MegaPharm)

We Know The Way
2022 volaIX : "IN

,N/T101 n/nzn ,n/RoN
7w RONMYT 17wl DAXY 17w 1DTY W WTINT mixn

LORMYX 200 MG
=bRb)

RIFAXIMINE ( POLYMORPHIC FORM ALPHA)
W 'WDNY? Anivan atiman
e Casual treatment of diseases of grown-ups and youngsters from 12 years up, caused by
bacteria in the gastrointestinal tract, sensitive to Rifaximin:
e hepatic encephalopathy
e traveller's diarrhea, caused by not-invasive enteropathogeneous bacteria.
e Non-complicated diverticular diseases.
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4.3 Contraindication

- Intestinal obstruction

4.4 Special warnings and special precautions for use

Clostridium difficile associated diarrhoea (CDAD) has been reported with use of nearly all antibacterial medicines,
including rifaximin. The potential association of rifaximin treatment with CDAD and pseudomembranous colitis (PMC)
cannot be ruled out.

Caution should be exercised when concomitant use of rifaximin and a P-glycoprotein inhibitor such as cyclosporine is
needed (see section 4.5).

Both decreases and increases in international normalized ratio (in some cases with bleeding events) have been reported
in patients maintained on warfarin and prescribed rifaximin. If co-administration is necessary, the international normalized
ratio should be carefully monitored with the addition or withdrawal of treatment with rifaximin. Adjustments in the dose of
oral anticoagulants may be necessary to maintain the desired level of anticoagulation (see section 4.5).

4.5 Interactions with other medicinal products and other forms of interaction

... however, in hepatic impaired patients it cannot be excluded that rifaximin (polymorphic form a) may decrease the
exposure of concomitant CYP3A4 substrates administered (e.g. warfarin, antiepileptics, antiarrhythmics, oral
contraceptives), due to the higher systemic exposure with respect to healthy subjects.

Both decreases and increases in international normalized ratio have been reported in patients maintained on warfarin
and prescribed rifaximin (polymorphic form a). If co-administration is necessary, the international normalized ratio should
be carefully monitored with the addition or withdrawal of rifaximin (polymorphic form a). Adjustments in the dose of oral
anticoagulants may be necessary.

In healthy subjects, co-administration of a single dose of cyclosporine (600 mg), a potent P-glycoprotein inhibitor, with a
single dose of rifaximin (550mg) resulted in 83-fold and 124-fold increases in rifaximin (polymorphic form a) mean Cmax
and AUC. The clinical significance of this increase in systemic exposure is unknown.

4.8 Undesirable effects

e Infections and infestations
Uncommon: Candidiasis, Herpes simplex, Nasopharyngitis, Pharyngitis, Upper respiratory tract infection

Unknown: Clostridial infection

e Blood and lymphatic system disorder
Uncommon: Lymphocytosis, Monocytosis, Neutropenia

Unknown: Thrombocytopenia

e Immune system disorders
Unknown: Anaphylactic reaction, Hypersensitivity

e Metabolism and nutrition disorders

Uncommon: ... Dehydration

e  Psychiatric disorders

Uncommon: Abnormal dreams, Depressed mood, Insomnia, Nervousness
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e Nervous system disorders
Uncommon: Hypoesthesia, Migraine, Paraesthesia, Sinus headache, Somnolence

Unknown: Presyncope

e Eye disorders
Uncommon: Diplopia

e Ear and labyrinth disorders
Uncommon: Ear pain, Vertigo

e  Cardiac disorders:
Uncommon: Palpitations

e Vascular disorders
Uncommon: Blood pressure increased, Hot flush

e  Respiratory, thoracic, and mediastinal disorders

Uncommon: Cough, Dry throat, Dyspnoea, Nasal congestion, Oropharyngeal pain, Rhinorrhea

e  Gastrointestinal disorders

Common: Abdominal pain, Constipation, Defecation urgency, Diarrhoea, Flatulence, Abdominal distension,
Nausea, Vomiting, Rectal tenesmus

Uncommon: Abdominal pain upper, Ascites, Dry lip, Dyspepsia,Gastrointestinal motility disorder, Faeces
hard, Haematochezia, Mucous stools, Taste disorders

e Hepatobiliary disorders

Uncommon: Aspartate aminotransferase increased
Unknown: Liver function tests abnormalities

e Skin and subcutaneous tissue disorders (partially as signs of hypersensitivity reactions)

Uncommon: Rashes, Eruptions and exanthemas, Sunburn

Unknown: Angioedema, Dermatitis, Dermatitis exfoliative, Eczema, Erythemas, Pruritus, Purpura,
Urticarias

e  Musculoskeletal and Connective tissue disorders

Uncommon: Back pain, Muscle spasms, Muscular weakness, Myalgia, Neck pain

e Renal and urinary disorders

Uncommon: Blood in urine, Glycosuria, Pollakiuria, Polyuria, Proteinuria

e Reproductive system and breast disorders

Uncommon: Polymenorrhoea

e General disorders and administration site conditions

Common: Pyrexia

Uncommon: Asthenic conditions, Chills, Cold sweat, Hyperhidrosis, Influenza like illness, Oedema
peripheral, Pain and discomfort

e Investigations

Unknown: International normalised ratio abnormal
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