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LAY SUMMARY

On 06 September 2011, the Medicines and Healthcare products Regulatory Agency (MHRA)
granted Marketing Authorisations to Sandoz Limited for medicines called Losartan
Potassium/Hydrochlorothiazide 100 mg/12.5 mg Film-coated Tablets (PL 04416/1197-9;
UK/H/1176-8/003/DC). Losartan Potassium/Hydrochlorothiazide 100 mg/12.5 mg
Film-coated Tablets are available on prescription from your doctor and are used to treat high
blood pressure in patients who require additional blood pressure control and are already
taking either losartan or hydrochlorothiazide monotherapy. The combination of losartan and
hydrochlorothiazide is a suitable alternative for those people who would otherwise have to be
treated with losartan potassium and hydrochlorothiazide given as separate tablets.

Losartan Potassium/Hydrochlorothiazide 100 mg/12.5 mg Film-coated Tablets contain two
active substances called losartan potassium and hydrochlorothiazide. Losartan potassium
belongs to a group of medicines called angiotensin II receptor antagonists. These cause the
blood vessels to relax, which in turn lower the blood pressure. Hydrochlorothiazide belongs
to a group of medicines called diuretics (water tablets).

No new or unexpected safety concerns arose from these applications and it was, therefore,
judged that the benefits of taking Losartan Potassium/Hydrochlorothiazide 100 mg/12.5 mg
Film-coated Tablets outweigh the risks; hence Marketing Authorisations were granted.
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Module 1

Information about the initial procedure

Product Name(s) Losartan potassium/hydrochlorothiazide 100 mg/12.5 mg
Film-coated Tablets
Type of Application(s) Generic, Article 10.1
Active Substances Losartan potassium/hydrochlorothiazide
Form Film-coated tablets
Strength(s) 100 mg/12.5 mg
MA Holder Sandoz Ltd
Frimley Business Park, Frimley
Camberley
Surrey, GU16 7SR
United Kingdom
Reference Member State (RMS) | UK
Concerned Member States UK/H/1176/003/DC:

(CMS)

Germany, Denmark, Finland, the Netherlands, Norway, Poland,
Sweden and Slovenia

UK/H/1177/003/DC:

Germany and Luxembourg

UK/H/1178/003/DC:

Germany

Procedure Number

UK/H/1176-8/003/DC

Timetable

Day 210 — 03 August 2011




Losartan Potassium/Hydrochlorothiazide 100 mg/12.5 mg Film-coated Tablets UK/H/1176-8/003/DC

4.2

Module 2
Summary of Product Characteristics

NAME OF THE MEDICINAL PRODUCT
Losartan Potassium/Hydrochlorothiazide 100 mg/12.5 mg Film-coated Tablets

QUALITATIVE AND QUANTITATIVE COMPOSITION
One film-coated tablet contains 100 mg losartan potassium and 12.5 mg hydrochlorothiazide.

For a full list of excipients, see section 6.1.

PHARMACEUTICAL FORM
Film-coated tablet

white, round, biconvex, film coated tablets, embossed with 100 and 12.5 on one side.

CLINICAL PARTICULARS

Therapeutic indications

Losartan Potassium/Hydrochlorothiazide is indicated for the treatment of essential hypertension in
patients whose blood pressure is not adequately controlled on losartan or hydrochlorothiazide alone.

Posology and method of administration

For oral administration.

Losartan Potassium/Hydrochlorothiazide may be administered with other antihypertensive agents.
Losartan Potassium/Hydrochlorothiazide tablets should be swallowed with a glass of water.
Losartan Potassium/Hydrochlorothiazide may be administered with or without food.

Hypertension
Losartan and hydrochlorothiazide is not for use as initial therapy. but in patients whose blood pressure

is not adequately controlled by losartan potassium or hydrochlorothiazide alone.
Dose titration with the individual components (losartan and hydrochlorothiazide) is recommended.

‘When clinically appropriate direct change from monotherapy to the fixed combination may be
considered in patients whose blood pressure is not adequately controlled.

The usual maintenance dose is one tablet of Losartan potassium/Hydrochlorothiazide (losartan
potassium 50 mg/hydrochlorothiazide 12.5 mg) once daily. For patients who do not respond adequately
to Losartan potassium/Hydrochlorothiazide, the dosage may be increased to 2 tablets daily of Losartan
potassium/Hydrochlorothiazide or one tablet of Losartan potassium/Hydrochlorothiazide (losartan
potassium 100 mg/ hydrochlorothiazide 25 mg) once daily. The maximum dose is one tablet of
Losartan potassium/Hydrochlorothiazide once daily. In general, the antihypertensive effect is attained
within three to four weeks after initiation of therapy. Losartan potassium/Hydrochlorothiazide (losartan
potassium 100 mg/ hydrochlorothiazide 12.5 mg) is available for those patients titrated to 100 mg of
losartan potassium mono therapy who require additional blood pressure control.

Use in patients with renal impairment and haemodialysis patients

Losartan potassium and hydrochlorothiazide tablets are not recommended for haemodialysis patients.
Losartan potassium /hydrochlorothiazide tablets must not be used in patients with severe renal
impairment (i.e. creatinine clearance <30 ml/min) (see section 4.3).

Use in patients with intravascular volume depletion
Volume and /or sodium depletion should be corrected prior to administration of Losartan potassium
/hydrochlorothiazide tablets.

Use in patients with hepatic impairment
Losartan potassium /hydrochlorothiazide is contraindicated in patients with severe hepatic impairment

(see section 4.3.).

Use in the elderly
Dosage adjustment is not usually necessary for the elderly.
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4.3

4.4

Use in children and adolescents (< 18 vears)
There is no experience in children and adolescents. Therefore, losartan potassium/hydrochlorothiazide
should not be administered to children and adolescents.

Contraindications

- Hypersensitivity to losartan, sulphonamide-derived substances (as hydrochlorothiazide) or to any of
the excipients

- Therapy resistant hypokalaemia or hypercalcaemia

- Severe hepatic impairment; Cholestasis and biliary obstructive disorders

- Refractory hyponatraemia

- Symptomatic hyperuricaemia/gout

- 2nd and 3rd trimester of pregnancy (see section 4.4 and 4.6)

- Severe renal impairment (i.e. creatinine clearance <30 ml/min)

- Anuria

Special warnings and precautions for use

Losartan

Angiooedema

Patients with a history of angiooedema (swelling of the face, lips, throat, and/or tongue) should be
closely monitored (see section 4.8).

Hypotension and Infravascular volume depletion

Symptomatic hypotension, especially after the first dose, may occur in patients who are volume- and/or
sodium-depleted by vigorous diuretic therapy, dietary salt restriction, diarrhoea or vomiting. Such
conditions should be corrected before the administration of Losartan Potassium/Hydrochlorothiazide
tablets (see sections 4.2. and 4.3.).

Electrolyte imbalances

Electrolyte imbalances are common in patients with renal impairment, with or without diabetes, and
should be addressed. Therefore, the plasma concentrations of potassium and creatinine clearance
values should be closely monitored: especially patients with heart failure and a creatinine clearance
between 30-50 ml/ min should be closely monitored.

The concomitant use of potassium sparing diuretics, potassium supplements and potassium contfaining
salt substitutes with losartan/ hydrochlorothiazide is not recommended (see section 4.5).

Liver fumction impairment

Based on pharmacokinetic data which demonstrate significantly increased plasma concentrations of
losartan in cirrhotic patients, Losartan Potassium/Hydrochlorothiazide should be used with caution in
patients with a history of mild to moderate hepatic impairment. There is no therapeutic experience with
losartan in patients with severe hepatic impairment. Therefore Losartan
Potassium/Hydrochlorothiazide is contraindicated in patients with severe hepatic impairment (see
sections 4.2, 4.3 and 5.2).

Renal function impairment

As a consequence of inhibiting the renin-angiotensin-aldosterone system, changes in renal function,
including renal failure, have been reported (in particular, in patients whose renal function is dependent
on the renin-angiotensin-aldosterone system, such as those with severe cardiac insufficiency or pre-
existing renal dysfunction).

As with other drugs that affect the renin-angiotensin-aldosterone system, increases in blood urea and
serum creatinine have also been reported in patients with bilateral renal artery stenosis or stenosis of
the artery to a solitary kidney:; these changes in renal function may be reversible upon discontinuation
of therapy. Losartan should be used with caution in patients with bilateral renal artery stenosis or
stenosis of the artery to a solitary kidney.

Renal transplantation
There is no experience in patients with recent kidney transplantation.
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Primary hyperaldosteronism

Patients with primary aldosteronism generally will not respond to antihypertensive drugs acting
through inhibition of the renin-angiotensin system. Therefore, the use of Losartan
Potassium/Hydrochlorothiazide tablets is not recommended.

Coronary heart disease and cerebrovascular disease:
As with any antihypertensive agents, excessive blood pressure decrease in patients with ischaemic
cardiovascular and cerebrovascular disease could result in a myocardial infarction or stroke.

Heart failure:
In patients with heart failure, with or without renal impairment, there is - as with other drugs acting on
the renin-angiotensin system - a risk of severe arterial hypotension, and (often acute) renal impairment.

Aortic and mitral valve stenosis, obstructive hypertrophic cardiomyophathy
As with other vasodilators, special caution is indicated in patients suffering from aortic or mitral
stenosis, or obstructive hypertrophic cardiomyopathy.

Ethnic differences

As observed for angiotensin converting enzyme inhibitors, losartan and the other angiotensin
antagonists are apparently less effective in lowering blood pressure in black people than in non-blacks,
possibly because of higher prevalence of low-renin states in the black hypertensive population.

Pregnancy

ATIRAs should not be initiated during pregnancy. Unless continued AIIRA therapy is considered
essential, patients planning pregnancy should be changed to alternative anti-hypertensive treatments
which have an established safety profile for use in pregnancy. When pregnancy is diagnosed, treatment
with ATIRAs Losartan Potassium/Hydrochlorothiazide should be stopped immediately, and, if
appropriate, alternative therapy should be started (see sections 4.3 and 4.6).

Hydrochlorothiazide

Hypotension and electrolvte/fluid imbalance

As with all antihypertensive therapy, symptomatic hypotension may occur in some patients. Patients
should be observed for clinical signs of fluid or electrolyte imbalance, e.g., volume depletion,
hyponatremia, hypochloremic alkalosis, hypomagnesemia or hypokalemia which may occur during
intercwrrent diarrhea or vomiting. Periodic determination of serum electrolytes should be performed at
appropriate intervals in such patients. Dilutional hyponatraemia may occur in oedematous patients in
hot weather.

Metabolic and endocrine effects

Thiazide therapy may impair glucose tolerance. Dosage adjustment of antidiabetic agents, including
insulin, may be required (see section 4.5). Latent diabetes mellitus may become manifest during
thiazide therapy.

Thiazides may decrease urinary calcium excretion and may cause intermittent and slight elevation of
serum calcium. Marked hypercalcemia may be evidence of hidden hyperparathyroidism. Thiazides
should be discontinued before carrying out tests for parathyroid function.

Increases in cholesterol and triglyceride levels may be associated with thiazide diuretic therapy.

Thiazide therapy may precipitate hyperuricemia and/or gout in certain patients. Because losartan
decreases uric acid, losartan in combination with hydrochlorothiazide attenuates the diuretic-induced
hyperuricemia.

Hepatic impairment

Thiazides should be used with caution in patients with impaired hepatic function or progressive liver
disease, as it may cause intrahepatic cholestasis, and since minor alterations of fluid and electrolyte
balance may precipitate hepatic coma.

Losartan Potassium/Hydrochlorothiazide is contraindicated for patients with severe hepatic impairment
(see section 4.3 and 5.2).
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Other

In patients receiving thiazides, hypersensitivity reactions may occur with or without a history of allergy
or bronchial asthma. Exacerbation or activation of systemic lupus erythematosus has been reported
with the use of thiazides.

Anti-doping test
Hydrochlorothiazide could produce a positive analytical result in an anti-doping test.

Interaction with other medicinal products and other forms of interaction

Losartan

Rifampicin and fluconazole have been reported to reduce levels of active metabolite. The clinical
consequences of these interactions have not been evaluated.

As with other drugs that block angiotensin II or its effects, concomitant use of potassium-sparing
diuretics (e.g., spironolactone, triamterene, amiloride), potassium supplements, or salt substitutes
containing potassium may lead to increases in serum potassium. Co-medication is not advisable.

As with other medicines which affect the excretion of sodium, lithium excretion may be reduced.
Therefore, serum lithium levels should be monitored carefully if lithium salts are to be co-administered
with angiotensin II receptor antagonists.

When angiotensin II antagonists are administered simultaneously with NSAIDs (i.e. selective COX-2
inhibitors, acetylsalicylic acid at anti-inflammatory doses) and non-selective NSAIDs, attenuation of
the antihypertensive effect may occur. Concomitant use of angiotensin IT antagonists or diuretics and
NSAIDs may lead to an increased risk of worsening of renal function, including possible acute renal
failure, and an increase in serum potassium, especially in patients with poor pre-existing renal function.
The combination should be administered with caution, especially in the elderly. Patients should be
adequately hydrated and consideration should be given to monitoring renal function after initiation of
concomitant therapy, and periodically thereafter.

In some patients with compromised renal function who are being treated with non-steroidal
antiinflammatory drugs, including selective cyclooxygenase-2 inhibitors, the co-administration of
angiotensin II receptor antagonists may result in a further deterioration of renal function. These effects
are usually reversible.

Other substances inducing hypotension like tricyclic antidepressants, antipsychotics, baclofene,
amifostine: Concomitant use with these drugs that lower blood pressure, as main or side-effect, may
increase the risk of hypotension.

Hydrochlorothiazide
When given concurrently, the following drugs may interact with thiazide diuretics:

Alcohol, barbiturates, narcotics or antidepressants:
Potentiation of orthostatic hypotension may occur.

Antidiabetic drugs (oral agents and insulin):

The treatment with a thiazide may influence the glucose tolerance. Dosage adjustment of the
antidiabetic drug may be required. Metformin should be used with caution because of the risk of lactic
acidosis induced by possible functional renal failure linked to hydrochlorothiazide.

Other antihypertensive drigs
Additive effect.

Cholestyramine and colestipol resins:

Absorption of hydrochlorothiazide is impaired in the presence of anionic exchange resins. Single doses
of either cholestyramine or colestipol resins bind the hydrochlorothiazide and reduce its absorption
from the gastrointestinal tract by up to 85 and 43 percent, respectively.

Corticosteroids, ACTH
Intensified electrolyte depletion, particularly hypokalemia.
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Pressor amines (e.g., adrenaline)
Possible decreased response to pressor amines but not sufficient to preclude their use.

Skeletal muscle relaxants, nondepolarizing (e.g., tubocurarine)
Possible increased responsiveness to the muscle relaxant.

Lithium
Diuretic agents reduce the renal clearance of lithium and add a high risk of lithium toxicity;
concomitant use is not recommended.

Medicinal products used in the treatment of gout (probenecid, sulfinpyrazone and allopurinol)
Dosage adjustment of uricosuric medicinal products may be necessary since hydrochlorothiazide may
raise the level of serum uric acid. Increase in dosage of probenecid or sulfinpyrazone may be
necessary. Coadministration of a thiazide may increase the incidence of hypersensitivity reactions to
allopurinol.

Anticholinergic agents (e.g. atropine, biperiden)
Increase of the bioavailability to thiazide-type diuretics by decreasing gastrointestinal motility and
stomach emptying rate.

Cytotoxic agents (eg cyclophosphamide, methotrexate)
Thiazides may reduce the renal excretion of cytotoxic medicinal products and potentiate their
myelosuppressive effects.

Salicylates
In case of high dosages of salicylates hydrochlorothiazide may enhance the toxic effect of the
salicylates on the central nervous system.

Methyldopa
There have been isolated reports of haemolytic anaemia occurring with concomitant use of
hydrochlorothiazide and methyldopa.

Cyclosporine
Concomitant treatment with cyclosporine may increase the risk of hyperuricaemia and gout-type
complications.

Digitalis glycosides
Thiazide-induced hypokalaemia or hypomagnesaemia may favour the onset of digitalis-induced
cardiac arrhythmias.

Medicinal products affected by serum potassium disturbances

Periodic monitoring of serum potassium and ECG is recommended when Losartan/hydrochlorothiazide
is administered with medicinal products affected by serum potassium disturbances (e.g. digitalis
glycosides and antiarrhythmics) and with the following torsades de pointes (ventricular
tachycardia)-inducing medicinal products (including some antiarrhythmics), hypokalaemia being a
predisposing factor to torsades de pointes (ventricular tachycardia):

-Class Ia antiarrythmics (eg quinidine, hydroquinidine, disopyramide).

- Class III antiarrythmics (eg amiodarone, sotalol, dofetilide, ibutilide).

- Some antipsychotics (eg thioridazine, chlorpromazine, levomepromazine, trifluoperazine,
cyamemazine, sulpiride, sultopride, amisulpride, tiapride, pimozide, haloperidol, droperidol).

- Others (eg bepridil, cisapride, diphemanil, erythromycin IV, halofantrin, mizolastin, pentamidine,
terfenadine, vincamine IV).

Calcium salts

Thiazide diuretics may increase serum calcium levels due to decreased excretion. If calcium
supplements must be prescribed, serum calcium levels should be monitored and calcium dosage should
be adjusted accordingly.

Laboratory Test Interactions
Because of their effects on calcium metabolism, thiazides may interfere with tests for parathyroid
function (see section 4.4).
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4.6

Carbamazepine
Risk of symptomatic hyponatremia. Clinical and biological monitoring is required.

Iodine Contrast Media
In case of diuretic-induced dehydration, there is an increased risk of acute renal failure, especially with
high doses of the iodine product.

Patients should be rehydrated before the administration.

Amphotericin B (parenteral), corticosteroids, ACTH, stimulant laxatives, or glycyrrhizin (found in
liquorice)
Hydrochlorothiazide may intensify electrolyte imbalance, particularly hypokalaemia.

Fertility, Pregnancy and lactation

Pregnancy

Angiotensin Il Receptor Antagonists (AIIRAs):

The use of AIIRAs is not recommended during the first trimester of pregnancy (see section 4.4).
The use of AIIRAs is contra-indicated during the 2nd and 3rd trimester of pregnancy (see section
4.3 and 4.4).

Epidemiological evidence regarding the risk of teratogenicity following exposure to ACE inhibitors
during the first trimester of pregnancy has not been conclusive; however a small increase in risk cannot
be excluded. Whilst there is no controlled epidemiological data on the risk with Angiotensin II
Receptor Inhibitors (AIIRAs), similar risks may exist for this class of drugs. Unless continued ATIRA
therapy is considered essential, patients planning pregnancy should be changed to alternative
antihypertensive treatments which have an established safety profile for use in pregnancy. When
pregnancy is diagnosed, treatment with AITR As should be stopped immediately and, if appropriate,
alternative therapy should be started.

Exposure to ATIRA therapy during the second and third trimesters is known to induce human
fetotoxicity (decreased renal function, oligohydramnios, skull ossification retardation) and neonatal
toxicity (renal failure, hypotension, hyperkalaemia) (see section 5.3).

Should exposure to AITIRAs have occurred from the second trimester of pregnancy, ultrasound check of
renal function and skull is recommended.

Infants whose mothers have taken ATIRAs should be closely observed for hypotension (see sections 4.3
and 4.4).

Hydrochlorothiazide:
There is limited experience with hydrochlorothiazide during pregnancy, especially during the first
trimester. Animal studies are insufficient.

Hydrochlorothiazide crosses the placenta. Based on the pharmacological mechanism of action of
hydrochlorothiazide, its use during second and third trimesters may compromise feto-placental
perfusion and may cause fetal and neonatal effects like icterus, disturbance of electrolyte balance and
thrombocytopenia.

Hydrochlorothiazide should not be used for gestational oedema, gestational hypertension or
preeclampsia due to the risk of decreased plasma volume and placental hypoperfusion, without a
beneficial effect on the course of the disease.

Hydrochlorothiazide should not be used for essential hypertension in pregnant women, except in rare
situations where no other alternative treatment could be used.

Lactation

Angiotensin II Receptor Antagonists (AIIRAs):

Losartan:

Because no information is available regarding the use of Losartan Potassium/Hydrochlorothiazide
during breastfeeding, Losartan Potassium/Hydrochlorothiazide is not recommended and alternative
treatments with better established safety profiles during breast-feeding are preferable, especially while
nursing a newborn or preterm infant.

10
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4.7

4.8

Hydrochlorothiazide:

Hydrochlorothiazide is excreted in human milk in small amounts. Thiazides in high doses causing
intense diuresis can inhibit the milk production. The use of Losartan Potassium/Hydrochlorothiazide
during breast feeding is not recommended.

Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed.

However, when driving vehicles or operating machinery it must be borne in mind that dizziness or
drowsiness may occasionally occur when taking antihypertensive therapy. in particular during
initiation of treatment or when the dose is increased.

Undesirable effects
The adverse reactions below are classified where appropriate by system organ class and frequency
according to the following convention:

Very common: > 1/10

Common: > 1/100, < 1/10

Uncommon: = 1/1,000, < 1/100

Rare: = 1/10,000, < 1/1,000

Very rare: < 1/10,000

Not known: cannot be estimated from the available data

In clinical trials with losartan potassium salt and hydrochlorothiazide, no adverse reactions peculiar to
this combination of substances were observed. The adverse reactions were restricted to those which
were formerly observed with losartan potassium salt and/or hydrochlorothiazide.

In controlled clinical trials for essential hypertension, dizziness was the only adverse reactions reported
as substance-related that occurred with an incidence greater than placebo in 1% or more of patients
treated with losartan and hydrochlorothiazide.

Next to these effects, there are further adverse reactions reported after the introduction of the product to
the market as follows:

Hepato-biliary disorders
Rare: Hepatitis

Investigations
Rare: Hyperkalaemia, elevation of ALT

Additional adverse reactions that have been seen with one of the individual components and may be
potential adverse reactions with losartan potassium/hydrochlorothiazide are the following:

Losartan
Blood and lvmphatic system disorders
Uncommon: Anaemia, Henoch-Schénlein purpura, ecchymosis, haemolysis

Immune system disorders
Rare: Anaphylactic reactions, angioedema, urticaria

Metabolism and mutrition disorders
Uncommon: Anorexia, gout

Psychiatric disorders

Common: Insomnia

Uncommon: Anxiety, anxiety disorder, panic disorder, confusion, depression, abnormal dreams, sleep
disorder, somnolence, memory impairment

Nervouis system disorders

Common: Headache, dizziness
Uncommon: Nervousness, paraesthesia, peripheral neuropathy. tremor, migraine, syncope

11
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Eye disorders
Uncommon: Blurred vision, burning/stinging in the eye. conjunctivitis, decrease in visual acuity

Ear and labyrinth disorders
Uncommon: Vertigo, tinnitus

Cardiac disorders

Uncommon: Hypotension, orthostatic hypotension, sternalgia, angina pectoris, grade II-AV block,
cerebrovascular event, myocardial infarction, palpitation, arrhythmias (atrial fibrillations, sinus
bradycardia, tachycardia, ventricular tachycardia, ventricular fibrillation)

Vascular disorders
Uncommon: Vasculitis

Respiratory, thoracic and mediastinal disorders

Common: Cough, upper respiratory infection, nasal congestion, sinusitis, sinus disorder
Uncommon: Pharyngeal discomfort, pharyngitis, laryngitis, dyspnoea, bronchitis, epistaxis, rhinitis,
respiratory congestion

Gastrointestinal disorders
Common: Abdominal pain, nausea, diarrhoea, dyspepsia
Uncommon: Constipation, dental pain, dry mouth, flatulence, gastritis, vomiting

Hepato-biliary disorders
Not known: Liver function abnormalities

Skin and subcutaneous tissue disorders
Uncommon: Alopecia, dermatitis, dry skin, erythema, flushing, photosensitivity, pruritus, rash,
urticaria, sweating

Musculoskeletal and connective tissue disorders

Common: Muscle cramp, back pain, leg pain, myalgia

Uncommon: Arm pain, joint swelling, knee pain, musculoskeletal pain, shoulder pain, stiffness,
arthralgia, arthritis, coxalgia, fibromyalgia, muscle weakness

Not known: Rhabdomyolysis

Renal and urinary disorders
Uncommon: Nocturia, urinary frequency, urinary tract infection

Reproductive system and breast disorders
Uncommon: Decreased libido, impotence

General disorders and administration site conditions
Common: Asthenia, fatigue, chest pain
Uncommon: Facial oedema, fever

Investigations

Common: Hyperkalaemia, mild reduction of haematocrit and haemoglobin
Uncommon: Mild increase in urea and creatinine serum levels

Very rare: Increase in hepatic enzymes and bilirubin.

Hydrochlorothiazide

Blood and lvmphatic system disorders

Uncommon: Agranulocytosis, aplastic anaemia, haemolytic anaemia, leukopenia, purpura,
thrombocytopenia

Immune system disorders
Rare: Anaphylactic reaction

Metabolism and nutrition disorders
Uncommon: Anorexia, hyperglycaemia, hyperuricaemia, hypokalaemia, hyponatraemia

12



Losartan Potassium/Hydrochlorothiazide 100 mg/12.5 mg Film-coated Tablets UK/H/1176-8/003/DC

Psychiatric disorders
Uncommon: Insomnia

Nervous system disorders
Common: Cephalalgia

Eye disorders
Uncommon: Transient blurred vision, xanthopsia

Vascular disorders
Uncommon: Necrotizing angiitis (vasculitis, cutaneous vasculitis)

Respiratory, thoracic and mediastinal disorders
Uncommon: Respiratory distress including pneumonitis and pulmonary oedema

Gastrointestinal disorders
Uncommon: Sialoadenitis, spasms, stomach irritation, nausea, vomiting, diarrhoea, constipation

Hepato-biliary disorders
Uncommon: Icterus (intrahepatic cholestatis), pancreatitis

Skin and subcutaneous tissue disorders
Uncommon: Photosensitivity, urticaria, toxic epidermal necrolysis

Musculoskeletal and connective tissue disorders
Uncommon: Muscle cramps

Renal and urinary disorders
Uncommon: Glycosuria, interstitial nephritis, renal dysfunction, renal failure

General disorders and administration site conditions
Uncommon: Fever, dizziness

4.9 Overdose

No specific information is available on the treatment of overdosage with losartan/hydrochlorothiazide.
Treatment is symptomatic and supportive. Therapy with Losartan Potassium/Hydrochlorothiazide
should be discontinued and the patient observed closely. Suggested measures include induction of
emesis if ingestion is recent, and correction of dehydration, electrolyte imbalance, hepatic coma and
hypotension by established procedures.

Losartan

Limited data are available in regard to overdosage in humans. The most likely manifestation of
overdosage would be hypotension and tachycardia; bradycardia could occur from parasympathetic
(vagal) stimulation. If symptomatic hypotension should occur, supportive treatment should be
instituted.

Neither losartan nor the active metabolite can be removed by hemodialysis.

Hydrochlorothiazide

The most common signs and symptoms observed are those caused by electrolyte depletion
(hypokalemia, hypochloremia, hyponatremia) and dehydration resulting from excessive diuresis. If
digitalis has also been administered, hypokalemia may accentuate cardiac arrhythmias.

The degree to which hydrochlorothiazide is removed by hemodialysis has not been established.
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PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: Angiotensin IT antagonists and diuretics
ATC code: C09DAO1

Losartan-Hydrochlorothiazide
The components of Losartan Potassium/Hydrochlorothiazide have been shown to have an additive

effect on blood pressure reduction, reducing blood pressure to a greater degree than either component
alone. This effect is thought to be a result of the complimentary actions of both components. Further,
as a result of its diuretic effect, hydrochlorothiazide increases plasma renin activity, increases
aldosterone secretion, decreases serum potassium, and increases the levels of angiotensin IT.
Administration of losartan blocks all the physiologically relevant actions of angiotensin IT and through
inhibition of aldosterone could tend to attenuate the potassium loss associated with the diuretic.

Losartan has been shown to have a mild and transient uricosuric effect. Hydrochlorothiazide has been
shown to cause modest increases in uric acid; the combination of losartan and hydrochlorothiazide
tends to attenuate the diuretic-induced hyperuricemia.

The antihypertensive effect of losartan/hydrochlorothiazde is sustained for a 24-hour period. In clinical
studies of at least one year's duration, the antihypertensive effect was maintained with continued
therapy. Despite the significant decrease in blood pressure, administration of
losartan/hydrochlorothiazide had no clinically significant effect on heart rate. In clinical trials, after

12 weeks of therapy with losartan 50 mg/hydrochlorothiazide 12.5 mg, trough sitting diastolic blood
pressure was reduced by an average of up to 13.2 mmHg.

Losartan/hydrochlorothiazide is effective in reducing blood pressure in males and females, blacks and
non-blacks and in younger (<65 years) and older (=65 years) patients and is effective in all degrees of
hypertension.

Losartan

Losartan is a synthetically produced oral angiotensin-II receptor (type AT1) antagonist. Angiotensin II,
a potent vasoconstrictor, is the primary active hormone of the renin-angiotensin system and an
important determinant of the pathophysiology of hypertension. Angiotensin II binds to the AT1
receptor found in many tissues (e.g. vascular smooth muscle, adrenal gland, kidneys and the heart) and
elicits several important biological actions, including vasoconstriction and the release of aldosterone.
Angiotensin IT also stimulates smooth-muscle cell proliferation.

Losartan selectively blocks the AT1 receptor. In vitro and in vivo losartan and its pharmacologically
active carboxylic acid metabolite E-3174 block all physiologically relevant actions of angiotensin II,
regardless of the source or route of its synthesis.

Losartan does not have an agonist effect nor does it block other hormone receptors or ion channels
important in cardiovascular regulation. Furthermore, losartan does not inhibit ACE (kininase II), the
enzyme that degrades bradykinin. Consequently, there is thus no increase in bradykinin-mediated
undesirable effects.

During the administration of losartan the removal of the angiotensin IT negative feedback on renin
secretion leads fo increased plasma-renin activity (PRA). Increase in the PRA leads to an increase in
angiotensin II in plasma. Despite these increases, antihypertensive activity and suppression of the
plasma aldosterone concentration are maintained, indicating effective angiotensin IT receptor blockade.
After the discontinuation of losartan, PRA and angiotensin II values fell within 3 days to the baseline
values.

Both losartan and its principal active metabolite have a far greater affinity for the AT1 receptor than for
the AT2 receptor. The active metabolite is 10- to 40-times more active than losartan on a weight for
weight basis.

In a study specifically designed to assess the incidence of cough in patients treated with losartan as
compared to patients treated with ACE inhibitors, the incidence of cough reported by patients receiving
losartan or hydrochlorothiazide was similar and was significantly less than in patients treated with an
ACE inhibitor. In addition, in an overall analysis of 16 double-blind clinical trials in 4131 patients, the
incidence of spontaneously reported cough in patients treated with losartan was similar (3.1%) to that
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of patients treated with placebo (2.6%) or hydrochlorothiazide (4.1%). whereas the incidence with
ACE inhibitors was 8.8%.

In nondiabetic hypertensive patients with proteinuria, the administration of losartan potassium
significantly reduces proteinuria, fractional excretion of albumin and IgG. Losartan maintains
glomerular filtration rate and reduces filtration fraction. Generally losartan causes a decrease in serum
uric acid (usually <0.4 mg/dL) which was persistent in chronic therapy.

Losartan has no effect on autonomic reflexes and no sustained effect on plasma norepinephrine.

In patients with left ventricular failure, 25 mg and 50 mg doses of losartan produced positive
hemodynamic and neurohormonal effects characterized by an increase in cardiac index and decreases
in pulmonary capillary wedge pressure, systemic vascular resistance, mean systemic arterial pressure
and heart rate and a reduction in circulating levels of aldosterone and norepinephrine, respectively. The
occurrence of hypotension was dose related in these heart failure patients.

Hypertension Studies

In controlled clinical studies, once-daily administration of Losartan to patients with mild to moderate
essential hypertension produced statistically significant reductions in systolic and diastolic blood
pressure. Measurements of blood pressure 24 hours post-dose relative to 5 — 6 hours post-dose
demonstrated blood pressure reduction over 24 hours; the natural diurnal rhythm was retained. Blood
pressure reduction at the end of the dosing interval was 70 — 80 % of the effect seen 5-6 hours
postdose.

Discontinuation of Losartan in hypertensive patients did not result in an abrupt rise in blood pressure
(rebound). Despite the marked decrease in blood pressure, Losartan had no clinically significant effects
on heart rate.

Losartan is equally effective in males and females, and in younger (below the age of 65 years) and
older hypertensive patients.

LIFE Study
The Losartan Intervention For Endpoint reduction in hypertension (LIFE) study was a randomised,

triple-blind, active-controlled study in 9193 hypertensive patients aged 55 to 80 years with
ECG-documented left ventricular hypertrophy. Patients were randomised to once daily losartan 50 mg
or once daily atenolol 50 mg. If goal blood pressure (<140/90 mmHg) was not reached,
hydrochlorothiazide (12.5 mg) was added first and. if needed, the dose of losartan or atenolol was then
increased to 100 mg once daily. Other antihypertensives, with the exception of ACE inhibitors,
angiotensin II antagonists or beta-blockers were added if necessary to reach the goal blood pressure.

The mean length of follow up was 4.8 years.

The primary endpoint was the composite of cardiovascular morbidity and mortality as measured by a
reduction in the combined incidence of cardiovascular death, stroke and myocardial infarction. Blood
pressure was significantly lowered to similar levels in the two groups. Treatment with losartan resulted
in a 13.0% risk reduction (p=0.021, 95 % confidence interval 0.77-0.98) compared with atenolol for
patients reaching the primary composite endpoint. This was mainly attributable to a reduction of the
incidence of stroke. Treatment with losartan reduced the risk of stroke by 25% relative to atenolol
(p=0.001 95% confidence interval 0.63-0.89). The rates of cardiovascular death and myocardial
infarction were not significantly different between the treatment groups.

Hydrochlorothiazide

Hydrochlorothiazide is a thiazide diuretic. The mechanism of the antihypertensive effect of thiazide
diuretics is not fully known. Thiazides affect the renal tubular mechanisms of electrolyte reabsorption,
directly increasing excretion of sodium and chloride in approximately equivalent amounts. The diuretic
action of hydrochlorothiazide reduces plasma volume, increases plasma renin activity and increases
aldosterone secretion, with consequent increases in urinary potassium and bicarbonate loss, and
decreases in serum potassium. The renin-aldosterone link is mediated by angiotensin IT and therefore
coadministration of an angiotensin IT receptor antagonist tends to reverse the potassium loss associated
with thiazide diuretics.
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5.2

After oral use, diuresis begins within 2 hours, peaks in about 4 hours and lasts about 6 to 12 hours the
antihypertensive effect persists for up to 24 hours.

Pharmacokinetic properties

Absorption

Losartan

Following oral administration, losartan is well absorbed and undergoes first-pass metabolism, forming
an active carboxylic acid metabolite and other inactive metabolites. The systemic bioavailability of
losartan tablets is approximately 33%. Mean peak concentrations of losartan and its active metabolite
are reached in 1 hour and in 3-4 hours, respectively. There was no clinically significant effect on the
plasma concentration profile of losartan when the drug was administered with a standardized meal.

Distribution

Losartan

Both losartan and its active metabolite are =99% bound to plasma proteins, primarily albumin. The
volume of distribution of losartan is 34 liters. Studies in rats indicate that losartan crosses the
bloodbrain barrier poorly. if at all.

Hydrochlorothiazide
Hydrochlorothiazide crosses the placental but not the blood-brain barrier and is excreted in breast milk.

Biotransformation

Losartan

About 14% of an intravenously- or orally-administered dose of losartan is converted to its active
metabolite. Following oral and intravenous administration of 14C-labeled losartan potassium,
circulating plasma radioactivity primarily is attributed to losartan and its active metabolite. Minimal
conversion of losartan to its active metabolite was seen in about one percent of individuals studied.

In addition to the active metabolite, inactive metabolites are formed, including two major metabolites
formed by hydroxylation of the butyl side chain and a minor metabolite, an N-2 tetrazole glucuronide.

Elimination

Losartan

Plasma clearance of losartan and its active metabolite is about 600 mL/min and 50 mL/min,
respectively. Renal clearance of losartan and its active metabolite is about 74 mL/min and 26 mL/min,
respectively. When losartan is administered orally, about 4% of the dose is excreted unchanged in the
urine, and about 6% of the dose is excreted in the urine as active metabolite. The pharmacokinetics of
losartan and its active metabolite are linear with oral losartan potassium doses up to 200 mg.

Following oral administration, plasma concentrations of losartan and its active metabolite decline
polyexponentially with a terminal half-life of about 2 hours and 6-9 hours, respectively. During
oncedaily dosing with 100 mg, neither losartan nor its active metabolite accumulates significantly in
plasma.

Both biliary and urinary excretion contribute to the elimination of losartan and its metabolites.
Following an oral dose of 14C-labeled losartan in man. about 35% of radioactivity is recovered in the
urine and 58% in the feces.

Hydrochlorothiazide

Hydrochlorothiazide is not metabolized but is eliminated rapidly by the kidney. When plasma levels
have been followed for at least 24 hours, the plasma half-life has been observed to vary between 5.6
and 14.8 hours. At least 61 percent of the oral dose is eliminated unchanged within 24 hours.

Characteristics in Patients

Losartan-Hydrochlorothiazide

The plasma concentrations of losartan and its active metabolite and the absorption of
hydrochlorothiazide in elderly hypertensives are not significantly different from those in young
hypertensives.
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5.3

6.2

6.3

6.4

6.5

Losartan

Following oral administration in patients with mild to moderate alcoholic cirrhosis of the liver, plasma
concentrations of losartan and its active metabolite were, respectively, 5-fold and 1.7-fold greater than
those seen in young male volunteers.

Neither losartan nor the active metabolite can be removed by hemodialysis.

Preclinical safety data

Preclinical data reveal no special hazard for humans based on conventional studies of general
pharmacology. genotoxicity and carcinogenic potential. The toxic potential of the combination of
losartan/hydrochlorothiazide was evaluated in chronic toxicity studies for up to six months duration in
rats and dogs after oral administration, and the changes observed in these studies with the combination
were mainly produced by the losartan component. The administration of the
losartan/hydrochlorothiazide combination induced a decrease in the red blood cell parameters
(erythrocytes, haemoglobin, haematocrit), a rise in urea-N in the serum, a decrease in heart weight
(without a histological correlate) and gastrointestinal changes (mucous membrane lesions, ulcers,
erosions, haemorrhages). There was no evidence of teratogenicity in rats or rabbits treated with the
losartan/hydrochlorothiazide combination. Fetal toxicity in rats, as evidenced by a slight increase in
supernumerary ribs in the F1 generation, was observed when females were treated prior to and
throughout gestation. As observed in studies with losartan alone, adverse fetal and neonatal effects,
including renal toxicity and fetal death, occurred when pregnant rats were treated with the
losartan/hydrochlorothiazide combination during late gestation and/or lactation.

PHARMACEUTICAL PARTICULARS
List of excipients

Tablet core:

Silicified microcrystalline cellulose

Silica colloidal anhydrous

Croscarmellose sodium

Silica

Magnesium stearate

Film-coating:
Hypromellose
Hydroxypropyl Cellulose
Titanium dioxide (E171)

Incompatibilities
Not applicable.

Shelf life
2 years

After first opening the bottle: 6 months

Special precautions for storage

OPA/AI/PVC/ALl blisters: Do not store above 25 ° C. Keep in the original packaging.

White Aclar/PVC/Al blisters: Do not store above 25 ° C. Keep in the original packaging.

HDPE bottle with PP screw cap: Do not store above 25° C. Keep in the original packaging. Keep the
container tightly closed in order to protect from moisture.

Nature and contents of container

- OPA/AI/PVC/AL blisters.

- White Aclar/PVC/Al blisters.

- White HDPE bottle with PP screw cap.

HPDE bottle contains a silica gel desiccant (for absorbing moisture) either in the plastic screw cap or in
a capsule/sachet. Do not swallow the silica gel capsule/sachet.

Blister: 7, 14, 20, 28, 30, 50, 56, 60, 84, 90, 98 and 100 film-coated tablets
Bottle: 100, 250 film-coated tablets

Not all pack sizes may be marketed.
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6.6 Special precautions for disposal
No special requirements.

Any unused product or waste material should be disposed of in accordance with local requirements.

7 MARKETING AUTHORISATION HOLDER
Sandoz Ltd
Frimley Business Park,
Frimley,
Camberley,
Surrey,
GU16 7SR.
United Kingdom

8 MARKETING AUTHORISATION NUMBER(S)
PL 04416/1197
PL 04416/1198
PL 04416/1199

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
06/09/2011

10 DATE OF REVISION OF THE TEXT
06/09/2011
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Losartan Potassium/Hydrochlorothiazide
100 mg/12.5 mg Film-coated Tablets

Losartan Potassium/Hydrochl

+  Kaep ths kalkel. You maynead © read it again.
I you have any ludhe: questions, ask your dockor or phamacisl.

Read al of this leaflet caretully before you start taking this medicine.

+ Thismedisna has basn praseribad for you. Do nal pass #onlo dhas. | may barm tham, sven i Thar symplams 2w tha sama as yours.
I any of the side dlacts gals sarous, oril you notica any side eflacts nal lislad n this leatlel, pleass 18l your doctor ar phamacist.

In thig leaflet:

1. What Lesardan Potassum/Hydrochlorothiazide & and what it is usad
far

2. Before you lake Losaran PolsssiumHydrochlorothiazide

3. Howtolaks Losardan PolassiumHydrachlomthazida

4. Possible sids sffecis

5. Howto stors Lesatan PolassumMydrochkorathiazide

6. Furher information

What Losartan Px junvHydrochiorothiszide i
and what itis used for
Losari&n balongs 10 a group of called angblensinel

recoplor antagonists. Thoso causo the blood vossals fo ralax which in turn
lowarsthe blood prassura.

Hydrochiorohiazide balongs o a goup of drugs called diurelics (watar
tablets).

Thaso lablots are used to troat high blood prossuse. The combiration of
lasartan and hyd iazids is a suitable iva for thoss people
wiho would alharwize have b be freated with bsadan poassium and
tydrochlowothiazide given a: saparale labels.

Lozartan PolassumHydociioninazds s avalabls lor patients who
require additionsl bleod pressurs sontrol md already ars taking sither
100 my of losartsn o tydrachlerathiazda monathar sy,

D Befor youtake Losaran

Da not me Losartan PotassiumMydrochlorothiazide if you:

. ) 1o iosartan, rany ol
the dh!r ingrodients of this mediclnu (soe Section & and and of Seclion
2

araallergic ive) 1o ide derved

(8.9. athar thiazides, soma anfitackria drugs such a: codrimaxazaa,

ask your docor if you are nol sua)

aremote han3 months pregnant. (Lisalso beller 1o aved Losertan
doin w00 )

have saverslyimpaired liver function

hava saveralyimpaired kidney furction a0 your kidneys are not
pradusing any uring

havs low polassium, low sodum or iign cakcium levals which cannol be
sareckd by baatment

arasufaring fram gat.

¥ you think any o the above conditions applies to you, consull your doctor
or phanmacisis.

Take spacial with Losartan um/t iazida
"oy musuellyuu doch il yau lhmkynu ae [u.l_nn.ﬂ._hm.mwa;rum
Lozartan PolassiamiHydroc in aarky

pregnancy, and musinal ba akan ¥ yu.l EL] mcmalhan 3manths pragnant,
as il may cause serious ham to your baby i used al hal stage (ses
prognansy sectien).

Thasa are nat intha bllowing casas il you:
+ hava p ¥ sufiered t g of the face, lips, troat

or fongue

taka diarafios (water pills)

araon a salt-resiricted diet

hava or have had severe vomiting and'or diarrhoea

havs heart failure

have impaired liver funclon (ses sections 2 Do nol lake Losarilan
PetassiumMydrachlersthiaz do” and *Dossge in spoesal patient groups™
hava narrow arteries to your kidneys (renal arlery slanasis) orony
hava one functioning kidney, ar you have raceniy had a kidney
transplant

ars on hasmodialysis

have narrowing of the arteries (alhameckrosis), angina pectoris
(=hast pain dus fa poor haad functian)

hava z:lrlc ar mitral vahe shnosrs (narrowing of the valves of H’e

S SANDOZ

Taking other medicines

Plaasas toll your dostor or pharmasist 1 you am laking ar have rmsontly
takanany ather madicinas, incuding madicinas dlansd wihoula
prasciption. 11 iz essantial that you tal the dactor i you use the lallowing
madicines:

lithium (a modicino for of mania or dep ion}
patassium supplements

potassium-sparing medicines

alher diumlics (water tablets)

somo laxatives

medicnes for the treatmant of gout

medicnas to conltral heart rhythm

medicinas lor disbetes |ord aganls orinsulins)
medicnes o reduce your blood pressure
steroids

medicnas o treat cancer

pain killers

arthritis medicines

medicings 10 raat fungal infections

resing ussd for high 1{o.g.
medicnas which relax muscles

sleeping tablets

opioid medicines (a. g. momphina)

medicnes caled pressor amines (a.g. adrenaline)
glyeyrrhizin (lound in liquoriss rast)

Ask your doctor  you ae nol sure whal fese medicines ars.
Plaasa aka nlarm your doclar you are taking Lasaran
F il you will ba a aran

procedure and will ks gven iodne conbrast media.

Taking Losartan ium/k iazide with food and d rink
You ara advisad nollo drink alouhol wl‘llsl‘allng !hase ld:lla!s

akeohal and Losartan F may i

other's affects.

Distary =aftin ias may tha eflact of Lasardan

Potassium/Hydrochlorothiazide.

Losartan PolssumHydrochlorothiazds may bataksn withor without
food.

Pregnancy and breastfeeding

FPregrancy
“ou must tall your daclor if you think you are (or mighl becoma) pragnarnt.
“our dactor will normally acvise you Lo slop Laking Lesartan

ide batars you besams prognan or as soon as
vieu know you ana pragnant and will advisa you ¥ take anothar madicing
instead of Losarian PolassumMydrochloothazida. Losartan
Potaszium/Hydrachlorathiaride is nol recommandad in pragnancy, and
mustnot be \ken when more than 3 morths pragnant, as Amay causs
serious harm to your baby § usad afler the third marth of pragrancy.

Breas-feading
Tell your doctor ¥ you are breast-leading or aboul 1o slad braaskleading.
Lesartan F = ot for mothars

wha ere brasstdseding, and your doclor maychoose anather tealsel o
yeu if you wish 1o broastlasd, sspacially I yeur baby is a nawbam, or bara
pramaturaly.’

Ask your doclor or pharmiacist for advics balora taking any madcina.
Use in children and adolescents

There is no expaience with the uss of Lasadan
F'a‘asslulrv’wdmcrlulu‘hande in childran. Tharelors, Lasadan

heart) or (ad causing thi
of heart muscle)
ars diabetic
have had gout
hava or have had an allergic condition, asthma or 2 conditon thal
causas joinl pain, skin rashes and fver (systemic lupus
erythemaiosus)
have high calcium or low potassium levels or you &e on alow
potesium dist
naed an anaesthetic (svan at the dantst) or belors surgery, vou must
tall the doctor or madical stall that you are laking Losardan Polassium
and Hydrochlorothiazide tablsts
hava primary hyperaldosteronism assocated wih ncreased
sscratian of the hormone aldostaran by the adrenal gland, ssussd by an
sbnarmal ity within tha gland
aragang %o hava lasls to chack your parathyraid function

Tak lclyuur dockr i you are anmhlaa takmgadopmgm & Losadan

thatcan cause

pmnm resuls ina doping tast

F hauld nal be givan b cildran.

Driving endusing machires
Ma studias an tha afacts an tha ability 1o driva and usa machinas have
bean parormad. Dizzinass has besn repariad by paaple taking Losaran
Patassium/Hydrochlorothiazide, if you expariencs this do not drive a car
and do nal aparale machinary.

3 Howiotake Losartan

Always tsks Losarten Potassium/Hydmetorethinzids axmcty ss yeur
et has feld you. Plaass ask yaur dostr ar pharmacit i you ars na
swra. iz imporant fo confinua taking Losartan
PotasziumHydrachlorathiaride lor as long as your doctor praseribes din
ardar lo maintain smooth contral of your blood prassura.

Tako ho labbt with a ghissof water. Imay bo takonwith or withou food.

LUse inadults
The wsua dose s ane lablet ance daily.
Conlinusd o (e nes page 5o

UK/H/1176-8/003/DC
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Dasags adj i nol usualy for the silery.

Uss in kidney i i and
In caszs ol widray dosage is rof ususlly

nacassary. Howaver, do notlaks Losartan PolEssumHydrochioothazids
i your kidney lunstion is seversy imparsd Lesardan
i iazida s not for patients on

hasmodialysis.

Uss in liver impairment;

Losartan Polassium/Hydrachlorothiazido should bo used with caution in
patiants with histary of mild 1o moderate lvar imparmant. Howevar, do nat
taka Lasatan PotassiumMydrochlorathiazida f your lver funcion is
sevarely impairad (ses saction 2. “Do not take Losartan

FolassiumdHyd rochiorothi azide™).

Use inchildren and teenagers under 18 years of age:
Losarin F i if.2ii woud not be givento childan
and leanagars.

Uss in black patienis:

Deeage adjustment may ba nacassary as Losadan
Potassium/Hydrochlorothiazde may be less effective in black patiants
than in nen-black patients.

I you take more Losartan PotassiumMydrochlorathiazide than you
should

I you jor somsore asa) swallow a lol of e tablsts al togathar, or i you
think & child has swalowad any of the tablkts, contact your nsarest nospial
sasually depertmant | your dostor immadialsly / 8 paison serdre. An
avardesa s likaly b causs haar and dshydration problams. Plazss taks
this laallal, any remaining tablslz and the container with you b the haspital
ar dockar s thal hiay know whal tablals wera consumad.

I you forget o take Losartan Potaesium/Hydroc hlorothiszide
Do nal taks adoubls doss to maks up for a fogolien lablat. Take vour naxd
doss 2l ths usualtima.

It you stop teking Losartan Potassium/Hydrochlorothiazide
Alwarys cansull your dactar, I yeu wish la slop aking this madising. Sven il
wou feal wall, 1 may ba recessary 1o continus laking this madicina.

¥ you have any further quesions on the use of this product, ask your
dostor or pharnacist.

4] Possivie side eftects

Liks all icil Lasaran F
=ik allacts, athough nol evanybody gels tham.

K you experience the following, stop taking Losartan
Potassium/Hydrochlorot hiazide and tell your doctor inmediately or
go to the casualty department of your nearest hospital.

A severe allergic reaction jrash, fiching, sweding of the lace, ligs, mouth
aor throat hat may cause diffoully in swalkawing or braathing).

Thizisa sarious bul rare sids efect which affacts mors than 1 out of
10,000 patiants but fawer than 1 ou of 1,000 patients. You may nasd
urgant medical atention or hosplalsaton.

Tha following sids eliacts have bean reporad:

Common (affacts 1 B 10 usars in 100}

- cough, upper airay infection, songsstion in the nose, sinusits, sinus
disarder

diarrhosa, 3 , nausaa, indig

musche pan ar cramps, leg pain, back pain

insomiia, neadachs, dizziness

woakness, tirsdness, chast pain

incseasad polassium levels (which can causs an abnormal hear
rhythmi, decreased rasmogobin lavals

Uncommen (alfects 1 1o 10 users in 1000}:

= anasmia, md or brownish spals on tha skin (somalimes aspacially on

the ledl, lags, arms and butlacks, wih jaint pain, swaling of the hands

and lesl and slomach pain), brusing, reduction in whis bood cals,

cloting problems and brusing

loss of appotits, high lovel of urie asd in the blead or frank gout, sigh

bload sugar laval, abnormal level ol alactrohdain the bload

anxiaty, nervousnass, panic disordar (recuring panic attacks),

corfugion, deprassion, abnormal dreams, sleep disordars, sleapiness,

memty impairment

pins and naadias or similar sansations, pain in the axtamifias,

trambling, dizzinass, migraina, lainting

blurrad vigion, buming or stinging inthe eyes, conjunctivits, worsaning

ayesight, seaing things in yelow

ringing, buzzing, raarng or sicking n the sars

low blood prassurs, which may be assaciated withchangas in pastus

(fasling lignt-haaded ar waak whan you stand up, angna |chest pain),
haatbeat, accidant (TIA, “minkstroka’, hear

allack, palilaions

inflammatian of bload vessalk, which is often associatad with a skin

rash ar bruising

sora troal, i iz, walar an tha lungs

(which causes diflculy breahing), nossblesd, runny noss, congestion

constipation, wing, stomash upsats, stomash spasms, nausoa,

Unknown | il trom the lable d
muscle damage in adults (ary unusaal aches or pains in your musels
which ga on for longar than axpactad)

If any of the side efiects get sericus, or if you notice any side effects
not listed in this leaflel, please tell your docior.

B o tostor Losaran

Keap out of the reach and sight of children.

Danal usa Losartan PolassumiHydrochioothiazida aftar the axpiry dats
which s siated on the canon/ bottle’ bilster afler EXP. The expiry dawe
rafors to tho last day of that manth.

= OPAAYPYCHA blisters: Do nol slars above 25° C. Keap in the ariginal
packaging.

White Aclar/PYG/Al blisters: Do notslore above 257 C. Keepin the
ariginal packaging.

‘Whila HDPE bollla wih PP screw cap: Do nol slors above 25 C.
Kaap in tha anginal ing. Kesp tha inar tightly closad in
ardar 1 protact fram makEtua.

HFDE baltla cantains a silica gel desiceant (lar absarbing maistura) aithar
in tha plastic scraw cap or ina capsulalsachal. Do nol swallow the slica
gal capsula/sachal

i 1 e di d ol via ar wasta.
Ask your =l how 1o dispass of na nngar mauirad.
Thase willhalp th

6 Further information

‘What Losartan ¥
- The active substances are bsartan pdassium and
fydrachlamthiazide.

Losartan PolsssiumfHydrochiomnthiazide 100 mg/1 2.5 mg Filn-coated
Tablot contain 100 mg of lesadan Potassium and 125 mg ol
tydrochiomthazide

Tha oiher ingredients ara:

Tabletcore: slicified microcrystaliine cellulse, croscermelioss sodium,
siliza, silica ealloidal anhydrous. magnasium slaarata.

Film-coating: yoropyl celluloss, anium dicdd
(E171).

What Losartan PotassiumMydrochlerothiazide looks like and
contents of the pack

Lozartan PolessiumMydrochlornthiazide 100 mg/1 2.8 mg Film-coated
Tablak ars whils, round, bicorvax, lilmeeoalad lablels, embossad wih 100
and 12.5 on ane side.

Losartan Polessivm/Hydrochlorothiazids 100 mg/1 2.5 mg Filn-coatad
Tablak ars packed in OPAJAVPYIC/IAI blisters or AclavPVCI/Al blister or
HFDE ballleswith a PP screw cap.

Blistor: 7,14, 20, 28,30, 50,56, 80, 84, 90, 98 and 100 fim-coalod ablkis
Baltie: 100, 250 fim<coated tabkts

Mol all pack sizes may ba markelsd

Marketing Authorisation Holdar and Manufacturer
Marketing Authorisation Holder

Sandoz Lid,

Frimboy Businoss Pask,

Frimlay,

Cambariay,

Surray,

GU16 7SA,

Unitad Kingdom.

Manufacturer

Lek Pharmacsuticals d.d,

Verovikova 57, 1526 Ljuljana, Slovenia

or

Lek S.A,, ul. Fodipis 16,95 010 Stiykdw, Polend
or

Lex SA,
ul. Domariowska 50 C, 02-672 Wamaw, Polard

or

Salulaz Pharma GmbH,
Otla van Guadicks Alsa 1, 33170 Barlsban Garmany

or

Salutas Pharma GmibH,
i

vamiling, dry mouth, nflammation of a salivary gland,
jaundica (yallowing of the ayas and skin), inflammation of the pancraas
hivas, tching, inflammation of the skin, rash, redness of the skin,
sensilivity Lo light, Lyell synebome (skin looking as il it wems burnl and
pasling alf), dry skin, lushing, swaaling hair lass

pain inthe arms, shoulders, hips, kneas ar other joints, jont swaling,
slifinass, muscls pain, weaknass or cramps

fraquant usnallon incuding & night, abnormal kidnay function includng
inflammation o1 the kidnoys, urirary infostion, sugar inthe urise

. appatia, i

swalling olthe lacs, faver

Rare (aflacts 1 1a 10 ussrs in 10000)
+  hepatits (inflammation of the liver), abrormal liver function tests

5, 70839 Garlngen, Garmarny.

Thia leaflel was lasl approved in DB/A2011 (lo be amerded after
approvall.

SZ00MOLTO00

UK/H/1176-8/003/DC
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Module 4

Please note that representative labelling for Losartan Potassium/Hydrochlorothiazide
100 mg/12.5 mg Film-coated Tablets (PL 04416/1197; UK/H/1176/003/DC) is shown
below. The labelling details for Losartan Potassium/Hydrochlorothiazide

100 mg/12.5 mg Film-coated Tablets (PL 04416/1198-9; UK/H/1177-8/003/DC) are
consistent with this text, with the exception of the Marketing Authorisation number.

Losartan Potassium/Hydrochlerothiazide
- 100mg/12.5 mg

Fllm<oated Tablets

28 it i
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100 mgM25 mg Fim-coated Tablets 100 mg/125 mg Fim-coated Tablets 100 mgH25 mg Fim-coated Tablets 100 mg/12.5 mg Fim-coated Tabiets
EZOOONOFL O PLOA4IATST  EZOOGOCFLOGH FLO4ISTIOT  SZODOOOFLDOD PLOMISTOT  ECOOOFLOGD PLOA4sE/TET
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4 SANDOZ snmzin_ 4 SANDOZ szl 4 SANDOZ smmaiy’ 4 SANDOT Sz Lig
Losartan F Losartan P ty o L ty! Losartan P ¥ mda
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Module 5
Scientific discussion during initial procedure

Based on the review of the data on quality, safety and efficacy, the member states considered
that the applications for Losartan Potassium/Hydrochlorothiazide 100 mg/12.5 mg
Film-coated Tablets (PL 04416/1197-9; UK/H/1176-8/003/DC) could be approved. The
products are prescription-only medicines indicated for the treatment of essential hypertension

in patients whose blood pressure is not adequately controlled on losartan or
hydrochlorothiazide alone.

Losartan Potassium/Hydrochlorothiazide 100 mg/12.5 mg Film-coated Tablets contain the
active ingredients losartan potassium and hydrochlorothiazide. Losartan potassium is an
angiotensin-II (AT,) receptor blocker that is used for the control of hypertension as
monotherapy, or in combination with other agents, primarily thiazide diuretics.
Hydrochlorothiazide is a thiazide diuretic. Thiazides increase urinary excretion of sodium,
potassium and chloride via an action on renal tubules. The co-administration of an
angiotensin-II (AT,) receptor blocker counteracts potassium loss associated with thiazide
diuretics.

These applications were submitted using the Decentralised Procedure (DCP), with the UK as
Reference Member State (RMS), and Germany, Denmark, Finland, Luxembourg, the
Netherlands, Norway, Poland, Sweden and Slovenia as Concerned Member States (CMS).
These abridged applications were submitted according to Article 10.1 of Directive
2001/83/EC, as amended, claiming to be generic medicinal products of the combination
Losartan potassium/Hydrochlorothiazide (Cozaar-Comp) that has been established in the EU
for over 10 years The applications cross-refer to the originator product Cozaar Comp 50 mg
/12.5mg (Merck, Sharp & Dohme, UK), which was first authorised in the UK on 12 April
1996. Cross-reference has also been made to the UK brand leader product, Cozaar-Comp
100 mg/12.5 mg Tablets. (Merck, Sharp and Dohme, UK), which was first authorised in the
UK on 17 October 2007, as a line extension.

No new non-clinical data have been submitted, which is acceptable given that the
applications were based on being generic medicinal products of an originator product that has
been in clinical use for over 10 years.

A single-dose, bioequivalence study was submitted to support these applications, comparing
the test product Losartan Potassium/Hydrochlorothiazide 100 mg/12.5 mg (Sandoz Limited)
versus the reference product Lorzaar Plus Forte 100 mg-12.5 mg Filmtabletten (MSD
Chibropharm GmbH, Germany). The bioequivalence study was carried out in accordance
with Good Clinical Practice (GCP).

With the exception of the bioequivalence study, no new clinical data were submitted, which
1s acceptable given that the applications were based on being generic medicinal products of
an originator product that has been in clinical use for over 10 years.

The RMS has been assured that acceptable standards of Good Manufacturing Practice (GMP)
are in place at all sites responsible for the manufacture, assembly and batch release of these
products. For manufacturing sites within the Community, the RMS has accepted copies of
current manufacturer authorisations issued by inspection services of the competent authorities
as certification that acceptable standards of GMP are in place at those sites.
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The RMS and CMS considered that the applications could be approved at the end of
procedure (Day 210) on 03 August 2011. After a subsequent national phase, licences were
granted in the UK on 06 September 2011.

II. ABOUT THE PRODUCT

Name of the product in the Reference
Member State

Losartan potassium/hydrochlorothiazide 100 mg/12.5
mg Film-coated Tablets

Name(s) of the active substance(s)

ANN)

Losartan potassium/Hydrochlorothiazide

Pharmacotherapeutic classification
(ATC code)

Angiotensin IT antagonists and diuretics
(C09DAO01)

Pharmaceutical form and strength(s)

Film-coated tablets
100 mg/12.5 mg

Reference numbers for the
Decentralised Procedure

UK/H/1176-8/003/DC

Reference Member State (RMS)

United Kingdom

Concerned Member States (CMS)

UK/H/1176/003/DC:

Germany, Denmark, Finland, the Netherlands, Norway,
Poland, Sweden and Slovenia

UK/H/1177/003/DC:

Germany and Luxembourg

UK/H/1178/003/DC:

Germany

Marketing Authorisation Number(s)

PL 04416/1197-9

Name and address of the
authorisation holder

Sandoz Limited

Frimley Business Park, Frimley,
Camberley,

Surrey, GU16 7SR

United Kingdom
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III SCIENTIFIC OVERVIEW AND DISCUSSION
III.1 QUALITY ASPECTS
ACTIVE SUBSTANCE - LOSARTAN POTASSIUM

INN: Losartan potassium
Chemical Name: 5-(hydroxymethyl)-1H-imidazol-1-yl]Jmethyl|biphenyl- 2-yl]tetrazol-
l1-1de

2-butyl-4-chloro-1-[p-(o-1H-tetrazol-5-yl-phenyl)benzyl]-imidazole-5-
methanol monopotassium salt;
2-n-butyl-4-chloro-5-hydroxymethyl-1-[((2’-1H-tetrazol-5-
yl)biphenyl-4-yl)methyl] imidazole potassium salt

Molecular Formula: CyH»CIKNGO

Structure:
cl

/
M; “CH,0H N—NK
I\

N_ N
Molecular mass: 461.0

Appearance: A white to almost white crystalline powder, freely soluble in water and
methanol and slightly soluble in acetonitrile.

Losartan potassium is not the subject of a European Pharmacopoeia monograph.

Synthesis of the active substance from the designated starting materials has been adequately
described, and appropriate in-process controls and intermediate specifications are applied.
Satisfactory specification tests are in place for all starting materials and reagents, and these
are supported by relevant Certificates of Analysis.

Appropriate proof-of-structure data have been supplied. All potential known impurities have
been identified and characterised.

An appropriate specification is provided for the active substance. Analytical methods have
been appropriately validated and are satisfactory for ensuring compliance with the
specification limits. Batch analysis data are provided and comply with the proposed
specification.

Satisfactory Certificates of Analysis have been provided for all working standards.

Suitable specifications have been provided for all packaging used. The primary packaging
has been shown to comply with current guidelines concerning contact with foodstuff.

Appropriate stability data have been generated supporting a suitable retest period when stored
in the proposed packaging.
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ACTIVE SUBSTANCE - HYDROCHLOROTHIAZIDE

INN: Hydrochlorothiazide

Chemical Name(s): 6-chloro-3,4-dihydro-2H-1,2.4-benzothiadiazine-7-sulphonamide 1,1-
dioxide;
6-chloro-3,4-dihydro-1,2-dioxide-2H-1,2,4-benzothiazine-7-
sulphonamide

Molecular Formula: C;HgCIN304S,

Structure:

\\ / \ /

Molecular mass: 297.7

Appearance: A white to almost white, crystalline powder, very slighty soluble in
water, sparingly soluble in ethanol (96%), and soluble in acetone and
dilute solutions of alkali hydroxides.

Hydrochlorothiazide is the subject of a European Pharmacopoeia monograph.

All aspects of the manufacture and control of the active substance hydrochlorothiazide are
covered by a European Directorate for the Quality of Medicines (EDQM) Certificate of
Suitability.

DRUG PRODUCT

Other Ingredients

Other ingredients consist of the pharmaceutical excipients in the tablet core and film coating,
namely silicified microcrystalline cellulose, colloidal anhydrous silica, croscarmellose
sodium, silica, magnesium stearate, hypromellose, hydroxypropyl cellulose and titanium
dioxide (E171).Appropriate justifications for the inclusion of each excipient have been
provided.

With the exception of silica and silicified microcrystalline cellulose, all excipients comply
with their respective European Pharmacopoeia monograph. Silica is controlled to its US
National Formulary specification and silicified microcrystalline cellulose is controlled to a
suitable in-house specification. Satisfactory Certificates of Analysis have been provided for
all excipients, showing compliance with the proposed specifications.

None of the excipients contain materials of animal or human origin. No genetically modified
organisms (GMO) have been used in the preparation of these excipients.

Pharmaceutical Development

The objective of the development programme was to formulate safe, efficacious, stable
products that could be considered generic medicinal products of the reference product
Lorzaar Plus Forte 100 mg-12.5 mg Filmtabletten (MSD Chibropharm GmbH Germany).

Suitable pharmaceutical development data have been provided for these applications.

Comparative in-vitro dissolution and impurity profiles have been provided for these products
and the reference product.
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Manufacturing Process

A satisfactory batch formula has been provided for the manufacture of the product, along
with an appropriate account of the manufacturing process. The manufacturing process has
been validated with production-scale batches and has shown satisfactory results.

Control of Finished Product

The finished product specification is satisfactory. Test methods have been described and
adequately validated, as appropriate. Batch data have been provided and comply with the
release specification. Certificates of Analysis have been provided for any working standards
used.

Container Closure System
The tablets are are packaged in:
1. oriented polyamide/aluminium/polvinylchloride/aluminium or white
Aclar/polyvinylchloride/aluminium blisters in pack sizes of 7, 14, 20, 28, 30, 50, 56,
60, 84, 90, 98 and 100 film-coated tablets
2. white high-density polyethylene bottles, with polypropylene screw caps, containing
silica gel dessicant (for absorbing moisture), in pack sizes of 100 and 250 film-coated
tablets.

Not all pack sizes may be marketed. However, the Marketing Authorisation Holder has
committed to submitting mock-ups to the relevant regulatory authorities for approval before
marketing any pack size.

Satisfactory specifications and Certificates of Analysis have been provided for all packaging
components. All primary packaging complies with the current European regulations
(Directive 2002/72/EC, as amended) concerning materials in contact with foodstuff.

Stability

Finished product stability studies were performed in accordance with current guidelines on
batches of finished product packed in the packaging proposed for marketing. Based on the
results, the following shelf-life/storage conditions have been accepted:

- 2 years for product packaged in blister packs, with the storage conditions, “Do not
store above 25°C. Keep in the original packaging.”

- 2 years for product stored in the unopened HDPE bottle and 6 months for the product
after the HDPE bottle is first opened, with the storage conditions “Do not store above
25°C. Keep in the original packaging. Keep the container tightly closed in order to
protect from moisture.”

Suitable post approval stability commitments have been provided to continue stability testing
on batches of finished product.

Bioequivalence/Bioavailability

Satisfactory Certificates of Analysis have been provided for the test and reference batches
used in the bioequivalence study.
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Summaries of Product Characteristics (SmPCs), Patient Information Leaflets (PIL) and
Labelling

The SmPCs, PIL and labelling are pharmaceutically satisfactory.

A package leaflet has been submitted to the MHRA along with results of consultations with
target patient groups ("'user testing"), in accordance with Article 59 of Council Directive
2001/83/EC, as amended. The results indicate that the package leaflet is well-structured and
organised, easy to understand and written in a comprehensive manner. The test shows that the
patients/users are able to act upon the information that it contains.

MAA Forms
All aspects of the MAA forms are pharmaceutically satisfactory.

Expert Report
The pharmaceutical expert report is written by an appropriately qualified person and is a

suitable summary of the pharmaceutical aspects of the dossier.

Conclusion
The grant of Marketing Authorisations is recommended.
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III.2 NON-CLINICAL ASPECTS

As the pharmacodynamic, pharmacokinetic and toxicological properties of losartan
potassium and hydrochlorothiazide are well-known, no further non-clinical studies are
required and none have been provided.

NON-CLINICAL EXPERT REPORT

The applicant’s non-clinical overview has been written by an appropriately qualified person
and 1s satisfactory, providing an appropriate review of the relevant non-clinical
pharmacology, pharmacokinetics and toxicology.

ENVIRONMENTAL RISK ASSESSMENT

A suitable justification has been provided for non-submission of an Environmental Risk
Assessment. As these products are intended for generic substitution with a product (or
products) that is already marketed, no increase in environmental burden is anticipated. Thus,
the justification for non-submission of an Environmental Risk Assessment is accepted.

CONCLUSION
The grant of Marketing Authorisations is recommended.
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III.3 CLINICAL ASPECTS

The clinical pharmacology of losartan potassium and hydrochlorothiazide is well-known.
With the exception of data from the below bioequivalence study, no new pharmacodynamic
or pharmacokinetic data are provided or required for these applications.

In support of the applications, the Marketing Authorisation Holder submitted the following
bioequivalence study:

A randomised, single-dose, open-label, two-treatment, three-way, semi-replicate,
crossover study comparing the pharmacokinetics of the test product Losartan
Potassium/Hydrochlorothiazide 100 mg/12.5 mg Film-coated Tablets (Sandoz Limited,
UK) and the reference product Lorzaar Plus Forte 100 mg-12.5 mg Filmtabletten (MSD
Chibropharm GmbH Germany) in healthy male adult subjects under fasting conditions.

The subjects were given a single dose of either treatment with 240 ml of water after at least a
12-hour overnight fast. Blood samples were collected before and up to 36 hours after each
admuinistration. The washout period between the treatment arms was 7 days. Although this
was a single-dose study, each subject received the product they were randomised to in the
first period again in the third period. This was done to analyse and account for any
intra-subject variability. The pharmacokinetic results are presented below:

Pharmacokinetic parameters (arithmetic means+SD) of losartan (parent)

First Administration Second Administration
Losartan /HCTZ Lorzaar Plus Forte Losartan /HCTZ Lorzaar Plus Forte
(Test) (Reference) (Test) (Reference)

AUC,, 874.42+301.13 839.51+331.98 799.30+208.08 007.75+383.37

| (ng h/mL)
AUC ¢ 882.84+303.64 848.97+336.74 807.61+210.86 016.38+386.69
(ng.h/mL)
Crax 583.93+£255.49 488.00+218.26 496.57+177.51 598.66+306.15
(ng/mL)

AUC s area under the plasma concentration-time curve from time zero to infinity

AUCy; area under the plasma concentration-time curve from time zero to t hours
Chrax maximum plasma concentration
HCTZ  hydrochlorothiazide
Pharmacokinetic parameters (ratios, confidence intervals [CI] and intra-subject CV) of losartan(parent)
Statistical Analysis Test/Ref 90% CI Intra-Subject CV (%)
Ratio (%) Losartan/HCTZ (Test) Lorzaar Plus Forte
(Reference)
AUC; (ng h/mL) 103.78 100.70-106.96 10.29 10.57
AUC ¢ (ng.h/mL) 103.66 100.59-106.82 10.26 10.55
Chax (ng/mL) 113.83 102.11-126.90 38.07 28.89

AUC s area under the plasma concentration-time curve from time zero to infinity

AUC,, areaunder the plasma concentration-time curve from time zero to t hours
Chrax maximum plasma concentration

cv coefficient variant

HCTZ  hydrochlorothiazide

Ratios and 90% geometric CI calculated from In-transformed data
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Pharmacokinetic parameters (arithmetic means+SD) of losartan carboxy acid (metabolite)

First Administration Second Administration
Losartan /HCTZ Lorzaar Plus Forte Losartan /HCTZ Lorzaar Plus Forte
(Test) (Reference) (Test) (Reference)

AUC,, 4775.97+1066.09 4648.83+1053.07 4553.88+1122.38 4900.89+966.82
| (ng h/mL)

AUC ¢ 4820.00=1073.06 4694.51+1059.66 4594.87+1126.62 4947.34+971.13
| (ng.h/mL)

Clss 818.05+236.65 774.47£237.53 769.02+266.15 822.39+233.52
| @g/mL)

AUC ;s area under the plasma concentration-time curve from time zero to infinity

AUC,
Crax maximum plasma concentration
K potassium

HCTZ  hydrochlorothiazide

area under the plasma concentration-time curve from time zero to t hours

Pharmacokinetic parameters (ratios, confidence intervals [CI] and intra-subject CV) of losartan carboxy
acid (metabolite)

Statistical Analysis Test/Ref 90% CI Intra-Subject CV (%)
Ratio (%) Losartan/HCTZ (Test) Lorzaar Plus Forte
(Reference)
AUC; (ng h/mL) 102.71 100.70-104.76 4.13 7:51
AUC, ,;(ng.h/mL) 102.66 100.67-104.70 4.08 746
Chax (ng/mL) 105.59 101.78-109.54 8.23 12.40

AUC s area under the plasma concentration-time curve from time zero to infinity

AUC,
Cmax

cv coefficient variant
HCTZ  hydrochlorothiazide

Ratios and 90% geometric CI calculated from In-transformed data

area under the plasma concentration-time curve from time zero to t hours
maximum plasma concentration

Pharmacokinetic parameters (arithmetic means+SD) of hydrochlorothiazide

First Administration Second Administration
Losartan /HCTZ Lorzaar Plus Forte Losartan /HCTZ Lorzaar Plus Forte
(Test) (Reference) (Test) (Reference)

AUC,, 874.42+301.13 839.51+331.98 799.30+208.08 007.75+383.37
(ng h/mL)

AUC s 882.84+303.64 848.97+336.74 807.61+210.86 916.38+386.69
(ng.h/mL)

Choax 583.93+255.49 488.00+218.26 496.57+177.51 598.66+306.15
(ng/mL)

AUC s area under the plasma concentration-time curve from time zero to infinity

AUC
Cmax
HCTZ

area under the plasma concentration-time curve from time zero to t hours
maximum plasma concentration
hydrochlorothiazide
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Pharmacokinetic parameters (ratios, confidence intervals [CI] and intra-subject CV) of

hydrochlorothiazide
Statistical Analysis Test/Ref 90% CI Intra-Subject CV (%)
Ratio (%) Losartan/HCTZ (Test) Lorzaar Plus Forte
(Reference)
AUC,, (ng h/mL) 105.66 102.09-109.36 7.76 12.09
AUCps(ng.h/mL) 105.64 102.28-109.10 742 11.49
Cpax (ng/mL) 109.99 103.99-116.34 13.11 19.95

AUCy s area under the plasma concentration-time curve from time zero to infinity
AUCy; areaunder the plasma concentration-time curve from time zero to t hours
Crax maximum plasma concentration

cv coefficient variant

HCTZ  hydrochlorothiazide

Ratios and 90% geometric CI calculated from In-transformed data

The Guideline on the Investigation of Bioequivalence (CPMP/EWP/QWP/1401/98 Rev 1)
defines the confidence limits for ratio of geometric means for acceptance of bioequivalence
as 80% to 125% for Cpax and AUC values. The 90% confidence intervals of the test/reference
ratio of geometric means for AUC+and AUCy iy for all parameters lie within the acceptable
limits. However, the 90% CI upper value for Cyax for losartan lies outside the acceptable
limit. The protocol defined bioequivalence as 90% CI between 80-125% for AUC; and
AUC/ys, but chose widened criteria of 75-133% for Cpax on the basis of Cpax variability, and
the lack of relation between Cpax and efficacy/safety. It is accepted that the marginally higher
Cimnax (90% CI upper value of 126.90) in this semi-replicate design study is neither a safety nor
an efficacy issue, given that this combination will not be used either independently or for
initiation therapy (i.e. without titration). Moreover, there have been other instances of other
procedures for losartan ending positively that have had similar marginal results.

It is considered that the arguments are acceptable and the test product Losartan
Potassium/Hydrochlorothiazide 100 mg/12.5 mg Film-coated Tablets (Sandoz Limited, UK)
could be considered a generic medicinal product to the reference product Lorzaar Plus Forte
100 mg-12.5 mg Filmtabletten (MSD Chibropharm GmbH, Germany).

As the German product used in the bioequivalence study is considered identical to the UK
reference product (Cozaar-Comp 100 mg/12.5 mg Tablets. (Merck, Sharp & Dohme, UK),
bioequivalence has also been shown between the test product and the UK reference product.

EFFICACY
The efficacy of losartan potassium and hydrochlorothiazide 1s well-known. No new efficacy
data have been submitted and none are required for applications of this type.

SAFETY

With the exception of the data generated during the bioequivalence study, no new safety data
were submitted and none are required for applications of this type. No new or unexpected
safety issues arose from the bioequivalence data.

PHARMACOVIGILANCE SYSTEM AND RISK MANAGEMENT PLAN

The Pharmacovigilance System, as described by the applicant, fulfils the requirements and
provides adequate evidence that the applicant has the services of a qualified person
responsible for pharmacovigilance, and has the necessary means for the notification of any
adverse reaction suspected of occurring either in the Community or in a third country.

A suitable justification has been provided for not submitting a Risk Management Plan for
these products.
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SUMMARY OF PRODUCT CHARACTERISTICS (SmPC), PATIENT
INFORMATION LEAFLET (PIL) AND LABELLING

The SmPCs, PIL and labelling are clinically acceptable. The SmPCs are consistent with that
for the UK brand leader. The PIL is consistent with the details in the SmPCs and in-line with
the current guidelines. The labelling is in-line with the current guidelines.

CLINICAL EXPERT REPORT
The clinical expert report is written by an appropriately qualified physician and is a suitable
summary of the clinical aspects of the dossier.

CONCLUSION
The grant of Marketing Authorisations is recommended.
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v OVERALL CONCLUSION AND BENEFIT/RISK ASSESSMENT

QUALITY

The important quality characteristics of Losartan Potassium/Hydrochlorothiazide

100 mg/12.5 mg Film-coated 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.

NON-CLINICAL

No new non-clinical data were submitted. As the pharmacokinetics, pharmacodynamics and
toxicology of losartan potassium and hydrochlorothiazide are well-known, no additional data
were required.

EFFICACY
With the exception of the bioequivalence study, no new data were submitted and none are
required for applications of this type.

Bioequivalence has been demonstrated between the applicant’s test product Losartan
Potassium/Hydrochlorothiazide 100 mg/12.5 mg Film-coated Tablets and the reference
product Lorzaar Plus Forte 100 mg-12.5 mg Filmtabletten (MSD Chibropharm GmbH,
Germany). As the German product used in the bioequivalence study is considered identical to
the UK reference product (Cozaar-Comp 100 mg/12.5 mg Tablets. (Merck, Sharp & Dohme,
UK), bioequivalence has also been shown between the test product and the UK reference
product.

SAFETY

With the exception of the safety data from the bioequivalence study, no new data were
submitted and none are required for applications of this type. As the safety profiles of
losartan potassium and hydrochlorothiazide are well-known, no additional data were
required. No new or unexpected safety concerns arose from the bioequivalence study.

PRODUCT LITERATURE

The SmPCs, PIL and labelling are acceptable. The SmPCs are consistent with that for the
reference product. The PIL is consistent with the details in the SmPCs and in-line with
current guidelines. The labelling 1s in-line with current guidelines.

BENEFIT/RISK ASSESSMENT

The quality of the products is acceptable, and no new non-clinical or clinical safety concerns
have been 1dentified. Extensive clinical experience with losartan potassium and
hydrochlorothiazide is considered to have demonstrated the therapeutic value of the products.
The benefit/risk is, therefore, considered to be positive.
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