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4. STANDARDIZED TREATMENT REGIMENS

4.1  Objectives of chapter

This chapter describes the recommended standardized treatment regimens for the different
categories of tuberculosis cases.

4.2 Aims of treatment
The aims of freatment of tuberculosis are:

to cure the patient of TB;

to prevent death from active TB or its late effects;

to prevent relapse of TB;

10 decrease transmission of TB to others;

1o prevent the development of acquired drug resistance.,
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It is vital to achieve these aims while preventing the selection of resistant bacilli in infectious
patients.

4.3  KEssential antituberculosis drugs

There are three main properties of antituberculosis drugs: bactericidal activity, sterilizing
activity and the ability to prevent resistance. The essential antituberculosis drugs possess these
properties to different extents. Isoniazid and rifampicin are the most powerful bactericidal
drugs, active against all populations of TB bacilli. Rifampicin is the most potent sterilizing drug
available. Pyrazinamide and streptomycin are also bactericidal against certain populations of
TB bacilli. Pyrazinamide is only active in an acid environment. Streptomycin is bactericidal
against. rapidly multiplying TB bacilli. Ethambutol and thiocetazone are used in association
with more powerful drugs to prevent the emergence of resistant bacilli.

Table 4.1 shows the essential antitubercuiosis drugs and their recommended dosage (range in
parentheses).
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Table 4.1 Essential antituberculosis drugs

Essential drag Recommended dosage
{abbreviation) (dose range) in mg/kg
Daily 3 times weekly”
isoniazid (H) 5 10
{4-6) (8-12)
rifampicin (R) 10 10
(8-12) (8-12)
pyrazinamide {(Z) 25 35
(20-30) (30-40)
streptomycin (5) 15 15
(12-18) (12-18)
ethambutol (E) 15 30
(15-20) {20-35)
thioacetazone® (T) 2.5 Not applicable

*WHO does not recoramend twice-weekly regimens. If a patient receiving a twice-weekly
regimen misses a dose of tablets, this missed dose represents a larger fraction of the total
number of treatment doses than if the patient were receiving a thrice-weekly or daily
regimen. There is therefore an increased risk of treatment failure. Moreover, HIV-positive
patients receiving therapy with twice-weekly doses or less are at increased risk of failure or
relapse with acquired rifampicin-resistant TB.

"WHO discourages the use of thivacetazone because of the risk of severe toxicity, in particular in HIV-infected
individaals. It should be replaced by ethambutel, especially in areas where HIV infection is common.
Thicacetazone may be used in combination with isoniazid in the continuation phase in areas with low
prevalence of HIV infection when financial circumstances preclude the use of ethambutol,

Annex 2 provides information on the recommended dosage and common adverse events of
essential antituberculosis drugs. The WHO recommended formulations of antituberculosis
drugs and fixed-dose combinations (FDCs) of drugs appear in the WHO Essential Drugs List
(EDL). The available formulations and combinations of antituberculosis drugs within each
country should conform to this List,

Fixed~dose combination tablets

Tablets of fixed-dose drug combinations have several advantages over individual drugs. First,
prescription errors are likely to be less frequent because dosage recommendations are more
straightforward and adjustment of dosage according to patient weight is easier. Second, the
number of tablets to ingest is smaller and may thus encourage patient adherence. Third, if
treatment is not observed, patients cannot be selective in the choice of drugs to ingest.
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Fixed-dose combinations of drugs also have disadvantages. First, if prescription errors do
occur, excess dosage (risk of toxicity) or sub-inhibitory concentrations of all drugs (favouring
development of drug resistance) may result. Second, health care workers may be tempted to
evade directly observed therapy, erroneously believing that adberence is automatically
guaranteed. Third, poor rifampicin bioavailability has been found for some FDCs, particularly
in combinations of 3- and 4-drugs. Quality assurance is therefore essential. Finally, using FDCs
does not obviate the need for separate drugs for a minority of cases that develop drug toxicity.

WHO strongly recommends the use of fixed-dose combination tablets for the treatment of TB.
The recommended formulations currently available are shown in Table 4.2,

Table 4.2 WHO recommended formulations of essential agtitubercuiosis drugs’

Separate drugs

Drug Dose form Strength
isoniazid tablet 100 mg, 300 mg
rifampicin tablet or capsule 150 mg, 300 mg
pyrazinamide tablet 400 mg
ethambutol tablet 100 mg, 400 mg
streptomycin powder for injection in vial lg

Fixed-dose combinations of drugs

Drug Dose form Strength Strength
for daily use for use 3 times
weekly
isoniazid + rifampicin tablet 75 mg +150 mg 150 mg + 150 mg
150 mg +300 mg
tablet or packof 30 mg + 60 mg 60 mg + 60 mg
grat:a.liesb
isoniazid + ethambutol  tablet 150 mg + 400 mg -
isoniazid + thicacetazone tablet 100 mg + 50 mg -
300 mg + 150 mg
isoniazid -+ rifampicin tablet 75 mg + 150 mg 150 mg + 150 mg
+ pyrazinamide + 400 mg + 500mg
tabletorpackof  30mg+60mg+150mg -
granules®
Isondazid + rifampicin +  tablet 75 mg + 150 mg + .
pyrazinamide + 400 mg + 275 mg
ethambutol

* From Essential drugs: WHO Model List {revised December 1999), In: WHO drug information, 1999,
13(4):249-262.
® For paediatric use.






