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Table 1. Regimen Options for Treatment of Latent
TB Infection in HIV-Negative Persons

Regimens
H 1 t
Drug Daily Twice Weekly
Children Adults Children Adults
Duration Duration Duration Duration
Isoniazid
9 months 9 months 9 months 9 months
Isoniazid
6 months 6 months
Rifampin
and Not 2 months Not 2 or 3 months
recommended recommended
Pyrazinamide
Rifampin 4 months 4 months Not recommended

INH - isoniazid, RIF - rifampin, RFB - rifabutin, PZA - pyrazinamide, EMB - ethambutol
" Directly observed treatment of LTBI should be used.
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Comments

Minimum of 270 doses administered within 12 months

Twice-weekly regimens should consist of at least 76 doses administered
within 12 months.

Recommended regimen for pregnant women

Contraindicated for persons who have active hepatitis and end-stage liver
disease

Minimum of 180 doses administered within 9 months
Twice-weekly regimens should consist of at least 52 doses within 9 months.
Recommended regimen for pregnant women

6-month regimen not recommended for those with fibrotic lesions on chest
radiographs or children

Contraindicated for persons who have active hepatitis and end-stage
liver disease

Minimum of 60 doses to be administered within 3 months

Twice-weekly regimens should consist of at least 16 doses to be administered
for 2 months or 24 doses to be administered for 3 months.

May be used for isoniazid-intolerant patients
Avoid PZA for pregnant women because of the risk of adverse effects to the fetus.
This regimen has not been evaluated in HIV- negative persons.

Contraindicated for persons who have active hepatitis and end-stage liver
disease

Minimum of 120 doses administered within 6 months

For persons who are contacts of patients with INH-resistant, RIF-susceptible
B

May be used for patients who cannot tolerate INH or PZA
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Table 2. Regimen Options for Treatment of Latent

TB Infection for Persons with HIV Infection

Regimens
Daily Twice Weekly'
Drug Children Adults Children Adults
Duration Duration Duration Duration
INH 9 months 9 months 9 months 9 months
RIF
Not 2 months Not 2-3 months
and recommended recommended
PZA*
RFB
and Not 2 months Not 2-3 months
recommended recommended
PZA*

INH - isoniazid; PZA - pyrazinamide; RFB - rifabutin; RIF- rifampin; DOPT- directly observed preventive therapy; Pls -

protease inhibitors; NNRTIs - nonnucleoside reverse transcriptase inhibitors;
NRTIs - nucleoside reverse transcriptase inhibitors

*For patients with intolerance to PZA, some experts recommend the use of a rifamycin (RIF or RFB) alone for preventive
treatment. Most experts agree that available data support the recommendation that this treatment can be administered for

as short a duration as 4 months, although some experts would treat for 6 months.
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Comments

Contraindications

Minimum of 270 doses administered
within 12 months

Twice-weekly regimens should consist
of at least 76 doses administered within
12 months.

INH can be administered concurrently
with NRTIs, Pls, or NNRTIs

Directly observed treatment of latent TB
infection should be used when twice-
weekly dosing is used

History of an INH-induced reaction,
including hepatic, skin or other allergic
reactions, or neuropathy

Known exposure to person who has
INH-resistant TB

Chronic severe liver disease

Minimum of 60 doses to be administered
within 3 months

Twice-weekly regimens should consist of at
least 16 doses to be administered for 2
months or 24 doses to be administered for
3 months.

If RFB is administered, patient should be
monitored carefully for potential RFB drug
toxicity and potential decreased antiretroviral
drug activity.

Dose adjustments, alternative therapies, or
other precautions might be needed when
rifamycins are used (e.g., patients using
hormonal contraceptives must be advised
to use barrier methods, and patients using
methodone require dose adjustments).

Pls or NNRTIs should generally not be ad-
ministered concurrently with RIF; in this
situation, an alternative is the use of RFB'
and PZA.

History of a rifamycin-induced reaction,
including hepatic, skin or other allergic
reactions, or thrombocytopenia
Pregnancy

Chronic severe hyperuricemia

Chronic severe liver disease

The concurrent administration of rifabutin is contraindicated with hard-gel saquinavir and delavirdine. An alternative is the
use of rifabutin with indinavir, nelfinavir, amprenauvir, ritonavir, efavirenz, and possibly soft-gel saquinavir and nevirapine.
Caution is advised when using rifabutin with soft-gel saquinavir and nevirapine, because data regarding the use of rifabutin

with soft-gel saquinavir and nevirapine are limited.

Note: For patients whose organisms are resistant to 1 or more drugs, administer at least 2 drugs to which there is
demonstrated susceptibility and consult a TB medical expert. Clinicians should review the drug-susceptibility pattern of the
M. tuberculosis strain isolated from the infecting source-patient before choosing a preventive therapy regimen.
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Table 3. Regimen Options for Treatment of TB

when PZA is
contraindicated

Disease
Total Induction Phase
Option Indication Duration D Interval and
(weeks) rugs Duration
1 Pulmonary and INH Daily for 8 weeks
extrapulmonary TB in 24 RIF
adults and children PzA*
EMB or SM*
2 Pulmonary and INH Daily for 2 ; 2 times/
extrapulmonary TB in 24 RIF weeks week?!
adults and children PzA4 and then ' for 6
EMB or SM* | weeks
|
1
3 Pulmonary and INH 3 times/week? for
extrapulmonary TB in 24 RIF 24 weeks?
adults and children PzA*
EMB or SM*
4 Smear- and culture- INH Follow option 1, 2, or
negative pulmonary RIF 3 for 8 weeks
TB in adults 16 pzA%
EMB or SM*
5 Pulmonary and INH Daily for 4-8 weeks
extrapulmonary TB in RIF
adults and children 36 EMB or SM*

INH —isoniazid, RIF - rifampin, PZA - pyrazinamide, EMB — ethambutol, SM — streptomycin

Note: For all patients, if susceptibility results show resistance to any of the first-line drugs or
if the patient remains symptomatic or smear or culture positive after 3 months, consult a
TB medical expert.
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Continuation Phase

Druas Interval and Comments

9 Duration

INH Daily or 2 or 3 EMB or SM should be continued until

RIF times/week! for 16 | susceptibility to INH and RIF is demonstrated.

weeks?

In areas where primary INH resistance <4%,
EMB or SM may not be necessary for patients
with no individual risk factors for drug resistance.
Intermittent regimen should be directly observed.

INH 2 times/week? for | Regimen should be directly observed.

RIF 16 weeks?
After the 8 week induction phase, continue EMB
or SM until susceptibility to INH and RIF is
demonstrated, unless drug resistance is unlikely.
Regimen should be directly observed.
Continue all four drugs for 6 months.3
This regimen has been shown to be effective for
INH-resistant TB.

INH Daily or 2 or 3 Continue all four drugs for 4 months.

RIF times/week? for 8

pzA* weeks If drug resistance is unlikely (primary INH

EMB or SM* resistance <4% and patient has no individual risk
factors for drug resistance), EMB or SM may not
be necessary and PZA may be discontinued
after 2 months.

INH Daily or 2 times/ EMB or SM should be continued until

RIF week? for susceptibility to INH and RIF is demonstrated.

28-32 weeks?

In areas where primary INH resistance <4%,
EMB or SM may not be necessary for patients
with no individual risk factors for drug resistance.

L All intermittent dosing should be used with directly observed therapy

2 For infants and children with miliary TB, bone and joint TB, or TB meningitis, treatment should last
at least 12 months. For adults with these forms of extrapulmonary TB, response to therapy should
be monitored closely. If response is slow or suboptimal, treatment may be prolonged as judged on
a case-by-case basis.

3 There is some evidence that SM may be discontinued after 4 months if the isolate is susceptible to

all drugs.

Avoid SM and PZA for pregnant women because of the risk of adverse effects to the fetus.
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Table 4. Regimen Options for Treatment of HIV-
Related TB Disease

Total Induction Phase Continuation Phase
Duration D Interval/ D Interval/
(months) rugs Duration rugs Duration

6* INH Daily for 2 months INH Daily or 2 times/
RFB (8 weeks) RFB week for 4 months
pzAT (18 weeks)
eEmB? or

or
Daily for 2 weeks
INH and then 2 times/ INH 2 times/week for
RFB week for 6 weeks RFB 4 months
pzAT (18 weeks)
eEmB?

9* INH Daily for 2 months INH 2-3 times/week for
SM (8 weeks) SM 7 months
PZA PZA (30 weeks)

EMB
or or
INH Daily for 2 weeks INH 2-3 times/week for
SM and then 2* times/ SM 7 months
PZA week for 6 weeks PZA (30 weeks)
EMB

6* INH Daily for INH Daily or 2-3 times/
RIF 2 months RIF week for 4 months
pzAS (8 weeks) (18 weeks)

EMBS or SM
or
or
Daily or 2-3 times/
INH Daily for 2 weeks INH week for 4 months
RIF and then 2-3 times/ | RIF (18 weeks)
pzAS week for
EMBS or SM 6 weeks
or or
INH 3 times/week for INH 3 times/week for
RIF 2 months RIF 4 months
PZA (8 weeks) PZA (18 weeks)
EMB or SM EMB or SM

EMB - ethambutol, INH —isoniazid, PZA — pyrazinamide, RFB - rifabutin, RIF — rifampin, SM — streptomycin
Pls — protease inhibitors, NNRTIs — nonnucleoside reverse transcriptase inhibitors,
NRTIs — nucleoside reverse transcriptase inhibitors
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Considerations for
HIV Therapy

Comments

Concurrent administration of rifabutin is
contraindicated with hard-gel saquinavir and
delavirdine.

20%—-25% increase in the dose of Pls or NNRTIs
might be necessary

Patient should be monitored carefully for RFB
drug toxicity (arthralgia, uveitis, leukopenia) if
RFB is used concurrently with Pls or NNRTIs.

Evidence of decreased antiretroviral drug activity
should be assessed periodically with HIV RNA
levels.

No contraindication exists for the use of RFB with
NRTIs.

If the patient is also taking nelfinavir, indinavir, amprenauvir,
or ritonavir, the daily dose of RFB is decreased from 300
mg to 150 mg, and to 150 mg two or three times a week
when used with ritonaivr. The twice-weekly dose of RFB
(300 mg) remains unchanged if the patient is also taking
these Pls.

If the patient is also taking efavirenz, the daily dose of
RFB is increased from 300 mg to 450 mg or 600 mg.

Thrice-weekly dosing for RFB has not been studied and
cannot be currently recommended.

Can be used concurrently with antiretroviral
regimens that include Pls, NRTIs, and NNRTIs.

SMis contraindicated for pregnant women.

Every effort should be made to continue administering SM
for the total duration of treatment. When SM is not used for
the recommended 9 months, EMB should be added to the
regimen and the treatment duration should be prolonged
from 9 months (38 weeks) to 12 months (52 weeks).

Rifampin can be used for the treatment of active
TB disease for patients whose antiretroviral
regimen includes
» The NNRTI efavirenz and two nucleoside
reverse transcriptase inhibitors (NRTIs);
» The protease inhibitor ritonavir and one or
more NRTIs; or
» The combination of two protease inhibitors
(ritonavir and either saquinavir hard-gel
capsule of saquinavir soft-gel capsule).

NTRIs may be administered concurrently with RIF.

If appropriate, patients should be assessed every
3 months to evaluate the decision to initiate
antiretroviral therapy.

A 2—week “P-450 induction wash-out” period may
be necessary between the last dose of RIF and
the first dose of protease inhibitors or NNRTIs.

SM is contraindicated for pregnant women.

* Duration of therapy should be prolonged for patients with delayed response to therapy. Criteria for delayed response
should be assessed at the end of the 2-month induction phase and include a) lack of conversion of the
Mycobacterium tuberculosis culture from positive to negative or b) lack of resolution or progression of signs or

symptoms of TB.

w —+

Continue PZA and EMB for the total duration of the induction phase (8 weeks).
Continue PZA for the total duration of the induction phase (8 weeks). EMB can be stopped after susceptibility test

results indicate Mycobacterium tuberculosis susceptibility to INH and RIF.

Note: Directly observed therapy (DOT) is recommended for all TB treatment regimens.
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Table 5. First-Line Anti-TB Medications

Dose in mg/kg
(Maximum Dose)
Drug | Route Daily 2 Times/Week* 3 Times/Week*
Children | Adults Children Adults Children Adults
INH PO 10-20 5 20-40 15 20-40 15
or IM (300 mg) (300 mg) (900 mg) (900 mg) (900 mg) (900 mg)
RIF PO 10-20 10 10-20 10 10-20 10
or vV (600 mg) (600 mg) (600 mg) (600 mg) (600 mg) (600 mg)
RFBT PO 10-20 5 10-20 5 Not Known Not Known
or IV (300 mg) (300 mg) (300 mg) (300 mg)
or or or or
(150 mg)§ (150 mg)§ 10-20 58 Not Known Not Known
(300 mg) (300 mg)
or or
or or
(450 mg)" (450 mg)T
(450 mg)" (450 mg) Not Known Not Known
PZA PO 15-20 15-30 50-70 50-70 50-70 50-70
@9 (29 (49 (49 (B9 B9
EMB* PO 15-25 15-25 50 50 25-30 25-30
SM IM 20-40 15 25-30 25-30 25-30 25-30
or v (19 (19 (1.59) (1.59) (1.59) (1.59)

INH —isoniazid, RIF - rifampin, RFB — rifabutin, PZA — pyrazinamide, EMB — ethambutol,
SM - streptomycin, Pls — Protease Inhibitors, NNRTIs — nonnucleoside reverse transcriptase inhibitors
PO — by mouth, IM — intramuscular, IV —intravenous, CNS — central nervous system

Notes: Consult product insert for detailed information.
Children <12 years old.
Adjust weight-based dosages as weight changes.
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