Carelyte
Potassium Sodium Hydrogen Citrate 2.4 gm /2.5 gm
Granules

1.NAME OF THE MEDICINAL PRODUCT
Carelyte

Active ingredient: potassium sodium hydrogen citrate
2.Qualitative and quantitative composition

1 measuring spoon of (2.5 g) of granules contains:
Potassium sodium hydrogen citrate ------ 24g
Represented as

Citric acid 0.325 gm

Sodium Citrate 0.935 gm

Potassium Citrate 1.14 gm

(all on an anhydrous base)

For the full list of excipients, see section 6.1.

3.Pharmaceutical form

Granules for oral solution

Light orange with some whitish mixture of granules & granular powder
gives orange solution

4.Clinical particulars

4.1.Therapeutic indications

= For dissolving uric acid stones

= For metaphylaxis (Prevention of recurrent formation) of calcium and uric
acid stones or mixed stones made of calcium oxalate/uric acid or calcium
oxalate/calcium phosphate.

Note: The preparation should only be used as part of an overall concept of
metaphylaxis plan (e.g. diet, increased fluid intake, etc.).

4.2.Posology and method of administration

Dosage

a) For dissolution and metaphylaxis of uric acid stones:

In general, it is recommended to take 4 measuring spoons (= 10 g granules
equivalent to 88 mmol alkali) daily divided into three doses, after meals.
Take 1 measuring spoon every morning and 1 measuring spoon at noon and
2 measuring spoons every evening.

The pH value of the fresh urine should be within the following pH range:
For Uric acid stones: pH 6.2-6.8.

If the pH value is below the specified range, the daily dose should be
increased by half a level measuring spoon of Carelyte (11 mmol alkali) in the
evening. If the pH value is above the specified range, the daily dose should
be reduced by half a level measuring spoon (11 mmol alkali) in the evening.
The correct dose has been reached when the pH value of the fresh urine is
within the specified range before taking Carelyte.

For the metaphylaxis of uric acid stones, regular check of the urine pH value
is recommended.

b) Metaphylaxis of calcium-containing renal calculi:

The recommended daily dose is 2 - 3 measuring spoons (= 5 - 7.5 g granules,
corresponding to 44 - 66 mmol alkali) and should be taken as a single dose
in the evening. If necessary, If the pH reading is too low, 3 - 4.5 measuring
spoonfuls (= 7.5 g - 11.25 g granules equivalent to 66 mmol - 99 mmol
alkali) should be taken in 2-3 doses divided over the day, after meals.

A neutral pH value should be aimed for. The pH value should not be less
than 6.2 and not more than 7.4.

The citrate levels and/or urine pH values should be checked regularly and
the individual dose (see above) adjusted accordingly.

Children and adolescents

No data available.

Method of administration

The granules are dissolved in a glass of water and drunk.

Measurement of urine pH:

Immediately before taking each dose, a test strip of the indicator paper
enclosed in this pack should be wetted with fresh urine.

The color of the wet test strip is then compared with the color chart and the
corresponding pH value is read off under the corresponding color.

The pH value reading and the number of measuring spoons of granules
taken in each case must be recorded in the control calendar. The control
calendar must be brought with you to every doctor’s appointment.
4.3.Contraindications

The patient is informed of the following in the patient information leaflet.

Carelyte should not be used in the case of:

= Impaired excretory kidney function

= Metabolic alkalosis

= Hyperkalemia

= Adynamia episodica hereditaria

= urinary tract infections with urea-splitting bacteria (risk of struvite stone
formation)

= low-sodium diet

= hypersensitivity to the active ingredient or to any of the excipients listed
in section 6.1

Note: The treatment of children less than 12 years of age is not
recommended as there is insufficient clinical experience for this age group.
4.4.Special warnings and precautions for use:

Before starting therapy, conditions or diseases that can promote the
occurrence of urinary stones and that are amenable to targeted treatment
(e.g. adenomas of the parathyroid glands, malignancies in uric acid stones,
etc.) should be ruled out.

The maximum recommended daily dose is 11.25 g of granules (4.5 level
measuring spoons). This corresponds to 1.9589 g of potassium and 1.125 g
of sodium, i.e. 49.5 mmol of potassium and 49.5 mmol of sodium. This
should be considered especially in elderly patients and in the case of
concomitant therapy with potassium-sparing diuretics, aldosterone
antagonists, ACE inhibitors, angiotensin receptor blockers, non-steroidal
anti-inflammatory drugs or peripheral analgesics. Interaction with these
medications can lead to hyperkalemia,and To be taken into consideration by
patients with reduced kidney function or patients on a controlled potassium
diet

Before taking the first dose, serum electrolytes should be determined and
renal function monitored. If renal tubular acidosis (RTA) is suspected, the
acid-base status should also be checked.

Carelyte should only be used with caution in patients with severe liver
dysfunction.

This medicine contains the colouring agent sunset yellow, which may cause
allergic reactions, including asthma, in individuals particularly sensitive to
this substance. The allergy occurs more often in individuals who are allergic
to 2-acetoxybenzoic acid (acetylsalicylic acid).

This medicine contains aspartame a source of phenylalanine. May be
harmful for people with phenylketonuria

4.5.Interaction with other medicinal products and other forms of
interaction

= An increase in extracellular potassium concentration reduces the effect of
cardiac glycosides, while a decrease enhances the arrhythmogenic effect of
cardiac glycosides.

= If taken at the same time with potassium preparations, hyperkalemia can
occur.

= Aldosterone antagonists, potassium-sparing diuretics, ACE inhibitors,
angiotensin receptor blockers, non-steroidal anti-inflammatory drugs and
peripheral analgesics reduce renal potassium excretion. It should be noted
that 1.0 g of potassium sodium hydrogen citrate contains 0.174 g or 4.4
mmol of potassium.

= When prescribing a low-sodium diet, it should be noted that 1.0 g of
potassium sodium hydrogen citrate contains 0.1 g or 4.4 mmol of sodium
(equivalent to 0.26 g of table salt).

= The simultaneous administration of citrate and aluminum-containing
substances can lead to increased aluminum absorption; Therefore, if such
preparations must be taken, they should be administered at least 2 hours
apart.

4.6.Fertility, pregnancy and lactation

Pregnancy

There is no adequate clinical data with the use of Potassium sodium
hydrogen citrate in pregnant women.

As a precautionary measure, the use of Carelyte during pregnancy should be
avoided. If use during pregnancy is necessary, maternal plasma levels of
sodium and potassium should be monitored regularly.

As the active substance levels in maternal plasma remain within the
physiological range, no harmful effects on the unborn child are to be
expected.

Breast-feeding

There is no experience with the use of Potassium sodium hydrogen citrate in
breastfeeding women. However, as long as the mother’s plasma levels of
sodium and potassium remain within the physiological range after using

Carelyte, no harmful effects on the breastfed child are to be expected and
Carelyte can be used during breastfeeding.

Fertility

There are no clinical data on the effects of Potassium sodium hydrogen
citrate on male and female fertility. The active ingredients are unlikely to
directly affect fertility in both women and men, as sodium, potassium and
citrate participate in normal physiological processes in the body and are part
of the regular diet.

4.7 Effects on ability to drive and use machines

Carelyte has no effect on the ability to drive or operate machinery.
4.8.Undesirable effects

The following categories are used to indicate the frequency of side effects:
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 (frequency cannot be estimated from the available data)
Gastrointestinal disorders:

Mild gastric or abdominal pain are common.

Mild diarrhoea and nausea are rare.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after approval is very important. It
allows for continuous monitoring of the benefit-risk balance of the
medicinal product. Healthcare professionals are requested to report any
suspected adverse reaction to EPVC email pv.followup@edaegypt.gov.eg or
company PV email: pv@multicare-eg.com

4.9.0verdose

Overdose can lead to hyperkalemia (potassium plasma level >5 mmol/l),
especially in the presence of concurrent acidosis or renal insufficiency.

An undesirable effect on metabolic-physiological parameters is not to be
expected even at doses higher than the recommended dose if renal function
is adequate, since the excretion of excess base by the kidneys is a natural
regulatory mechanism for maintaining acid-base balance.

Exceeding the specified urine pH range for several days should be avoided,
as significantly higher pH levels increase the risk of phosphate
crystallization, additionally a long-term, significant alkalotic metabolic state
should not be achieved. A possible overdose can be corrected at any time by
reducing the dose; if necessary, appropriate measures for treating metabolic
alkalosis should be considered.

5.Pharmacological properties

5.1.Pharmacodynamic properties

Pharmacotherapeutic group: alkali citrate, urolithiasis agent

For alkalinization (neutralization therapy), salts of strong bases with weak
acids are suitable, whereby the acid component should be metabolizable. The
citrate ion from alkaline citrates is oxidatively metabolized to CO2 or
bicarbonate. The resulting alkaline excess from the remaining alkali ions is
eliminated by the kidneys, leading to an increase in urinary pH value.
Neutralisation or alkalinization of the urine can be achieved by oral
administration of alkali citrates, the response being dose-dependent.

1 g potassium sodium hydrogen citrate (8.8 mmol alkali) causes an increase
in the urine pH value by 0.2 - 0.3 units. This increases the degree of
dissociation rate and thus the solubility of uric acid. The litholysis of uric
acid stones has been proven radiologically.

Serum concentration of bicarbonate (negatively charged base excess) is the
regulating factor for citrate excretion. Negatively charged base excess
induces an alkalotic metabolic state via the change in the intracellular pH
value.

This leads to an alkalosis-induced inhibition of renal tubular citrate
metabolism and a reduced citrate reabsorption and increased citrate
excretion. Renal calcium transport is also changed by alkalization resulting
in a significant reduction in urinary calcium excretion.

Urine alkalization, increased citrate excretion and reduced calcium
excretion, lead to a decrease in the activity product of calcium oxalate
because citrate forms stable complexes with calcium in a weakly basic
condition. Furthermore, citrate ion is considered to be the most effective
physiological inhibitor of calcium oxalate (and calcium phosphate) crystal
formation and the aggregation of these crystals.

There is insufficient data from systematic studies to assess the benefit of
urine alkalization in the following medical conditions. However, individual

case reports and theoretical considerations suggest therapeutic effects:

= Cystinuria or cystine calculus formation: Urine alkalinization increases
the solubility of cystine. However, the urine pH must be adjusted to values
between 7.5 and 8.5.

= Cytostatic treatment: During cytostatic treatment, urine alkalinization is
advisable due to the increased excretion of uric acid. This corresponds to the
prophylaxis of uric acid stones as mentioned in the indications. In addition,
the protective effect of an alkaline urine pH is postulated through reduced
aggressiveness of the metabolites (e.g. oxazophosphorine cytostatics) or
increased solubility (e.g. methotrexate). For this purpose, the urine pH
should be adjusted to at least 7.0.

= Porphyria cutanea tarda: P. cutanea tarda is caused by a deficiency of
uroporphyrinogen decarboxylase, an enzyme which converts uroporphyrin-
ogen into coproporphyrinogen. Metabolic alkalinization is intended to
prevent back diffusion of coproporphyrin in the renal tubules, so that
coproporphyrin clearance increases. As a result of the increased
coproporphyrin excretion, the synthesis of coproporphyrinogen from
uroporphyrinogen is increased, leading to a reduction in circulating
uroporphyrin. The urine pH should be adjusted to a range of 7.2-7.5.
5.2.Pharmacokinetic properties

Citrate is almost completely metabolized. Only 1.5 to 2 % of the originally
administered amount appears unchanged in the urine.

Ingestion of 10 g of potassium sodium hydrogen citrate provides
approximately 36 mmol of citrate; this equivalent to less than 2 % of the
amount of citrate used daily in the body for energy metabolism.

After administration of potassium sodium hydrogen citrate for one day, the
equivalent amounts of sodium and potassium are quantitatively excreted via
the kidneys within 24 - 48 hours. During long-term administration, the daily
excretion of sodium and potassium corresponds to the daily intake.

No significant changes in blood gases and serum electrolytes are observed in
the blood or serum. This indicates that the acid-base balance in the body is
maintained through the renal regulation of alkalization and accumulation of
sodium and potassium is excluded if the renal function is adequate.

6.Pharmaceutical particulars

6.1.List of excipients

Povidone K25

Orange flavor Powder (Maltodextrin, Gun Arabic E414, Butylated
hydroxyanisole E320 (0.02 % max)).

Aspartame

Sunset Yellow 85 %

6.2.Incompatibilities

Not applicable.

6.3.Shelf life

See outer pack

6.4.Special precautions for storage

Store at temperature not exceeding 30 °C, in a dry place

6.5.Nature and contents of container

Carton box containing (plastic container of 280 gm granules +measuring
spoon (2.5 gm) +100 indicator Paper strips + test chart + peg) & an inner
Leaflet.

6.6.Special Precautions for Disposal

No special requirements.

7.Manufacturer & License Holder:
Multicare Egypt for Pharmaceutical Industries.

EDA Revision Date: January-2025

PM-1043-01
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