were selected for initial development on the basis of preformulation studies.

The formulation trials were carried out and evaluated for in vitro comparison of the innovator
tablets. The formulation and process parameters were varied in the trials so as to match the
drug release with that of the innovator product.

Dissolution

Comparative dissolution profiles are provided for the test product biobatch and the reference
product biobatch. This is acceptable.

Pharmacokinetic studies

An in vivo biostudy (Protocol P020214) was performed. The study was conducted as an open
label, randomised, two-way, crossover, single dose study to compare the oral bioavailability
of Tibolone test product by Ivax with reference product Livial. The test product was
manufactured to the proposed marketing formula and an acceptable batch size. Satisfactory
Certificates of Analysis are provided for the biobatches.

Twenty-six healthy postmenopausal women volunteers were included in the bioequivalence
study. The study medication (2.5mg tibolone as the test product or as Livial reference
product) was administered under fasting conditions. The two treatment periods were separated
by a washout period of 2 weeks.

Blood samples were taken just before the start of a dose and at 0.25, 0.5, 1.00, 1.5, 2.0, 2.5,
3.0,4.0, 5.0, 6.0, 8.0, 12.0 and 24 hours post dose The sampling period is considered suitable.
The ratio of AUC,./AUC,_, for the test and reference is around 0.89 for test and reference
product, i.e. >0.80.

Plasma concentrations of tibolone were determined using a validated method.
The pharmacokinetic parameters (tmax, Cmax, AUCo+ and AUC,_,) were determined for the test
and reference drugs. The two formulations were compared by ANOVA applied to log

transformed data. Bioequivalence was demonstrated for the Cp.x and AUCs using 90% CI
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around test/reference ratios. For the tn,x, a non-parameteric method was used. The data are

given below:

N=26 Crnax Tnax T AUC,¢ AUC, F (rel)

(pg/ml) (h) (h) (h.pg/ml) (h.pg/ml) based on
AUCo-a

Test 1377 0.50 5.59 2636 2963 0.92

Product, CvV=44 (0.25-2.0) | CV=48 | CV=57 CV=53 (0.63-1.32)

N01060

Livial 1373 1.00 5.24 2935 3293 -

Reference | CV=51 (0.50-2.5) | Cv=43 CV=45 CV=44

product

Point 1.00 NS* 0.90 0.90

estimate™*

90% CI** | (0.88-1.15) (0.84-0.96) | (0.84-0.96)

*Wilcoxon signed rank test
**90% geometric Confidence Interval using In-transformed data.

Based on AUC,_, m the mean relative bioavailability (F rel) was 0.92. The bioavailability
parameters (AUC,.o, AUC,.: and Cyax) were within the 90% CI limit of 0.80-1.25. Therefore,
the two products are considered bioequivalent, in line with NfG CPMP/EWP/QWP/1401/98
“The Investigation of Bioavailability and Bioequivalence”.

Container closure system

The container is the blister pack, PVC/PVAC Aluminium foil with heat seal lacquer.

Microbiological attributes

Not given. The microbiological attributes are controlled in the finished product specification
to Ph.Eur. 5.1.4 category 3A and acceptable.

Compatibility

Not given, but can be inferred from the product stability data, and are acceptable.
Manufacture

GMP statement and manufacturing chain

A suitable site of manufacture, assembly, QC, storage, batch release and distribution is
named. A satisfactory copy of a manufacturing licence issued by the Irish Medicines Board is
provided. This site has been approved for the manufacture of other UK licensed solid
products.

The site of distribution and batch release is Norton Healthcare UK, T/A Ivax Pharmaceuticals
UK, Royal Docks, London E16 2Q)J. Satisfactory copies of WL/530/1 and WI/530/1 are
provided.
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Description of the manufacturing process

A satisfactory formula, flow diagram and description of manufacture are provided.

Critical phases of the manufacturing process have been satisfactorily identified and
appropriate in-process controls are in place. The analytical methods and limits are the same as
those used in finished product testing and comply with current guidelines and accepted.

No process validation data are provided. The applicant will undertake this during the
manufacture of the first three commercial batches. A satisfactory validation protocol is
provided.

Satisfactory in-process batch data for the biobatch/stability batches have been provided. These
data demonstrate homogeneity of blends/tablets and consistent manufacture.

Control of excipients

Excipients included in a pharmacopoeia

The list of excipients, complying with Ph.Eur. requirements are given under “Composition of
the medicinal product” above. None of the excipients are TSE risk materials. Magnesium

stearate is derived from vegetable sources.

For each excipient, satisfactory supplier Certificates of Analysis and tests carried out on
receipt by the product manufacturer have been provided.

Control of drug product
Specifications

The finished product specifications (release and shelf life) for Tibolone 2.5mg Tablets are
provided.

The range of specification tests comply with the ICH guideline Q6A and Ph.Eur.
requirements for tablets.

The microbial contamination test and limits comply with Ph.Eur. monograph, 5.1.4 Category
3A.

Analytical procedures
Satisfactory methodology and validation data are provided.
Batch data

Satisfactory data are provided for batches manufactured at the proposed site and are
considered representative of the product to be marketed.

Characterisation of Impurities

This is satisfactory.
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Reference samples

Primary and working reference standards are described. The Certificates of Analysis provided
are considered satisfactory.

Container closure system

Satisfactory details of product construction, supplier’s and in-house specifications and
Certificates of Analysis are provided. Data are also provided confirming compliance with EU
directives, FDA and BGA regulations.

Stability of drug product

Standard storage conditions

A shelf life of 24 months with no storage precautions is proposed.

Pilot scale batches manufactured at the proposed site are used in the stability studies. The
samples are representative of the product to be marketed in the proposed pack and also in bulk
container. The stability of the innovator product, Livial 2.5mg tablets, is also compared with
the test product.

The stability programme complies with current ICH guidelines, NfG CPMP/QWP/122/02
“Stability Testing on Active Substances and Finished Products”. The programme is to
continue to confirm or extend the shelf life. The stability programme is satisfactory.
Comparative stability data with the innovator product is provided.

No significant change in moisture, dissolution and assay are reported for the proposed tablets
stored up to 6 months at 25°C/60%RH, 30°C/60%RH and at 40°C/75%RH. The data are
comparable to those for Livial.

The results support the proposed shelf life of 24 months with no conditions.

Bioanalytical methods and validation

Satisfactory methodology and validation data are provided.

QUALITY OVERALL SUMMARY

This is satisfactory.

ESSENTIAL SIMILARITY

The following data support essential similarity:

a)  Acceptable bioequivalence between test and reference product.

b)  Comparative dissolution profiles are provided for test and reference product.

c)  The related substances are consistent with the brand leader.

d)  The active substance conforms to the ICH guidelines.

The product is considered essentially similar to the reference product.
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PRODUCT BRAND NAME

This is generic and considered satisfactory.

PRODUCT PARTICULARS

Summary of Product Characteristics

This is satisfactory.

Patient Information leaflet

A coloured mock-up is provided.

Labelling

Coloured mock-ups are provided for the carton and blister strip.
MARKETING AUTHORISATION APPLICATION FORMS
These are satisfactory.

CONCLUSION

Marketing authorisations may be granted for these products.
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PRECLINICAL ASSESSMENT

No new preclinical data have been supplied with these applications and none are required.
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CLINICAL ASSESSMENT

PL Number: PLs 00530/0708, 0770-1

Name of Product: Tibolone 2.5mg Tablets

Actives: Tibolone

Company Name: Norton Healthcare Ltd (T/A Ivax Pharmaceuticals UK)
E.C. Directive: 2001/83/EC Article 10.1(a)(iii)

Legal Status: POM

INTRODUCTION

Type of application and aspects on development

These are national abridged generic applications submitted under Article 10.1(a)(iii) of
Directive 2001/83/EC, as amended, for the treatment of postmenopausal estrogen deficiency
symptoms. The applicant claims essential similarity to Livial (Organon Laboratories: PL
00065/0086) which has been licensed in the EU for more than 10 years and is currently
licensed in the UK.

The drug is well established for use in the requested indication.

PLs 00530/0770-1 are duplicate applications of PL. 00530/0708 and the applicant has
confirmed that they have submitted copies of Modules 1 and 2 only and that modules 2,3, 4
and 5 supporting PL 00530/0770-71 are identical to those submitted with PL 00530/0708.
Good Clinical Practice (GCP) aspects

The single bioequivalence study supporting these applications was conducted according to
GCP.

Orphan medicinal products
N/A
CLINICAL PHARMACOLOGY

Tibolone has the chemical formula C,;Hy30; i.e. (7oc,170c)-17-hydroxy-7-methyl-19-
norpregn-5(10)-en-20-yn-3-one.

The known pharmacokinetic (PK) and pharmacodynamic (PD) aspects have been reviewed in
the Clinical Overview.

Pharmacokinetics
Introduction

Apart from a single bioequivalence study (Study P020214), no new PK studies have been
performed.
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Absorption
Bioequivalence (Study P020214)

The appropriate comparator, Livial (Organon), was used. This was an open-label, two-way,
crossover, single-dose study designed to compare the oral bioavailability of the proposed
product Tibolone (IVAX) with Livial. The study population consisted of healthy
postmenpausal, female volunteers. There was an adequate, two-week, washout period
between study arms. The protocol underwent appropriate ethical clearance and complied with
GCP.

Pilot study
The main study was preceded by a pilot study designed to optimise the blood sampling

schedule in the main study and to calculate definitive sample size based on power estimate. It
was conducted in 6 healthy post-menopausal women using the same protocol and
inclusion/exclusion criteria. PK parameters including Cnax, Tmax, ts, AUCorand AUCy., were
measured and as a result of the pilot, an additional blood sampling time point was added to
improve the estimation of Cpax and Tpax.

Main study
26 healthy post-menopausal Caucasian women (FSH >40IU/L; estradiol <20pg.ml) aged 40-

70 years were enrolled. The study medication (test product: 2.5mg Tibolone or reference
product: Livial) was administered under fasting conditions. Blood samples for assay were
collected immediately prior to dosing, then at 0.25, 0.5, 1, 1.5, 2, 2.5, 3, 4, 5, 6, 8, 12 then 24h
post dosing.

Blood samples were taken for laboratory safety tests at screening and at the end of the study.

The geometric mean, SD and CV% for the PK parameters for Test and Reference product are
shown in Table 1.

Table 1: Comparative PK parameters

N=26 Coax | Tmax | Tiag' ty, AUC ¢ AUC F rel’
pg/ml | h h h h*pg/ml h*pg/ml
TEST Geom | 1377 | 0.5 0.00 5.59 2636 2963 0.92
Tibolone | Mean [0.25- [0.00- [0.63-
CV% 2.00] | 0.00] 1.32]
44 48 57 53
REF Geom | 1373 | 1.00 0.00 5.24 2935 3293 -
Livial Mean [0.50- [0.00-
CV% 2.50] | 0.00]
51 43 45 44 -
Point Estimate | 1.00 | NS 0.90 0.90
90% CI [0.88- [0.84-0.96] | [0.84-0.96]
1.15]

#=median (min-max) value

(1)=Wilcoxon signed rank test

The study findings show that tibolone is rapidly absorbed from both formulations and

maximum plasma concentrations (Tna.x) Was achieved 0.25 - 2h post ingestion for the test
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product cf. 0.5 - 2.5h for the reference product and no statistical difference in median Ty« for
the two products was found. Mean C,,,x was around 1375pg/ml for both.

Plasma concentrations declined bi-exponentially and the mean Ty, was comparable at 5.59h
for the test, and 5.24h for the reference product.

Overall the mean AUC,.; and AUC., were 10% lower for the test product, compared with the

reference product. For AUC,.,, the mean relative bioavailability (F rel) was 0.92 (range 0.63-
1.32).

There was marked inter-individual variability in the measured PK parameters (Cpax, ty, and
AUCy.»), the CV% being between 43% and 53%, but this was similar for both the test and
reference formulations. The estimation based on residual variability of the ANOVA was
lower for Cpax (29%) and AUCy. (13%). No period or sequence effect was found. Intra-
individual variation was found to be less marked.

From the data it can be concluded that the 90% ClIs of the Cyax, AUCy.o and AUCy. point
estimates were within the 0.80-1.25 range (0.88-1.15; 0.84-0.96 and 0.84-0.96, respectively).
The pre-specified CPMP criteria for bioequivalence, in terms of both rate and extent of
absorption, were therefore satisfied in this study.

Safety findings are discussed under “Clinical Safety”.

Assessor’s comment

Bioequivalence has been adequately demonstrated. Although the mean AUC,.., and AUC
were both 10% lower for the test product, the 90% ClIs were nevertheless within the
acceptance range and the small difference is therefore considered to be of no clinical
relevance.

Distribution and elimination

No data are available on the distribution or elimination of tibolone itself (until recently there
has been no available assay for unchanged tibolone). The ty, of 14C-radiolabelled tibolone is
around 45h. Protein-binding (albumin) is 96.3%. Tibolone and its metabolites have a low
binding affinity for SHBG. Excretion is mainly via the faeces (60%), the rest is renal (40%).
Entero-hepatic circulation does not occur.

Metabolism

Tibolone is known to be rapidly converted into three metabolites with different estrogenic and
progestogenic properties: a 3oc(OH) metabolite, a 3(OH) metabolite and a 4-ene-isomer.
This aspect is reviewed more fully in the Clinical Overview. Since cytochrome P450 is not
involved in the major metabolic routes and tibolone and its metabolites are only weak
inhibitors of cytochrome P450, clinically relevant interactions at the CYP450 level are not
expected.

Pharmacokinetics of metabolites

No new studies have been conducted.
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Intra- and inter-individual variability

This has been discussed above. The proposed product shows a similar degree of inter-
individual variability compared to Livial.

Special populations

No new studies have been performed.
The product is unsuitable for children.
Interactions

No new studies have been performed. The proposed Summary of Product Characteristics
(SPC) contains the same information as that of the reference product, Livial.

Assessor’s overall conclusions on pharmacokinetics

The current state of knowledge has been adequately reviewed by the applicant. Apart from a
bioequivalence study to establish essential similarity, no new data are provided and none are
required for this type of application. The bioequivalence study has established that both the
rate and extent of absorption of the proposed formulation are equivalent to that of the
reference product, Livial.

Pharmacodynamics
Introduction

Tibolone is a synthetic steroid which is structurally related to the progestogens norethynodrel
and norethindrone, which are 19-nortestosterone derivatives. It has relatively weak
estrogenic, progestogenic and androgenic properties; relative potencies being 1/10th that of
estradiol, 1/8th that of norethisterone and 1/50th that of methyltestosterone.

Mechanism of action

A comprehensive literature review of both pre-clinical and clinical data is included in the
Clinical Overview. The mechanism of action is complex and not fully understood.

Primary pharmacology

It is likely that the estrogenic or progestogenic properties vary depending upon the target
tissue. Progestogenic effects predominate in the endometrium and there appears to be no
estrogenic effect on breast, as shown by breast density measurements using mammography
and low incidence of mastalgia. The effects on bone are probably via the estrogen receptor.
Tibolone has an effect on endorphin levels and acts centrally to affect the thermoregulatory
system — these two actions may account for the beneficial effects reported on mood and
reduction in hot flushes/night sweats.

Secondary pharmacology

Unlike unopposed estrogen therapy, tibolone does not appear to cause endometrial
hyperplasia/cancer. It is associated with a reversible effect on lipids: reduction in triglycerides
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as well as VLDL and HDL (particularly apolipoprotein Al). LDL and total cholesterol are not
affected. Compared with ethinylestradiol, tibolone is associated with lower levels of factor
VII and VIII and higher levels of antithrombin III. It reduces serum fibrinogen, plasminogen-
activator-antigen and plasminogen-activator-inhibitor-1 and increases plasminogen and
antitrypsin-plasmin complex. There is no apparent effect on coagulation variables but this has
not been fully evaluated. Tibolone stimulates fibrinolytic activity but appears to have no
significant effect on haemostasis. A mild effect on glucose tolerance has been reported but
fasting glucose and glycosylated proteins remain within the normal range. No clinically
significant effects on BP or body weight have been reported.

Relationship between plasma concentration and effect

No new data are available. In humans, a daily dose of > 2.5mg suppresses FSH and LH levels
and relieves postmenopausal symptoms. A daily dose of 1.25mg has inconsistent effects and
doses of 5mg may be associated with vaginal bleeding.

Assessor’s overall conclusions on pharmacodynamics

The current state of knowledge has been adequately reviewed by the applicant. No new data
are provided and none are required for this type of application.

CLINICAL EFFICACY

Introduction

Tibolone formulations have been licensed for more than 10 years in the EU, including the
UK, for the treatment of estrogen deficiency symptoms and as (now second-line) therapy for
prevention of post-menopausal osteoporosis.

Dose-response studies and main clinical studies

No new studies have been performed and none are required for these applications.

Review of the literature

A full review of the literature on efficacy has been submitted in the Clinical Overview.
Vasomotor symptoms

Nine randomised trials (plus some non-randomised trials) have examined the effects of
tibolone on vasomotor symptoms. Most of the studies compared tibolone with placebo but
some compared it with conventional HRT. Tibolone has been shown to be superior to placebo
with no evidence of tachyphylaxis.

The active comparator studies have generally shown that the effect of tibolone is
quantitatively similar to conventional HRT (estrogen or estrogen+progestogen) and the

absence of vaginal bleeding and low incidence of mastalgia with tibolone are welcomed by
many patients.
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Mood

This is a difficult parameter to assess and is linked to other menopausal symptoms including
sleep disturbance/fatigue. The literature is conflicting but on balance there may be some
beneficial effect.

Libido

This is a poorly understood area. The weak androgenic effect may theoretically improve
libido but again the literature is conflicting although most studies show superiority relative to
placebo, but not to estrogen alone, and some data appear to show superiority relative to the
estrogen/norethisterone combination.

Other climacteric symptoms

Symptoms such as headache, insomnia, fatigue, dizziness and palpitations have been
examined in some studies. There may be some evidence of a beneficial effect but there are
conflicting findings.

Prevention of postmenopausal osteoporosis

The literature is reviewed in the Clinical Overview. Comparative studies have shown that
tibolone is as efficacious as 2mg oral, 50pg/day of transdermal estradiol or standard doses of
alendronate.

Assessor’s overall conclusions on clinical efficacy

Provided, as is the case, essential similarity based on bioequivalence to Livial is
demonstrated, efficacy for the licensed indications for Livial is assumed and no new efficacy
data are required. Since the applications were submitted, a safety restriction has been put into
place. As a result, tibolone (and conventional HRT) may now only be licensed as second-line
therapy for prevention of osteoporosis ‘in postmenopausal women at high risk of future
fractures who are intolerant of, or contraindicated for, other medicinal products approved for
the prevention of osteoporosis’.

CLINICAL SAFETY

Introduction

Concerns regarding the safety of conventional HRT have been highlighted by the early
termination of part of the Women’s Health Initiative (WHI) trial which showed a small, but
increased, risk of developing breast cancer, cardiovascular disease, stroke and thrombotic
events with one particular type of HRT combination.

Apart from the limited safety data derived from the bioequivalence study discussed above, no

new clinical safety data have been submitted with this application and none are required as the
same safety profile as Livial can be assumed.
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Study P020214
Patient exposure

26 subjects received both Tibolone (IVAX) and Livial and all received a total of 5.0mg of
tibolone (2.5mg in each treatment arm).

Adverse events

No serious adverse events (AEs) were reported. A total of 7 AEs were reported in six subjects
and all were either mild or moderate in severity. Of these, 4 AEs were reported while taking
the test product (Tibolone, IVAX): 3 headaches and one episode of vomiting - considered
possibly or probably related to treatment. In subjects taking the reference product, Livial,
three AEs were reported: an episode of hot flushes, one episode of rhinitis and one headache.
The hot flushes and headache were considered possibly related to study medication but the
rhinitis was considered unlikely to be related. Only one AE required treatment i.e.
paracetamol for headache.

Literature review

The literature has been reviewed in the Clinical Overview. No new findings have been
reported which would impact on the SPC wording for Livial to which the proposed wording
for Tibolone (IVAX) should be consistent. The commonest reported adverse effects
associated with tibolone therapy are weight gain, acneform rash, seborrhoeic dermatitis,
dizziness, headache, gastrointestinal symptoms, increased facial hair and pretibial oedema.
However, the frequency is comparable to that on placebo.

The incidence of breakthrough bleeding on tibolone taken within the first year of the
menopause is about 20%. Patients who have detectable levels of estrogen and who are
younger/recently menopausal are the group most likely to bleed. The incidence in older
women was found to be about 7% in one study.

Endometrial hyperplasia is not associated with tibolone treatment; the endometrium is
unchanged or becomes atrophic. One study involving 85 women who presented with
postmenopausal bleeding while on tibolone revealed the presence of endometrial polyps in
72%. It is unclear whether there is a causal link with tibolone therapy.

In light of the WHI and Million Women Studies, a major concern regarding long-term use of
HRT is the potential association with carcinoma of the breast. It is well known that
conventional HRT with estrogen, alone or in combination with a progestogen, changes the
density of breast tissue on mammography which may be associated with subsequent
malignancy. Tibolone has been shown to have tissue selectivity and with its metabolites will
reduce the estrogen level in breast tissue mainly by inhibition of sulphatase activity (which
transforms estrone sulphate to estrone). Clinical studies support the hypothesis that tibolone is
less stimulatory to breast tissue than conventional HRT. There is currently controversy about
the use of tibolone in patients who have had carcinoma of the breast and in the Livial SPC the
use of tibolone is, at the moment, contraindicated in the presence of any hormone-dependent
tumour. An international multicentre randomised trial known as the LIBERATE (Livial
Intervention following Breast cancer: Efficacy, Recurrence, And Tolerability Endpoints)
study, is designed to investigate the possible benefits of tibolone (Livial) in women with a
history of breast cancer who are experiencing menopausal symptoms. The aim is to recruit

MHRA: PAR - Tibolone 2.5mg Tablets PL 00530/0708, 0770-1 21



2,600 women and to look at breast cancer recurrence and Quality of Life (QoL) over a
minimum 5 year period. The findings will be of great interest.

Post marketing experience

There are no new data to impact on the established SPC wording for the reference product,
Livial, with which the proposed product should be consistent.

Assessor’s overall conclusions on clinical safety

The wording in the proposed SPC is consistent with the experience to date with tibolone, the
SPC for the reference product Livial and takes into account the latest safety wordings for the
core HRT text based on the WHI/MWS study findings.

CLINICAL EXPERT

A qualified Clinical Expert is named.

SPC/PIL AND LABEL

Satisfactory.

OVERALL RISK-BENEFIT ASSESSMENT

The efficacy of tibolone in the treatment of postmenopausal symptoms is established and
these products which, on the basis of bioequivalence, have been demonstrated to be
essentially similar to the innovator reference product Livial, would be expected to have
equivalent efficacy in the approved indications. There are no recent safety concerns apart
from those arising from the WHI/MWS which are already incorporated into the Livial SPC
and have been duly included in the proposed Tibolone (IVAX) SPCs.

Marketing authorisations may, therefore, be granted.
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OVERALL CONCLUSION AND RISK-BENEFIT ASSESSMENT

QUALITY

The important quality characteristics of Tibolone 2.5mg Tablets are well defined and
controlled. The specifications and batch analytical results indicate consistency from batch to
batch. There are no outstanding quality issues that would have a negative impact on the
benefit/risk balance.

PRECLINICAL
No new preclinical data were submitted and none are required for applications of this type.
EFFICACY

Bioequivalence has been demonstrated between the applicant’s Tibolone 2.5mg Tablets and
Livial 2.5mg Tablets (PL 00065/0086).

No new or unexpected safety concerns arise from this application.

The SPCs, PILs and labelling are satisfactory and consistent with that for Livial 2.5mg
Tablets.

RISK-BENEFIT ASSESSMENT

The quality of the product is acceptable and no new preclinical or clinical safety concerns
have been identified. The bioequivalence studies support the claim that the applicant’s
products and the innovator product are interchangeable. The efficacy of tibolone in the
treatment of postmenopausal symptoms is established. The risk-benefit assessment is
therefore considered to be favourable.

MHRA: PAR - Tibolone 2.5mg Tablets PL 00530/0708, 0770-1

23



TIBOLONE 2.5MG TABLETS

PL 00530/0708

STEPS TAKEN FOR ASSESSMENT

The MHRA received the marketing authorisation application for Tibolone
2.5mg Tablets on 27 November 2003.

2 | The MHRA’s assessment of the submitted quality data was completed on 30
April 2004.

3 | Further information (quality) was requested from the company on 30 April
2004.

4 | The MHRA'’s assessment of the submitted clinical data was completed on 9
August 2004.

5 Further information (clinical) was requested from the company on 10 August
2004.

6 | The applicant’s responses to further information request (quality) were received
on 1 October 2004 and 22 October 2004.

7 | The applicant’s response to further information request (clinical) was received
on 26 October 2004.

8 | Additional information (quality) was requested from the company on 2 February
2005.

9 | The applicant responded to additional information request (quality) in letters
dated 19 July 2005, 22 December 2005 and 11 January 2006.

10 | The MHRA completed its assessment of the application on 10 April 2006.

11 | The application was determined on 10 April 2006.

TIBOLONE 2.5MG TABLETS
PL 00530/0770
PL 00530/0771
STEPS TAKEN FOR ASSESSMENT

1 The MHRA received marketing authorisation applications for Tibolone 2.5mg
Tablets on 16 May 2005. It was requested that these applications be assessed in
parallel with PL 00530/0708.

2 | Further information (quality) was requested from the company on 14 December
2005.

3 | The applicant responded to further information request (quality) in a letter dated
11 January 2006.

4 | Further information (clinical) was requested from the company on 27 March
2006.

5 | The applicant’s response to further information request (clinical) was received
on 10 April 2006.

6 | The MHRA completed its assessment of the applications on 10 April 2006.

7 | The applications were determined on 10 April 2006.
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STEPS TAKEN AFTER AUTHORISATION - SUMMARY

TIBOLONE 2.5MG TABLETS

PL 00530/0708
PL 00530/0770
PL 00530/0771

Date
submitted

Application
type

Scope

Outcome
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4.1.

4.2.

SUMMARY OF PRODUCT CHARACTERISTICS
NAME OF THE MEDICINAL PRODUCT

Tibolone 2.5mg Tablets

QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains 2.5mg of tibolone
For excipients, see 6.1.

PHARMACEUTICAL FORM
Tablet

White to off-white, round, flat bevelled edge tablets, coded “TIB” on one side and
“2.5” on the reverse.

CLINICAL PARTICULARS
Therapeutic indications

Treatment of estrogen deficiency symptoms in postmenopausal women, more than one
year after the menopause.

Prevention of osteoporosis in postmenopausal women at high risk of future fractures
when other treatments for this indication are considered unsuitable (e.g. in the case of
intolerance or contraindications).

Posology and method of administration
For Oral use

Adults and the elderly

The dosage is one tablet per day without interruption. No dose adjustment is necessary
for the elderly. Tibolone tablets should be swallowed without chewing, with some
water or other drink, preferably at the same time of day. For initiation and continuation
of treatment of postmenopausal symptoms, the lowest effective dose for the shortest
duration (see also section 4.4) should be used.

A separate progestogen should not be added with Tibolone treatment.

Starting Tibolone
For the treatment of vasomotor symptoms and the prevention of osteoporosis -

MHRA: PAR - Tibolone 2.5mg Tablets PL 00530/0708, 0770-1 26



4.3.

- Women experiencing a natural menopause should commence treatment with
Tibolone at least 12 months after their last natural bleed.

- Women experiencing a surgical menopause may commence treatment with Tibolone
immediately

- Women being treated with gonadotrophin releasing hormone (GnRH) analogues, for
example, for endometriosis, may commence treatment with Tibolone immediately.

Switching from a sequential or continuous-combined HRT Preparation

If changing from a Sequential HRT preparation, treatment with Tibolone should start
the day following completion of the prior regimen.

If changing from a Continuous-combined HRT preparation, treatment can start at any
time.

Any irregular/unscheduled vaginal bleeding, either on or off HRT, for which there is
no obvious cause, should be investigated before starting Tibolone (see section 4.3).

Missed pills

A missed dose should be taken as soon as remembered, unless it is more than 12 hours
overdue. In the latter case, the missed dose should be skipped and the next dose
should be taken at the normal time. Missing a dose may increase the likelihood of
breakthrough bleeding and spotting.

Children
Not applicable.

Contraindications

Hypersensitivity to the active ingredient or any of the constituents of the product.
Pregnancy or lactation.

Known past or suspected breast cancer.

Known or suspected estrogen — dependent malignant tumours (e.g. endometrial
cancer).

Previous idiopathic or current venous thromboembolism (deep vein thrombosis,
pulmonary embolism).

Active or recent arterial thromboembolic disease (e.g. angina, myocardial infarction).
Undiagnosed vaginal bleeding.

Untreated endometrial hyperplasia.

Acute liver disease, or a history of liver disease as long as liver function tests have
failed to return to normal.

Porphyria.

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase
deficiency or glucose-galactase malabsorption should not take this medicine
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4.4. Special warnings and precautions for use

For the treatment of postmenopausal symptoms, HRT should only be initiated for
symptoms that adversely affect quality of life. In all cases, a careful appraisal of the
risks and benefits should be undertaken at least annually and HRT should only be
continued as long as benefit outweighs the risk.

In women with an intact uterus, the risks of breast cancer and endometrial cancer (see
below and section 4.8) for each woman should be carefully assessed, in the light of her
individual risk factors and bearing in mind the frequency and characteristics of both
cancers, in terms of their response to treatment, morbidity and mortality.

Medical Examination/follow-up

Before initiating or reinstituting Tibolone, a complete personal and family medical
history should be taken. Physical (including pelvic and breast) examination should be
guided by this and by the contraindications and warnings for use. During treatment,
periodic check-ups are recommended of a frequency and nature adapted to the
individual woman. Women should be advised what changes in their breasts should be
reported to their doctor or nurse (See 'Breast cancer' below). Investigations, including
mammography, should be carried out in accordance with currently accepted screening
practices, modified to the clinical needs of the individual.

Conditions which need supervision

If any of the following conditions are present, have occurred previously, and/or have
been aggravated during pregnancy or previous hormone treatment, the patient should
be closely supervised. It should be taken into account that these conditions may recur
or be aggravated during treatment with Tibolone, in particular:

- Leiomyoma (uterine fibroids) or endometriosis

- A history of, or risk factors for, thromboembolic disorders (see below)

- Risk factors for estrogen dependent tumours, e.g. 1* degree heredity for breast
cancer

- Hypertension

- Liver disorders (e.g. liver adenoma)

- Diabetes mellitus with or without vascular involvement

- Cholelithiasis

- Migraine or (severe) headache

- Systemic lupus erythematosus.

- A history of endometrial hyperplasia (see below)

- Epilepsy

- Asthma

- Otosclerosis

Reasons for immediate withdrawal of therapy:

Therapy should be discontinued when a contraindication is discovered and in the
following situations:

- Jaundice or deterioration in liver function

- Significant increase in blood pressure

- New onset of migraine-type headache

Endometrial hyperplasia and cancer
- Two large UK population-based observational studies, The Million Women Study
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(MWS) and a General Practice Research Database (GPRD) study, have reported an
increased risk of endometrial cancer in women who had used tibolone compared with
combined HRT and never-users (see section 4.8). The risk increased with increasing
duration of use.

- The risk of endometrial hyperplasia and carcinoma is increased when estrogens are
administered alone for prolonged periods. The addition of a progestogen for at least 12
days per cycle in non-hysterectomised women greatly reduces this risk (see section
4.8).

- Break-through bleeding and spotting may occur during the first months of treatment
(see section 5.1). Women should be advised to report any break-through bleeding or
spotting if it is still present after 6 months of treatment, if it starts beyond that time or
continues after treatment has been discontinued. The woman should be referred for
gynaecological investigation which is likely to include endometrial biopsy to exclude
endometrial malignancy.

Breast cancer

- A randomised placebo-controlled trial, the Women's Health Initiative study (WHI),
and epidemiological studies, including the non-randomised, observational, Million
Women Study (MWS), have reported an increased risk of breast cancer in women
taking estrogens or estrogen-progestogen combinations or tibolone for HRT for
several years (see section 4.8). For all HRT, an excess risk becomes apparent within a
few years of use and increases with duration of intake but returns to baseline within a
few (at most five) years after stopping treatment.

- In the observational MWS, the relative risk of breast cancer diagnosis with conjugated
equine estrogens (CEE) or estradiol (E2) was greater when a progestogen was added,
either sequentially or continuously, and regardless of the type of progestogen. There
was no evidence of a difference in risk between the different routes of administration.
The risk of breast cancer associated with tibolone was lower than the risk associated
with estrogen plus progestogen combined HRT, but higher than the risk associated
with estrogen-only therapy.

- In the WHI study, the continuous combined conjugated equine estrogen and
medroxyprogesterone acetate (CEE + MPA) product used was associated with breast
cancers that were slightly larger in size and more frequently had local lymph node
metastases compared to placebo.

Venous thromboembolism

- Estrogen or estrogen-progestogen HRT is associated with a higher relative risk of
developing venous thromboembolism (VTE), i.e. deep vein thrombosis or pulmonary
embolism. One randomised controlled trial and epidemiological studies found a two-to
threefold higher risk for users compared with non-users. For non-users it is estimated
that the number of cases of VTE that will occur over a 5 year period is about 3 per
1000 women aged 50-59 years and 8 per 1000 women aged between 60-69 years. It is
estimated that in healthy women who use HRT for 5 years, the number of additional
cases of VTE over a 5 year period will be between 2 and 6 (best estimate =4) per 1000
women aged 50-59 years and between 5 and 15 (best estimate = 9) per 1000 women
aged 60-69 years. The occurrence of such an event is more likely in the first year of
HRT than later.
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- It is unknown whether tibolone carries the same level of risk

- Generally recognised risk factors for VTE include a personal history or family history,
severe obesity (BMI > 30 kg/m2) and systemic lupus erythematosus (SLE). There is
no consensus about the possible role of varicose veins in VTE.

- Patients with a history of VTE or known thrombophilic states have an increased risk of
VTE. HRT may add to this risk. Personal or strong family history of
thromboembolism or recurrent spontaneous abortion should be investigated in order to
exclude a thrombophilic predisposition. Until a thorough evaluation of thrombophilic
factors has been made or anticoagulant treatment initiated, use of HRT in such patients
should be viewed as contraindicated. Those women already on anticoagulant treatment
require careful consideration of the benefit-risk of use of HRT.

- The risk of VTE may be temporarily increased with prolonged immobilisation, major
trauma or major surgery. As in all postoperative patients, scrupulous attention should
be given to prophylactic measures to prevent VTE following surgery. Where
prolonged immobilisation is liable to follow elective surgery, particularly abdominal
or orthopaedic surgery to the lower limbs, consideration should be given to
temporarily stopping HRT 4 to 6 weeks earlier, if possible. Treatment should not be
restarted until the woman is completely mobilised.

- If VTE develops after initiating therapy, the drug should be discontinued. Patients
should be told to contact their doctors immediately when they are aware of a potential
thromboembolic symptom (e.g., painful swelling of a leg, sudden pain in the chest,
dyspnea).

Coronary artery disease (CAD)

- There is no evidence from randomised controlled trials of cardiovascular benefit with
continuous combined conjugated estrogens and medroxyprogesterone acetate (MPA).
Two large clinical trials (WHI and HERS i.e. Heart and Estrogen/progestin
Replacement. Study) showed a possible increased risk of cardiovascular morbidity in
the first year of use and no overall benefit. For other HRT products there are only
limited data from randomised controlled trials examining effects in cardiovascular
morbidity or mortality. Therefore, it is uncertain whether these findings also extend to
other HRT products, or tibolone.

Stroke

- One large randomised clinical trial (WHI-trial) found, as a secondary outcome, an
increased risk of ischaemic stroke in healthy women during treatment with continuous
combined conjugated estrogens and MPA. For women who do not use HRT, it is
estimated that the number of cases of stroke that will occur over a 5 year period is
about 3 per 1000 women aged 50-59 years and 11 per 1000 women aged 60-69 years.
It is estimated that for women who use conjugated estrogens and MPA for 5 years, the
number of additional cases will be between 0 and 3 (best estimate =1) per 1000 users
aged 50-59 years and between 1 and 9 (best estimate = 4) per 1000 users aged 60-69
years. It is unknown whether the increased risk also extends to other HRT products, or
tibolone.

Ovarian cancer
- Long-term (at least 5-10 years) use of estrogen-only HRT products in hysterectomised
women has been associated with an increased risk of ovarian cancer in some
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4.5.

4.6.

epidemiological studies. It is uncertain whether long-term use of combined HRT or
tibolone, confers a different risk than estrogen-only products.

Other conditions
Estrogens may cause fluid retention, and therefore patients with cardiac or renal
dysfunction should be carefully observed.

Women with pre-existing hypertriglyceridemia should be followed closely during
estrogen replacement or hormone replacement therapy, since rare cases of large
increases of plasma triglycerides leading to pancreatitis have been reported with
estrogen therapy in this condition.

Treatment with tibolone results in a very minor decrease in thyroid binding globulin
(TBG) and total T4. Levels of total T3 are unaltered. Tibolone decreases the level of
sex-hormone-binding globulin (SHBG) whereas the levels of corticoid binding
globulin (CBG) and circulating cortisol are unaffected.

Tibolone is not intended for contraceptive use.

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase
deficiency or glucose-galactose malabsorption should not take this medicine.

There is no conclusive evidence for improvement of cognitive function. There is some
evidence from the WHI trial of increased risk of probable dementia in women who
start using continuous combined conjugated estrogens and medroxyprogesterone
acetate after the age of 65. It is unknown whether the findings apply to younger post-
menopausal women or other HRT products, or tibolone.

Interactions with other medicinal products and other forms of interaction

No examples of interactions between tibolone and other medicines have been reported
in clinical practice. =~ However, the following potential interactions should be
considered on a theoretical basis:

Enzyme inducing compounds such as barbiturates, carbamazepine, hydantoins and
rifampicin may enhance the metabolism of tibolone and thus decrease its therapeutic
effect.

Since tibolone may increase blood fibrinolytic activity (lower fibrinogen levels, higher
antithrombin III, plasminogen and fibrinolytic activity values) it may enhance the
effect of anticoagulants, such as warfarin. Therefore, the simultaneous use of tibolone
and warfarin should be monitored, especially when starting or stopping concurrent
tibolone treatment, and the warfarin dose should be appropriately adjusted.

Pregnancy and lactation

Tibolone is contraindicated during pregnancy and lactation (see section 4.3). If
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pregnancy occurs during medication with Tibolone, treatment should be withdrawn
immediately. For tibolone no clinical data on exposed pregnancies are available.
Studies in animals have shown reproductive toxicity (see section 5.3). The potential
risk for humans is unknown.

4.7.  Effects on ability to drive and use machines

Tibolone is not known to have any effects on alertness and concentration.

4.8. Undesirable effects

Occasionally, vaginal bleeding or spotting may occur, mainly during the first months
of treatment. Other adverse events that have been observed occasionally include:
Dizziness, rash, pruritus, seborrheic dermatosis, headache, migraine, visual
disturbances (including blurred vision), gastrointestinal upset, depression, oedema, and
effects on the musculoskeletal system such as arthralgia or myalgia and changes in
liver function parameters.

Clinical Trials Experience

This section describes undesirable effects, which were registered in 16 placebo -
controlled studies, with 1463 women receiving therapeutic doses of tibolone, and 855
women receiving placebo. The duration of treatment in these studies ranged from 2 to
24 months. The following undesirable effects occurred statistically significantly more
frequently during treatment with tibolone than with placebo.

Table 1 Undesirable effects of Tibolone

System organ class Common >1%,<10% Uncommon >0.1%,<1%
Gastrointestinal Abdominal pain
disorders
Metabolicand Weight Increase
nutritional disorders
Reproductive Vaginal bleeding or spotting
disorders, female Leukorrhoea
Breast pain
Genital pruritus
Genital monoliasis
Vaginitis
Skin and appendages | Hypertrichosis
disorders
Central and peripheral Amnesia
nervous system
disorders

Breast Cancer
According to evidence from a large number of epidemiological studies and one

randomised placebo-controlled trial, the Women’s Health Initiative (WHI), the overall
MHRA: PAR - Tibolone 2.5mg Tablets PL 00530/0708, 0770-1 32



risk of breast cancer increases with the number of years of HRT use in current or
recent HRT users.

For estrogen-only HRT, estimates of relative risk (RR) from a reanalysis of original
data from 51 epidemiological studies (in which >80% of HRT use was estrogen-only
HRT) and from the epidemiological Million Women Study (MWS) are similar at 1.35
(95% CI'1.21 —1.49) and 1.30 (95% CI 1.21 — 1.40), respectively.

For estrogen plus progestogen combined HRT, several epidemiological studies have
reported an overall higher risk for breast cancer than with estrogens alone.

The MWS reported that, compared to never users, the use of various types of estrogen-
progestogen combined HRT was associated with a higher risk of breast cancer (RR =
2.00, 95% CI: 1.88 — 2.12) than use of estrogens alone (RR = 1.30, 95% CI: 1.21-1.40)
or use of tibolone (RR=1.45; 95% CI 1.25-1.68).

The MWS has estimated, from the known average incidence of breast cancer in
developed countries, that:
- For women not using HRT, about 32 in every 1000 are expected to have breast
cancer diagnosed between the ages of 50 and 64 years.
- For 1000 current or recent users of HRT, the number of additional cases during the
corresponding period will be
For users of estrogen-only replacement therapy
e between 0 and 3 (best estimate = 1.5) for 5 years’ use
e between 3 and 7 (best estimate = 5) for 10 years’ use
For users of estrogen plus progestogen combined HRT
e between 5 and 7 (best estimate =6) for 5 year’s use
e between 18 and 20 (best estimate =19) for 10 years’ use
For women who take tibolone, the number of extra cases of breast cancer are expected
to be about the same as for estrogen-only HRT.

The WHI trial reported a risk estimate of 1.24 (95% CI 1.01 — 1.54) after 5.6 years of
use of estrogen-progestogen combined HRT (CEE + MPA) in all users compared with
placebo.

This trial estimated that after 5.6 years of follow-up of women between the ages of 50
and 79 years, an additional 8 cases of invasive breast cancer would be due to estrogen
plus progestogen combined HRT (CEE + MPA) per 10,000 women years.
According to calculations from the trial data, it is estimated that:
For 1000 women in the placebo group,
e about 16 cases of invasive breast cancer would be diagnosed in
5 years.
For 1000 women who used estrogen-progestogen combined HRT (CEE + MPA), the
number of additional cases would be,
e Dbetween 0 and 9 (best estimate = 4) for 5 years’ use.

The number of additional cases of breast cancer in women who use HRT is broadly
similar for women who start HRT irrespective of age at start of use (between the ages
of 45-65) (see section 4.4).

Endometrial cancer
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4.9.

5.1.

There have been reports of endometrial hyperplasia and endometrial cancer in patients
treated with tibolone. The MWS has estimated an increased risk of endometrial cancer
in women who had used tibolone compared with never users of HRT (RR
approximately 1.8, 95% CI 1.4 - 2.3). The risk increased with increasing duration of
use.

The GPRD study has estimated an increase in the risk of endometrial cancer in women
who use tibolone compared with those who used combined sequential HRT (RR
approximately 1.5, 95% CI, 1.0 —2.3).

Other adverse reactions reported in association with estrogen-progestogen treatment
are:

Estrogen-dependent neoplasms benign and malignant;

Venous thromboembolism, i.e. deep leg or pelvic venous thrombosis and pulmonary
embolism, is more frequent among hormone replacement therapy users than among
non-users. For further information, see Section 4.3 Contraindications and 4.4 Special
warnings and precautions for use;

Myocardial infarction and stroke;

Gall bladder disease;

Skin and subcutaneous disorders: chloasma, erythema multiforme, erythema
nodosum, vascular purpura;

Probable dementia (see section 4.4).

Overdose

The acute toxicity of tibolone in animals is very low. Therefore toxic symptoms are
not expected to occur even when several tablets are taken simultaneously. In cases of
acute overdose, nausea, vomiting and withdrawal bleeding in females may develop.
No specific antidote is known. Symptomatic treatment can be given if necessary.

PHARMACOLOGICAL PROPERTIES
Pharmacodynamic properties
ATC Code: GO3D-CO0S Urogenital system (including sex hormones)

After oral administration tibolone is rapidly metabolised into three compounds which
all contribute to the pharmacological effects of tibolone. Two of these metabolites
(3a-OH-tibolone and 3p-OH-tibolone) have predominantly estrogenic activity,
whereas the third metabolite (A4-isomer of tibolone) and the parent compound have
predominantly progestogenic and androgenic activities.

Tibolone substitutes for the loss of estrogen production in postmenopausal women,
and alleviates menopausal symptoms. Tibolone prevents bone loss following
menopause or ovariectomy.

In vitro studies suggest that tibolone is subject to tissue-selective local metabolism,
with the A4-isomer mainly formed in endometrial tissue.In the breast, tibolone inhibits
the sulfatase enzyme thereby reducing the levels of the 3-OH —tibolone metabolites
produced in this tissue. The clinical relevance of these studies is not known (see
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section 4.8).

Clinical trial information on tibolone:
Relief of estrogen-deficiency symptoms
Improvement of symptoms generally occurs within a few weeks

Effects on the endometrium and bleeding patterns

In the endometrium, tibolone and its estrogenic 3-OH metabolite are converted to the
progestogenic/androgenic A4-isomer. In addition, the A4-isomer cannot be reduced by
the Sa-reductase enzyme to a less active progestogen. This considerably prolongs the
presence of the Ad4-isomer and thus the progestogenic activity in the endometrium.

There have been reports of endometrial hyperplasia and endometrial cancer in patients
treated with tibolone.

The incidence of vaginal bleeding is no higher than that with placebo use. In women in
whom some endogenous estrogen is still produced, vaginal bleeding may occur during
tibolone therapy because of an apparently stimulated endometrium.

Amenorrhea (no bleeding or spotting) was seen in 88.4% of the women during months
10-12 of tibolone treatment. Break through bleeding and/or spotting appeared in
32.6% of the women during the first three months of treatment and in 11.6% during
months 10-12 of treatment.

Prevention of osteoporosis
Estrogen deficiency at menopause is associated with an increasing bone turnover and
decline in bone mass.

Protection appears to be effective for as long as treatment is continued.

After discontinuation of HRT, bone mass is lost at a rate similar to that in untreated
women. After 2 years of treatment with tibolone, the increase in lumbar spine bone
mineral density (BMD) was 2.6 + 3.8%. The percentage of women who maintained or
gained BMD in lumbar zone during treatment was 76%. A second study confirmed
these results.

Tibolone also had an effect on hip BMD. In one study, the increase after 2 years was
0.7 + 3.9% at the femoral neck and 1.7 £ 3.0% at the total hip. The percentage of
women who maintained or gained BMD in the hip region during treatment was 72.5%.
A second study showed that the increase after 2 years was 1.3 £ 5.1 % at the femoral
neck and 2.9 + 3.4% at the total hip. The percentage of women who maintained or
gained BMD in the hip region during treatment was 84.7%.

Effects on the breast
In vitro data indicate that, in the breast, tibolone inhibits the sulfatase enzyme thereby
reducing the levels of active estrogens in this tissue.

Data from clinical studies suggest that mammographic density is not increased in
women treated with tibolone compared to placebo.
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5.2. Pharmacokinetic properties

Following oral administration tibolone is rapidly and extensively absorbed.

The consumption of food has no significant effects on the extent of absorption.

Due to rapid metabolism the plasma levels of tibolone are very low. The plasma levels
of the A4-isomer of tibolone are also very low. Therefore some of the pharmacokinetic
parameters could not be determined. Peak plasma levels of the 3a-OH and the 33-0H
metabolites are higher but accumulation does not occur.

Table 2: Pharmacokinetic parameters of Tibolone

3a-OH 3p-0H
tibolone metabolite metabolite A4-isomer
SD MD SD MD SD MD SD MD
Crnax (ng/ml) 1.37 1.72 14.23 14.15 343 3.75 047 043
C Average e s e 1.88 - TTEEs o T -
Tmax(h) 1.08 1.19 1.21 1.15 1.37 1.35 1.64 1.65
Tipth) - ——— 5.78 7.71 587 - O
Cumin (ng/ml) - - - 023 R — S S
Auc o4 (ng/ml.h)  ------ -———- 5323 4473 16.23 920  -----  —-m-

SD = Single Dose; MD = Multi Dose

Excretion of tibolone is mainly in the form of conjugated (mostly sulfated)
metabolites. Part of the administered compound is excreted in the urine, but most is
eliminated via the faeces.

The consumption of food has no significant effect on the extent of absorption

The pharmacokinetic parameters for tibolone and its metabolites were found to be
independent of renal function.

5.3.  Preclinical safety data
Tibolone is not genotoxic. Although a carcinogenic effect was seen in certain strains
of rat (hepatic tumours) and mouse (bladder tumours), the relevance of this evidence
to man is uncertain.
In animal studies, tibolone had anti-fertility and embryotoxic activities by virtue of its

hormonal properties. Tibolone was not teratogenic in mice and rats. It displayed
teratogenic potential in the rabbit at near-abortive dosages. (See section 4.6)

6. PHARMACEUTICAL PARTICULARS
6.1.  List of excipients

Lactose Monohydrate
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6.2.

6.3.

6.4.

6.5.

6.6

Starch Pregelatinized
Ascorbyl Palmitate (E304)
Tri sodium Citrate Dihydrate
Sodium Lauryl Sulphate
Croscarmellose Sodium
Magnesium Stearate

Incompatibilities

Not applicable.

Shelf life

24 months.

Special precautions for storage

This medicinal product does not require any special storage conditions. Keep blister in
the outer carton

Nature and contents of container

PVC-PVdC /aluminium foil blisters in pack sizes of 28, 30, 60, 84 and100 tablets.
Not all pack sizes may be marketed.

Instructions for use and handling

Not Applicable.

Administrative Data
MARKETING AUTHORISATION HOLDER

Norton Healthcare Ltd (trading as [IVAX Pharmaceuticals UK)
Albert Basin, Royal Docks

London, E16 2QJ

United Kingdom
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8. MARKETING AUTHORISATION NUMBER

PL 00530/0708

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE
AUTHORISATION

10/04/2006

10 DATE OF REVISION OF THE TEXT

10/04/2006
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SUMMARY OF PRODUCT CHARACTERISTICS
1. NAME OF THE MEDICINAL PRODUCT

Tibolone 2.5mg Tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains 2.5mg of tibolone
For excipients, see 6.1.

3. PHARMACEUTICAL FORM
Tablet

White to off-white, round, flat bevelled edge tablets, coded “TIB” on one side and
“2.5” on the reverse.

4. CLINICAL PARTICULARS
4.1. Therapeutic indications

Treatment of estrogen deficiency symptoms in postmenopausal women, more than one
year after the menopause.

Prevention of osteoporosis in postmenopausal women at high risk of future fractures
when other treatments for this indication are considered unsuitable (e.g. in the case of
intolerance or contraindications).

4.2. Posology and method of administration
For Oral use

Adults and the elderly

The dosage is one tablet per day without interruption. No dose adjustment is necessary
for the elderly. Tibolone tablets should be swallowed without chewing, with some
water or other drink, preferably at the same time of day. For initiation and continuation
of treatment of postmenopausal symptoms, the lowest effective dose for the shortest
duration (see also section 4.4) should be used.

A separate progestogen should not be added with Tibolone treatment.

Starting Tibolone
For the treatment of vasomotor symptoms and the prevention of osteoporosis -

- Women experiencing a natural menopause should commence treatment with
Tibolone at least 12 months after their last natural bleed.
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4.3.

4.4.

- Women experiencing a surgical menopause may commence treatment with Tibolone
immediately

- Women being treated with gonadotrophin releasing hormone (GnRH) analogues,
for example, for endometriosis, may commence treatment with Tibolone
immediately.

Switching from a sequential or continuous-combined HRT Preparation

If changing from a Sequential HRT preparation, treatment with Tibolone should start
the day following completion of the prior regimen.

If changing from a Continuous-combined HRT preparation, treatment can start at any
time.

Any irregular/unscheduled vaginal bleeding, either on or off HRT, for which there is
no obvious cause, should be investigated before starting Tibolone (see section 4.3).

Missed pills

A missed dose should be taken as soon as remembered, unless it is more than 12 hours
overdue. In the latter case, the missed dose should be skipped and the next dose
should be taken at the normal time. Missing a dose may increase the likelihood of
breakthrough bleeding and spotting.

Children
Not applicable.

Contraindications

Hypersensitivity to the active ingredient or any of the constituents of the product.
Pregnancy or lactation.

Known past or suspected breast cancer.

Known or suspected estrogen — dependent malignant tumours (e.g. endometrial
cancer).

Previous idiopathic or current venous thromboembolism (deep vein thrombosis,
pulmonary embolism).

Active or recent arterial thromboembolic disease (e.g. angina, myocardial infarction).
Undiagnosed vaginal bleeding.

Untreated endometrial hyperplasia.

Acute liver disease, or a history of liver disease as long as liver function tests have
failed to return to normal.

Porphyria.

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase
deficiency or glucose-galactase malabsorption should not take this medicine

Special warnings and precautions for use

For the treatment of postmenopausal symptoms, HRT should only be initiated for
symptoms that adversely affect quality of life. In all cases, a careful appraisal of the
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risks and benefits should be undertaken at least annually and HRT should only be
continued as long as benefit outweighs the risk.

In women with an intact uterus, the risks of breast cancer and endometrial cancer (see
below and section 4.8) for each woman should be carefully assessed, in the light of her
individual risk factors and bearing in mind the frequency and characteristics of both
cancers, in terms of their response to treatment, morbidity and mortality.

Medical Examination/follow-up

Before initiating or reinstituting Tibolone, a complete personal and family medical
history should be taken. Physical (including pelvic and breast) examination should be
guided by this and by the contraindications and warnings for use. During treatment,
periodic check-ups are recommended of a frequency and nature adapted to the
individual woman. Women should be advised what changes in their breasts should be
reported to their doctor or nurse (See 'Breast cancer' below). Investigations, including
mammography, should be carried out in accordance with currently accepted screening
practices, modified to the clinical needs of the individual.

Conditions which need supervision

If any of the following conditions are present, have occurred previously, and/or have
been aggravated during pregnancy or previous hormone treatment, the patient should
be closely supervised. It should be taken into account that these conditions may recur
or be aggravated during treatment with Tibolone, in particular:

- Leiomyoma (uterine fibroids) or endometriosis

- A history of, or risk factors for, thromboembolic disorders (see below)

- Risk factors for estrogen dependent tumours, e.g. 1% degree heredity for breast
cancer

- Hypertension

- Liver disorders (e.g. liver adenoma)

- Diabetes mellitus with or without vascular involvement

- Cholelithiasis

- Migraine or (severe) headache

- Systemic lupus erythematosus.

- A history of endometrial hyperplasia (see below)

- Epilepsy

- Asthma

- Otosclerosis

Reasons for immediate withdrawal of therapy:

Therapy should be discontinued when a contraindication is discovered and in the
following situations:

- Jaundice or deterioration in liver function

- Significant increase in blood pressure

- New onset of migraine-type headache

Endometrial hyperplasia and cancer

- Two large UK population-based observational studies, The Million Women Study
(MWS) and a General Practice Research Database (GPRD) study, have reported an
increased risk of endometrial cancer in women who had used tibolone compared with
combined HRT and never-users (see section 4.8). The risk increased with increasing
duration of use.
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- The risk of endometrial hyperplasia and carcinoma is increased when estrogens are
administered alone for prolonged periods. The addition of a progestogen for at least 12
days per cycle in non-hysterectomised women greatly reduces this risk (see section
4.8).

- Break-through bleeding and spotting may occur during the first months of treatment
(see section 5.1). Women should be advised to report any break-through bleeding or
spotting if it is still present after 6 months of treatment, if it starts beyond that time or
continues after treatment has been discontinued. The woman should be referred for
gynaecological investigation which is likely to include endometrial biopsy to exclude
endometrial malignancy.

Breast cancer

- A randomised placebo-controlled trial, the Women's Health Initiative study (WHI),
and epidemiological studies, including the non-randomised, observational, Million
Women Study (MWS), have reported an increased risk of breast cancer in women
taking estrogens or estrogen-progestogen combinations or tibolone for HRT for
several years (see section 4.8). For all HRT, an excess risk becomes apparent within a
few years of use and increases with duration of intake but returns to baseline within a
few (at most five) years after stopping treatment.

- In the observational MWS, the relative risk of breast cancer diagnosis with conjugated
equine estrogens (CEE) or estradiol (E2) was greater when a progestogen was added,
either sequentially or continuously, and regardless of the type of progestogen. There
was no evidence of a difference in risk between the different routes of administration.
The risk of breast cancer associated with tibolone was lower than the risk associated
with estrogen plus progestogen combined HRT, but higher than the risk associated
with estrogen-only therapy.

- In the WHI study, the continuous combined conjugated equine estrogen and
medroxyprogesterone acetate (CEE + MPA) product used was associated with breast
cancers that were slightly larger in size and more frequently had local lymph node
metastases compared to placebo.

Venous thromboembolism

- Estrogen or estrogen-progestogen HRT is associated with a higher relative risk of
developing venous thromboembolism (VTE), i.e. deep vein thrombosis or pulmonary
embolism. One randomised controlled trial and epidemiological studies found a two-to
threefold higher risk for users compared with non-users. For non-users it is estimated
that the number of cases of VTE that will occur over a 5 year period is about 3 per
1000 women aged 50-59 years and 8 per 1000 women aged between 60-69 years. It is
estimated that in healthy women who use HRT for 5 years, the number of additional
cases of VTE over a 5 year period will be between 2 and 6 (best estimate =4) per 1000
women aged 50-59 years and between 5 and 15 (best estimate = 9) per 1000 women
aged 60-69 years. The occurrence of such an event is more likely in the first year of
HRT than later.

- It is unknown whether tibolone carries the same level of risk

- Generally recognised risk factors for VTE include a personal history or family history,
severe obesity (BMI > 30 kg/m2) and systemic lupus erythematosus (SLE). There is
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no consensus about the possible role of varicose veins in VTE.

- Patients with a history of VTE or known thrombophilic states have an increased risk of
VTE. HRT may add to this risk. Personal or strong family history of
thromboembolism or recurrent spontaneous abortion should be investigated in order to
exclude a thrombophilic predisposition. Until a thorough evaluation of thrombophilic
factors has been made or anticoagulant treatment initiated, use of HRT in such patients
should be viewed as contraindicated. Those women already on anticoagulant treatment
require careful consideration of the benefit-risk of use of HRT.

- The risk of VTE may be temporarily increased with prolonged immobilisation, major
trauma or major surgery. As in all postoperative patients, scrupulous attention should
be given to prophylactic measures to prevent VTE following surgery. Where
prolonged immobilisation is liable to follow elective surgery, particularly abdominal
or orthopaedic surgery to the lower limbs, consideration should be given to
temporarily stopping HRT 4 to 6 weeks earlier, if possible. Treatment should not be
restarted until the woman is completely mobilised.

- If VTE develops after initiating therapy, the drug should be discontinued. Patients
should be told to contact their doctors immediately when they are aware of a potential
thromboembolic symptom (e.g., painful swelling of a leg, sudden pain in the chest,
dyspnea).

Coronary artery disease (CAD)

- There is no evidence from randomised controlled trials of cardiovascular benefit with
continuous combined conjugated estrogens and medroxyprogesterone acetate (MPA).
Two large clinical trials (WHI and HERS i.e. Heart and Estrogen/progestin
Replacement. Study) showed a possible increased risk of cardiovascular morbidity in
the first year of use and no overall benefit. For other HRT products there are only
limited data from randomised controlled trials examining effects in cardiovascular
morbidity or mortality. Therefore, it is uncertain whether these findings also extend to
other HRT products, or tibolone.

Stroke

- One large randomised clinical trial (WHI-trial) found, as a secondary outcome, an
increased risk of ischaemic stroke in healthy women during treatment with continuous
combined conjugated estrogens and MPA. For women who do not use HRT, it is
estimated that the number of cases of stroke that will occur over a 5 year period is
about 3 per 1000 women aged 50-59 years and 11 per 1000 women aged 60-69 years.
It is estimated that for women who use conjugated estrogens and MPA for 5 years, the
number of additional cases will be between 0 and 3 (best estimate =1) per 1000 users
aged 50-59 years and between 1 and 9 (best estimate = 4) per 1000 users aged 60-69
years. It is unknown whether the increased risk also extends to other HRT products, or
tibolone.

Ovarian cancer

- Long-term (at least 5-10 years) use of estrogen-only HRT products in hysterectomised
women has been associated with an increased risk of ovarian cancer in some
epidemiological studies. It is uncertain whether long-term use of combined HRT or
tibolone, confers a different risk than estrogen-only products.
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4.5.

4.6.

Other conditions
Estrogens may cause fluid retention, and therefore patients with cardiac or renal
dysfunction should be carefully observed.

Women with pre-existing hypertriglyceridemia should be followed closely during
estrogen replacement or hormone replacement therapy, since rare cases of large
increases of plasma triglycerides leading to pancreatitis have been reported with
estrogen therapy in this condition.

Treatment with tibolone results in a very minor decrease in thyroid binding globulin
(TBG) and total T4. Levels of total T3 are unaltered. Tibolone decreases the level of
sex-hormone-binding globulin (SHBG) whereas the levels of corticoid binding
globulin (CBG) and circulating cortisol are unaffected.

Tibolone is not intended for contraceptive use.

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase
deficiency or glucose-galactose malabsorption should not take this medicine.

There is no conclusive evidence for improvement of cognitive function. There is some
evidence from the WHI trial of increased risk of probable dementia in women who
start using continuous combined conjugated estrogens and medroxyprogesterone
acetate after the age of 65. It is unknown whether the findings apply to younger post-
menopausal women or other HRT products, or tibolone.

Interactions with other medicinal products and other forms of interaction

No examples of interactions between tibolone and other medicines have been reported
in clinical practice. =~ However, the following potential interactions should be
considered on a theoretical basis:

Enzyme inducing compounds such as barbiturates, carbamazepine, hydantoins and
rifampicin may enhance the metabolism of tibolone and thus decrease its therapeutic
effect.

Since tibolone may increase blood fibrinolytic activity (lower fibrinogen levels, higher
antithrombin III, plasminogen and fibrinolytic activity values) it may enhance the
effect of anticoagulants, such as warfarin. Therefore, the simultaneous use of tibolone
and warfarin should be monitored, especially when starting or stopping concurrent
tibolone treatment, and the warfarin dose should be appropriately adjusted.

Pregnancy and lactation

Tibolone is contraindicated during pregnancy and lactation (see section 4.3). If
pregnancy occurs during medication with Tibolone, treatment should be withdrawn
immediately. For tibolone no clinical data on exposed pregnancies are available.
Studies in animals have shown reproductive toxicity (see section 5.3). The potential
risk for humans is unknown.
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4.7.

4.8.

Effects on ability to drive and use machines

Tibolone is not known to have any effects on alertness and concentration.

Undesirable effects

Occasionally, vaginal bleeding or spotting may occur, mainly during the first months
of treatment. Other adverse events that have been observed occasionally include:
Dizziness, rash, pruritus, seborrheic dermatosis, headache, migraine, visual
disturbances (including blurred vision), gastrointestinal upset, depression, oedema, and
effects on the musculoskeletal system such as arthralgia or myalgia and changes in
liver function parameters.

Clinical Trials Experience

This section describes undesirable effects, which were registered in 16 placebo -
controlled studies, with 1463 women receiving therapeutic doses of tibolone, and 855
women receiving placebo. The duration of treatment in these studies ranged from 2 to
24 months. The following undesirable effects occurred statistically significantly more
frequently during treatment with tibolone than with placebo.

Table 1 Undesirable effects of Tibolone

System organ class Common >1%,<10% Uncommon >0.1%,<1%
Gastrointestinal Abdominal pain
disorders
Metabolicand Weight Increase
nutritional disorders
Reproductive Vaginal bleeding or spotting
disorders, female Leukorrhoea
Breast pain
Genital pruritus
Genital monoliasis
Vaginitis
Skin and appendages | Hypertrichosis
disorders
Central and peripheral Amnesia
nervous system
disorders

Breast Cancer

According to evidence from a large number of epidemiological studies and one
randomised placebo-controlled trial, the Women’s Health Initiative (WHI), the overall
risk of breast cancer increases with the number of years of HRT use in current or
recent HRT users.

For estrogen-only HRT, estimates of relative risk (RR) from a reanalysis of original
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data from 51 epidemiological studies (in which >80% of HRT use was estrogen-only
HRT) and from the epidemiological Million Women Study (MWS) are similar at 1.35
(95% CI'1.21 —1.49) and 1.30 (95% CI 1.21 — 1.40), respectively.

For estrogen plus progestogen combined HRT, several epidemiological studies have
reported an overall higher risk for breast cancer than with estrogens alone.

The MWS reported that, compared to never users, the use of various types of estrogen-
progestogen combined HRT was associated with a higher risk of breast cancer (RR =
2.00, 95% CI: 1.88 — 2.12) than use of estrogens alone (RR = 1.30, 95% CI: 1.21-1.40)
or use of tibolone (RR=1.45; 95% CI 1.25-1.68).

The MWS has estimated, from the known average incidence of breast cancer in
developed countries, that:
- For women not using HRT, about 32 in every 1000 are expected to have breast
cancer diagnosed between the ages of 50 and 64 years.
- For 1000 current or recent users of HRT, the number of additional cases during the
corresponding period will be
For users of estrogen-only replacement therapy
e between 0 and 3 (best estimate = 1.5) for 5 years’ use
e between 3 and 7 (best estimate = 5) for 10 years’ use
For users of estrogen plus progestogen combined HRT
e between 5 and 7 (best estimate =6) for 5 year’s use
e between 18 and 20 (best estimate =19) for 10 years’ use
For women who take tibolone, the number of extra cases of breast cancer are expected
to be about the same as for estrogen-only HRT.

The WHI trial reported a risk estimate of 1.24 (95% CI 1.01 — 1.54) after 5.6 years of
use of estrogen-progestogen combined HRT (CEE + MPA) in all users compared with
placebo.

This trial estimated that after 5.6 years of follow-up of women between the ages of 50
and 79 years, an additional 8 cases of invasive breast cancer would be due to estrogen
plus progestogen combined HRT (CEE + MPA) per 10,000 women years.
According to calculations from the trial data, it is estimated that:
For 1000 women in the placebo group,
e about 16 cases of invasive breast cancer would be diagnosed in
5 years.
For 1000 women who used estrogen-progestogen combined HRT (CEE + MPA), the
number of additional cases would be,
e Dbetween 0 and 9 (best estimate = 4) for 5 years’ use.

The number of additional cases of breast cancer in women who use HRT is broadly
similar for women who start HRT irrespective of age at start of use (between the ages
of 45-65) (see section 4.4).

Endometrial cancer

There have been reports of endometrial hyperplasia and endometrial cancer in patients
treated with tibolone. The MWS has estimated an increased risk of endometrial cancer
in women who had used tibolone compared with never users of HRT (RR
approximately 1.8, 95% CI 1.4 - 2.3). The risk increased with increasing duration of
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4.9.

5.1.

use.
The GPRD study has estimated an increase in the risk of endometrial cancer in women
who use tibolone compared with those who used combined sequential HRT (RR
approximately 1.5, 95% CI, 1.0 — 2.3).

Other adverse reactions reported in association with estrogen-progestogen treatment
are:

Estrogen-dependent neoplasms benign and malignant;

Venous thromboembolism, i.e. deep leg or pelvic venous thrombosis and pulmonary
embolism, is more frequent among hormone replacement therapy users than among
non-users. For further information, see Section 4.3 Contraindications and 4.4 Special
warnings and precautions for use;

Myocardial infarction and stroke;

Gall bladder disease;

Skin and subcutaneous disorders: chloasma, erythema multiforme, erythema
nodosum, vascular purpura;

Probable dementia (see section 4.4).

Overdose

The acute toxicity of tibolone in animals is very low. Therefore toxic symptoms are
not expected to occur even when several tablets are taken simultaneously. In cases of
acute overdose, nausea, vomiting and withdrawal bleeding in females may develop.
No specific antidote is known. Symptomatic treatment can be given if necessary.

PHARMACOLOGICAL PROPERTIES
Pharmacodynamic properties
ATC Code: GO3D-CO0S Urogenital system (including sex hormones)

After oral administration tibolone is rapidly metabolised into three compounds which
all contribute to the pharmacological effects of tibolone. Two of these metabolites
(3a-OH-tibolone and 3p-OH-tibolone) have predominantly estrogenic activity,
whereas the third metabolite (A4-isomer of tibolone) and the parent compound have
predominantly progestogenic and androgenic activities.

Tibolone substitutes for the loss of estrogen production in postmenopausal women,
and alleviates menopausal symptoms. Tibolone prevents bone loss following
menopause or ovariectomy.

In vitro studies suggest that tibolone is subject to tissue-selective local metabolism,
with the A4-isomer mainly formed in endometrial tissue.In the breast, tibolone inhibits
the sulfatase enzyme thereby reducing the levels of the 3-OH —tibolone metabolites
produced in this tissue. The clinical relevance of these studies is not known (see
section 4.8).

Clinical trial information on tibolone:
Relief of estrogen-deficiency symptoms
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Improvement of symptoms generally occurs within a few weeks

Effects on the endometrium and bleeding patterns

In the endometrium, tibolone and its estrogenic 33-OH metabolite are converted to the
progestogenic/androgenic A4-isomer. In addition, the A4-isomer cannot be reduced by
the Sa-reductase enzyme to a less active progestogen. This considerably prolongs the
presence of the A4-isomer and thus the progestogenic activity in the endometrium.

There have been reports of endometrial hyperplasia and endometrial cancer in patients
treated with tibolone.

5.2.

The incidence of vaginal bleeding is no higher than that with placebo use. In women in
whom some endogenous oestrogen is still produced, vaginal bleeding may occur
during tibolone therapy because of an apparently stimulated endometrium.

Amenorrhea (no bleeding or spotting) was seen in 88.4% of the women during months
10-12 of tibolone treatment. Break through bleeding and/or spotting appeared in
32.6% of the women during the first three months of treatment and in 11.6% during
months 10-12 of treatment.

Prevention of osteoporosis
Estrogen deficiency at menopause is associated with an increasing bone turnover and
decline in bone mass.

Protection appears to be effective for as long as treatment is continued.

After discontinuation of HRT, bone mass is lost at a rate similar to that in untreated
women. After 2 years of treatment with tibolone, the increase in lumbar spine bone
mineral density (BMD) was 2.6 + 3.8%. The percentage of women who maintained or
gained BMD in lumbar zone during treatment was 76%. A second study confirmed
these results.

Tibolone also had an effect on hip BMD. In one study, the increase after 2 years was
0.7 £ 3.9% at the femoral neck and 1.7 + 3.0% at the total hip. The percentage of
women who maintained or gained BMD in the hip region during treatment was 72.5%.
A second study showed that the increase after 2 years was 1.3 £ 5.1 % at the femoral
neck and 2.9 + 3.4% at the total hip. The percentage of women who maintained or
gained BMD in the hip region during treatment was 84.7%.

Effects on the breast
In vitro data indicate that, in the breast, tibolone inhibits the sulfatase enzyme thereby
reducing the levels of active estrogens in this tissue.

Data from clinical studies suggest that mammographic density is not increased in
women treated with tibolone compared to placebo.

Pharmacokinetic properties

Following oral administration tibolone is rapidly and extensively absorbed.

The consumption of food has no significant effects on the extent of absorption.

Due to rapid metabolism the plasma levels of tibolone are very low. The plasma levels
of the A4-isomer of tibolone are also very low. Therefore some of the pharmacokinetic
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parameters could not be determined. Peak plasma levels of the 3a-OH and the 33-0H
metabolites are higher but accumulation does not occur.

Table 2: Pharmacokinetic parameters of Tibolone

3a-OH 3B-0H
tibolone metabolite metabolite A4-isomer
SD MD SD MD SD MD SD MD
Crnax (ng/ml) 1.37 1.72 14.23 14.15 343 3.75 0.47 043
C Average I i i 1'88 === TTE s TEEEE i
Tmax(h) 1.08 1.19 1.21 1.15 1.37 1.35 1.64 1.65
Tiph) - — 5.78 7.71 587 - ——— e
Cmin (ng/ml) === - -—- 023 m——— e — S
Auc 9.4 (ng/ml.h)  ------ -———- 5323 4473 16.23 920  ----- -

SD = Single Dose; MD = Multi Dose

Excretion of tibolone is mainly in the form of conjugated (mostly sulfated)
metabolites. Part of the administered compound is excreted in the urine, but most is
eliminated via the faeces.

The consumption of food has no significant effect on the extent of absorption

The pharmacokinetic parameters for tibolone and its metabolites were found to be
independent of renal function.

5.3.  Preclinical safety data

Tibolone is not genotoxic. Although a carcinogenic effect was seen in certain strains
of rat (hepatic tumours) and mouse (bladder tumours), the relevance of this evidence
to man is uncertain.

In animal studies, tibolone had anti-fertility and embryotoxic activities by virtue of its
hormonal properties. Tibolone was not teratogenic in mice and rats. It displayed
teratogenic potential in the rabbit at near-abortive dosages. (See section 4.6)

6. PHARMACEUTICAL PARTICULARS
6.1.  List of excipients

Lactose Monohydrate

Starch Pregelatinized
Ascorbyl Palmitate (E304)
Tri sodium Citrate Dihydrate
Sodium Lauryl Sulphate
Croscarmellose Sodium
Magnesium Stearate
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6.2.

6.3.

6.4.

6.5.

6.7

Incompatibilities

Not applicable

Shelf life

24 months.

Special precautions for storage

This medicinal product does not require any special storage conditions. Keep blister in
the outer carton

Nature and contents of container

PVC-PVdC /aluminium foil blisters in pack sizes of 28, 30, 60, 84 and100 tablets.
Not all pack sizes may be marketed.

Instructions for use and handling

Not Applicable.

MARKETING AUTHORISATION HOLDER
Norton Healthcare Ltd (trading as IVAX Pharmaceuticals UK)
Albert Basin, Royal Docks

London, E16 2QJ
United Kingdom

MARKETING AUTHORISATION NUMBER

PL 00530/0770
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4.1.

4.2.

SUMMARY OF PRODUCT CHARACTERISTICS
NAME OF THE MEDICINAL PRODUCT

Tibolone 2.5mg Tablets

QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains 2.5mg of tibolone
For excipients, see 6.1.

PHARMACEUTICAL FORM
Tablet

White to off-white, round, flat bevelled edge tablets, coded “TIB” on one side and
“2.5” on the reverse.

CLINICAL PARTICULARS
Therapeutic indications

Treatment of estrogen deficiency symptoms in postmenopausal women, more than one
year after the menopause.

Prevention of osteoporosis in postmenopausal women at high risk of future fractures
when other treatments for this indication are considered unsuitable (e.g. in the case of
intolerance or contraindications).

Posology and method of administration
For Oral use

Adults and the elderly

The dosage is one tablet per day without interruption. No dose adjustment is necessary
for the elderly. Tibolone tablets should be swallowed without chewing, with some
water or other drink, preferably at the same time of day. For initiation and continuation
of treatment of postmenopausal symptoms, the lowest effective dose for the shortest
duration (see also section 4.4) should be used.

A separate progestogen should not be added with Tibolone treatment.

Starting Tibolone
For the treatment of vasomotor symptoms and the prevention of osteoporosis -

- Women experiencing a natural menopause should commence treatment with
Tibolone at least 12 months after their last natural bleed.
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4.3.

4.4.

- Women experiencing a surgical menopause may commence treatment with Tibolone
immediately

- Women being treated with gonadotrophin releasing hormone (GnRH) analogues,
for example, for endometriosis, may commence treatment with Tibolone
immediately.

Switching from a sequential or continuous-combined HRT Preparation

If changing from a Sequential HRT preparation, treatment with Tibolone should start
the day following completion of the prior regimen.

If changing from a Continuous-combined HRT preparation, treatment can start at any
time.

Any irregular/unscheduled vaginal bleeding, either on or off HRT, for which there is
no obvious cause, should be investigated before starting Tibolone (see section 4.3).

Missed pills

A missed dose should be taken as soon as remembered, unless it is more than 12 hours
overdue. In the latter case, the missed dose should be skipped and the next dose
should be taken at the normal time. Missing a dose may increase the likelihood of
breakthrough bleeding and spotting.

Children
Not applicable.

Contraindications

Hypersensitivity to the active ingredient or any of the constituents of the product.
Pregnancy or lactation.

Known past or suspected breast cancer.

Known or suspected estrogen — dependent malignant tumours (e.g. endometrial
cancer).

Previous idiopathic or current venous thromboembolism (deep vein thrombosis,
pulmonary embolism).

Active or recent arterial thromboembolic disease (e.g. angina, myocardial infarction).
Undiagnosed vaginal bleeding.

Untreated endometrial hyperplasia.

Acute liver disease, or a history of liver disease as long as liver function tests have
failed to return to normal.

Porphyria.

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase
deficiency or glucose-galactase malabsorption should not take this medicine

Special warnings and precautions for use

For the treatment of postmenopausal symptoms, HRT should only be initiated for
symptoms that adversely affect quality of life. In all cases, a careful appraisal of the
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risks and benefits should be undertaken at least annually and HRT should only be
continued as long as benefit outweighs the risk.

In women with an intact uterus, the risks of breast cancer and endometrial cancer (see
below and section 4.8) for each woman should be carefully assessed, in the light of her
individual risk factors and bearing in mind the frequency and characteristics of both
cancers, in terms of their response to treatment, morbidity and mortality.

Medical Examination/follow-up

Before initiating or reinstituting Tibolone, a complete personal and family medical
history should be taken. Physical (including pelvic and breast) examination should be
guided by this and by the contraindications and warnings for use. During treatment,
periodic check-ups are recommended of a frequency and nature adapted to the
individual woman. Women should be advised what changes in their breasts should be
reported to their doctor or nurse (See 'Breast cancer' below). Investigations, including
mammography, should be carried out in accordance with currently accepted screening
practices, modified to the clinical needs of the individual.

Conditions which need supervision

If any of the following conditions are present, have occurred previously, and/or have
been aggravated during pregnancy or previous hormone treatment, the patient should
be closely supervised. It should be taken into account that these conditions may recur
or be aggravated during treatment with Tibolone, in particular:

- Leiomyoma (uterine fibroids) or endometriosis

- A history of, or risk factors for, thromboembolic disorders (see below)

- Risk factors for estrogen dependent tumours, e.g. 1% degree heredity for breast
cancer

- Hypertension

- Liver disorders (e.g. liver adenoma)

- Diabetes mellitus with or without vascular involvement

- Cholelithiasis

- Migraine or (severe) headache

- Systemic lupus erythematosus.

- A history of endometrial hyperplasia (see below)

- Epilepsy

- Asthma

- Otosclerosis

Reasons for immediate withdrawal of therapy:

Therapy should be discontinued when a contraindication is discovered and in the
following situations:

- Jaundice or deterioration in liver function

- Significant increase in blood pressure

- New onset of migraine-type headache

Endometrial hyperplasia and cancer

- Two large UK population-based observational studies, The Million Women Study
(MWS) and a General Practice Research Database (GPRD) study, have reported an
increased risk of endometrial cancer in women who had used tibolone compared with
combined HRT and never-users (see section 4.8). The risk increased with increasing
duration of use.
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- The risk of endometrial hyperplasia and carcinoma is increased when estrogens are
administered alone for prolonged periods. The addition of a progestogen for at least 12
days per cycle in non-hysterectomised women greatly reduces this risk (see section
4.8).

- Break-through bleeding and spotting may occur during the first months of treatment
(see section 5.1). Women should be advised to report any break-through bleeding or
spotting if it is still present after 6 months of treatment, if it starts beyond that time or
continues after treatment has been discontinued. The woman should be referred for
gynaecological investigation which is likely to include endometrial biopsy to exclude
endometrial malignancy.

Breast cancer

- A randomised placebo-controlled trial, the Women's Health Initiative study (WHI),
and epidemiological studies, including the non-randomised, observational, Million
Women Study (MWS), have reported an increased risk of breast cancer in women
taking estrogens or estrogen-progestogen combinations or tibolone for HRT for
several years (see section 4.8). For all HRT, an excess risk becomes apparent within a
few years of use and increases with duration of intake but returns to baseline within a
few (at most five) years after stopping treatment.

- In the observational MWS, the relative risk of breast cancer diagnosis with conjugated
equine estrogens (CEE) or estradiol (E2) was greater when a progestogen was added,
either sequentially or continuously, and regardless of the type of progestogen. There
was no evidence of a difference in risk between the different routes of administration.
The risk of breast cancer associated with tibolone was lower than the risk associated
with estrogen plus progestogen combined HRT, but higher than the risk associated
with estrogen-only therapy.

- In the WHI study, the continuous combined conjugated equine estrogen and
medroxyprogesterone acetate (CEE + MPA) product used was associated with breast
cancers that were slightly larger in size and more frequently had local lymph node
metastases compared to placebo.

Venous thromboembolism

- Estrogen or estrogen-progestogen HRT is associated with a higher relative risk of
developing venous thromboembolism (VTE), i.e. deep vein thrombosis or pulmonary
embolism. One randomised controlled trial and epidemiological studies found a two-to
threefold higher risk for users compared with non-users. For non-users it is estimated
that the number of cases of VTE that will occur over a 5 year period is about 3 per
1000 women aged 50-59 years and 8 per 1000 women aged between 60-69 years. It is
estimated that in healthy women who use HRT for 5 years, the number of additional
cases of VTE over a 5 year period will be between 2 and 6 (best estimate =4) per 1000
women aged 50-59 years and between 5 and 15 (best estimate = 9) per 1000 women
aged 60-69 years. The occurrence of such an event is more likely in the first year of
HRT than later.

- It is unknown whether tibolone carries the same level of risk

- Generally recognised risk factors for VTE include a personal history or family history,
severe obesity (BMI > 30 kg/m2) and systemic lupus erythematosus (SLE). There is
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no consensus about the possible role of varicose veins in VTE.

- Patients with a history of VTE or known thrombophilic states have an increased risk of
VTE. HRT may add to this risk. Personal or strong family history of
thromboembolism or recurrent spontaneous abortion should be investigated in order to
exclude a thrombophilic predisposition. Until a thorough evaluation of thrombophilic
factors has been made or anticoagulant treatment initiated, use of HRT in such patients
should be viewed as contraindicated. Those women already on anticoagulant treatment
require careful consideration of the benefit-risk of use of HRT.

- The risk of VTE may be temporarily increased with prolonged immobilisation, major
trauma or major surgery. As in all postoperative patients, scrupulous attention should
be given to prophylactic measures to prevent VTE following surgery. Where
prolonged immobilisation is liable to follow elective surgery, particularly abdominal
or orthopaedic surgery to the lower limbs, consideration should be given to
temporarily stopping HRT 4 to 6 weeks earlier, if possible. Treatment should not be
restarted until the woman is completely mobilised.

- If VTE develops after initiating therapy, the drug should be discontinued. Patients
should be told to contact their doctors immediately when they are aware of a potential
thromboembolic symptom (e.g., painful swelling of a leg, sudden pain in the chest,
dyspnea).

Coronary artery disease (CAD)

- There is no evidence from randomised controlled trials of cardiovascular benefit with
continuous combined conjugated estrogens and medroxyprogesterone acetate (MPA).
Two large clinical trials (WHI and HERS i.e. Heart and Estrogen/progestin
Replacement. Study) showed a possible increased risk of cardiovascular morbidity in
the first year of use and no overall benefit. For other HRT products there are only
limited data from randomised controlled trials examining effects in cardiovascular
morbidity or mortality. Therefore, it is uncertain whether these findings also extend to
other HRT products, or tibolone.

Stroke

- One large randomised clinical trial (WHI-trial) found, as a secondary outcome, an
increased risk of ischaemic stroke in healthy women during treatment with continuous
combined conjugated estrogens and MPA. For women who do not use HRT, it is
estimated that the number of cases of stroke that will occur over a 5 year period is
about 3 per 1000 women aged 50-59 years and 11 per 1000 women aged 60-69 years.
It is estimated that for women who use conjugated estrogens and MPA for 5 years, the
number of additional cases will be between 0 and 3 (best estimate =1) per 1000 users
aged 50-59 years and between 1 and 9 (best estimate = 4) per 1000 users aged 60-69
years. It is unknown whether the increased risk also extends to other HRT products, or
tibolone.

Ovarian cancer

- Long-term (at least 5-10 years) use of estrogen-only HRT products in hysterectomised
women has been associated with an increased risk of ovarian cancer in some
epidemiological studies. It is uncertain whether long-term use of combined HRT or
tibolone, confers a different risk than estrogen-only products.
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4.5.

4.6.

Other conditions
Estrogens may cause fluid retention, and therefore patients with cardiac or renal
dysfunction should be carefully observed.

Women with pre-existing hypertriglyceridemia should be followed closely during
estrogen replacement or hormone replacement therapy, since rare cases of large
increases of plasma triglycerides leading to pancreatitis have been reported with
estrogen therapy in this condition.

Treatment with tibolone results in a very minor decrease in thyroid binding globulin
(TBG) and total T4. Levels of total T3 are unaltered. Tibolone decreases the level of
sex-hormone-binding globulin (SHBG) whereas the levels of corticoid binding
globulin (CBG) and circulating cortisol are unaffected.

Tibolone is not intended for contraceptive use.

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase
deficiency or glucose-galactose malabsorption should not take this medicine.

There is no conclusive evidence for improvement of cognitive function. There is some
evidence from the WHI trial of increased risk of probable dementia in women who
start using continuous combined conjugated estrogens and medroxyprogesterone
acetate after the age of 65. It is unknown whether the findings apply to younger post-
menopausal women or other HRT products, or tibolone.

Interactions with other medicinal products and other forms of interaction

No examples of interactions between tibolone and other medicines have been reported
in clinical practice. =~ However, the following potential interactions should be
considered on a theoretical basis:

Enzyme inducing compounds such as barbiturates, carbamazepine, hydantoins and
rifampicin may enhance the metabolism of tibolone and thus decrease its therapeutic
effect.

Since tibolone may increase blood fibrinolytic activity (lower fibrinogen levels, higher
antithrombin III, plasminogen and fibrinolytic activity values) it may enhance the
effect of anticoagulants, such as warfarin. Therefore, the simultaneous use of tibolone
and warfarin should be monitored, especially when starting or stopping concurrent
tibolone treatment, and the warfarin dose should be appropriately adjusted.

Pregnancy and lactation

Tibolone is contraindicated during pregnancy and lactation (see section 4.3). If
pregnancy occurs during medication with Tibolone, treatment should be withdrawn
immediately. For tibolone no clinical data on exposed pregnancies are available.
Studies in animals have shown reproductive toxicity (see section 5.3). The potential
risk for humans is unknown.
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4.7.

4.8.

Effects on ability to drive and use machines

Tibolone is not known to have any effects on alertness and concentration.

Undesirable effects

Occasionally, vaginal bleeding or spotting may occur, mainly during the first months
of treatment. Other adverse events that have been observed occasionally include:
Dizziness, rash, pruritus, seborrheic dermatosis, headache, migraine, visual
disturbances (including blurred vision), gastrointestinal upset, depression, oedema, and
effects on the musculoskeletal system such as arthralgia or myalgia and changes in
liver function parameters.

Clinical Trials Experience

This section describes undesirable effects, which were registered in 16 placebo -
controlled studies, with 1463 women receiving therapeutic doses of tibolone, and 855
women receiving placebo. The duration of treatment in these studies ranged from 2 to
24 months. The following undesirable effects occurred statistically significantly more
frequently during treatment with tibolone than with placebo.

Table 1 Undesirable effects of Tibolone

System organ class Common >1%,<10% Uncommon >0.1%,<1%
Gastrointestinal Abdominal pain
disorders
Metabolicand Weight Increase
nutritional disorders
Reproductive Vaginal bleeding or spotting
disorders, female Leukorrhoea
Breast pain
Genital pruritus
Genital monoliasis
Vaginitis
Skin and appendages | Hypertrichosis
disorders
Central and peripheral Amnesia
nervous system
disorders

Breast Cancer

According to evidence from a large number of epidemiological studies and one
randomised placebo-controlled trial, the Women’s Health Initiative (WHI), the overall
risk of breast cancer increases with the number of years of HRT use in current or
recent HRT users.

For estrogen-only HRT, estimates of relative risk (RR) from a reanalysis of original
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data from 51 epidemiological studies (in which >80% of HRT use was estrogen-only
HRT) and from the epidemiological Million Women Study (MWS) are similar at 1.35
(95% CI'1.21 —1.49) and 1.30 (95% CI 1.21 — 1.40), respectively.

For estrogen plus progestogen combined HRT, several epidemiological studies have
reported an overall higher risk for breast cancer than with estrogens alone.

The MWS reported that, compared to never users, the use of various types of estrogen-
progestogen combined HRT was associated with a higher risk of breast cancer (RR =
2.00, 95% CI: 1.88 — 2.12) than use of estrogens alone (RR = 1.30, 95% CI: 1.21-1.40)
or use of tibolone (RR=1.45; 95% CI 1.25-1.68).

The MWS has estimated, from the known average incidence of breast cancer in
developed countries, that:
- For women not using HRT, about 32 in every 1000 are expected to have breast
cancer diagnosed between the ages of 50 and 64 years.
- For 1000 current or recent users of HRT, the number of additional cases during the
corresponding period will be
For users of estrogen-only replacement therapy
e between 0 and 3 (best estimate = 1.5) for 5 years’ use
e between 3 and 7 (best estimate = 5) for 10 years’ use
For users of estrogen plus progestogen combined HRT
e between 5 and 7 (best estimate =6) for 5 year’s use
e between 18 and 20 (best estimate =19) for 10 years’ use
For women who take tibolone, the number of extra cases of breast cancer are expected
to be about the same as for estrogen-only HRT.

The WHI trial reported a risk estimate of 1.24 (95% CI 1.01 — 1.54) after 5.6 years of
use of estrogen-progestogen combined HRT (CEE + MPA) in all users compared with
placebo.

This trial estimated that after 5.6 years of follow-up of women between the ages of 50
and 79 years, an additional 8 cases of invasive breast cancer would be due to estrogen
plus progestogen combined HRT (CEE + MPA) per 10,000 women years.
According to calculations from the trial data, it is estimated that:
For 1000 women in the placebo group,
e about 16 cases of invasive breast cancer would be diagnosed in
5 years.
For 1000 women who used estrogen-progestogen combined HRT (CEE + MPA), the
number of additional cases would be,
e Dbetween 0 and 9 (best estimate = 4) for 5 years’ use.

The number of additional cases of breast cancer in women who use HRT is broadly
similar for women who start HRT irrespective of age at start of use (between the ages
of 45-65) (see section 4.4).

Endometrial cancer

There have been reports of endometrial hyperplasia and endometrial cancer in patients
treated with tibolone. The MWS has estimated an increased risk of endometrial cancer
in women who had used tibolone compared with never users of HRT (RR
approximately 1.8, 95% CI 1.4 - 2.3). The risk increased with increasing duration of
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4.9.

5.1.

use.
The GPRD study has estimated an increase in the risk of endometrial cancer in women
who use tibolone compared with those who used combined sequential HRT (RR
approximately 1.5, 95% CI, 1.0 — 2.3).

Other adverse reactions reported in association with estrogen-progestogen treatment
are:

Estrogen-dependent neoplasms benign and malignant;

Venous thromboembolism, i.e. deep leg or pelvic venous thrombosis and pulmonary
embolism, is more frequent among hormone replacement therapy users than among
non-users. For further information, see Section 4.3 Contraindications and 4.4 Special
warnings and precautions for use;

Myocardial infarction and stroke;

Gall bladder disease;

Skin and subcutaneous disorders: chloasma, erythema multiforme, erythema
nodosum, vascular purpura;

Probable dementia (see section 4.4).

Overdose

The acute toxicity of tibolone in animals is very low. Therefore toxic symptoms are
not expected to occur even when several tablets are taken simultaneously. In cases of
acute overdose, nausea, vomiting and withdrawal bleeding in females may develop.
No specific antidote is known. Symptomatic treatment can be given if necessary.

PHARMACOLOGICAL PROPERTIES
Pharmacodynamic properties
ATC Code: GO3D-CO0S Urogenital system (including sex hormones)

After oral administration tibolone is rapidly metabolised into three compounds which
all contribute to the pharmacological effects of tibolone. Two of these metabolites
(3a-OH-tibolone and 3p-OH-tibolone) have predominantly estrogenic activity,
whereas the third metabolite (A4-isomer of tibolone) and the parent compound have
predominantly progestogenic and androgenic activities.

Tibolone substitutes for the loss of estrogen production in postmenopausal women,
and alleviates menopausal symptoms. Tibolone prevents bone loss following
menopause or ovariectomy.

In vitro studies suggest that tibolone is subject to tissue-selective local metabolism,
with the A4-isomer mainly formed in endometrial tissue.In the breast, tibolone inhibits
the sulfatase enzyme thereby reducing the levels of the 3-OH —tibolone metabolites
produced in this tissue. The clinical relevance of these studies is not known (see
section 4.8).

Clinical trial information on tibolone:
Relief of estrogen-deficiency symptoms
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Improvement of symptoms generally occurs within a few weeks

Effects on the endometrium and bleeding patterns

In the endometrium, tibolone and its estrogenic 33-OH metabolite are converted to the
progestogenic/androgenic A4-isomer. In addition, the A4-isomer cannot be reduced by
the Sa-reductase enzyme to a less active progestogen. This considerably prolongs the
presence of the A4-isomer and thus the progestogenic activity in the endometrium.

There have been reports of endometrial hyperplasia and endometrial cancer in patients
treated with tibolone.

5.2.

The incidence of vaginal bleeding is no higher than that with placebo use. In women in
whom some endogenous oestrogen is still produced, vaginal bleeding may occur
during tibolone therapy because of an apparently stimulated endometrium.

Amenorrhea (no bleeding or spotting) was seen in 88.4% of the women during months
10-12 of tibolone treatment. Break through bleeding and/or spotting appeared in
32.6% of the women during the first three months of treatment and in 11.6% during
months 10-12 of treatment.

Prevention of osteoporosis
Estrogen deficiency at menopause is associated with an increasing bone turnover and
decline in bone mass.

Protection appears to be effective for as long as treatment is continued.

After discontinuation of HRT, bone mass is lost at a rate similar to that in untreated
women. After 2 years of treatment with tibolone, the increase in lumbar spine bone
mineral density (BMD) was 2.6 + 3.8%. The percentage of women who maintained or
gained BMD in lumbar zone during treatment was 76%. A second study confirmed
these results.

Tibolone also had an effect on hip BMD. In one study, the increase after 2 years was
0.7 £ 3.9% at the femoral neck and 1.7 + 3.0% at the total hip. The percentage of
women who maintained or gained BMD in the hip region during treatment was 72.5%.
A second study showed that the increase after 2 years was 1.3 £ 5.1 % at the femoral
neck and 2.9 + 3.4% at the total hip. The percentage of women who maintained or
gained BMD in the hip region during treatment was 84.7%.

Effects on the breast
In vitro data indicate that, in the breast, tibolone inhibits the sulfatase enzyme thereby
reducing the levels of active estrogens in this tissue.

Data from clinical studies suggest that mammographic density is not increased in
women treated with tibolone compared to placebo.

Pharmacokinetic properties

Following oral administration tibolone is rapidly and extensively absorbed.

The consumption of food has no significant effects on the extent of absorption.

Due to rapid metabolism the plasma levels of tibolone are very low. The plasma levels
of the A4-isomer of tibolone are also very low. Therefore some of the pharmacokinetic
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parameters could not be determined. Peak plasma levels of the 3a-OH and the 33-0H
metabolites are higher but accumulation does not occur.

Table 2: Pharmacokinetic parameters of Tibolone

3a-OH 3B-0H
tibolone metabolite metabolite A4-isomer
SD MD SD MD SD MD SD MD
Crnax (ng/ml) 1.37 1.72 14.23 14.15 343 3.75 0.47 043
C Average I i i 1'88 === TTE s TEEEE i
Tmax(h) 1.08 1.19 1.21 1.15 1.37 1.35 1.64 1.65
Tiph) - — 5.78 7.71 587 - ——— e
Cmin (ng/ml) === - -—- 023 m——— e — S
Auc 9.4 (ng/ml.h)  ------ -———- 5323 4473 16.23 920  ----- -

SD = Single Dose; MD = Multi Dose

Excretion of tibolone is mainly in the form of conjugated (mostly sulfated)
metabolites. Part of the administered compound is excreted in the urine, but most is
eliminated via the faeces.

The consumption of food has no significant effect on the extent of absorption

The pharmacokinetic parameters for tibolone and its metabolites were found to be
independent of renal function.

5.3.  Preclinical safety data

Tibolone is not genotoxic. Although a carcinogenic effect was seen in certain strains
of rat (hepatic tumours) and mouse (bladder tumours), the relevance of this evidence
to man is uncertain.

In animal studies, tibolone had anti-fertility and embryotoxic activities by virtue of its
hormonal properties. Tibolone was not teratogenic in mice and rats. It displayed
teratogenic potential in the rabbit at near-abortive dosages. (See section 4.6)

6. PHARMACEUTICAL PARTICULARS
6.1.  List of excipients

Lactose Monohydrate

Starch Pregelatinized
Ascorbyl Palmitate (E304)
Tri sodium Citrate Dihydrate
Sodium Lauryl Sulphate
Croscarmellose Sodium
Magnesium Stearate
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6.2.

6.3.

6.4.

6.5.

6.8

Incompatibilities

Not applicable

Shelf life

24 months.

Special precautions for storage

This medicinal product does not require any special storage conditions. Keep blister in
the outer carton

Nature and contents of container

PVC-PVdC /aluminium foil blisters in pack sizes of 28, 30, 60, 84 and100 tablets.
Not all pack sizes may be marketed.

Instructions for use and handling

Not Applicable.

MARKETING AUTHORISATION HOLDER
Norton Healthcare Ltd (trading as IVAX Pharmaceuticals UK)
Albert Basin, Royal Docks

London, E16 2QJ
United Kingdom

MARKETING AUTHORISATION NUMBER

PL 00530/0771
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Please read
this leaflet
carefully
before you
start to take
your tablets.

It contains
important
information.

If you are not
sure about
anything, or
you want to
know more,
ask your
doctor or a
pharmacist.

Keep this
leaflet safe, as
you may want
to read it
again.
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Patient information leaflet

TIBOLONE 2.5MG TABLETS

PL 00530/0708

About your tablets

vour tablets are callsd Tibokne 2.5mg Tablets.
They are part of a group of dugs cald homone
reqlacemment theragy (HRT).

What is in your tablets

Esch tablet contains:
Tibobone 25mg (active ingredint); and
Lctose Morofydrate, Starch b
ascortyl Palmitate (E304), Tl
Dilydrate, Sodium Lauryl 5
roscanmeize sodur Magnesium Stearate
(other Ingredients

Ttolone 25mg Fabers re mun wiis it

bevelled edge tablets, coded “TIE" cn one sids and

fietincpliiiey

Tibokne 2.5mg Tablets are availsble in pack spes

of 23, 30 0, 84 3nd 100 tablets. Not 2l pack siss

e marketed.

i
flum Cltrate

Who makes your tablets

‘The marketing autherisation hokder and
manufacturer hamacauticals Albert
Basi, Feyal Dacks London E16 2g)

What your tablets do

Tibolkone belongs to 3 group of medicines called
hormone replacement thersgy
Titokone s slightly differsnt to most HRT. Instead
af actul homnanes fauch as estragen an
mgestogen) I contains 3 substance which
bk down 10 make hormanes. fts effects
benefits are similar to conventional estrogen
andpmgesmge i HAT.
Tibolore: tablets can relieve symptoms of the
menogaus: th chonge o Jwremermlrng

us@d o e \:puusl \m\ urm
bomes) fyou areat gk ufi\.mlrﬁgllacmres
take other medlchas fﬂrlhli
e You o dteio st
refits and risks of Tholone.

&t menopause (or after remonal of the cvares) the
by stops producing the femalz harmene
estragen

shartage of estrogen causes complaints such as
nmﬂustr;‘easgar\dnlmg atssamewp?mn
depressad and lose their sex drive. Taking Thelone:
can relleve these complaints and after & few wesks
you an Improvement

u get alder and break mare easily. Tholone

2 b used to prevent osteoparashs

if yeu are unable to take ather medicine for this
andy or shauld discuss the

our
ForEe and st o Tecione e the other
atemathe theraples.

Before you take your
tablets

vou should read this section carsfully. Aswell as
benefits HET has some risks that r‘m need to
consider when you are deckling whether to uss it
orwhether to carry on using It
Same wormen shauld rat use Tibalene
Flzase tell your doctor befare you start to take
your tablefs If you:
s or s ot cncee
& or have had, ancther type of can
(pa‘tlcuLany pri ik epenent)
Have ever hiad a blood cireulation discrder such
as blood cets In the velns of the legsor in the
lings.
Have ever had a heart condition such 35 angina
of a heart attack.
are pregnant, may beccme pregnant e are
pregnan, may pregn:

hiave sver had a bd reaction to Tibokene or any
of the ngrdents Lst=d in the What k Inyour
tablets’ secthory
If you have an Intolerance to Lactose
1Fyou suffer from an hereditary condition called
Parplyria
1Fyou suffer from unusual vaginal tlesding
1Fyou suffer from severe [ver diease
If the snswer to 2y of thess & yes
oM yeu el your doctar on the st visit o 2
earlervisit?
1Fyou did not then you should do 50 25 saon as
s
wour Doctor will then decide whether you sheud
take the tablets or rict. He/she may déclde to ghe
you different tablets or may wish you ts take
Thelare.

What | need to know
before taking my medicine

Thelare will not protect you fom pregrancy.
eu sheuld nat take Tibokene until t lezst 12
rringhs after yeur st natural menstiual bleed
(peried).

Thclare tablets contain lactose
Tholore should net be taken by children

youcan start taking tbokre i 3

u have never used HRT before, you can start

ing Thelone straight away.

\fyuu are changing over fram another type
HERT - there are severdl diferent types of HET, su:h
as tablets, patches and gels. Mast contain sither
estrogen of an estrogen and 3 progsstogen. wnh
e you v o and it s yo dot
(period-free HET).

1 you are changing over from ancther type of
HET where you hawe a p!rbd start taking Tholane
a5 soan s your period &n
ifyou e ahangi mrimm a periad-fies HRT
youl can start tal mgnbolme straight away.
Yol can also start stralght away If you are bel
treated for mdwmﬂﬂgl's. i "
ot docto mey e keep o cose watch e
Yoy hase, o v s s, any of the
lengwr\dmms
Uterine frombs) fibrolds

Blod dots
Felatives who have had blood clots

Closs relatives her, sister, grandmoths
et o
High blocd pressure

Liver dissase

High cholesterdd lovels

Kirey disase

Diabetes

Gallstones.

A rare disszse called systemic lpus
enythematosus

Migraine
Otasclercsis (3 hearing disordzr)
IF any of the above apply to you:
Have you tol your doctor? I nct, talk ta the
1o 3 500N 35 y0U Can befare taking Tikolane
tablets. He or she Tiay want to do Some tests, ar
ghve you more advice about taking Tibokone.

Safety of HRT

As well 25 benefity HRT has some risks which you
niesd o consider when you are deckding whetl
takz It or whether to camy on taking It
Medical check-ups
Bfore you start taking HRT, yaur doctar sheuld a9(
abaut your oem and your farmily's medical histo
Yourdoctormey i s your oeasts
tendemess ar pain and vagind feching,
decharge or thrvar your Sbdomen, and mey da
an Intermal examinaticn - but ony If thess
examinations are necessary for you, of you have
any specl concems.
d on HET, you should see
your doctor for reguiar check-ugs (at least once a
yeen At thesechick-upy your doctor may discuss
wlgyou ‘the benefits and Tisks of continuing to
1alz HRT.

5o Tt reqular breastscreening and cenvical

smear tests

Regulrly check youw breasts for any chinges
impling of the skr\ changesn the

Rirpls, a Fo any Lamgs fesl

Heart dissase
HRT Is not recommended forwomen who have
heart disease, or have had heart disease

if yourre off your feet for 3 long time becauss of
major surgsry, njuries o llness
if you have & rare condition called systemic
lupus erythesmatasus
If ary of these things apply to yuu,takw your
drx_mrm 52 IFyou should take A

figure will be 37 In 100 {12, an extra 5 cases).
For wamen who start taking estrogen plus
progestogen HRT at age 50 and take it for 5
yumge figure will b= 38 In 1000 (1.2, an extra

Vthey tabe strogen plus progestogen HRT for 10
5

years, the figure wi 1In 1000 {Le. an extra
lnol(ngatwnmen In their 505 wha are not 19 cases)
taking HRT - on awerags, cwer a S-year perbd, 3 In If you niceice amy changes in your breast, such as:
1000 would be sxpected to et a blood clot dimpling of the skin
e 505 who are taking HRT, the changes i the nipgle

Fer viceren In t

figure would b= 7 In 1000,

Lapkig at women In thelr 605 whn are not

taking HRT - on aver et perind, 81n

10wa\:uIdbeexpm 1o e oo ot d'
e In thelr £0s whe are taking HRT, the

lumewuudbem n 1000,

sinful swelng n your g

sudden chest ain

diffiuty breathing
See a doctor 2s soon as possible and do ot
take any more HRT until yeur doctor says yeu
can. These may be signs of 3 bicod dot
Hf you're golng t have srgeny ks s your

. You iy e 0 st

laklng Hde:qu
Cpersen s et the ik 2 o iy v
doctorel el you when you can start taking HRT
agan

any bumps you can see or feel

Make an appalrtment 1o sze your doctor as

500N 35 posl

Endometrial cancer (cancer of the lining of the

womb)

Taking estrogen-only HRT for a long time can

mmisﬁ*:m riko;"u;raeg:‘thellmng:éma

womb (the endametrium). Taking a progestogen as

il the et helgs o 1wy e xtrs o

Iryoustl haveyourwom your doctr may

ples(rbe aguge inaswe a5 estrogen. IFsg
o separately, o 253

mmbmﬁnm;’mma ortibol

IFyou have had your womb remaved (3

ysterectomy). your doctorwilldiscuss with you

whether you can safely take estrogen erthout

pregestogen
tiyou've had your womb removed because of
eRdometriosls, ay sndometrium left In your bady
iy be 3t 1k 50 your dactor may prescrbe HRT

Breast Cancer tha ncludes  progetogen as vl n siragen
lboksne s slghthy diferent from most
wemen who have breast cancer, or have had :
HRT(seetheseclIDr\ whalyo\nabletsdo) o
zpe‘zlstcincer Inthe past, should not take HRT e iy e
Taking HET slightly Increases the isk of breast you are '*”\&“""“‘
cancer; so does having a later mencpatks. The ridc Comparz

i tme ard ot kg T e 1 or s
Womamwh b (g estiogeh s Fogesogen
HET ks higher than for estrogen-anly HRT and for
llbub'veibul estrogen plus pmg?swgw Hr(r Is

bengficial for mgmm um, se= Endometrial

cancer’
For all kh& Uf HRT, the extra risk of breast m(!l
oesup the longer ou teke I, bt rtums

nommalwithin 5 years after stopping HET.
Yaur rikof breast cancer Is s highes:
i you have 2 closs relative (mother, sister o
srandmother) wha has had breast cancer
if you are sericusly avenwelght
Compare
Laokng at women aged S0 who are not takin
HRT - on average, 32 In 1000 wil be dizgn
;vfnh breast cancer by the time they reacn the age
Fer wcemen who stat taking estrogen-only HRT
a3 Sond ok E for<years e fgu il be
aen 33 and 34 In 1000 (1.2, an extra 1-2

If(l’wy(ibz sstragen-only HRT for 10 years, the

Looking 2 women who stil have 3 utenus who are
not taking HRT - on average 5 in 1000 wil be
dlagncsed with endometral cancer bevween the

= estrogen-only HRT, the
numberwil be zlu 12 times hLEer depanding
nr\(he dnseandhnw hrgy
estrogen-only HRT

submnllaﬂy i e of v e,

There hiave been reports of an increased cell growth
o cancar of the Uning of the womb i wcmen
wsingtlone. The rekef cancercfthe ningof

inerezses the longer you take the

m\(\m

Ty ge't a breakthrough bleeding or spotting, it

abeut, especialy dirin
e o e L i
But If the blesding or spatting:

For mare than the firs faw months
starts alter yau've besn on HET for awhii
casn even afteryue stopped aing HAT

1Mk an appoRment to see your
e 2 g1 thatyour endometrium hasber.ome
cher

wartan cancer
wvartan cancer (ancer of the ovarks) s very fare,

MHRA: PAR - Tibolone 2.5mg Tablets PL 00530,

but it s serious. It can be difficult to diagnoss,
because there are often o abwious signs of the
disease.

same studies have ndictated that taking estrogen-
anly HRT for more than 5 years may inciease the
risk. of ovarlan cancer. It Is not yet known whether
other kinds of HET Increass the risk in the same
way.

Dementla

HET will st prevent memory loss. In ons study of
wemenwho darted shg conbined AT ater the
3g= of 65, 3 small Increase In the ik of dementia
s b

Taking other medicines

TeLIyau doctor or pharmackst fyou amakmg
v recanty talken, or Iend o take ey ot
‘medicines, nchuding those you may \.ﬁ
yaurself without presTpien, Thi s arsculatly
Tmpcrtant If the other medicins
Medicine used to treat Ih k) mas
B, cabamreph Wy e
Antibiotics H’ﬂ ather mediunes used (otreat
Infection such as rifamgicin
Medicines used to trest blood clots (thrcmbests
eg watarin/aioagulantbload thinning

s
Insudin or other dngs used to treat disbetes

How to take your tablet
It s Inpertart to take your tablets only as directed
by the dactors or Pharmackt.

The racommended dase s ane tablet every
Tibokne should be swallowed without cheaing
with some water.

Take your tablet 3t the same time svery day.

Use In Children: Chikiren shauld it use Tholon.
1 you Forget to tahe a tablet take It as scon as
remerber, unkess you are mere than 12 hours

I yau're late by more than 12 hours fust skip the
missed tablet.

What to do if you take too
many tablets

It ks Important net to take oo many tablets.
your nearest heepltal casualty department
o 3 doctor far advice If you have swallowed too
tablets or If yoan tink  child has swallowed

symptome may nclude nausea, somtng ns
LA et b women s

ing girls.
Tl ch e, sl any ot hat e 1 e
‘to show tl

Possible side effects
Please ako see the section Safety of HRT In this
let.

708, 0770-1

fou may hive some skle effects while you are
gy e e b
Canges nueght sin el sch o5
ash o ching, Sk stomerach
fesing depressed an pains i your s or
Jobts.
op aking the bt and el your doctor
you g yelbu din e o
lood clot (s the

rmmﬁgu
from mare serlous side effets such as.

dlzzness headches migrsine suellng cfyour
distubanczs in vision including bl

u\slong Increas=d faclal halr growth ar unusua

gl besing o sporing contactyeur dactae

Imrmed

Ifwhlh ouare tzking Tholone tablets you devel
o it o ki) s tobig the 1ot

Im

o
Symptoms to lock out far:

Cuughing biood

Sudden, severe, headache

‘Weskress or rumbness In an am or lag
Sudden discelouration of your skiy
shured

Unustsl pains or seelling of your amsor legs
pains or feslings of heaviness In your chest
Suydden shormiess of breath
DiEzhess o fainting
If your Iver test became abnomal or I you

P Jaundics your doctor miy stop vy
treatment
Sudden disturbances t yeurvison

Tell your pharmacist o doctor if you netice any

other sie-effects fiom yeur mediine, which &

nat mentioned here.

Looking after your tablets

Keep your tablets In a safe place where children
«cannot see or reach them,
Do not tabe the Eablets after the “use by date
pnrmed o the lsbel/ carton,

=y our tablets In the pack they came in

lister In the outer carton.

Th\smadlclna\ product dozs not requirs any special
storage condithrs
wou should take any tablets that are cur of date or
which you o longsr nesd back to yeur pharmackt.
‘These tablets are onky for you. Crly a doctor can
presiribe them faryau Wever gve them 1o anyane
L ey e the e symprcams o

PL number
0530/0708

This leaflet
was written in
March 2006

recently. If you hiave ever had heat dissase, talk to
0 se= IF you shoLld be taking HET.

HAT will not help 1o prevent heart dissase.
Studks wth one type of HKT (coniaining

canpigated estrogen plus the pmgeswgen HPAJ
e S Tt woen e 3
ey to g5t heart: dease g te ityaarof

‘aking the medication. Fur cther types of HRT, the

1k £ ke T b Sk, g tis 5 et
cartain

i yau chest that spreads to you am o
neck See a doctor as soon as possible and do
niot take any more HRT Untl your dactor says
o can, This pain cavid be a sian of heart diease.
stroke

research suggests that HRT slighly
ncreases the rik g a strabe. Gther things
it can e rease the risk of stroke nclude
gtting clder
high blood presare

smicking.

driking too mauch akohol

a0 vimguiar heatbeat
if you are warrled about any of these things, or
you have had 3 sroke n the past, 1l o yeur
doctar to see if you should take H
compar:

Licking 2 wamen In thelr 508 who are nat

king HRT - cn serage ver 2 Syearperiod. 3 1n
b expactad i have a st
Farwormen i ther 5oswho are takmg HRT, the
figurewrould be i In 1000
Locking 2 women In thelr 605 who are notDcl
taking HRT - cn average, aver 3 5-year n
In 1000 would be expected to [eplaiy
Farwornen [ thelr S0swheo ars takirg HRT, the
figure wauld b 15 In 1000,

Wy ger
unexplained migrane-type headsches with or
‘aithout disturbed vision See a doctor as soon &5
possible and do nat take any more HRT until

r doctor says you can, The:

52 headaches may be
A0 caty warning Jgn of a stk ¥
slood clots

HRT Inrege the risk of blood clots Inthe
vers (s caled desp vein mmmhosls ar oV,
aspectally dring the first ysar
Thvae bsod clts e not Aveys et Bt f one
travels to the Mr\gﬁ, it cm cause d!e%rhpz\r\

sy
cominion 15 2163 paimanary embolam or pE
CT and FE are xampkes of 3 conditicn called
venous thramboembolism, o VTE
‘Youarz more liely to geta blood dot
iFy2u1 are szrhusty overasight
ifyou haee Fad a blacd clot before
ifany of your close famly have had bicad dlots
iFyou v had ane or more miscariages
iFyous hawe any blcod clatting preblem that
neads treatment with 3 medkine such as

39429 UoIeLLOjU| JURlIE]

s19]qeL Swig'Z suojoqiL
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Please read
this leaflet
carefully
before you
start to take
your tablets.

It contains
important
information.

sure about
anything, or
you want to
know mare,
ask your
doctor or a
pharmacist.

Keep this

1o read it
again.

nt information leaflet
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i yourre off your fest for a Imgume because of
o srgey, res o Hness
Hyou b 3 e cndtion called systemic

nfus erythemataais
1 any of these things appiy to yuu,ld.kw yeur
doctorto se= If you should take H

Lacking st women In thelr 505 who are not
taking HRT - on average, cver a S-year pariod 3 In
1000 weuld be expected to get 3 blood clot.

Fr women In thelr 50s who are taking HRT, the
figur2 wotid be 7 In 1000,

Lackig st women In |ha\r 605 who are not
taking HRT - on aver ear period 8In
000 ol e expectad 1 gt & o ot

For women In theiros who are taking HRT, the
figure wouid be 17 In 1000,

IEyou get:

painiul swelling I your leg

sudden chest pain

diffiulty breathing
s 3 docsor as oan 35 possible and da et
take any more HRT untl your doctor says
o T vy b2 g of s ed gt
Hyoue golngto e surgery. e e your

b e o

'.aklng Hnabm s S tae

aton o edice the i f a oo e vour
doctorw tellynu when yeu can start taking HET
agan.

Breast Cancer
women who have breast cancer. of have had
breast Gncer Inthe past, shauld not take HRT
or tibol
TEHimg KR gy ierecses th ik of breast
cancer, sn does having a later mencpause. The risk
far a post-mencpausal woman taking est -
iy I o 5425t 18 850Ut Th S 3610 3
women of the same age wha Isstll having pertads
ower that time md rmlhklng HRT. The risk fora
woman wiha b5 taking estrogen plus pn:gesm en
HET & hgnenhanfm estroger-onty HET and for
tibolone (bt estrogen plus progestagen er Is
berrefiial for the endometrum, see Erdometral
cancer below
For all kinds of HRT, the extra risk of breast cancer
2055 Up the Langer You 1ok 1, but retume to
nomnalwithin 5 years after stopping HRET.
aur rik of bieast cancer s lso higher

i you heve 3 closs rebathve (mother, sister o

prandmother) who has had breast cancer

W you are seriously averwelgt

Laoking at women aged 50 who are not takin
HRT - on average, 32 In 1000 wil te dizgn

gfnh breast cance by the tme they reack the age
For women whe start tsking estrogen-only HRT
at age 50 and take k for S5 years. the flgure will be
betwesn 33 and 34 In 1060 (L, an extra 1-2

cases!
IFthey take estiogen-coly HRT for 10 years, the

If you are not

leaflet safe, as
you may want

if you stll haveyaurwamblraudoml may

prescrbe a progestogen as well 2 estrogen. I sy
thess may d spartely or s
cambine erpmmn or tlokne:

if you have had your womb removed (3
St2rector our doctorwill discuss with you
"’m,,mﬁ safely take i E
s

T yauve had your womb removed because of Insudi or other dugs used to treat disbetes
endometriosis, any endsmetrium left n your bady

not taking HRT - on average 5 In 1000 wil te
agnsed with endometrial cancer betwesn
ages of 50 and 65

TIBOLONE 2.5MG TABLETS

PL 00530/0770

About your tablets

our tablts are calked Tibokone 2.5mg Tabkets
They are part of a group of dnigs called hormone
replacerren therapy (HRT)

What s in your tablets

Exch tablst contalng:
Thokine 2 5mg (ave ingredint); and
Lactoss Morshydrate, starch pregelatin
Ascirtyl Palmitat (E304), Tri sodium Citrate
Dilydrate, Sodium Laury| Sulphat,
croscamellose Sadum, Maghesum Stearate

(other Ingredients
Tbokos 25mg reblets e sund wiie it

eled dgs okl codd T o ane e and
*25" an the reve

ﬂhnhl'\eZSmgTabletsa’Pava\laﬂsln iack sres
of 25, 30, 60,24 and 100 tablets. Mot all pack sg=s
are marketed

Whao makes your tablets

The mirhellngaull’msanun hobder and
manuTre b A Phamaceuticals Albert
Bash, Royal Dnclq Leadon E16 20

What your tablets do

Tibolone belangs ta a greup of medi nes called
hormone replacement therapy (H
Tibolkore is dightly differ=nt ta most HRT. Instead
of sctiad homctes (auch 35 stiog and
mgenj It contans 3 substance which
reaks douim o make hormanes. s effects
bsne'ns are similsr to conventional estrogen
a1d progestogen HRT.
Tibolore tablets can relieve symptoms of the
menopaus: the crangs o fe) whther o
natiwally of 25 3 result of surgery. It can a be
used to pravent cstecporosts (thirning of the.
mq Fyou s 2t hgh rok o hrur Factures
ou e e to b iter mesiehes o thi
Lrw se. fou 3nd your doctor should discuss the
refits and risks of Tholone
it menopause for alter remaval of the cvares) the
body juzg the female harmone
iogen
The storageof esyogen catsgs Compiats such a5
hotﬁquEngd nl giﬂe:ts SOME Wi D‘a
Gegresoed and ose thel ex i, Takig bd.ons
can relieve thess complaints and after 3
yousho smuu st 0 et
TORER My CALSE DSLECPOross
nhnr\ngnfthe banes) he bones become e
= youget ok and ek more sy, Thlo
‘tablets may be used to prevent asteopar
If}u.l s bl 0 ok ot edicne rorms
s You dyout docte o dc
i and 43 Thclaneand e cther
altematve therapies.

Mediine s 0 st eplepsy (15) ach s
barbiturates, carbamazepine of phenythed
Antibiotics a'v: ather medkines used lOIlBaI
Infection such as rifampicin

Medicines used 1o treat bipod cloes (thrembests)

Before you take your
tablets

“voun hould read this section carefully. o5 well as
benefits, HRT has some risks that you need to
consider when you are decking whether touse 1,
orwhether to carry on using it
Same wemen should not use Tikalcne
Pleasa tell your doctor before you st o take
your tablefs I you
Hawe or hawe har, breast cancer
Have, or have far ancther type of cancer
(pasticulzrly ane which & homene dependent’]
Fave ever had a blood circulation discrder such
35 blocd bt nthe ks of e lgsornthe
lngs.

Hae aver had 3 heart condition such as angina
o 3 heart attack.

are pregnar, may become pregnant cr are
ek P

hiave ever had 3 bad reaction to Tibakne or aty
of the ingredents listed I the What & Inyour
tablets’ sectiny

1Fyou have an Intolerance to Lactoss

Ifyou suﬁer from an hereditary candition called

s B
1Fyou suffer from severe Iier dease
1F the answer 1o any of these b yes
D you tell your doctor on the Lastvisitor an
earlier vis?
youdidratbenycy should 5 2 soon 25
these tablets

your umorwmmen decldewhemeryou sheukd
ke the tablets ar nce. Hefshe may decide 1o ghe
wou different tablets or may wish you to take
Thelane:

What | need to know
before taking my medicine

Thelare will not protect you from pregriancy
Yo SHeud 00t Tiolone RS0t 12
mmorths after yeur kst natural merstiual besd

{pertod).
Tholone tablets contain lactose
Tholane should not be taken by chikdren
1 yau have had your wormb and ovaries removed
ofare behg redtedwith dugskncun o
gonedotrophin relsasing honmane (GiRH)
ies, for conditions Suth s endometriosts
youcan start taking tibolone Immedian
u have never used HRT before, you can stat
g Theolone strsight

7o are changing prer hom ancthertype of

T there e v Aent oo af LT
a5 tablets, parches and gels. Most cantain ether
estrogen of an estgen and & pmgenngm wnn
ome you v 2 pericd,andwkh scme you dar'
{period-fres HRT).

a women who stil have 3 utenss who are

Take your tablet 3t the same time svery day.
Use In Children: children shoud nat use Thelone:
IFyou orge o e 3 bt ke s soon s

aglantbicad thinning

f you are changing over from anather type of
AT where yeu h 2 penid,start taking Thelone
a5 5001 25 your
I you are :hanEIrg mrfrum a perlod-free HRT
6l £an start taking Tibalone Straght away.
“Yiou can also start stralght away If you are bel
o a1 1 "
‘fo\.lrdm'.w ned to a dose watchon
pur narv“?anmmaqaw of the

lowing conditons

Utering fwamb) fibrolds

oo clots

Pelathves who have had blood clots

Close relathves. the, sister, grandmoths

e ad ety gl

High blocd pressire

Liver dissase

High cholesterol levels

Kidrey disease

Diabetes

Gallstones.

A rare diszase called grstamic lupus
ematosLs

Migraine
Ctasclercsls (a hesring dscrdsr)

1 any of the above apply 1o

Have youtol your doctor? if nct, talk 10 the

i 2 e yon, con befom taing Thelare

tablets. He or she may want to do some tests, or

v you more advice about taking Tibol

Safety of HRT

s wrell a5 benefits HRT has some risks which o
needto conderatien yu re decing e o
take It orwhether to camy on taking it
Medical check-ups
Befre you start taking HAT, your doctor should ask
abaut your cemand your fafky's medical History.
Your foctor may 0 svamine your beasts
for breast tendemess or pain and vagina Itching,
Aecharge or truehor o b domen and ey do
an Intemal examination - but only If the
examinations are necessary for you, Dryou heve
any pecial concems
startad on HRT, you should sas
your o o TERuY checl-ugs (at st once:a
year t these chiccips you dociormay discuss
wnhyoumebenema Tisks of continuing to

Go for regular breast screening and cervical
Smear tests

ularly check your breasts far any changss
bt e changesin the
nipple, or for any lumps yeu can see o fesl

Heart disease
HRT Is not recommended forwomen who have
heart disease, or have had heart disease

figre will be 37 |nmo (le.anextras nses) bulll\sselbw It can be diffiult to diagnoss, ‘ou iy have some sie affects while you e
Farwamen whe start taking estrogen plu: are often o abvious dgns of the taklngyourta:msmuehn -
pmgestogen HRT i(age 50 andlaluzl(forﬁ d\mw charges inwel i proﬂemsmasms 1]
he flgure will be 38 In 1000 (1.2, an extra some studies have indirated that taking estrogen- rach or tching, r} ik, stomach-ach; PL number =3
only HRT for mere than 5 yesrs may Increase the feeig depresedand pains i your rauscesor o
If they take estrogen plus progestagen HRT for 10 risk of ovarlan cancer. It Is not yet known whether jo 5. 0530/0770 'Z_I'
years, the flgure will be 51 In 1000 (., an extra ather kirds of HRT ncrease the risk in the same. Stop taking the tablets and tell your doctor (2
19 cases), iy, Imrmdlal \lyuugret tel.bu skin Uimdhe] ar . =
If you nctice any changes i your breast, such as: Dementla e the This leaflet i
dimgling of the skin HET will ot prevert memory Loss. In ane study of rdJmmgu g

wamenwho tarted usig combined HET fter the Wyou suffer from mare serions side effects such as i i
ﬂ;?&?ﬁﬂm,,“, e o 55 3 vl creses Itk o el ABhess, headaches, migraine saeling of your S R [ A
Make an appairtment to see your doctor as e ke fmf;dmﬁ(ﬂgl“gﬁw‘dﬁh"ﬂ March 2006 g.
500N as poss| . ] bleadi
Endﬂmemauanczr {cancer of the lining of the Taking other medicines Tty FOTIrG, Contce ot LT 3
mb) =
ALyour dostor or phamackst i you are taking, Ifwh\leynuanetakl el taiesyou devlop o
Taklng estrogen-onty HRT for a long time ca el o
\n(re.:s;hlha réswk of (aur:\r;er u: the Lining of the “&ﬁ?ﬁ;"ﬁ%ﬁf&?ﬁé”ﬁ;&‘&;‘* ay mr}m Im re“ stop taking the =
wearmb (the endometrium). Taking a progestogen as ) m
aursalf without prescripticn, This & partiular %‘mﬁﬂmm ook out for

well a5 the estrogen helps to T the it }‘ s Mmgf‘e ”ﬂd L pal y Craphing +

“wiackness ar numbness in an anm or lag
Sudden discrlauration of you skn

slumed

unusisl pains ar sweling of your ams or legs
Pains or feslings of heaviness In your chest
Sudden shorness of breath

Diminess o fanting

I your e test became aboormal or f you

may be at rik. So your doctcr may prescrbe HRT How to take your tablet
I i ogeagen s vell s s gen Y e
lbokone Is slightly differs Itls mpertant to take your tablets enly 2 directed
T e the e Whalyo\.nablelsdo )gou e e T s ol e e otz ary
dontneed to take 2 separa The recommended dase s are tatlst every o skie effects from your medicne which are
e Tikolore should be swallowed without chewing not mention
e SOITE Waltef.

Looking after your tablets

Kesp your ablets 03 sae place wheredildren
«cannat see or reach thel
Bl o et sl the'use by date

on

prred anthe el

remermber, nkess you e mere than 12 hours|
Forwomen whe take: trwen-ow HRY, the Ifyau're i by miore than 12 hours Just skip the
numberwil be 2 to 12 ﬂmﬁh dq)end\r\; miksad tal
onthedoseandhwv brgy it

The addition estrogen-only HRT
suhgamawm ik of et
There have been reports of an incressed cell gwnh
ar cancar of the lining of the womb In wemen
using tibolone. The risk of cancar of the lning of
the ‘o Incresses the longer you take the
medicine.
if ycu et 3 breakthrough bleeding or spotting, It
is ualy notl il durin
the frst few mﬂ‘}mmm T g
But If the bleading or spotting:
canries on for more than the firs: few months
starts aftsryouve besn on HRT for 3 while
cames on even after you've smpped(akmg HRT
Maks an appointment £o s your
be a dgn that your sndometrium fie he:nme
thicksr.
‘Ovarian cancer
Cvarlan cancer {cancer of the ovarks) is very rars,

What to do if you take too
many tablets

It s Inportant not to take too many tablets
Contact your nearest hespital casualty depanment
et B vedi s e sl i
my tablets or I you think a child has swallowed
Sym;loms may nclude nausea, vomiting and
vaghal bleediig inwomen and you

ng glrls.
Tahetms Laaﬂgg andany tabl:tslnatym stil have
ta show t

Passible side effects
Please abo see the section Safety of HRT In this
leaflet.

MHRA: PAR - Tibolone 2.5mg Tablets PL 00530/0708, 0770-1

{' sour tatlets In the parck they came In.
Ister I the outer carton.

Thlsmad\:lnal product doss not require any spacial
storage condrthre.

“You should take any tablts that are cut of date or
which you o langer need back 12 your pharmacist.
These tablets are anly far you. Oy a doctar can

i them faryau. Never gve them to anyone

presar
else even I they hive the same symptoms asyou

recently. If you have ever had heart disease, talk to
yeur dacter ta 522 IF you shauld be taking HRT.
HET will not help t prevent heart disease.
Studies with ane type of HET feontaini

conpgated estrogen plus the progestogen HFA)
hwesmwn thiat women m:

mt |sukgr,u e st fhough thsts ot yet

3 pah nyou chest that spreadsto your am or
neck Seea doctor 25 soon as posible and do
not take any more HRT untl yeur dactor says
you can, This pain caud be 3 sign of heart diease.
roke

sezrch suggests that HRT slightly
Increasas the risk Ing a stroke. Githér things
Can crea the sk of rcke cluse:

getting clder

high bioe presare.

smoking,

drinking too much akcohal

an iregudar heartbeat
you are worrled about any of these things, or
1Fy0u have had a stroke In the past, tak to your
dictarto see if you should takz HT,

LoE‘urg & women In thelr 505 who are not
taking HRT - on average, cwer a Syear 3
o e
Farwarmen In ther S0swho are taking HRT, the
ngunewould be 410 1000,
Locking 2 women Inhelr 605 who are nct

tallng HRT - on auerage ouer Syt prid, |

iR 1050 wo be expted

o nther coeao e (akmg er the
figure would b= 15 In 1000,

uresplained migrane-type headaches with or
without disturbed visicn Ses a doctor as soon as
possibe and do not ake any mare HAT unt
your doctor s you can, Thess eadaches may te
an aartywamr\g Han of

Blood Clot

PR mey e the e of blood dts Inthe
welns (33 calld deep vein thrombosls, or DVT)
especially durig the first yea

These bicod clats are not aluays serous, bt If one
traves to the lungs I en ceuee chet i

mr\dltlcn \sc;ned pulmnniry emhnllsmorFE

T and PE are examples of a condtion called

wenous thrombo=mbolism, or VTE

ouare mare Ukely to get a blcod clor
Fyouare serusly ovrmelgh

you have had 3 blacd clot before

lfamafyo\.rdosefa'nlyhmhadbboddms
1F you heive had one or mere miscarnages
Fyou hive any blood dotting problern that
needs treatment with a medicine such as.
warfarin
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Please read
this leaflet
carefully
before you
start to take
your tablets.

It contains
important
information.

If you are not
sure about
anything, or
you want to
know more,
ask your
doctor or a
pharmacist.

Keep this
leaflet safe, as
you may want
to read it
again.
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Patient information leaflet

TIBOLONE 2.5MG TABLETS

PL 00530/0771

About your tablets

“vourtablts are calkd Tibokore 25mg Tablets
They are part of a group of dugs called homone
veplacement therapy (HAT).

What is in your tablets

Each tablet containg.
Tibobine 2 5mg factive mgedmj and
Lactose Manohydrate, Starch P
ascortyl paimitat: (E304) 1 e e
Dihydiate, Sodium Laryl Sulphate,
croscarmelloss Sodum, Magnesium Stesrats
(cther Ingredients)

Tbokee 25mg Teblets e round white ft
belled dge et oo " i one i and
*25" an the rever

ﬂhohl'\eZSmgTabletsa’Pavallaueln ack sres
of 24, 30, 60, 24 and 100 tablats. Not 31l pack saes
are marksted

‘Who makes your tablets

‘The marketing authorisation holder and
mranufscturer b bAX M icals Albert
Basi, Foyel Dacks London €16 2).

What your tablets do

Tibokone belangs to a group of medicines callsd
homone rplacement theragy
Tibokore is slightly differznt w rmst HET. Instead

of acuel hormones (uch as
mgestagen) It contains a yubstanoewmcn
bresks down to make hormanes. It

benefits are s\m\hr(umm\ond estrogen
4 progestogen
nbobnela:htsca'\ relleve 242 ymptans of he
menopause {the change of Ufs) whether occurring
naturally of 3 a resull of surgsry. It can sk be
s T prevent csteopoross [glmlrg ofthe
Bores) ¥ you avat gh ok f AU flachres

erpose Tou e yourdecto sk
it and risks of Tholon.
At mencpause
bady stogs
eﬂmgen
e of estrogen causes complaints such as
nothstEsgmn ol N Sweats. snmewp'a
R s o T ke
<z releve these complaints and after a few weeks
you shoub fesl an I
srm estmgenmay caLse ostecporosls
ARG of the bors) The bons becorme bite
a6 yau get older and break mare easlly. Thelone
2 5mg Tablets may 0 prevent osteoporcst
ifyeui are unable to take ather medicine for this
lpose ot your o sl s e
it and rsks of Tholone and the other
altematie theraples.

for after removal of the cvartes) the
jucng the femals hormone

Before you take your
tablets

“fou should resd this section carshully. Aswell as
it HET hes some 4 thtyouneed o
consider when you are dackling whether o use i,
orwhether to carry on using It.
Some wormen should nat uss Tibalne
Plzasa el your doctor blors you st o tske
o tablets If you
o, o hae i, bresst cac
Hawe or have had ancthertype of cancer
(particularty orewhich & ‘hommcne deperdent’)
Have ever hiad  blocd cirulation discrder such
35 locd clts Inthe v of e g e
lurgs.

Hiwe e hiad & heart condition such as angina

o 3 heart attack.

are pregnant, may become pregant of are
iredeecing:

ave wver had 3 biad resction to Tiboloes o

o the Igrecents 53 1 the what & Inyour
tablets” section;

Wyou have an Intolerance ta Lactose

1 you sufiar from an hereditary condition callzd
Parphyria

W you sufier from unusuisl vaginal biesding

Wy Tl ot oo o the st vistecr an
earllew\sll?
I youdid rat then you should 80 s 2 saon 2
ssble and befere taking these tablets
“vour Dector will then decidk whether yau should
tak the tablets or net. He/she may decids to ghie
you different tablets of may wish you 1o take
Thlare.

What | need to know
before taking my medicine

Tholone will not protect you

“fou should not take Tibolone um\lat \eaﬂ 12
EmrmsJ after your et natural menstual beed
period

Tholone tablets contaln lactoss

Thokane should not be taken by children

1 you have had your womb and ovartes remaved
of are né:remdwm dnugs knowm a5

you can start taking tibolons immediztely
ﬁou have never used HRT before, you can stat
ing Tholone stralght
Hyou as chingl e i
i~ there e vl Iierwﬁlypeswl'}l"m’r such
ast:btets patches and gels. Mast cantain eiths
estrogen o an ?suugm and aprogestogen. wnn

= ox:u o4, andvwth sceme you dont

1 you are changing over from ancther type of
HET wihere yauhavea pemd. start taking Tholore:
a5 500n 3 jouir period

Ifyou are changlrg o o foma aperlod-free HRT
¥ o tart Ting Tbolone siaght awy

Vet can o st szhe vy f o . b
treatad for mdumé{ﬂglls ihs o

a clase watchon

Uterine famb) fbroids
Blood dlots
FRelathves who have had blood clats

Clos: relatives (mother, sister, grandmoth
wha has had brnrvviisl\ct b e

recantly. i you have ever had heart disease, talk to
your dacter ta see If you shauid be taking HET.
HRT will not help to prevent heart diszase,
Studes withore ype of R [coming

gt esogen s he progestogen MEA)
hiave: shaw that women may be lighy m
ks 4ottt dbease ot e TSyt of

aking the medication. For cther Typss of HRT, the

sk 15 kel 0 be similsr, sithough this s rr yer
cattain

i n; chest that il

apah nyau chest that spreads to your am o

neck See'a doctor a5 soon as possible and do
not take any more HRLT unitd your d9ctor says

you can, This ain could be 3 sign of heart diease

Stroke

High biocd
el scerch suggests that HET slghtly
High cholasterst lavels: ncreases the rik a stroke. Other things
o sl cressa the sk o stoke ckuds
getting clder
Dhtetes Pigh bioed presaurs
& rare disease caIJad systemic lupas ;’rf‘:ﬁ“ammm ol
Enthemarca an brepidar heartbeat
Foreid Wyou are worrled about any of these things, o
Ty have a3 e i he past, 1k 0t
Migrale déctar o se= Fyou should tabe Hi
Oresclerosis {3 heering discrd) reo
1Fany of the atare apply to yeu:

Have you tokd your doctor? I net, tak ta the

1 2 5000 25 you can before taking Tibelane
tabliets. He or she may want to do some tests, or
ghve you more advie about taking Tibokne.

Safety of HRT

a5 wiell a5 benefits HAT has some isks which you
ned ta consider when you are deckling whetl
take It, or whether to camy on taking It
Medical check-ups
Before you start taking HET, your doctor shoul ask
abaut your cwn and your amiy's medica istory.
“yor doctar may decke to scamine your bieasts
for breast tendemess or pain and vagind nching,
discharge or thrushyor your sbdamen, and may o
an Intemal sxamination - but only 1 these
xaninations ars necessary for you, o you hass
any special concems.

udd o HIET, you should see
wour deetor for reguar check-ufs (at least once 3
el A thsechackups yau dectorny disae
o the bensfisand ks of g £o
take HET.

Beswero:
Go for regular breast serezning and cervical
smear tests
Regularty check your brezsts for any chin,
riv ? g o he 50y, Changasi the -
nipple, crforinyl.\.mpsy o 22 o fesl

Heart diseass
HRT Is not recommended forwomen who have
heart disease, or have had heart disease

Lockirg a women In thelr 503 who are not

taking HRT - on averags, cver 3 S-year pariod, 3 In
1000 woul be expected 1o have @ stroke.

Forwomen In thelr S0swho are taking HRT, the

figure would be 4 In 1000,

:.MQIWI'QH!R’TWOM!H Intheir 60s ‘;NO ane HO‘l:q =
2 - o auerage, cver & S-year

I 1080 ol b= u;}d(w my?astﬁﬂw
Forwromen In their S0swho are taking HRT, the

figure would b 15 In 1000,

Mo get
urexplained migrane-typs headsches with or
without dlsulbedulslon See 3 doctor as 500N a5
possle and do no take ry more HET utl
Jour dactor sysyeu an Thes headaches may be
an sarly warming sign of

elood Clots

HRT| Increass the risk of blood clots in the
veins (2lso called deey esp yan e mrombosls or OV,
expecially dirhg
T Bt e awayssemus but If one
travels to the lungs, It can cause chest pain,

= even death Thes

candition Is called pulmonary embolism o PE
DT and PE are examples of a condition called
venous thrombosmbalism, o VTE
Yousre more liely to geta blood clat:
lfyc\u are serbously onerueight
o & blocd clot before:
Ifa'vy ofyourduse fanky have o bood oty
hed ane of more miscrniages
lfyc\u e any bleod clotting preblem that
needs treatment with a medicine such as
wartain

1 yousre off your fest for a I.m;ume tecauss of
o argey. bhris or flness
Ifyeuhate a arcendtion called sytenic

s erythermato:
if any of these tmru_ls appbjto you,ld.k ta yeur
du:mr(u s== I you should take H

com
Luukngalwomen In thelr 505 wha are not.
taking HRT - on average, over a S-year pariad 3 in
1000 would be expected to pet & blood clot.
For women In thelr 50s who are taking HRT, the
figure would be 7 In 1000
Lookng at women in thelr 605 who are not
‘taking HRT unaVEr ear perid &1n
1000 o be xperted 1o gt ot
For women In their 605 who are taking HRT, the
figurewould be 17 In 1000,
panful swelling In yeur lag
sudden chest pain
difficulty bresthing
see a doctor a5 500n as possible and da not
any more HRT il your doctar says yoo
can. These may be signs of a blood clot
tfyoufre going to have surgen; mabe e your
ut It You may nesd to stop
takmg HRTMJIDS recks before the
athon 10 reduce the sk of a blpod ot Your
doctorwil tell youwhen you can start tking HRT
again

Breast Cancer
Women who have breast cancer, of have had
breast cancer inthe past, should not take HRT
artibolone,
Taking HRT slightly ncresses the isk of brest
cancer: so does having 3 later menopause, The risk
for 3 post-mensgausal woman taking estrogen-
chly KT ot 5years 5 ok the Satoe 35 &
vomen o the e age o sl g periods
v ha te and not(aklng HRT. The risk for
woman wha & rogen s peogesigen
VT E s than o st 1T ol
{kne (o esrogenps progsatogen HRT b
beneficial for the endometrium, see Endometrial
cancer bk,
For all bnds Of HRT, the st risk of breast cancer
go=sup the langer you take 1, but retums to
nomalwithin 5 years alter stogping HRT.
“vaur risk of breast canvcer s o higher
Fyou have  chose relstive (mother, sister or
‘giandmother) wha has had breast canver
Py are sericusty overwelght
Compare

Lacking at women aged S who are not takin
HRT - on average, 32 In 1000 will be d|.

aith beeast cancer by the time they reach the age
ofes.

Far womenwhe stat wur\geslmgmomy HET
at age S0 and take & for 5 years, the flgure will be
Becween 3 3nd 34 11606 {12, an extra 1-2
cases

If they take estrogen-onty HRT for 10 years, the

figure will be 37 In wu (le.an extra 5 (ises)
Farwamen whe st; n pl
progestogen e 3. a2 56 and 13ke 1 far ]
15, the Flgure will be 36 n 1000 (L2, an extra

Pty
11they taks esrogen plus pogestogen HRT for 10
years, the figure will bz 5710 1000 (1.2, an extra
19 cases)
If you nctlce any changes in your breast, such as:

dimpling of the skin

chargss inthe nipgls

any lumps you can see o feel
Make an appolntment to see your doctor as

i a5 possitle.

Endometrial cancer {cancer of the lining of the
wamb)

Taking estrogen-only HRT for a long time can
\ncm;aﬁ:hﬁ Tisk of o] of the lining of the
wom e endometri Bstogen as
el 25 the estrogen helps to MRCRT
tfyou still hadeyourwomblro\.rdocw may
piescrbe 3 as estrogen. 51y
these may d separatety, or asa
combine erpmma or tibol

ifyou have had your womb remaved (3
hysterectomy), your dector wil discuss w ith yau

but it Is serbous. t can be difiul to disgross
beca are often o absious signs af the
disease

Same studies have ndicated that taking estrogen-
anly HRT for more than 5 years may Incrase the
tisk of ovarlen cancer. s ot yet known whether
ather kirds of HRT Increass the rik n the ssme
way.

Dementla
HET will Dot prevert memory Loss in one study of
wamen who started ushg combned HET after the
age of 65, a small Increzse In the 1k of demertia
wias obsan

Taking other medicines

Tell your doctor or pharmacst (fyou amakmg
v recenty taken or inend b take ny o
medicines, Reluding those you may uﬁ
yourslF without prescription. This b particularly
TrgeSetant If the ctfer medicne bs:
Medicine ueed 1o reat cplpey fts) ach 2
et Aot epine o b
Antibiot Ba’vjothermediunesusedwneat
nfection such as fifamgicn

ihether you can safely 1

progsstogen.
i yourve had your womb removed bacause of
endometrlosts, any sndometriur left In your body
may be 3tk S0yt dacor mey presrbe HAT
that inclides a progestogen as wel

auise Tibakone Is slghtly different
FRT (s thesecton Wihatyour atets o} you
ot need 1o take 2 ssparate progestogen v
you are taking iholone
Comgare

 wormen who stil have a utes who are

not taking HET - on average 5 In 1000wl be
diagnosed with endometrial canver between the

Talk estrogen-only HRT, the
numberwil be 2o 12 times mgéer depending
anthe dumndh:m brgy

sstogen-only HRT

st

ndantialy e e ot bl e
There have been reports of an Increased cell growth
ar cancer of the linig of the womb In women
using tibclane. The rsk of cancer of the lining of
the warh e helrgeryou b the

medic
iy gvn bmakmrwgh bleeding or spotting It
t5 usally not aboun, especialy durin
the ﬁmy&w mmhs of tal ing Hm’m S
But If the bleading or spotting
mors than the first few months
starts after you've been on HRT for awhile
carries an even after you've stopped taking HRT
Makz an appeintrent to see your dactor, 1t could
be 2 that your andomerkem hasbecome
ket

Ovarlan cancer
Cuartan cancer fcancer cf the ovanes) Is very rare,

MHRA: PAR - Tibolone 2.5mg Tablets PL 00530,

Midicnes used to treat boad clots (thrombasis)
s thinning
abkts

Insulin or oiher dugs used to treat distetes

How to take your tablet
ke blet: directed
It Is rrpmmttota your tablets oty 35 direct

e oo s o tablet svery day.
Thobne s be sualowss wnhout cheing

w

Ta»eyounablet atthe same time every day.

use in children; children should it use Tholone.
1 you forget to take 3 tablet take ftas sconas
FemETe, nkess you are mere than 12 hours|

1 youre bite by more than 12 hours Just sip the
miksed tablet.

What to do if you take too
many tablets

ItIs Inpertant nct 1o take too many tablsts
Contact your nearest hospital casualty department

madnaorfmam IFyou have swallowed too
tablets or If you i ik 2 child has n o

aw
Symptoms may include naussa, vomiting and
vagnal bizedng nwaren and

yeung girls,
Taim th lsfle, and any tabists that you stl have
ta show i

Possible side effects
Please ako see the section Safety of HRT Inthis
leaflet,

708, 0770-1

fou may hive same sk effects while you are
ki yoi 1t s g

Changes Inweght, skin Nemssum\x
ramrgmmm Wmmxm -

festng depreseda pams I your muscls or

Johts.
Stop tabing the tablets and tell your doctor
\mmedhat  Fyouges sl din Uamdt@] ar
feloming I

Ifyou suffr from mare serious side ffects such =
diness headschesmigring svellng your
disnubarwes in vision (ncludng blimed
vlslnn% \ncneased factal halr growth or unususl
waginal Ing or spatting cantact your doctor
\mmedsatey
uwmleyouare‘auqumMWNasyou develop

romediotey
ymptoms ta ook aut far:
(Eug!‘\lng blood
e, severs, headache
Weémassul nurnbness In an am or lag
Sudcen discedouration of your skin
slured

unusalpans or sweling of your ams or legs
Fains or fealings of heaviness in your chest
shortmess of breath
Dizzness of fanting
Iyour ettt becorme abemrmal o you
wndice your doctor may sto
tlE\at ent
Sudden disturbances to yeur vison
Teu your r.narmaclst o doctor If ﬂyw Tetice any
other s

ot mentioned rm!m Ll A
Looking after your tablets

Keep your tablets In 3 safe place where children
cannot see or reach them,
Donot take the tablets alterthe ‘use by date
r.nmed onthe label/carton.

h jour tablets In the pack they came in.

lister i the outer carton.
Thlsmedlc\na\ product doss not require any spacist
storage conditirs.
veu should take any tablets that are cut of date or
which you v Lornger need back to your phanmacist.
These tablets are onky foryou. Crly 3 doctor can

b= them for you. Never gve them to anyone
else zuen I they hive the same symptoms as you,

PL number
0530/0771

This leaflet
was written in
March 2006
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Labels/Packaging
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TIBOLONE 2.5MG TABLETS

PL 00530/0708

Braille text reads: Tibolone (numeral sign) 2.5mg

[ asay 12qg Bujedsp yy v

25mg Tablets
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2.5mg
Tablets

IAX
2.5mg | Tablets
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