
 

  

Latent tuberculosis infection 
(LTBI) treatment guidance in 
Washington State 

Promoting rifamycin-based, shorter-course regimens 
 
Version 3 

 



Table of Contents 
Background 2 

Daily RIFAMPIN and Once-weekly ISONIAZID+RIFAPENTINE 2 

Notes 

Daily ISONIAZID 4 

Suggested Dosages for Each Regimen 4 

A. Rifampin (RIF) daily 

B. INH-and-Rifapentine once-weekly 

C. Isoniazid (INH) 

Clinical Evaluation Before Initiation of LTBI Treatment 5 

Medical History and Clinical Evaluation 

Chest X-ray (CXR) 

Patient Monitoring and Education During  LTBI Treatment 7 

Laboratory Tests 8 

Expert Consultation 9 

Contributors 

Acknowledgement 

Reference List 10 

 

DOH 343-158 May 2019. Version 3 

DOH is committed to providing customers with forms and publications in appropriate alternate 
formats. Requests can be made by calling 800-525-0127 or by email at civil.rights@doh.wa.gov. 
TTY users dial 711. 

 

 

 

mailto:civil.rights@doh.wa.gov


LATENT TUBERCULOSIS INFECTION (LTBI) TREATMENT GUIDANCE IN WASHINGTON STATE: VERSION 3  5/14/2019 3:59 PM 2 

Background 

Historically, based on the U.S. Centers for Disease Control and Prevention (CDC) 
recommendations published in 2000, nine months of daily isoniazid (INH) was the 
most widely used regimen for treatment of latent TB infection (LTBI).  In 2011,  
CDC recommended a short-course combination regimen of once-weekly  
isoniazid-and-rifapentine for 12 weeks (3HP) by directly observed therapy for 
treatment of LTBI. 1  This guidance was recently updated to support  
self-administration of 3HP. 2 

Furthermore, recent studies and accumulating practice experience encourage the use 
of rifamycin-based, shorter LTBI regimens (3HP and daily rifampin for 4 months). 
The two shorter LTBI regimens are now routinely used by many TB experts in the 
U.S., given concerns about INH-related hepatotoxicity, poor adherence due to longer 
duration of INH, and the increasing proportion of patients from TB endemic 
countries with INH-resistance. 3-18   

Daily RIFAMPIN and Once-weekly 
ISONIAZID+RIFAPENTINE 

Recent literature suggests that two shorter LTBI regimens (daily rifampin for 4 
months and once-weekly isoniazid and rifapentine [3HP] for 12 weeks) have higher 
rates of treatment completion and lower rates of side effects, especially drug-induced 
hepatitis. 3-20  Both daily rifampin and once-weekly INH-and-rifapentine can be  
self-administered rather than observed by a healthcare professional. 21   The choice 
between rifampin daily for 4 months, vs. INH and rifapentine once weekly for 12 
weeks depends on the patient’s and medical provider’s preference.   

For those who weigh 55 kg or more, rifampin 600 mg (two 300 mg capsules) or INH 
900 mg and rifapentine 900 mg (three 300-mg INH tablets and six 150-mg rifapentine 
tablets) is recommended.  Patients may have a preference for one regimen over 
another based on the frequency of dosing and/or the number of pills. 
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Notes  

• Children: The American Academy of Pediatrics considers any of the three 
regimen options adequate, depending on the circumstances for individual 
patients.  Most experts consider 3HP to be the preferred regimen for treatment 
of LTBI for children 2 years and older.  3HP is not recommended for children 
under 2 years old because the safety and pharmacokinetics of rifapentine have 
not been established for this age group. (see Daily ISONIAZID) 

• HIV infection: National guidelines for the prevention and treatment of 
opportunistic infections in patients infected with HIV cite INH as the 
preferred regimen for LTBI in the context of HIV infection, but the guidelines 
also acknowledge that the shorter rifamycin-based regimens are more likely to 
be completed and are acceptable alternatives in the absence of incompatible 
drug interactions or other contraindications. 22  Indeed, the updated CDC 
guidance recommended the use of 3HP in patients, infected with HIV, taking 
antiretroviral medications with acceptable drug-drug interactions with 
rifapentine.  There are no data to guide use of once-weekly INH-and-
rifapentine in children infected with HIV. 

• Pregnancy: CDC recommends that LTBI treatment should be delayed until two 
to three months after pregnancy if no risk factor for TB progression is present 
(e.g. HIV infection, recent contact to an infectious TB case).23  Among 
pregnant women with risk factors for TB progression, CDC continues to: 
recommend INH as the preferred regimen, recommends against the use of 
rifapentine, and does not reference the use of rifampin.  However, given 
rifampin’s excellent safety record in the context of treatment for active TB 
during pregnancy, its lower risk of drug-induced liver injury, and recent 
findings of a higher rate of adverse pregnancy outcomes among women 
infected with HIV and treated for LTBI with INH during pregnancy (vs. those 
treated with INH after pregnancy), 24 some experts feel that rifampin may in fact 
be the better option for treatment of LTBI in pregnancy.   



LATENT TUBERCULOSIS INFECTION (LTBI) TREATMENT GUIDANCE IN WASHINGTON STATE: VERSION 3  5/14/2019 3:59 PM 4 

Daily ISONIAZID 

Completion rates of INH daily for 6 – 9 months are reported to be significantly lower 
than 4 months of daily rifampin or 3HP. 3-20  Furthermore, the incidence of  
drug-induced hepatitis is higher with INH compared to 4 months of daily rifampin or 
the 12 dose regimen. 

• INH remains the first choice for children under 2 years old due to paucity of 
the data on rifampin or 3HP. 

Suggested Dosages for Each Regimen 

A. Rifampin (RIF) daily 
     Preparation: 150mg or 300mg capsules. 
     Adult dosage:  10 mg/kg once daily (600 mg maximum).  
     Consider 450 mg once daily for adults who weigh less than 50 kg.  
     Pediatric dosage:  15-20mg/kg once daily (600 mg maximum). 

B. INH-and-Rifapentine once weekly  
     INH once weekly dosage 
     Preparation of INH: 100 mg or 300 mg tablets.  
           1. Adults and Children 12 years of age and older: 

INH 15 mg/kg per dose once weekly, rounded up to the nearest 50 or 
100 mg (max 900 mg). 
2. Children age 2-11 years:  
INH 25 mg/kg per dose once weekly, rounded up to the nearest 50 or 100 mg 
(900 mg maximum).  

Rifapentine once weekly dosage (both adults and children)  
Preparation of Rifapentine:  150 mg tablets 

Kg Lbs Dosage 

10.0–14.0 kg 22-31 300mg 

14.1–25.0 kg 32-55 450mg 
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Kg Lbs Dosage 

25.1–32.0 kg 56-71 600mg 

32.1–49.9 kg 72-110 750mg 

≥50.0 kg 111 or more 900mg max 

 
C. Isoniazid (INH) 
     Preparation: 100mg or 300mg tablets. 
     Dosage for daily therapy 
     1. Adults: 5 mg/kg once daily    Generally 300 mg once daily.  
         Consider 200 mg once daily for 40 kg or less. 
     2. Children: 10-15 mg/kg once daily (300 mg/d maximum) 

Dosage for twice-weekly therapy:   
1. Adults: 15 mg/kg twice weekly (900mg/dose maximum). 
2. Children: 20-30mg/kg twice weekly (900mg/dose maximum) 

When INH is used in a patient with diabetes, HIV, renal failure, heavy alcohol use, 
poor nutrition and/or who is pregnant or breast-feeding, pyridoxine (vitamin B6) 
25-50 mg should be given with each dose of INH to prevent peripheral 
neuropathy. 

In any patient who develops symptoms of new or worsening peripheral 
neuropathy (e.g. paresthesia) on INH, pyridoxine should be added or increased 
(note: maximum dose is 100mg/d).  If neuropathy fails to improve or progresses, 
strong consideration should be given to discontinuing INH in order to reduce the 
risk of permanent neuropathy.   

Clinical Evaluation Before Initiation of LTBI Treatment 

Medical History and Clinical Evaluation 
Obtain the following information: 

 Age 
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 Weight 

 Review and assessment of adequacy of previous treatment for active TB disease 
and/or LTBI 

 A history of side effects due to INH or rifamycins (e.g. severe hepatitis,  rash) 

 If the patient is HIV-positive, current use of antiretroviral therapy, or a plan to 
start antiretroviral therapy in the next 4 months. 

 List all medications that the patient is taking.  Pay special attention to the 
current or planned future use of other medications that may be adversely 
affected by concurrent use of INH or rifamycin (e.g. warfarin, tacrolimus,  
anti-seizure medications) 

 Current breastfeeding or pregnancy 

 If taking oral contraceptives, advise the patient to use additional barrier 
protection methods because a rifamycin increases the metabolism of oral 
contraceptives.  

 Evaluation for underlying liver disease. 

o history of alcohol abuse 

o injection drug use  

o viral hepatitis (B or C) or cirrhosis  

o women < 3 months post-partum  

Chest X-ray (CXR) 
Everyone considered for LTBI treatment should undergo a CXR to rule out 
pulmonary TB disease. It is recommended that CXR be no older than 3 months prior 
to LTBI treatment initiation.  Children younger than 5 years of age (i.e. up to their 
fifth birthday) should have both a posterior-anterior (PA) and a lateral view of CXR. 
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All others should undergo at least a PA view. Additional follow up X-rays should be 
done at the physician’s discretion. 

Patient Monitoring and Education During  
LTBI Treatment 

Patient education and regular assessments by health care professionals are essential for 
identifying adverse effects related to LTBI treatment. 

When LTBI treatment is initiated, all patients should be educated about potential 
adverse effects and should be told to stop taking LTBI treatment and contact the 
medical provider if adverse effects develop. Patients should be advised regarding the 
following potential adverse effects: 

 Fatigue, weakness 

 Anorexia, nausea, vomiting, abdominal pain 

 Dark urine, yellow eyes 

 Rash 

If using 3HP: 

 Light headedness, fainting, flu-like symptoms 

If using INH-containing regimen: 

 Numbness or tingling in the hands and/or feet 

It is recommended that appropriate educational materials be provided, in the patient’s 
preferred language and reading level, with appropriate individualized needs 
considered.  

In addition, rifamycins (including rifampin and rifapentine) typically cause orange 
discoloration of urine, sweat and tears for several hours to a day after ingestion.  
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Occasionally, patients on rifampin will also describe maroon-colored bowel 
movements.  This is no cause for alarm and is not harmful. 

Patients on self-administered treatment should generally receive a 1-month supply of 
medications and be seen by a health care professional to evaluate for adverse effects 
prior to providing another month of medications.  At these monthly visits, education 
regarding adverse effects should be reiterated.  If there is a concern about drug 
interactions, monitor clinically and with additional laboratory testing, if indicated. 

Laboratory testing should be used as needed to evaluate specific adverse events that 
may occur during treatment. 

Laboratory Tests 

Baseline and monthly liver function tests (LFTs; AST/SGOT, ALT/SGPT, alkaline 
phosphatase, and total bilirubin) should be obtained for those who: 

 Are HIV-positive 

 Have a history of heavy alcohol ingestion, liver disease or chronic hepatitis 

 Are pregnant or are postpartum (up to three months after delivery) 

 Have a history of drug injection 

 Are already taking potential hepatotoxic drugs for other medical conditions 
(e.g. statins, frequent use of acetaminophen) 

 Had a recent abnormal liver function test 

 Develop symptoms or signs of liver injury during treatment (e.g. fatigue, 
anorexia, nausea, abdominal pain, jaundice). 

Criteria for treatment interruption based on abnormal liver function testing results: 

 transaminase elevations >3 times the upper limit of normal IF symptoms of 
liver injury are present, OR 
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 transaminase elevations >5 times the upper limit of normal under any 
circumstances, OR 

 total bilirubin >2.5mg/dL (regardless of transaminase results). 

Baseline and monthly CBC including platelets may be considered for selected LTBI 
patients with hematologic issues (e.g. anemia, neutropenia, thrombocytopenia) when a 
rifamycin is prescribed.  

Expert Consultation 

Clinicians with questions about patients with adverse effects due to LTBI treatment, 
or with other challenging scenarios involving treatment of LTBI, may seek expert 
consultation through TB ECHO® (www.doh.wa.gov/TBECHO) 

Contributors 
David Horne 

Scott Lindquist 

Masa Narita 

Christopher Spitters 

Lana Tyer 

Monica Pecha 

Acknowledgement 
Heidi Iyall 

Sarah Mollenkopf 

 

 

 

http://www.doh.wa.gov/TBECHO


LATENT TUBERCULOSIS INFECTION (LTBI) TREATMENT GUIDANCE IN WASHINGTON STATE: VERSION 3  5/14/2019 3:59 PM 10 

Reference List 

1. CDC. 
https://www.cdc.gov/tb/publications/pamphlets/12doseltbitreatmentbrochure8.5x1
1.pdf. 

2. CDC. Update of Recommendations for Use of Once-Weekly Isoniazid-
Rifapentine Regimen to Treat Latent Mycobacterium tuberculosis Infection 
https://www.cdc.gov/mmwr/volumes/67/wr/mm6725a5.htm?s_cid=mm6725a5_w. 

3. McClintock AH, Eastment M, McKinney CM, et al. Treatment completion for 
latent tuberculosis infection: a retrospective cohort study comparing 9 months of 
isoniazid, 4 months of rifampin and 3 months of isoniazid and rifapentine. BMC Infect 
Dis. 2017;17(1):146. 

4. Gaensbauer J, Aiona K, Haas M, Reves R, Young J, Belknap R. Better 
Completion of Pediatric Latent Tuberculosis Treatment Using 4 Months of Rifampin 
in a US-Based Tuberculosis Clinic. Pediatr Infect Dis J. 2017. 

5. White MC, Tulsky JP, Lee JR, et al. Isoniazid vs. rifampin for latent 
tuberculosis infection in jail inmates: toxicity and adherence. J Correct Health Care. 
2012;18(2):131-142. 

6. Esfahani K, Aspler A, Menzies D, Schwartzman K. Potential cost-effectiveness 
of rifampin vs. isoniazid for latent tuberculosis: implications for future clinical trials. 
Int J Tuberc Lung Dis. 2011;15(10):1340-1346. 

7. Daskalaki I, Byun J, Dogbey MC, Tolbert-Warren C, Watson BM. Tolerability 
of rifampin monotherapy for latent tuberculosis infection in children. Pediatr Infect Dis 
J. 2011;30(11):1014-1015. 

8. Stout JE, Holland DP. Treating latent tuberculosis with rifampin: is it the 
cheaper option? Thorax. 2010;65(7):572-573. 

https://www.cdc.gov/tb/publications/pamphlets/12doseltbitreatmentbrochure8.5x11.pdf
https://www.cdc.gov/tb/publications/pamphlets/12doseltbitreatmentbrochure8.5x11.pdf
https://www.cdc.gov/mmwr/volumes/67/wr/mm6725a5.htm?s_cid=mm6725a5_w


LATENT TUBERCULOSIS INFECTION (LTBI) TREATMENT GUIDANCE IN WASHINGTON STATE: VERSION 3  5/14/2019 3:59 PM 11 

9. Aspler A, Long R, Trajman A, et al. Impact of treatment completion, 
intolerance and adverse events on health system costs in a randomised trial of 4 
months rifampin or 9 months isoniazid for latent TB. Thorax. 2010;65(7):582-587. 

10. Ziakas PD, Mylonakis E. 4 months of rifampin compared with 9 months of 
isoniazid for the management of latent tuberculosis infection: a meta-analysis and 
cost-effectiveness study that focuses on compliance and liver toxicity. Clin Infect Dis. 
2009;49(12):1883-1889. 

11. Fountain FF, Tolley EA, Jacobs AR, Self TH. Rifampin hepatotoxicity 
associated with treatment of latent tuberculosis infection. Am J Med Sci. 
2009;337(5):317-320. 

12. Menzies D, Long R, Trajman A, et al. Adverse events with 4 months of 
rifampin therapy or 9 months of isoniazid therapy for latent tuberculosis infection: a 
randomized trial. Ann Intern Med. 2008;149(10):689-697. 

13. Spyridis NP, Spyridis PG, Gelesme A, et al. The effectiveness of a 9-month 
regimen of isoniazid alone versus 3- and 4-month regimens of isoniazid plus rifampin 
for treatment of latent tuberculosis infection in children: results of an 11-year 
randomized study. Clin Infect Dis. 2007;45(6):715-722. 

14. Page KR, Sifakis F, Montes de Oca R, et al. Improved adherence and less 
toxicity with rifampin vs isoniazid for treatment of latent tuberculosis: a retrospective 
study. Arch Intern Med. 2006;166(17):1863-1870. 

15. Lardizabal A, Passannante M, Kojakali F, Hayden C, Reichman LB. 
Enhancement of treatment completion for latent tuberculosis infection with 4 months 
of rifampin. Chest. 2006;130(6):1712-1717. 

16. Reichman LB, Lardizabal A, Hayden CH. Considering the role of four months 
of rifampin in the treatment of latent tuberculosis infection. Am J Respir Crit Care Med. 
2004;170(8):832-835. 

17. Polesky A, Farber HW, Gottlieb DJ, et al. Rifampin preventive therapy for 
tuberculosis in Boston's homeless. Am J Respir Crit Care Med. 1996;154(5):1473-1477. 



LATENT TUBERCULOSIS INFECTION (LTBI) TREATMENT GUIDANCE IN WASHINGTON STATE: VERSION 3  5/14/2019 3:59 PM 12 

18. A double-blind placebo-controlled clinical trial of three antituberculosis 
chemoprophylaxis regimens in patients with silicosis in Hong Kong. Hong Kong 
Chest Service/Tuberculosis Research Centre, Madras/British Medical Research 
Council. The American review of respiratory disease. 1992;145(1):36-41. 

19. Diallo T, Adjobimey M, Ruslami R, et al. Safety and Side Effects of Rifampin 
versus Isoniazid in Children. The New England journal of medicine. 2018;379(5):454-463. 

20. Menzies D, Adjobimey M, Ruslami R, et al. Four Months of Rifampin or Nine 
Months of Isoniazid for Latent Tuberculosis in Adults. The New England journal of 
medicine. 2018;379(5):440-453. 

21. Belknap R, Holland D, Feng PJ, et al. Self-administered Versus Directly 
Observed Once-Weekly Isoniazid and Rifapentine Treatment of Latent Tuberculosis 
Infection: A Randomized Trial. Ann Intern Med. 2017;167(10):689-697. 

22. CDC N, IDSA. Guidelines for the prevention and treatment of opportunistic 
infections in HIV-infected adults and adolescents 
http://aidsinfo.nih.gov/contentfiles/lvguidelines/adult_oi.pdf. 

23. CDC. Latent Tuberculosis Infection: A Guide for Primary Health Care 
Providers 
https://www.cdc.gov/tb/publications/ltbi/treatment.htm. 

24. Gupta A, et al. Randomized trial of safety of INH preventive therapy during or 
after pregnancy 
http://www.croiconference.org/sessions/randomized-trial-safety-isoniazid-
preventive-therapy-during-or-after-pregnancy. 

 

 

http://aidsinfo.nih.gov/contentfiles/lvguidelines/adult_oi.pdf
https://www.cdc.gov/tb/publications/ltbi/treatment.htm
http://www.croiconference.org/sessions/randomized-trial-safety-isoniazid-preventive-therapy-during-or-after-pregnancy
http://www.croiconference.org/sessions/randomized-trial-safety-isoniazid-preventive-therapy-during-or-after-pregnancy

	Background
	Daily RIFAMPIN and Once-weekly ISONIAZID+RIFAPENTINE
	Notes

	Daily ISONIAZID
	Suggested Dosages for Each Regimen
	Clinical Evaluation Before Initiation of LTBI Treatment
	Medical History and Clinical Evaluation
	Chest X-ray (CXR)

	Patient Monitoring and Education During  LTBI Treatment
	Laboratory Tests
	Expert Consultation
	Contributors
	Acknowledgement

	Reference List

