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Ugasix
500 mg Tablets

Composition: Each tablet of UGASIX Contains 500 Mg Furosemide

Excipients: Lactose, Starch, Magnesium Stearate, Sodium Starch glycollate, Colloidal

anhydrous silica.

Mechanism of action:

Furosemide is a potent, short- and rapid-acting loop diuretic. It inhibits sodium, chloride and potassium

re-absorption in the ascending limb of the loop of Henle by blocking the Na+/2CI-/K+ transporter.

Pharmacodynamic effects:

Furosemide causes dose-dependent stimulation of the renin-angiotensin-aldosterone system.

In heartfailure, furosemide acutely reduces the cardiac preload by dilating venous capacity vessels.

Furosemide reduces blood pressure by increasing sodium excretion and reducing the reactivity of

vascular smooth muscle to vasoconstrictive stimulation as well as by reducing blood volume.

Pharmacokinetic properties

- Absorption: After oral administration, 60-70% of furosemide is absorbed from the gastrointestinal
tract. This may be reduced to less than 30% in patients with chronic heart failure or nephrotic syndrome.
The onset of the effect of furosemide occurs after approximately 30 minutes. Peak plasma

occur within approxi an hour afteringestion of a tablet.

- Distribution: The plasma protein binding of furosemide is approximately 95%. This may be reduced to
10% in renal insufficiency.

iotransformation: Furosemide is only slightly
mostly excreted unchanged.

- Elimination: Its elimination is two thirds renal, and one third biliary/faecal. The elimination half-life is
approximately 1 hour with normal renal function; it may be increased up to 24 hours in terminal renal
insufficiency.

Indications:

Furosemide 500 tablets are destined for use exclusively in patients with severely reduced glomerular

filtration (glomerular filtration rate (GFR < 20 ml/min).

Furosemide 500 mg Tablets are indicated as a diuretic in the management of oliguria in chronic renal

insufficiency.

CONTRAINDICATIONS

oH to furosemide, any of the excipients.

e Normal renal clearance and reduced renal function with GFR> 20 mI/min, owing to the risk of severe
fluid and electrolyte loss in such cases.

eRenal failure with anuria, Hepatic coma and p H ia, ia,Hyp ia or

oside

in the liver

y 10%) and is

e Particularly careful monltormg is required in patients with:

e Hypotension, Manifest or latent diabetes mellitus, Gout, Urinary tract obstruction, Hypoproteinaemia
e.g.in nephrotic syndrome, Hepatic cirrhosis and concomitant renal impairment.

e Patients at particular risk from a sudden, unexpected drop in blood pressure, e.g. patients with
cerebrovascular disorders or coronary heart disease, Premature infants

o In premature children with respiratory distress syndrome, diuretic treatment with furosemide in the first
weeks of life may increase the risk of a patent ductus arteriosus.

S 1 leading to dizziness, fainting or loss of consciousness can occur in patients
treated with lurosemlde particularly in the elderly. patients on other medications which can cause
hypotension and patients with other medical conditions that are risks for hypotension.

e Furosemide should only be given to patients with micturition disorders (e.g. prostate hypertrophy)
when care is taken to maintain an unobstructed flow of urine.

® Serum electrolytes (especially potassium, sodium, calcium), bicarbonate, creatinine, urea, uric acid
and blood glucose should be regularly monitored during long-term therapy with furosemide.
Particularly close monitoring is necessary in patients at high risk of electrolyte disorders or in the event
of significant fluid loss (e.g. owing to acute hypercalcaemia, vomiting, diarrhoea or intense sweating).
The risk of must be taken into cor in the of hepatic
cirrhosis, concurrent corticosteroid therapy or laxative abuse, limited diet. Furosemwde may also
exacerbate pre-existing metabolic alkalosis. Consequently, hypovolaemia, dehydration, electrolyte
disorders and acid-base imbalances must be corrected. This may require temporary discontinuation of
furosemide treatment.

®The weight loss resulting from increased urine excretion should not exceed 1 kg/day independently
from the degree of urine excretion.

® The dose should be adjusted with caution in patients with nephrotic syndrome owing to the increased
risk of adverse events.

@ A higher incidence of mortality was observed in placebo-controlled studies in elderly patients with
dementia in individuals treated with furosemide and risperidone.

 The concomitant administration of risperidone with other diuretics (mostly low-dose thiazides) was not
associated with a similar finding.

oF ide is not for pi
nephropathy.

®This medicinal product contains lactose. Patients with rare hereditary problems of galactose
ir the lactase or glucose- should not take this medicinal
product.

Pregnancy:

Furosemide should only be used during pregnancy for short periods if absolutely necessary, as it crosses

the placenta. Diuretics are not routinely indicated for the treatment of hypertension and oedema in

pregnancy since |hey reduce placental perfusion and consequently intra-uterine growth.

Breast-feed

Furosemide is excreled in breast milk and inhibits lactation. Furosemide should therefore not be given to

breast-feeding women. Otherwise, breast-feeding should be discontinued.

DRUG INTERACTION:

- Glucocorticoids, carbenoxolone or laxatives: The of an
glucocorticoids, carbenoxolone or laxatives may lead to mcreased potassium Ioss with the risk of
hypokalaemia.

-_Carbamazepine: Concomitant administration of carbamazepine may increase the risk of
hyponatraemia.

diuresis in patients at high risk for radiocontrast

- Non-steroidal anti-inflammatory agents (NSAIDs) and other agents which undergo significant renal
tubular secretion like Furosemide: may reduce the effect of furosemide. NSAIDs may lead to acute
renal failure in patients on furosemide who develop hypovolaemia or dehydration.

- Probenecid, methotrexate: and other agents which undergo significant renal tubular secretion like
furosemide may reduce its effect. Furosemide may reduce the renal elimination of such substances
which may result in increased serum levels and a higher risk of adverse events, especially in patients
on high-dose therapy of either furosemide or the associated agent.

- Phenytoin: The concomitant administration of phenytoin has been reported to reduce the effect of
furosemide.

- Sucralfate: As sucralfate reduces the intestinal uptake of furosemide and therefore reduces its effect,
the two substances should be administered at least 2 hours apart.

- Cardiac glycosides: account should be Iaken oflhe factthat sensitivity to cardia
may be i owing to ia and/or f ia. The risk of
ventricular arrhythmias (including torsades de pomles) may be increased in combination with agents
associated with long QT syndrome (e.g. terfenadine, some class | and Il anti-arrhythmic agents) and in
the presence of electrolyte disorders.

- Salicylates: The toxicity of high-dt may be during treatment with
furosemide.
\ ic_agents (e.g. such _as

Furosemlde may increase the adverse effects of nephrotoxic agents. Deterloratlon ol renal functlon
may occur in patients receiving furosemlde with high doses of some cephalosporins.

(e.q. !} in): The icity of amir and
cther ototoxic agents may be mcreased when they are used concomitantly with furosemide. The
resulting hearing disturbances may be irreversible. The association of these agents should therefore
be avoided.

- Cisplatin: The possibility of hearing disorders should be taken into account when administering cisplatin
and furosemide together. If forced diuresis with furosemide is considered necessary during treatment
with cisplatin, furosemide should only be used in low doses (e.g. 40 mg for normal renal function) and in
patients with a positive fluid balance.

- Lithium: The combination of furosemide and lithium leads to reduced lithium excretion and
consequently to an increase in the cardio- and neurotoxic effects of lithium. Lithium levels should
therefore be carefully monitored in patients requiring such combined treatment.

-Antihypertensives, diuretics or agents with the potential to decrease the blood pressure: Amarked fallin
blood pressure should be expected on concomitant administration of furosemide with other
antihypertensives, diuretics or agents with the potential to decrease the blood pressure. In particular,
massive reductions in blood pressure to the point of shock and worsening of renal function have been
reported when angiotensin-converting enzyme (ACE) inhibitors or angiotensin Il receptor blockers
(ARB) were administered for the first time, or for the first time at a higher dose. Where possible,
furosemide should therefore be temporarily discontinued or at least the dose reduced for 3 days prior to
the initiation or up-titration of ACE inhibitor or ARB treatment.

- Theophylline and curare-type muscle relaxants: Furosemide may increase the effect of theophylline
and curare-type muscle relaxants.

- Anti-diabetic agents and pressor amines: Furosemide may reduce the effect of anti-diabetic agents and
pressor amines (e.g. epinephrine, norepinephrine).

- Risperidone: Caution is recommended in patients on risperidone, and the risks and indication of
concomitant administration with furosemide or other potent diuretics should be weighed prior to
initiation.

- Cyclosporine A: The concomitant administration of cyclosporine A and furosemide has been linked to
an increased risk of gout, as a result of furosemide-induced hyperuricaemia and the influence of
cyclosporine on renal uric acid excretion.

- Contrast Worsening renal function was more common after contrast
radiological examination in patients at high risk of contrast media-associated disorders treated with
furosemide than in those who received only intravenous hydration prior to the procedure.

- Chloral hydrate: In isolated cases, hot flushes, perspiration, unrest, nausea, increases in blood
pressure and tachycardla have been observed within 24 hours after the admlmstratlon of chloral
hydrate and . The use of fi and chloral hydrate should
therefore be avoided.

ADVERSE REACTIONS:

-Blood and lymphatic system disorders:

Uncommon: Thrombocytopenia.
Rare: Eosinophilia, leucopenia.

%)
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-Earand labyrinth disorders:

Rare: Mostly reversible hearing disorders and/or tinnitus may rarely occur due to the ototoxicity of
furosemide.
Uncommon: Deafness (sometimes irreversible).

- Vascular disorders: Excessive diuresis may lead to circulatory ¢ dlsorders especially in the elderly and
children. Dehydration, circulatory collapse due to hyp may occur.
The latter may increase the risk of thrombosis, particularly in the elderly

- Rare: G al disorders (e.g. nausea, vomiting, diarrhoea)

- Skinand subcutaneous tissue disorders:

Uncommon: Pruritus, skin and mucous membrane reactions (e. g. bullous exanthema, urticaria,
purpura, erythemamulnform bullous ).

Rare: Vasculitis.

Notknown: Acute generalized exanthematous puslulosls (AGEP).

-Renal and urinary : Transient i nserum i and urea levels may be observed.
Symptoms of urinary tract obstructions may develop or worsen with furosemide. Urine retention with
secondary complication may occur.
Rare: Interstitial nephritis.

-General disorders: Rare: Fever.

- Pregnancy and perinatal conditions: Nepl

infants treated with furosemide.

POSOLOGY AND METHOD OF ADMINISTRATION:

The dosage should be adjusted individually, predominantly on the basis of response to treatment. The

lowest effective dose should be always used.

-Adults: The initial dose is 250 mg furosemide 500 (half a tablet).

The dose should be carefully adjusted in patients with chronic renal insufficiency in order to gradually
resolve oedema: if a satisfactory diuresis is not achieved the dose may be increased in steps of 250 mg
at4-6 hourly intervals up to a maximum dose of 2 tablets (1,000 mg). The patient's hydration status and
serum electrolytes should be monitored and the response to treatment periodically evaluated.

The duration of treatment depends on the nature and severity of the disease.

- Pediatric Population: The 500 mg strength is not recommended for use in children and adolescents
under 18 years of age due to insufficient data on safety and efficacy: other pharmaceutical
forms/strengths may be more appropriate for administration to this population.

- Patients with Hepatic impairment: Cautious titration is recommended until the required response is
achieved.

-Elderly: Cautious titration is recommended until the required response is achieved.

- Method of administration: For oral administration: the tablet should be swallowed whole, un-chewed,
without food and with a sufficientamount of fluid (e.g. a glass of water).

OVERDOSAGE:

- Symptoms: The clinical picture of acute or chronic overdose depends on the degree of fluid and
electrolyte loss.

Overdose may lead to hypotension, orthostatic regulation disorders, electrolyte disorders

(hypc hypc ) or alkalosis. Severe fluid loss may result in marked

hypovolaemia, dehydration, circulatory collapse and haemoconcentration with risk ofthrombosls

Delirium may occur with rapid fluid and electrolyte loss. Ar shock

nausea, cyanosls severe hypotension, loss of consciousness, coma) may rarely develop.

- Treatment: Furosemlde must be immediately discontinued in the event of overdose or on development
of signs of (F orthostatic ion disorders).Primary poison management
measures (\nduced vomiting, gastric lavage) and measures to reduce absorption (medicinal charcoal)
should be taken if the overdose is recent.In severe cases, vital signs must be monitored and the fluid,
electrolyte and acid-base balance, blood glucose and renally excreted substances repeatedly
evaluated, and any necessary corrective measures taken.In patients with micturition disorders (e.g.
prostate hypertrophy), an unobstructed flow of urine must be maintained, as a sudden flux of urine
could lead to anuria with over-extension of the bladder.

- Treatment of hypovolaemia: volume expansion.

- Treatment of hypokalaemia: potassium substitution.

- Treatment of circulatory collapse: shock position, if necessary, shock therapy.

- Immediate treatment measures in the event of anaphylactic shock: at the first signs (e.g. cutaneous

reactions such as urticaria, flush, unrest, headache, perspiration, nausea, and cyanosis):

©Maintain circulation.
® Maintain patent airway, administer oxygen.
e Further measures, including intensive care measures, may be required (including

is and/for r inosis may occur in premature

- Endocrine di : The glucose may with furosemide and hyp may
develop. In patients with manifest diabetes mellitus this may lead to of the I

1 of epinephrine, volume substitution, glucocorticoids).
Cartoon Box Contains 1, 2 or 3 blister each blister contains 10 tablet

situation. Latent diabetes mellitus may become overt.

- Metabolism and nutrition disorders:
Common: Fluid and electrolyte disorders are frequently observed during treatment with furosemide
owing to the increased electrolyte excretion.
Hyponatraemia and corresponding symptoms may result from increased renal sodium loss, in
particular in the presence of reduced sodium intake. The commonest symptoms of sodium depletion
are apathy, leg cramps, loss of appetite, vomiting and confusion.
Hypokalaemia, which may be associated with neuromuscular, intestinal, renal and cardiac symptoms,
may result from increased renal potassium loss, especially with concomitant reduced potassium intake
and/or increased extra-renal potassium loss (e.g. with vomiting or chronic diarrhoea).
Severe potassium loss may lead to paralyticileus or loss of consciousness and coma.
Increased calcium loss may lead to hypocalcaemia. In rare cases this may resultin tetany.
Increased renal magnesium loss may lead to hypomagnesaemia and, in rare cases, result in tetany or
cardiac rhythm disorders.Metabolic alkalosis may develop as a consequence of electrolyte and fluid
loss during treatment with furosemide. Hyperuricaemia commonly develops during treatment with
furosemide, which may lead to goutin predisposed patients.
Serum cholesterol and triglyceride levels may increase during treatment with furosemide.

-Nervous system disorders:
Rare: Paraesthesia.
Not known: Dizziness, fainting and loss of consciousness (caused by symptomatic hypotension).
Hepatic encephalopathy may occur in patients with hepatic insufficiency.

S(orage conditions: Store below 25 C, Away from light and moisture, Out of children's reach

THIS IS A MEDICAMENT

-Amedicament is a product but unlike any other products.

-A medicament is a product which affects your health, and its consumption
contrary to instructions is dangerous for you.

-Follow strictly the physician’s prescription, the method of use and the instructions
of the pharmacist who sold the medicament. The physician and the pharmacist
are experts in medicine, its benefits and risks.

-Do not by yourself interrupt the period of treatment prescribed for you.

-Do not repeat the same prescription without consulting your physician

KEEP THE MEDICAMENTS OUT OF REACH OF CHILDREN
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