
COMPOSITION
Each film-coated tablet contains:
RIBAZOLE 500mg film-coated tablet
Active ingredient: Ribavirin USP... 500mg
Inactive ingredients: Avicel PH 101, Lactose, Aerosil 200 (Silicon Dioxide), Corn starch,
Croscarmellose sodium, Povidone K-30, Avicel PH 102, Magnesium stearate, Hydroxypropyl
methyl cellulose 5 CPs, Titanium dioxide, PEG 6000.
RIBAZOLE 600mg film-coated tablet
Active ingredient: Ribavirin USP... 600mg
Inactive ingredients: Avicel PH 101, Lactose, Aerosil 200 (Silicon Dioxide), Corn starch,
Croscarmellose sodium, Povidone K-30, Avicel PH 102, Magnesium stearate, Hydroxypropyl
methyl cellulose 5 CPs, Titanium dioxide, PEG 6000, Erythrocin lake color.
ANTIVIRAL PROPERTY
Ribavirin inhibits a wide variety of virus in-vitro and in animal models. Ribavirin is phosphorylated
and it may act in several sites including cellular enzyme to interfere with viral nucleic acid synthesis.
The mono- and triphosphate derivatives are believed to be responsible for the antiviral activity of
the compound. Susceptible DNA viruses include herpes viruses, adenoviruses and poxviruses.
Susceptible RNA viruses include Lassa virus, members of the bunyaviridae group, influenza,
parainfluenza, measles, mumps, and respiratory synctial viruses and human immunodeficiency
virus (HIV).
PHARMACODYNAMIC
Ribavirin is a synthetic guanine analogue that acts in a manner similar to the other nucleoside
analogues. It shows in-vitro activity against some RNA and DNA viruses. RNA is essential in the
synthesis of proteins, as the messenger with the genetic code of RNA and DNA viruses. Ribavirin
blocks messenger RNA, prevents viral replication and stops the infection. Ribavirin suppresses
viral replication without effect on normal cellular function.
Pharmacokinetics
Absorption
- Ribavirin is rapidly and extensively absorbed following oral administration. However, due to

first-pass metabolism, the absolute bioavailability averaged 64% (44%). There is no effect of
food intake on gastrointestinal absorption of ribavirin.

- There was a linear relationship between dose and AUCtf (AUC from time zero to last measurable
concentration) following single doses 200-1200mg ribavirin. The relationship between dose
and Cmax was curve linear, tending to asymptote above single doses of 400-600mg.

- Upon multiple dosing, based on AUC 12hr, a six-fold accumulation of ribavirin was observed
in plasma. Following oral dosing with 1200mg daily, steady state was reached by approximately
4 weeks, with mean steady plasma concentrations of 2200ng/mL (37%). Upon discontinuation 
of dosing, the mean half-life was 298 hours (30%), which probably reflects slow elimination
from neoplasma compartments.

Distribution
Ribavirin is distributed throughout the body including red blood cells and cerebrospinal fluid. Red
blood cells generally display a rapid uptake of drug and ribavirin concentration remains elevated
long after plasma level declines to near-zero values. Distribution and elimination is triphasic.
Metabolism and Elimination
The b-phase half-life is about 2 hours, and the terminal elimination half-life is reported to be 20
to 50 hours depending on the sampling time. Excretion is almost entirely via the urine in the form
of unchanged drug and the major metabolite 1,2,4 triazole-3-carboxamide. Insignificant amounts
of drug are removed by hemodialysis. Ribavirin is still detectable in the plasma up to 4 weeks after
cessation of therapy.
In subjects with normal renal and liver functions, the unchanged drug was found to have a plasma
half-life ranging from 18-164 hours. The half-life of ribavirin was 173 and 143 hours with impaired
renal and liver functions respectively.
INDICATIONS
RIBAZOLE (Ribavirin) is indicated in combination with recombinant Interferon alfa-2b for the
treatment of chronic hepatitis C in patients 3 years of age or older with compensated liver disease
previously untreated with interferon alfa or in patients 18 years of age or older who have relapsed
following interferon alfa therapy.
DOSAGE AND ADMINISTRATION
Ribazole is given daily by mouth in doses determined according to body weight for the treatment
of chronic hepatitis C refractory to interferon alone.
- Adults:  The recommended duration of treatment for patients previously untreated with interferon
is 24 to 48 weeks. The duration of treatment should be individualized to the patient depending on
baseline disease characteristics, response to therapy, and tolerability of the regimen.
After 24 weeks of treatment virologic response should be assessed. Treatment discontinuation
should be considered in any patient who has not achieved HCV RNA below the limit of detection
of the assay by 24 weeks.
The recommended dose of RIBAZOLE (Ribavirin) is provided in the Table 1 below

- Ribavirin and Interferon alfa-2b combination therapy in adult patients:
Previously untreated and relapse patients.

- Ribazole may be administered without regard to food, but should be administered in a consistent
manner with respect to food intake.

- Dose Modifications
If severe adverse reactions or laboratory anomalies develop during combination Ribazole/Interferon
alfa-2b therapy, the dose should be modified or discontinued if appropriate, until the adverse
reactions abate. If intolerance persists after dose adjustment, the combination therapy should be
discontinued.

- For patients with history of stable cardiovascular disease, a permanent dose reduction is required.
-  If the hemoglobin decreased by 2g/dL after 4 weeks on a reduced dose, the patient should

discontinue combination ribavirin/interferon therapy.
- Ribazole should not be used in patients with creatinine clearance < 50mL/min.

ADVERSE REACTIONS
1) Hemolytic anemia may occur, sometimes with associated increased serum concentrations of

bilirubin and uric acid.
2) Others: reticulocytosis, anorexia, dyspepsia, nausea, dizziness, insomnia, irritability, dyspnea,

pharyngitis, skin rashes, and pruritus.
* Ribazole/Interferon _ Combination Therapy
1) Asthenia, influenza-like symptoms, nervousness, and pruritus may occur rarely.
2) Pediatric patients: Fatigue, dyspepsia, arthralgia, insomnia, irritability, impaired concentration,

dyspnea, and pruritus may occur with less incidence compared to adult patients.
3) Other significant adverse events such as severe depression, suicidal ideation, suppression of bone

marrow function, auto immune and infectious disorder, pancreatitis, and diabetes.
Inform doctors with side effects when using medicines
CONTRAINDICATIONS
1) Patients with a history of known hypersensitivity to ribavirin or any of its components.
2) Pregnancy or in women expected to be pregnant.
3) Patients with auto immune hepatitis must not be treated with combination of ribavirin and

interferon alfa-2b therapy because using these medicines can make the hepatitis worse.
4) Patients with hemoglobinopathies (e.g., thalassemia major, sickle-cell anemia)
5) Patients with history of severe pre-existing cardiac disease, including unstable or uncontrolled

cardiac disease.
PRECAUTIONS
1) Ribavirin may cause birth defects and/ or death of the exposed fetus. Extreme care must be taken

to avoid pregnancy.
2) Ribavirin therapy should not be started until a report of negative pregnancy test has been obtained.
3) The primary toxicity of ribavirin is hemolytic anemia which was observed in approximately 10%

ribavirin/interferon alfa combination therapy treated patients. The anemia associated with ribavirin
therapy occurs within 1-2 weeks of initiation therapy. Because the initial drop in hemoglobin
may be significant, it is advised that hemoglobin or hematocrit be obtained pretreatment and at
week 2 and 4 of therapy, or more frequently if clinically indicated. Patients should then be
followed as clinically appropriate.

4) Pulmonary symptoms including dyspnea, pulmonary infiltrates, pneumonitis and pneumonia
have been reported during therapy with ribavirin/interferon alfa. If there is evidence of pulmonary
infiltrates or pulmonary function impairment, the patients should be closely monitored, and if
appropriate combination treatment should be discontinued.

5) Ribavirin should be administered to elderly patients cautiously starting at the lower end of the
dosing range, reflecting the greater frequency of decreased hepatic, cardiac function, and of
concomitant disease or other drug therapy.

DRUG INTERACTIONS
1) It has been observed that synergy exists between ribavirin and dideoxyinozine as HIV inhibitors

when administered systematically.
2) Zidovudine, ribavirin may antagonize in the vitro antiviral against HIV. Therefore, caution should

be used concomitantly with this drug.
Use In Pregnancy or Lactation
- This drug should not be administered to women who are or expected to be pregnant.
- It is not known whether ribavirin is excreted in human milk. Because of the potential adverse

reactions in nursing infants, nursing must be discontinued prior to initiation of treatment.
STORAGE: Store in a close container at temperature below 30oC.
HOW SUPPLIED:
Ribazole 500mg film-coated tablets: 2 blisters x 5 Tablets/Box
Ribazole 600mg film-coated tablets: 2 blisters x 5 Tablets/Box
EXPIRY:
Ribazole 500mg Film-coated Tablets: 36 months from the manufacturing date.
Ribazole 600mg Film-coated Tablets: 36 months from the manufacturing date.
SPECIFICATION: Manufacturer
WARNING:
- Read carefully the leaflet before use.
- For further information, please contact your doctor.
- This drug is used only by doctor's prescription.
- Keep out of reach of children.

                            Tablets
        (Ribavirin 500mg, 600mg)

Broad Spectrum Antiviral

Table 3. Guidelines for dose modifications and discontinuation for anemia

Hemoglobin
Ribavirin dose reduction:
600mg daily  for adults
7.5mg/kg daily for pediatrics

Permanent
discontinuation of
Ribazole treatment

No cardiac history

Cardiac history

< 10g/dL  < 8.5g/dL

• 2g/dL decrease during any
4-week  period during treatment

< 12g/dL after 4 weeks
of dose reduction

Body weight Ribavirin

  75kg

> 75kg 600mg of Ribavirin in the morning
600mg of Ribavirin in the evening daily

600mg of Ribavirin in the evening daily

Table 1. Recommended dosing

Body weight Ribavirin

  75kg

> 75kg 600mg X 2 times daily (1200mg/day)

500mg X 2 times daily (1000mg/day)

Table 2. Recommended dosing in combination therapy

Interferon Alfa 2b

3 MIU, 3 times weekly

3 MIU, 3 times weekly
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