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Product  Characteristics 
Composition
Active ingredients: spironolactone and furosemide.
Excipient: Lactose monohydrate, Maize starch, povidone, sodium docusate, starch 
glycolate (type A), talc, colloidal anhydrous silica, magnesium stearate, hydroxypro-
pyl methylcellulose, macrogol 8000, color.: E171 (titanium dioxide), E172 (red iron 
oxide).
Dosage form and amount of active ingredient per unit
Lasilactone 50
1 �lm coated tablet contains:  50 mg of micronized spironolactone and 20 mg of 
furosemide.
Lasilactone 100
1 �lm coated tablet contains:  100 mg of micronized spironolactone and 20 mg of 
furosemide.
Indications
Edema or ascites if hypoaldosteronism due to: heart failure, liver failure, nephrotic 
syndrome if other diuretics measures proved insu�cient.
Dosage/Method of administration
Usual dose
Edema: in adults the following dosage is recommended in general, depending on the 
severity of  aldosteronism:
during the �rst 3-6 days depending on the indication and the severity degree is 
administered per day to:
4× 1 �lm coated tablet of Lasilactone 50 to 4× 1 �lm coated tablet of Lasilactone 
100.
To continue the treatment, a maintenance dose is generally su�cient:
3× 1 �lm coated tablet of Lasilactone 50 to 3× 1 �lm coated tablet of Lasilactone 
100.
According to the need, the dose may be administered daily, every 2 days or every 3 
days.
Do not exceed the maximum daily dose of 400 mg of spironolactone and 80 mg of 
furosemide.
Method of administration
Swallow the �lm coated tablets, without chewing, with plenty of liquid. The 
medicine should be taken at breakfast or during lunch. Night would not be very 
judicious, especially at the beginning of treatment, due to the nocturnal diuresis.
Contraindications
•Hypersensitivity to spironolactone, furosemide, sulfonamides, sulfonamide 
derivatives or any of the excipients.
•Anuria, acute kidney failure, impaired kidney function (serum creatinine >2 
mg/100 ml, creatinine clearance <30 ml/ min/1.73 m2 body surface area)
•Hepatic coma and precoma
•Hypovolemia or dehydration (with or without concomitant hypotension)
•Severe hyponatremia, hyperkalemia, and severe hypokalemia.
•Pregnancy and lactation
Warnings and Precautions
Treatment with Lasilactone requires regular monitoring. The control of serum 
concentrations of sodium, potassium, creatinine and blood sugar is needed.
Careful monitoring is essential in patients with:
•Hypotension
•Drop in blood pressure (e.g during coronary or severe cerebrovascular stenosis);
•Diabetes mellitus; latent or manifested
•or suffering from gout;
•Micturition disorders, especially at the start of treatment.
•Liver cirrhosis associated with kidney failure (possible worsening of kidney failure)
•Hypoproteinaemia, e.g. during nephrotic syndrome (decreased efficiency and 
worsening of possible furosemide ototoxicity)
•Low kidney function (increased risk of developing hyperkalemia).
Close monitoring of serum potassium is required:
At low kidney function with a creatinine clearance less than 60 ml/min/1.73 m2 
body surface area, as well as during the administration of Lasilactone in 
combination with certain other medicines that may be responsible for 
hyperkalemia.
In cases of liver failure, severe electrolyte disorders can occur and lead to hepatic 
coma. For this reason, it is recommended to carefully titrate doses of different 
components. The �xed combination represented by Lasilactone should only be 
introduced when dose adjustment of each component is considered satisfactory.
Spironolactone can cause voice changes. For this reasons the therapeutic bene�t of 
Lasilactone should be evaluated, especially in people whose profession requires 
speci�c vocal qualities.
There is no experience in children. It is not recommended to use in children.
Even when the preparation is used in accordance with the use guidelines, some 
variable individual reactions may limit the capacity for use of machines. This 
phenomenon is particularly marked at the beginning of treatment, during a change 
of treatment, and in case of simultaneous intake of alcohol.
Patients with partial obstruction of urinary flow (e.g patients with a bladder 
emptying disorder, prostatic hyperplasia or narrowing of the urethra), the increase 
in urine output may cause or worsen the pain. Therefore, these patients require 
special monitoring.
"Patients with rare hereditary problems of galactose intolerance, the Lapp lactose 
de�ciency or glucose-galactose malabsorption should not take this medicine"
Concomitant use with risperidone
In controlled clinical trials on risperidone against placebo in elderly patients with 
dementia, a higher incidence of death was observed in patients treated with 
furosemide plus risperidone (7.3%; mean age 89 years, range 75-97 years) than 
those treated with risperidone alone (3.1%; mean age 84 years, range 70-96 years) or 
furosemide alone (4.1%; mean age 80 years, range 67-90 years).
The increase of mortality in patients treated with furosemide and risperidone was 
observed in 2 of 4 clinical studies performed.
Concomitant use of risperidone with other diuretics (mainly thiazide at low dose) 
was not associated with such observations.
No pathophysiological mechanism has been identi�ed that could explain the 
�ndings and any logical pattern of causes of death was observed. It is advised 
however to be careful and to consider the risks and bene�ts of this combination or 
co-treatment with other potent diuretics before making a decision. There was no 
increased incidence of death among patients taking other diuretics as concomitant 
treatment with risperidone. Regardless of treatment, dehydration was an overall 
risk factor for mortality, it should be avoided in elderly patients with dementia (see 
«Contraindications»).
It is possible that pre-existing lupus erythematosus is worsens in patients treated 
with furosemide or an activation of lupus erythematosus occurs with furosemide.
Interactions
Non-recommended combinations
Related to spironolactone:
Hyperkalemia may occur in case of simultaneous administration of potassium-
containing preparations, potassium-retaining substances (such as triamterene and 
amiloride), nonsteroidal anti-inflammatory drugs (acetylsalicylic acid, indometha-
cin) and ACE inhibitors. In such cases close monitoring of serum potassium level is 
necessary.
Related to furosemide:
It must be considered that the ototoxicity of antibiotics of the aminoglycoside group 
and other ototoxic drugs can be strengthened. Hearing disorders that result can be 
irreversible. These drugs will be only administered simultaneously with Lasilacton in 
the presence of compelling reasons.
During IV administration of furosemide within 24 hours in isolated cases following 
the absorption of chloral hydrate, the occurrence of hot flashes and profuse 
sweating attacks, agitation, nausea, increase in blood pressure and tachycardia, 
have been reported. Such reactions may also occur with Lasilactone. For this reason, 
the simultaneous use of furosemide and chloral hydrate is not recommended.
Combinations under caution or special attention
•In combination with digoxin, spironolactone can increase digoxinemia.
•Spironolactone and carbenoxolone can weaken their action vice versa.
•Significant amounts of licorice can disturb the effect of spironolactone.
•If Lasilactone is taken with meals, the absorption of spironolactone is considerably 
increased.
•During concomitant use of furosemide and cisplatin, we can expect hearing 
disorders. If forced diuresis by furosemide is necessary during treatment with 
cisplatin, only a small dose of furosemide can be used (eg. 40 mg in case of normal 
kidney function) and only on a positive water balance. Otherwise, nephrotoxicity 
can occur.
•Phenytoin may also weaken the effect of furosemide. 
•Probenecid, methotrexate and other substances, which as furosemide, are subject 
to marked renal tubular secretion, can inhibit the effect of furosemide. 
Furthermore, furosemide can inhibit the renal secretion of these substances. When 
high dosage of these substances and furosemide are used, signi�cant serum levels 
can be achieved increasing the side effects of furosemide and concomitant 
treatment.
•The reabsorption of furosemide can be reduced by sucralfate. The administration 
must be at two-hour intervals.
•The effects and side effects of high doses of salicylate can be increased by 
Lasilactone.  
•In some cases, furosemide increases the nephrotoxic effect of certain drugs (such 
as aminoglycosides, cephalosporins, polymyxins). Therefore, Lasilactone should be 
prescribed with caution in case of kidney damage due to antibiotics.
•Some electrolyte disorders (such as hypokalemia, hypomagnesemia) may increase 
the toxicity of certain other substances (eg. digital- based preparations and drugs 
inducing a syndrome of prolongation of the QT interval). When used in 
combination with glucocorticoids, laxatives (prolonged administration) or 
carbenoxolone, it should be considered that increased potassium leak may occur. 
Licorice acts like carbenoxolone.
•Furosemide can sometimes decrease the action of other drugs (anti-diabetics or 

sympathomimetics eg epinephrine, norepinephrine) or potentiate it (theophylline, 
lithium and muscle relaxants of curare type for example).
•The action of antihypertensives, diuretics or other antihypertensive drugs may be 
potentiated by furosemide. Especially in combination with ACE inhibitors, 
signi�cant pressure drops up to shock have been observed. During the initial 
administration or high doses of an ACE inhibitor or an antagonist of angiotensin II 
receptors, patients on diuretics may suffer from severe hypotension or from 
alteration of kidney function including renal failure. During the administration of 
an ACE inhibitor or an antagonist of angiotensin II receptors or in case of increasing 
doses of these drugs, the administration of Lasilactone must be temporarily 
interrupted, or the dosage reduced for three days.
•Furosemide decreases the excretion of lithium salts. This may cause increased 
lithemia and potentiate the risk of cardiotoxic and neurotoxic effects of lithium in 
patients treated simultaneously with lithium salts. It is therefore recommended to 
closely monitor serum lithium levels.
•The simultaneous absorption of furosemide with high doses of some cephalospor-
ins can cause failure of kidney function.  
•The risk of gouty arthritis on concomitant treatment with cyclosporine and 
furosemide is increased because of hyperuricemia induced by furosemide and the 
deterioration of the kidney excretion of uric acid by cyclosporine.
•Patients at increased risk of nephropathy due to contrast agents showed an 
increased incidence of impaired kidney function following treatment with 
furosemide without intravenous hydration compared with patients who were 
hydrated intravenously prior to the administration of contrast agents. It is 
recommended to hydrate patients treated with furosemide before and after 
administration of contrast agents with physiological sodium chloride solution to 
reduce the risk of nephropathy due to contrast agents.
Risperidone: be cautious and properly assess the risks and bene�ts of a combination 
or a co-treatment with furosemide or other potent diuretics before the decision to 
use them. See «Warnings and Precautions» regarding increased mortality in elderly 
patients with dementia taking risperidone at the same time.
Levothyroxine: high doses of furosemide can inhibit the binding of thyroid 
hormones to transport proteins and thus induce a transient initial rise of free 
thyroid hormones followed by an overall decrease in the total thyroid hormone 
levels. Thyroid hormone levels should be monitored.
Cholestyramine: hyperkalemia may appear in a context of hyperchloraemic 
metabolic acidosis in patients treated with Lasilactone and taking cholestyramine at 
the same time.
Related to the combination of spironolactone and furosemide:
Nonsteroidal anti-inflammatory drugs (such as indomethacin, acetylsalicylic acid) 
may reduce the action of furosemide and spironolactone and lead to acute kidney 
failure at existing hypovolemia or dehydration.
Pregnancy / Breastfeeding
There are clear indications of fetal risk based on experience in human or animal, 
the risks are far exceeding the possible positive therapeutic effect. Studies in animals 
have shown a feminization of the male reproductive system. Anti-androgenic effects 
have been reported in human with risk of sexual ambiguity in newborn male. This 
medicine is contraindicated for women who are pregnant or plan on becoming 
pregnant.
When Lasilactone must be prescribed to patients who are breastfeeding, weaning 
should be undertaken prior to administration of Lasilactone, as spironolactone and 
furosemide pass into breast milk. Furosemide inhibits lactation.
E�ects on ability to drive and use machines
Drowsiness and obnubilation appeared in some patients. This is why the patient 
must observe particular caution when driving or using machines until he knows his 
reaction to spironolactone. This applies mainly at the beginning of treatment.
Adverse e�ects
The following ranking of CIOMS frequency is used, when applicable:
Very common ≥10%; Common ≥1 and <10%; Occasional ≥0.1 and <1% Rare ≥0.01 
and <0.1% Very rare <0.01%, Not known (frequency can not be estimated from the 
available data) 
Blood and lymphatic system disorders:
Lasilactone can cause changes in blood count.
Common: marked dehydration can cause hemoconcentration with tendency to 
thrombosis formation.
Occasional: few cases of thrombocytopenia have been reported.
Rare: leukopenia, eosinophilia.
Very rare: agranulocytosis, hemolytic or aplastic anemia.
Immune system disorders:
Occasional: mucocutaneous reactions (eg. allergic) may occur, especially in the form 
of itching, hives, and other rashes, and in the form of bullous skin manifestations, 
erythema multiforme, widespread exfoliative dermatitis or purpura.
Rare: anaphylactic and anaphylactoid reactions to furosemide (eg. shock) have been 
reported after intravenous administration.
Not known frequency: exacerbation or activation of systemic lupus erythematosus 
with furosemide.
Respiratory, thoracic and mediastinal disorders
In rare cases we observed voice changes, eg. hoarseness , deepening of voice (in 
women) or high pitched voice (in men). In some patients, these alterations do not 
decline even after stopping administration of the preparation. For these reasons, 
the therapeutic bene�t should be carefully evaluated against the risks, especially in 
people whose profession requires special vocal qualities (eg. theater, teaching).
Metabolism and nutritional disorders:
Very Common: As with any treatment with diuretics, a perturbation in fluid and 
electrolyte balance due to increased diuresis may occur. A perturbation in fluid and 
electrolyte balance (eg. de�ciency of some electrolytes) can manifest by symptoms 
such as increased thirst, headache, confusion, muscle cramps, tetany, muscular 
weakness, heart rhythm disorders, but also by gastrointestinal disorders.
The diuretic effect can lead or contribute to hypovolemia and dehydration, 
especially in elderly patients. To avoid these complications, it is important to 
compensate for any loss of unwanted fluid (eg. during vomiting, diarrhea or 
excessive sweating). Increased diuresis can cause a drop in blood pressure. This may 
be responsible for disorders of the ability to concentrate and react, and a feeling of 
heaviness of the head, headache, vertigo, dizziness, muscle cramps in legs, 
weakness, drowsiness, visual disorders, dry mouth and orthostatic circulatory 
disorders.
Blood levels of creatinine and lipids (eg. triglycerides) may increase.
Common: at the beginning of treatment, hyponatremia, hypochloremia, 
hypokalemia and hyperkalemia in a long-term therapy, particularly in kidney 
failure may occur. The development of hypokalemia can usually be corrected 
without interrupting the treatment of Lasilactone. Possible symptoms of 
hyperkalemia are fatigue, muscle weakness (in legs) and heart rhythm disorders.
An increase in the level of blood cholesterol and uric acid can occur. The increase of 
uric acid can cause gout attacks in patients who are predisposed to it.
Occasional: Impaired glucose tolerance may also result from treatment with 
furosemide. This can lead in diabetics to deterioration of metabolic situation; latent 
diabetes may also appear.
Not known frequency: hypocalcemia, increase of blood urea, metabolic alkalosis 
(furosemide) hyperchloraemic metabolic acidosis, pseudo-Bartter syndrome in case 
of misuse and/or long-term treatment with furosemide.
Calci�cation of kidneys can occur in premature babies.
Nervous system disorders
Common: hepatic encephalopathy in patients with liver failure.
Occasional: headache, ataxia, confusion, dizziness.
Rare: paresthesia.
Cases of numbness/drowsiness and lethargy were observed.
Unknown frequency: Cases of headaches and dizziness have also been very rarely 
described.
Ear and labyrinth disorders
Occasional: hearing disorders, usually reversible, occurred after administration of 
furosemide. They are likely to occur particularly in case of kidney failure. Cases of 
deafness, sometimes irreversible, have been reported with furosemide.
Rare: tinnitus aurium.
Vascular Disorders:
Rare: vasculitis.
Gastrointestinal disorders
Occasional: nausea
Rare: vomiting, diarrhea.
Very rare: acute pancreatitis.
In isolated cases, gastric ulcers (also with hemorrhage) may develop.
Hepatobiliary disorders:
Rare: In isolated cases treated with spironolactone we observed an increase in liver 
enzymes. Cases of hepatitis were observed.
Very rare: increase of transaminases and intrahepatic cholestasis (furosemide).
Skin and subcutaneous tissue disorders:
Occasional: skin hypersensitivity to light may appear, as well as pruritus, hives, 
itching, rashes, bullous dermatitis, multiforme erythema, bullous pemphigoid, 
generalized exfoliative dermatitis, purpura, photosensitivity
Very rare: skin changes of annular erythema type and lichen ruber planus, hair loss, 
alopecia, lupus-like syndrome.
Unknown Frequency: Stevens-Johnson syndrome, toxic epidermal necrolysis, AGEP 
(acute generalized exanthematous pustulosis) and DRESS (skin rash with 
eosinophilia and systemic symptoms).
Musculoskeletal and connective tissue disorders
Occasional: muscle cramps.
Very Rare: osteomalacia
Unknown frequency: Cases of rhabdomyolysis, often in the context of severe 
hypokalemia, have been reported..
Congenital, familial and genetic disorders
Unknown frequency: the increased risk of persistence ductus arteriosus in 
premature babies during treatment with furosemide during the �rst weeks of their 
life.
Kidney disease and urinary tract
Rare: interstitial nephritis.
Symptoms of urinary retention (eg. hydronephrosis, hypertrophy of the prostate, 
urethral stenosis) may be revealed or exacerbated by diuretics. In extreme cases 
urinary retention with distension of the bladder may occur. Bladder emptying 
should be ensured during micturition disorders. Kidney failure may occur 
particularly in the context of reduced renal perfusion.
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Reproductive organs and breast disorders:
Depending on the dose, spironolactone can often cause in men and women 
increased sensitivity while touching the nipples, breast pain or gynecomastia. 
In women, menstrual disorders (depending on dose) including amenorrhea 
and rarely hirsutism and sometimes impotence can occur in men.
General disorders and administration site conditions:
Rare: fever.
Overdose
The symptoms are: dehydration with paranoid states, severe hypotension (up 
to shock), acute kidney failure, thrombosis formation, flaccid paralysis, apathy 
and confusion. The treatment consists of a fluid substitution and electrolyte 
correction, especially against hyperkalemia and control of metabolic 
functions.
Properties/E�ects
ATC code: C03EB01
Mechanism of  action/pharmacodynamics:
Spironolactone competitively inhibits the action of aldosterone and thus 
leads to increase natriuresis and diuresis, without leakage of potassium or 
magnesium in the body. Furosemide exerts saluretic action by inhibiting renal 
reabsorption of sodium and chlorine, especially in medullary and cortical 
regions of the loop of Henle. Furosemide also exercises a vasodilator action by 
its direct impact on the vascular wall.
The combination of spironolactone and furosemide may combat the 
tendency of potassium loss and alkalosis, whether due to aldosterone or 
diuresis; the electrolyte balance therefore undergoes almost no change if the 
renal function is not impaired. Moreover, the natriuretic effects of the two 
active principles are added.
Pharmacokinetics
Absorption
The bioavailability of canrenone, as spironolactone when administered orally, 
is about 25 %, that of furosemide is 60-70 % . The peak plasma concentration 
of spironolactone and furosemide is measured approx. 1 hour (tmax) after 
administration.
The peak plasma concentration (Cmax) of spironolactone is 185 ng/ml after 
oral administration of 200 mg, and 2-3 μg/ml for furosemide after oral 
administration of 40 mg.
Distribution
Furosemide distribution volume is 10.0 + 2.1 1. Because of its high lipid 
liposolubility, canrenone is distributed in a large volume. The binding of 
furosemide to blood proteins is 98 %, and for canrenone is 90 %.
Furosemide and spironolactone cross the placenta and are excreted in 
maternal milk.
Metabolism
Spironolactone is extensively metabolised giving sulfur metabolites at a rate 
of approx. 80 % and canrenone at a rate of approx. 20 %, all of which 
contribute to their antimineralocorticoid effect. Furosemide is essentially 
eliminated in an unmetabolized form. No active metabolites appear.
Elimination
The half-life is between 14 and 24 hours for canrenone and between 1 and 2 
hours for furosemide.
Sulfur metabolites and canrenone are metabolized in several steps, and are 
found in the following 6 days in the urine and in the feaces. Q0 value of 
potassium canrenoate is 1.0.
The half-life of serum elimination of furosemide is approximately 1 hour. 
Furosemide is excreted through the kidneys at approximately 70%, 14% as 
glucuronide.
Kinetics in special clinical situations
As kidney failure progresses, the elimination is done more through extrarenal 
routes (biliary elimination may exceed 60%). In chronic kidney disease 
(glomerular �ltration rate <10 ml/min), the terminal serum half-life increased 
to 13.5 h, as total elimination reaches in 24 h 56% of the administered dose.
Liver failure seems to have little influence on the elimination of furosemide. 
An increase of terminal half-life of canrenone was often observed.
The elimination of furosemide is delayed in premature babies and newborns. 
Its half-life is approx. 24 h in premature babies and approx. 12 h in newborns.
Preclinical data
Carcinogenicity and mutagenicity
No carcinogenicity or mutagenicity were detected in animal experiments and 
in vitro tests (spironolactone and furosemide).
Reproductive toxicity
Spironolactone: in rats, spironolactone induced feminization of male fetuses, 
due to the anti-androgenic action of the substance. No teratogenic effects 
were detected in studies conducted in rats and mice.
Furosemide: did not affect fertility in male and female rats (daily doses: 90 
mg/kg/body weight). No teratogenic or significant embryotoxicity effects were 
observed in rats and mice treated with furosemide.
No malformations were detected in humans following exposure to 
furosemide. 
There are no studies on the effect of furosemide in weaned child.
Chronic toxicity
Spironolactone: studies in rats showed signs of increased incidence of benign 
adenocarcinomas of thyroid and testicles at high doses.
Furosemide: in rats and dogs, after 6 and 12 months of administration, 
changes in the kidneys (including a local �brosis and calci�cation) were 
observed in the group of high dosages (10 to 20 times the therapeutic dose in 
human)
Special Notes
In�uence on diagnostic methods
As one of the metabolites of spironolactone is canrenone, it interferes with 
the radio-immunoassay for the dose of digoxin, falsely increasing values of 
digoxinemia.
Notes on storage
Store Lasilactone at room temperature and protect it from light. Do not use 
after the date indicated on the packaging with the word “EXP”
Keep medication out of the reach of children.
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