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Freeze-dried yeast of Saccharomyces boulardii 250 mg
(Saccharomyces cerevisiae HANSEN CBS 5926)

Qualitative and Quantitative Composition:
Freeze-dried yeast of Saccharomyces boulardii 250 mg
(Saccharomyces cerevisiae HANSEN CBS 5926)

Excipients: Fructose, Colloidal Anhydrous Silica and Fruity Flavour.

Product Description:
Free flowing, off-white to light brown powder with a fruity flavour and odour.

Pharmacodynamics:

Saccharomyces boulardii (S. boulardii) appears to be taken up by the intestinal villi and to adhere to cells in the jejunum, increasing
brush border enzyme activity of lactase, alpha-glucosidase, and alkaline phosphatase, and increasing normal enterocyte maturation.
S. boulardii also exerts a protective effect on epithelial cells infected with E. coli by decreasing the level of intracellular infection and
reducing the apoptotic effect of E. coli on intestinal epithelium.

S. boulardii has also been shown to increase intestinal secretory IgA production. In addition, prevents Entamoeba histolytica from
adhering to human erythrocytes, a model of the first step in amoebic infection in humans. In C. difficile-related diarrhoea and
pseudomembranous colitis, Clostridium toxins bind to membrane receptors, causing intestinal fluid secretion and increased
permeability of intestinal mucosa. S. boulardii contains a protease that neutralizes C. difficile toxins A and B, and also digests
membrane receptors that bind to C. difficile toxin in the brush border epithelium of the ileum, thus exerting a protective effect on the
gut lining.

Pharmacokinetics:

S. boulardii is not absorbed. After repeated oral doses, it transits in the digestive tract without colonizing it, rapidly attaining
significant intestinal concentrations which are maintained at a constant level throughout the administration period. S. boulardii is no
longer present in the stools 2 to 5 days after discontinuation of treatment.

After 3 days of administration, a stable concentration in the intestinal content is reached. Within 1 week after stopping the
administration, S. boulardii becomes undetectable. S. boulardii is not absorbed from the intestinal tract. The number of living yeast
cells in faeces decreases fast after discontinued treatment, and 5 days after discontinuation the level hereof is below measurable
level.

Indications:

* Treatment of acute infectious diarrhoea of infants, children and adults.

« Prevention of antibiotic-associated diarrhoea in children and adults.

« Addition to vancomycin/metronidazole-treatment to prevent recurrence of Clostridium difficile diseases in adults.
* Prevention of tube-feeding associated diarrhoea in adults.

Dosage / Directions for Use:
Infants and children: 1 or 2 sachets daily.
Adults: 1 or 2 sachets, once or twice daily.

The sachets can be taken either during, before or after meals. Pour the contents of the sachet in a glass of water or sweetened
beverage, mix, and drink. The powder can also be mixed with food or poured into a baby's feeding-bottle.

Normagut Sachets contain living cells. This product should therefore not be mixed with very hot (over 50°C), iced or alcoholic drinks
or food.

Treatment duration:

Treatment of acute infectious diarrhoea of infants, children and adults: approximately 1 week.

Prevention of antibiotic-associated diarrhoea in children and adults: treatment should be started within 48 to 72 hours of the
beginning of treatment with antibiotics and it should continue for at least three days and not longer than 4 weeks after the treatment
with antibiotics is ended.

Addition to vancomycin/metronidazole-treatment to prevent recurrence of Clostridium difficile diseases in adults: treatment should
be started as soon possible after the beginning of antibiotic treatment and it should continue for 4 weeks.

Prevention of tube-feeding associated diarrhoea in adults: during the period of tube-feeding.

The maximum duration of treatment in the usual indications is 4 weeks.

Contraindications:

It should not be used with known hypersensitivity to yeast or any component of product. Even though fungemia with

S. boulardii is infrequent, it may be prudent to closely follow up the adult in patients who are severely ill or in intensive care
units and have central catheter for episodes of unexplained fever. Some studies have recommended not giving S. boulardii to
immunosuppressed patients or those with central catheters to reduce this risk.

Warnings and Precautions:

- With diarrhea lasting longer than 2 days or accompanied by blood in the stool or a rise in temperature, patient should consult a
doctor.

- With diarrheal diseases, especially in children, attention must be paid to the use of fluid and electrolytes as the most important
therapeutic measure.

Saccharomyces boulardii is a living microorganism, which under inappropriate conditions, that occur in patients with an impaired
immune defense system, may cause systemic fungal infections by migration from the intestinal tract in the blood or by external
contamination of central venous catheter. Isolated cases of such fungal infections have been reported in hospitalized patients with
central venous catheter suffering from several basic diseases.

Because of the risk of generalized Saccharomyces boulardii infection, in case of patients with modified immune system (e.g. HIV
infection, chemotherapy, irradiation) the drug should be administered only under strict medical control. It is advisable not to open
sachets in the surroundings of patients with a central venous catheter, to avoid any colonization, especially hand-borne, of the
catheter. It is advisable not to open the sachets in the surroundings of critically ill or immunocompromised patients due to a risk of
airborne contamination.

There have been very rare cases of fungaemia reported mostly in patients with central venous catheter, critically ill or immuno-com-
promised patients, most often resulting in pyrexia. In most cases, the outcome has been satisfactory after cessation of treatment by
Saccharomyces boulardii, administration of antifungal treatment and removal of the catheter when necessary. However, the
outcome was fatal in some critically ill patients (see section contraindications & section adverse effects / undesirable effects).

Drug Interactions:
Taking Normagut Sachets with medications for fungal infections can reduce the effectiveness of Normagut Sachets.

Pregnancy and Lactation:
Saccharomyces boulardii is not recommended due to lack of sufficient data for the safe use during pregnancy and
breastfeeding.

Side Effects:

Adverse reactions encountered most often are as follows; 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, including isolated cases), frequency not known
(cannot be estimated from the available data). Within each frequency grouping, undesirable effects are presented in order
of decreasing severity.

System/organ classes

System Organ Class Rare Very rare Unknown
(MedDRA terminology)

Gastrointestinal disorders Flatulence Constipation

Skin and subcutaneous Allergic reactions: pruritus, wheal formation
tissue disorders (urticaria), skin rash (local or generalized
exanthema), swelling of the connective
tissue of the face (angioedema)

Immune system Allergic symptoms including shortness of

disorders breath and allergic shock.

General disorders Thirst

Infections and Fungaemia in patients with a central venous | Sepsis (serious blood

infestations catheter and in critically ill or infection) in critically ill or
immunocompromised patients (see Section | immunocompromised
Warning and Precautions) patients.

Very rare cases of fungemia with fewer cases of positive Saccharomyces blood culture have been reported in hospitalized
patients with central venous catheter, in immunodepressed patients and in patients with a severe gastrointestinal disease.

Storage Condition:
Store below 30°C in a dry place, away from direct sunlight.

Pack Size:
Powder in sachet, unit carton containing 10, 30 sachets.

Note:

Read the instructions carefully before use.

Do not use the product after the expiry date.

Do not use the product if there are any significant changes in appearance of the powder.
Keep out of reach of children.

Jauhkan daripada capaian kanak-k k.
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