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summary of Product Characteristics

ME OF THE MEDICINAL P T
Aremed 1, 1mg, Film-Costed Tablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION
Each Aremed 1 tablat contains Anastrozoia 1 mg

G
Each film-coated tablet contains 85 mg of lactose monohydrate (see section 4.4,
For full list of excipients sea section B.1.

H. AL FORM
Film-Coated Tablats for oral usea,

4. CLINICAL PARTICULARS

4.1. Therapeulic Indications
Treatmant of hormone receptor-posilive advanced breast cancer in pestmencpausal women.

4.2, Posology and method of administration

Posology
The recommended dosa of Aremed 1 far adults including the eiderly in one 1 mg tablet once a day.

Paediatric population:
Aremad 1 is not recommended for use in chitdren and adolescents due 1o insufficlent data on safety and
efficacy (see sections 4.4 and 5.1).

Renal impairment;
Mo dose change s recommended in patients with mild or moderate renal impairmeant. In patients with
savere ranal impairment adminstration of Aramead 1 should be parformed with caution {see gection 4.4
and 5.2),

Hepatic impalrment:
Mo dose change is recommended in patients with mild hepatic disease. E'-Eutlﬂ__]]*ﬁ-ﬂd"ﬂi&d in pahenta- with
mederate to severe hepatic impairment {see section 4.4) fs y

LW,
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Method of administration

Aremed 1 should be taken orally.

4.3 ications

Arermed is contra-indicated i

- Pregnant or breast feeding womean

- Patients with known hypersensitivity o anastrozole or fo any of the excipients as referenced in section
5.1

4.4, Special warnings and precaulions for use
Geaneral

Anastrozole should not be used in premenopausal women The menopause should be defined
bsochamically (luteinizing-hormaone [LH), follicle stimulating hormana [FSH], andior estradiol levels) in any
patients whera there is doubt about menopausal status, There are no data lo suppor the use of
gnastrozole with LHEH analogues.

Co administration of tamaxifen or estrogen-containing therapies with analstrozole should be avoided as
this may diminish its pharmacological action (see section 4.5 and 5.1),

Effact on bone mi i
As anastrozole lowers circulating estrogen levels it may cause reduction in bone mineral density with a
possible consequent increased risk of fracture (See saction 4.8).

Women with osleaporosis or at risk of osteoporosis, shoukd have their bone mineral density formally
assessed af the commencement of treatment and at regular intervals thersafier. Treatment or prophylaxis
far osteoporesis should be initiated as appropriste and carefully monitored. The use of specific reatments,
e.q., bisphosphonales may stop further bone mineral loss caused by anastrozole in pastmanopausal
women and could be considered (sae saction 4 8).

Hepatic impalrment
Anastrozole has not been investigated in breast cancer patients with mederate or severe hepatic
impaimment. Exposure to anastrozole can be ingreased in subjects with hepatic iImpalrment (see section
£.2); administration of anastrozole in patents with moderate and severa hapatic impairmant should be
performed with caution (ses secton 4.2), Treatment should be based on a Mnaﬁtﬁkfﬁﬁﬁﬁm far tha
individual patient. € A
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Anastrozole has not been investigated in breast cancer patients with savere renal impairment.

Exposure to anastrozol ks nol increased in subjects with severa ranal impairment (GRF<20mlimin, ses
saction 5.2); in palients with severns renal impairment, administraticn of anastrozole shauld be performed
with caution (see section 4.2).

Paedigine latio
Anastrozole (s not recommended for use in children and adolescents as safaly and afflcacy have not been
astablished in this group of patients (see gection 5.1).

Anaetrozole should not be used in boys with growth hormone deficiency in addition to growth harmene
treatment. In the pivotal clinical trial, afficacy was not demaonstrated and safety was not extablished [soe
saction 5.1), Since anastrozole reduces getradiol levels, anastrozale must not be used in girks with growth
hormane deficiency in additon to growth harmone treatment. Long-term safety data in children and
sdolescents are not availabla.

Hypersensitivity to Iactose
Thie product contains lactose. Patients with rare hereditary problems of galaciose intolerance, the Lapp
lactase deficiency or glucose-galaciose malabsarption should not take this medicine,

4.5 ion with othar icingl producls 8 ther forms of §

anastrozole inhibits CYPs 1A2, 2CE/S and 344 in vito. Clinical studies with antipyrine and warlarin
showed that anastrozole at a 1 mg dose did not significantty inhibit the metabolism of antipyrine and R-
and S-warfarn indicating the co-administration of angstrozole with other medicinal products 15 unlikety 1o
resull in clinically significant medicinal product interactions mediated by CYP anZymes.

The enzymes mediating metaboism of anastrezole have nol been identified. Cimelidine, a weak,
unepecific inhibitor of CYF enzymas, did nat affect the plasma concenlrations of anastrozole. The effect of
patent CYP inhibitors is unknown.

A review of the clinical trial safety database did nat reveal evidence of clinically significant interactan in
patients treated with anastrozoie who also received other commanly prescribed medicinal products. Thers
were no significant intéractions with bisphosphonates (see seclion 5140

Co-administration of Tamoxifen or estrogen-containing therapes with anastm_;]%fg"ﬂmulgl-i:a avoided as
this may diminish its pharmacological action (see gection 4.4 and 5.1) ;
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4.6 and lactali

EBregnancy

Thera are no data from the use of anastrozole in pregnant women. Studies in animals have shown
reproductive toxicity (see section 5.3). Anastrozals is contraindicated during pregnancy (see seclion 4.3).

Breast feeding
There are no data on the use of anastrozole during lactation. Anastrozole is contraindicated during bresst-
feeding (see section 4.3,

Fartility
The effects of anastrozole on fertility in humans have not been studied, Studies in animals have shown

reproductive toxicity (see section 5.3)

4.7. Effacts on ability to drive and use machines

Anasirozole has no of negligible influence on the ability to drive and use machines. However, asthenia
and somnolence have been reported with the uss of anastrozale and caution should be observed whan
driving or operating machinery while such symptoms persist,

4.8. Undasirable effects

Tha following table prasents adverse reactions from chinical iraks, post-marketing studies or spontanacus
reports. Unless specified, the frequency categorias wene calculated from the number of adverse evenls
reported in a large phase |l siudy conducted im 9,366 postmenopausal women with operable breast
pancer given adjuvant reatment for five years (the Anastrozole, Tamocwifen, Alone or in Combination
[ATAGC] study).

Advarse reactions listed below are classified according to frequency and System Organ Class (S0C),
Frequency groupings are defined according to the following convention: very comman (21/10), comman
2100 to <1M0), uncommon (211,000 o <1100}, e 110,000 o <1/7,000} and very rare
(=1/10,000). The most frequantly reported adverse reactons were headache, hat flashes, nauses, rash,
arthralgia, joint stiffness, arthritis and asthenia.

Tabla 1 Adverse reactions by Svslem Organ Class and frequency

Adverse reacticns by SOC end frequency

Metaboliem and nutrition Common Anaraxia

disorders Hypercholesterolaamia T

Marvous system disorders Very common Haadache : 3 !
Common Carpal Tunne! Syndroine* )
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Vascular disorders Very common Haol flaghes
Gastrointestinal disorders Very common Nausea
Common Digrrhoea
Yamiting
Hepatobilary disorders Camiman Increased in alkaling phosphate, alaning
aminolransferase and aspariate
aminofranserasa
Uncommon increased In gamma-G1 and bilirubin
Hepatitis
Skin and subcutaneous lissua “ary commaon Rash
disorders “Comman Halr thinning [alopecia)
Alkergic reactions
Uncommaon Lirticarna
Rars Erythema muftforme
Anaphylactoid reaction
Cutaneous vasculitis (including some
reports of Henoch-Schondein purpura ™
Very rare Stevens-Johnsan syndrome
Angicedema
Musculoskeletal and connective | Very comman Arthralgialjoint stiffness
lissue disordars Arthritis
Cisteoporosis
| Commen Bone pain
" Uncommon Trigaer finger
Reproductive system and breast | Common Vaginal dryness
disorders Vagingl bleeding***
General disorders and Very common Asthenia

sdministration site conditions

* Evants of Carpal Tunnel Syndrome have been réported in patients recalveing anastrozole treatment in
clinical trials in greater numbers than those receiving treatment with tmoxifen. However, the majonty of

ihese events occumed in patents with identifiable risk factors for the development of the condition.
** Since cutaneous vasculltls and Henoch- Schénlein purpura was not obsarved in ATAC, the frequency

category for these events can be considersd as ‘Rare’ (20.01% and <0.1%) based on the wirst value of

the point estimais.
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=+ aginal bieeding has been reported commonlky, mainly in patients with advenced breast cancer during
ine first few weeks after changing from existing homeonal therapy o treatment with anastrozele. If

bleeding persists, further eveluation shoyld be considerad.

Tha table below presents the frequency of pre-specified adverse avents in the ATCA study after a median
follow-up of 6B months, irespective of causality, reported in patients recaiving tral therapy and up to 14

days after cessation of trial therapy

Table 2 ATAGC study pre-specified adverse evenis

Adverse effects Anastrozole Tamoxifen
(N=3,082) (N=3.004)

Hot flushes 1,104 (35.7%) 1,264 (40.9%)
Joint pain/stiffness 1,100 {35.6%) 091 (20.45%)
Meod disturbances 597 (19.3%) BE4 (17.9%)
Faligue/asihania 575 (18.8%) 544 (17 .85%)
Mausea and varmiling 393 (12.7%} 384 (12 4%)
Fractures 315 (10.2%) 200 (B5.8%)
Fracturas of the spine, hip, or wrist'Colles 133 (4.38%) 81 {2.9%5)
Wrist/Colles fractures A7 (2.2%) B0 {1.6%)
Spine fractures 43 (1.4%) 22 (0.7%)
Hip fractures 28 {0.9%) 26 {0.8%)
Cataracts 182 (5.9%) 21348.9%)
Waglnal bleading 167 (5.4%) T (10.2%)
|schaemic cardiovascular disease 127 (4.1%) 104 (3.4%)
Angina pectoris 71(2.3%) 51 (1.6%)
Myocardial infarct ar (1.2%) 34 (1.1%)
Coronary artery disarder 25 10.8%) 23 (0.7%)
Myccardial ischaemia 22 (0.7%) 14 (0.5%)
Vaginal discharge 109 (3.5%) 408 (13.2%)
Any venous thromboembolic event 87 {2.8%) 140 (4.5%)
Deep venous thromboembolic events Including PE 48 {1.6%) T4 (2.4%)
(pulmonary embolizm)
Ischasmic cerebrovascular evants 62 (2.0%) B8 (2.8%)
Endomeirial cancear 4 (10,2%) 13 {0.6%)

—

Fracture rates of 22 per 1,000 patent-ysars and 15 per 1,000 patient-years wEr-E EIEEHI"FEI:‘ for: me
anastrozole and tamoxifen groups, respectively, after a median follow-up of 68 months. The ul:-EEﬂ!rd
fracture rate for anastrazole is simbar to the range reported in age-matched postmenapausal pﬁpuhtlm&
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The incidence of ostecporosis was 10.5% in patients treated with anastrozole and 7.3% in patients treated
with tamoxifan,

it has nol baen determined whether the rates of fracture and osteoporosis sean in ATAC in patients on
anastrozobe treatment reflect a protective effect of tamaoxifen, a spacific effect of anastrozole, or bath.

4.9, Overdose

There |s limited clinical experience of accidental overdose. In animal studies, anastrozole demonsirated
low acute toxicity. Clinical trials have been conducted with vanous dosages of anasirozole, up Lo 60 myg in
a single dose given to healthy male volunteers and up to 10 mg daily given to posimenopausal women
with advanced breast cancer: these desages wera wall nlersted. A single dose of anastrozole that results
in life-threatening symptoms has not been established. There is no specific antidote o overdose and
trestment must be symplomatic,

in the management of an overdose, consideration should be given 1o the possibility that muliple agents
may have been taken. Vomiting may be induced If the patient is alarl Diakysis may be helpful because
anastrozole is not highly protein beund General supportive care, including freguent monitoring of vital
signs and close obsarvalien of the patient, 15 indicatad.

5. RMACOLOG ROPERT
2.1, ﬂﬂma_cﬂmgmgg Propartigs

Pharmacatharapeutic group: Enzyme Inhibitors, ATC Code: LOZB GO3

hanism on and aha BMicsE
Aremed is a potent and highly selective non-siercidal aromalase inhiblior, In postmenopausal women,
sstradiol is produced primarily from the conversion of androstenedions to estrone through the aromatase
enzyme complex in peripheral tssues. Estrone is subsequently converted 1o esiradiol Reducing
circulating estradiol levels has been shown to produce a beneficial affect in women with breast cancer. In
posimenopausal wamen, anastrozole at a daily dose of 1 mg produced estradiol suppression of greater
than B0% using 2 highly sensitive assay

Anastrozole doas not possess any progestogenic, androgenic or oestroganic activity.

Daily doses of snastrozole up to 10 mg do not have any effect on cortisol g;'i}ﬁ:iﬁﬁ‘ii&.g.euretim
measured before or afier standard adrenocorticotrephic hormone (AGTH) d:raﬂanga;tﬂhng ﬁmﬂ:md
supplements are therefore not neaded, & [ 1 '
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Climical rd &

Agvanced breasf cancer
Eirst-line therapy in postmenopausal women wilh advanced breast cancer

Two double-biind. contraled clinical studies of similar design (Study 1033IL/0030 and Study 1033L0027)
were conducted to Bssass the efficacy of anastrozole compared with tamaxifen as first-line therapy far
harmone receptor-positive or hormene receptor-unknown locally advanced or metastatic breast cancar in
postmenopausal women. A total of 1,021 patients were randomised to receve 1 mg of anastrozole once
daily or 20 mg of tamowfen once daily. The primary endpoints for both Inals were time to umour
progression, objective tumour response rate and safety

For the primary endpoints, Study 1033IL/0030 showed thal anastrozole had a statistically significant
advantage over tamoxifen far tme o tumour progression (Hazard ratio (HR) 1.42, 95% Confidanca
Interval (C1) [1.11, 1.82], Median time to progression 11.1 and 5.5 manths for anasirozole and tamaoxifen
respactively, p=0,008); objective tumour response rates were simikar for anastrozole and tamoxifen. Study
10331L0027 showed that anastrezole and tamoxifen had similar objective umour response raies and timea
to tumour progression. Results from the secondary endpoints were suppartive of the results of the primary
efficacy endpoints. There were too few deaths occurring across tregtment groups of both trials to draw
conclusions on gverall survival differences

Second-line therapy in postmenapausal wormen with sdvanced breast cancer

Anastrozole was studied in two controlled clinical trials (Study 0004 and Study 0005) in postmencpausal
women with advanced breast cancer who had dissasa progression follawing tamaxifen therapy for either
advanced or early braast cancer. A total of TB4 patients were randomised 1o recelve either a single daily
dosa of 1 mg or 10 mg of anastrozole or megestrol acetate 40 mg four tmes a day. Time to progression
and chjective response rates were the primary efficacy variables. The rale of prolonged (more than 24
weeks) stable disease, the rate of progression, and survival were also calculated. In both studies there
were no significant differences between treatment arms with respact to any of the efficacy parameters

Peediatric poruialion

Anastrozele is not indicated for use in children and adolescents. Efficacy has not been established in the
paediatric populations studied (see below). The number of children treated was tog limited to draw any
reliable conclusions on safety. No data on the potential long-term effects of ahastrozole treatment in
children and adalescents are available (see also section 5.3). :
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The Eurcpean Medicines Agency has waived the obligation to submit the results of studies with
anasirozole in one or several subsets of the paedistric population in short stalure due to growth harmaone
deficiency (GHD), testotoxicosis, gynascomasta, and McCune-Albright syndrome (see section 4..2).

Shart slature due fo Growth Hormone Deficency

A randomisad, double-blind, multi-centra study evaluated 52 pubertal boys (aged 11 10 16 years incluswe)
with GHD treasted for 12 to 35 months with anastrozole 1 mgiday or plecebo in combination with growth
harmone. Only 14 subjects on anastrozole complated 36 months,

Mo statistically significant difference from placebo was observed for the growth related parameters of
pradicted adult height, height, height SDS (standard deviation scone), and hesght velocty. Final height
data wara nol avallable. Whike the number of children freatad was oo limited 10 draw any reliabla
conclusions on safety, there was an Increased fracture rate and 8 trend towards reduced bone minaral
density In the anastrozole am compared to placebo,

Tasfoloxicoss

An open-label, non-comparative, multi-cantre study avaluated 14 male patients [(aged 2 to 9 years) with
familial male-limited precocicus puberty, slso known as testotoxicosis, treated with combinaton of
anasirarole and bicalutamicde. The primary objective was to sssess the efficacy and safety of this
combination regimen over 12 months. Thiteen out of the 14 patents enrolled compieted 12 months of
combination treatmeant (one patient was kst to foflow-up). There was no significant difference In grawth
rate aftar 12 maonths of treatmant, relative 1o the growth rate during the § months prior to enfering the
shudy.

Gyhascomastia sludies

Trigl 0006 was a randomised, dauvble-blind, mulll-cantre study of 82 puberial boys (aged 11-15 years
inclusive) with gynaecomastia of greater than 12 months duration treated with anastrozole 1 moiday or
placebo daily Tor up o § months. No significant difference in the number of patients who had a 50% or
greater reduction in total breast volume afler 6 months of treatment was observed betwesn the
anastrozoie 1 mg treated group and the placebo group.

Trial 0001 was an open-label, multiple-dose pharmacokinetic study of anastrozole 1 mgiday in 36 pubertal
bays with gynascomastia of less than 12 months duration. The secondary objectives were fo evaluata the
proportion of patients with reductions from baseline in the calculated voiume ol gynaecomastia of both
breasts combined of at feast 50% betwesn day 1 and after 6 months uf_ql;u'dy tma‘ia'nml. antl patient
olerability and safety, A decrease in 50% or maore of lotal breast volume wis Seen in 56% (20/36) of the
Boys after & manihs. Aol
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MoCuna-Albright Syndrome sludy
Trial 0048 was an international, multi-centra, open-labal exploratory trial of anastrozole in 28 girls (aged 2

to = 10 years) with McCune-Albright Syndroma (MAS). The prmary objective was to evaluate the safety
and efficacy of anastrozole 1 mgiday in patients with MAS. The afficacy of study treatment was based on
the propodion of patients fulfilling defined criteria relating o vaginal bleeding, bone age, and growih
valosity.

Mo statistically slgnificant change in the frequency of veginal bleeding days on treatment Was chserved,
There were no clinically significant changes in Tanner staging, mean ovarian volume, or mean uterina
volurne. Mo statistically significant change in the rate of increasa in bone age on treatment compared to
the rate during baseling was observed. Growth rate (in emiyear) was significantly reduced (p<0.05) from
pre-treatment through manth 0 to manth 12, and from pre-freatment o the second 6 manths (month 7 ta
manth 12},

5.2 Phamacokinetic Properties

&bsorption of anastrozole is rapid and maximum plasma concentrations fypically ccour within bwo hours of
dosing (under fasted conditions). Food slightly decreases the rate but not the extent of absorption, The
small change in the rate of absorption s not expected to result in & clinically significant effect on the
steady-state plasma concentrations during once daily dosing of anasirozole tablets. Approximately 80 to
85% of plasma anastrozole steady-siate concentrations are atiained after 7 daily doses, and accumulaton
g 3 to 4-foid There s no evidence of tme or dose-dependency of anastrozole pharmacokinetic
paramatiers,

Anastrozole pharmacokinefics are independent of age in posimenopausal women.
Angsirozole s only 40% bound to plasma protains.

Anastrozole s ebminated slowly with a plasma elimination half-life of 40 to 50 hours. Anastrozole |5
extensivaely matabolised by posimanopausal women with less than 10% of the dose excreted in the urine
unchanged within 72 hours of dosing, Metabolism of anastrozole cocurs by N-dealkylation, hydroxylation
and glucuronidation. The metabolites are excreted primarily via the urine. Triazele, the major metabalite in
plasma, does not inhibll aromatase.

Renal or b iC impaimant ; \

Thie apparent ciearance (CL/F) of anestrozole, following oral administration, wEn'f ap;rn::i_mal_n_!d;_r 3':'3‘1"3- lower
in valuntears with stable hepathc crihosis than in matched controls {(Study 19334'1.'!'@ 1) Hmreuer plasma
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anastrazole concentrations in the volunteers with hepatic cirrhosis were within the range of concentrations
seen in normal subjects in other trials. Piasma anastrozole concentrations ohserved during long-term
efficacy Irials in patients with hepatic impairment were within the range of plasma anastrozole
concentrations seen in patients without hepatic impairment

The apparent clearance (CL/F) of anastrozole, following oral administration, was not attered in volunteers
with renal impainment (GFR <30ml'min) in Stedy 1033IL/0018, consistant with the fact that anastrozole is
pliminated primarlly by metabalism. Plasma anasirozole concentrations observed during kong-term
efficacy trials in patients with renal impairment were within the range of plasma anastrozols concentrations
seen in patients without renal impairmant. In patients with severs renal impairment, administration of
anastrozole should be performed with caution (58 section 4.2 and £.4).

Faedialric population

in boys with pubersl gynaecomastia (10-17 years), anastrozole was rapidly absorbed, was widely
distrinuted and was eliminated slowly with @ half-life of approximately 2 days, Clearance of anastrozole
was lawer in girls (3-10 years) than in the older boys and exposure higher. Anastrozale in girls was widely
distributed and skowly eliminated.

5.3 P ical Safe a

Mon-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacoiogy, repeated dose toxicity, cenotoxiciy, carcinogenic polential, toxicity to reproduction for the
indicated population.

Acute toxicily

In animal studies toxicity was only seen et high doses. In acute foxicity studies in rodents, the median
lathal dose of anastrozole was greater tham 100 mgfkgiday by the oral route and greater than S0
mafkglday by the intraperitoneal route. In an oral acute toxicity study in the dog, the median lethal dose
was greater than 45 mg/kg/day

in animal studies adverse affects were only seen at high doses. Multiple dose toxiclty studies ulilized rats
and dogs. Mo no-effect levels were established for anastrozole in the tondcity studies, but those effects that
wers chserved al the low doses (1 makgiday) and mid doses (dog 3 maikg/day; ral-5 mglkgiday) were
related to either the pharmacological or enzyme inducing properties of anas't_n:_nztﬂ& and were
unaccompaniad by significant toxic or degenerative changes.,

M i
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Ganetic toxicology stedies with anastrozele show that it is not a mutagen or a clastogen.

Reproductive toxicology

In a fertibity study weanfing male rats were dosed orally with 50 or 400 mg/l anastrozole via thelr drinking
water for 10 weaks. Measured mean plasma concentrations were 44.4 (£14.71 ng/mi and 165 (£30) ng/ml
respectively. Mating indices were adversely affacted in both dose groups, whilst a reducton in fertility was
evident only at the 400 mgi dose level. The reduction was transient as all mating and fertility paramelers
were similar to control group values following a 8 week treatment-free recovary period

Oral administration of anastrozole 1o female rats produced a high incidance of fertility &t 1 mg/kg/day and
increase pra-impiantation loss at 0.02 mg/kg/day These effects occurred al chnically relevant doses. An
effect in man cannot be excluded Thase effects wene related to the pharmacology of the compound and
were completely reversad after a 5-week compound withdrawal period.

Oral administration of anastrozole fo pregnant rats and rabbits caused no teratogenic effects at doses up
to 1.0 and 0.2 mglkg/day respectively. Those effects that were seen (ptacental enlargement in rats and
pragnancy failure in rabbits) were related to the pharmacology of the compound.

The survival of ktters born o rats given anastrozole at 0.02 mg'kg/day and above (from day 17 of
pregnancy to day 22 post-partum) was compromised. These effects were refated 1o the pharmacological
affacts of the compound on parturition, There were no adverse effects on behaviour of reproductive
performance of the firsl generation offspring attributable to maternal treatment with anastrozole.

: -
A bwo year rat oncogenicity study resulted in an increase in Incidence of hepatic neoplasms and Ulerine
stromal polyps in fermales and thyrold adenomas in males at the high dose (25 myg/kg/day) only. These
changes occurred at a dose which represents 100-fold greater exposure than occurs al human
therapeutic doses, and are considered not to be clinically relevant to the treatment of patients with
anastrozole,

A two year mouse oncogenicty study resulted in the induction of benign ovanan tumours and a
disturbanca in the incidence of lymphoreticular neopiasms (fewer histocylic samomas in females and
more deaths as a rasult of lymphomas), These changes are considered o be mouse-specific effecis of
aroratase inhibiticn and not clinically relevant to the treatment of pafients with Eﬂjﬂiﬁ'ﬁlﬂlﬂ' 2

.'.I,-"I
6, PHARMACEUTICAL PARTICULARS (2|
6.1. List of excipients
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Tablel core- Lactose Monchydrate, Maize starch, Povidone, Microcrysialline Cellutose, Sodium Starch
Glycolate, Colloidal Silicon Dioxide, Magnasium Stearate, Talc.
Coefing: Hypromallose, Macrogol, Titanium Diowide, Talc

6.2 I ibiliias
Mot applicable.

6.3 Shell life
& years

6.4. Special precaulions for storage
Siore below 25°C, protected from Raht and moisture,

6.5 _Nalure and contents of confamer

20 (2 w100, 28 (2 x 14), 30 (3 x 10), B4 (6 x 14), 88 (T = 14}, 100 (10 % 10) and 300 (30 x 10) tablets
packed in blisters.

(Mol all pack-sizes may be markeled)],

6.6, (nstructions for use / handiing

MNone,

I._MARKETING AUTHORISATION HOLDER
Remedica Lid, P.0. Box 51706, 3508 Limassal, Cyprus — Europe.

_MARKETING ION NUMBEHR
20289

. DATE OF AUTH ATION / RENEWAL OF AUTHORISATION
30/01/2008

10. DATE OF REVISION OF THE TEXT
08/0572012

11. LEGAL CATEGORY
POM,
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