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Adherence

Meonitor patients for adherence to seif-administered latent tuberculosis infection (LTBI)
treatment regimens at least every month throughout treatment.® It is difficult to identify
who will and who will not be adherent.® If patients do not take medicine as directed, the
effectiveness of the regimen decreases, and the patient will be at greater risk of
progressing to disease in the future and of infecting others.

Monthly Assessment of Adherence

At each visit, the clinician should assess adherence by doing the following:

1. Ask patients how many doses they have missed since their last refill. If patients are
asked, “Did you take all your pills fast month?” the natural inclination is to agree and
say “yes” even if they did not.

2. Have patients bring their bottle of medicine to the refill appointment, and count how
many pills are left.

3. If adherence problems are identified, include patients in the problem-solving process.

a. Ask patients why they think that doses are missed and what could be done
better: change the time of day, the location where they keep or take their pills,
etc.

b. Find out if there are barriers to obtaining refills in a timely manner that could be
corrected.

¢. Review with patients what they believe is their risk of developing tubercuiosis
(TB) if medicine is not taken. Provide education again, as needed.

d. Mutually agree on a plan to improve adherence.
e. Praise patients for cooperation.

4. If adherence seems to be good, praise patients.

For information on what to include in a patient education session, see the
Patient Education section.

Directly Observed Therapy

Patients in the following high-risk groups are strongly recommended for directly
observed therapy (DOT).

= DOT is mandatory for any intermittent regimen.

« DOT is strongly encouraged for those with the greatest risk for progressing to
tuberculosis (TB) disease:

ARIZONA TUBERCULOSIS PROGRAM MANUAL Treatmont of Latent Teberculosis Infoction 8.18
REVISED 12/04/07



o Young children who are recent contacts to infectious cases.

e Human immunodeficiency virus (HIV)-infected persons.

For more information, see the “Directly Observed Therapy” topic in the
Case Management section.

Ef'% For more information on adherence strategies for different developmental

=] stages, see Appendix C in the New Jersey Medical School National

' Tuberculosis Center's Management of Latent Tuberculosis Infection in.
Children and Adolescents: A Guide for the Primary Care Provider (New
Jersey Medical School Global Tuberculosis Institute Web site; 2004) at
http:/!www.umdni.edu/q!obaltb/downIoads/oroducts/PediatricGuEdeIEnes.ndf.
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Completion of Therapy

Determine whether and when therapy is completed based on the total number of doses
administered, not on the duration of therapy. When patients have had lapses in therapy
but are still able to complete the recommended number of doses in the allotted time
period, encourage them to complete therapy.

Assess patients who will not complete appropriate therapy within the time frame
specified to determine whether or not to restart treatment. If the decision is made to
retreat the patient, then restart the entire regimen and follow the recommended
treatment plan of therapy. Specific factors to consider when determining whether to
restart treatment include the following:

« Individual's risk for developing tuberculosis (TB) disease
» Total number of doses of latent tuberculosis infection (LTBI} treatment administered

» Time elapsed since the last dose of treatment for LTBI

« Patient adherence issues (previous attempts at completion, willingness to continue,
etc.)

Give nonadherent patients at very high risk of developing TB disease every opportunity
to complete treatment for LTBI. Consider these patients for intermittent therapy with
directly observed therapy (DOT), and evaluate the use of incentives and enablers.”

Treatment of LTBI in contacts is considered a priority in TB control activities. Make every
effort to assure completion of treatment in contacts.

All contacts who are being treated for infection should be seen face-to-face by a
healthcare provider at least every month or more often. Incentives and enablers are
recommended as aids to adherence, and the healthcare provider should educate the
patient about TB, its treatment, and the signs of adverse drug effects at each patient

encounter.®
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Table 5 describes the duration of therapy and the number of doses that patients are
required to take to complete therapy and the time frame within which the total number of

doses must be administered for completion of therapy.

Table 5 RECOMMENDED REGIMENS FOR COMPLETION OF TI.-'IEI"?.AP‘A’37

Regimen Duration Number of Must be Administered
of Therapy Doses Within

iINH daily Adult and 9 months 270 12 months
child

iINH daily Adult 6 months 180 9 months

INH twice Adult and 9 months 76 12 months

weekly child

INH twice Adult 6 months 52 9 months

weekly

RIF daily Adult 4 months 120 & months
Child 6 months 180 9 months

Definitions of abbreviations: INH = isoniazid; RIF = rifampin.

Sources: CDC. Targeted {ubarculin testing and reatment of latent tuberculosis infection. MMWR 2000,48(No. RR-6):26~
27: CDC. Regimens. In: Chapter &: treatment of LTBI, Core Curriculum on Tuberculosis (2000) |Division of Tuberculosis
Efimination Web site]. Updated November 2001. Available at; hltp:I.'www.cdc.govftblgubsicorecmrlindex.htm . Accessed
February 1, 2007

Make every effort to encourage patients to adhere to the LTBI treatment regimen.
However, if a patient has failed three attempts to complete treatment, no further effort
may be merited. The heaithcare provider should contact patients who interrupt therapy
and are at high risk of developing TB disease (for example, contacts of patients with
infectious T8, human immunodeficiency virus (HiV)-infected patients, or TB Class 4
patients) for reevaluation.®®

For consultation regarding completion of therapy and considerations to
examine when restarting treatment in noncompliant patients, contact the
Arizona, TB Control Section at 602-364-4750.
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Treatment in Special Situations

Human Immunodeficiency Virus and Latent
Tuberculosis Infection

Treatment of latent tuberculosis infection (LTBI) in a person with human
immunodeficiency virus (HIV) infection can be extremely complicated.
Before treatment is initiated, contact the Arizona, TB Control Section at
602-364-4750 for consultation.

HIV infection is the strongest known risk factor for the progression of LTBI to
tuberculosis (TB) disease. HIV-infected persons with LTBI are 100 times more likely to
progress to TB disease than are those patients without HIV infection. Coinfected HIV
and LTBI patients have a 7 to 10 percent yearly risk of developing TB disease. Patients
with only LTBI have a 10 percent lifetime risk of developing TB disease.

High-risk contacts (less than 5 years of age or immunocompromised)
should be started promptly on treatment for LTBI. For more information on
time frames, see the “Time Frames for Contact Investigation” topic in the
Contact Investigation section.

Resources
«  CDC. “TB Guidelines: HIV/IAIDS® (DTBE Web site; accessed February 2007).
Available at:

http:/fwww.cdc.govitb/pubs/mmwr/Maj quide/HIV_AIDS.htm .

» ATS, CDC. “Targeted Tuberculin Testing and Treatment of Latent Tuberculosis
infection” (MMWR 2000;49[No. RR-6]:33}). Available at:
http:/www.cdc.gov/mmwr/PDF/rr/rr4906.pdf .

»  CDC. “Prevention and Treatment of Tuberculosis among Patients Infected with
Human Immunodeficiency Virus: Principles of Therapy and Revised
Recommendations” (MMWR 1998;47(No. RR-20). Available at:
hitp:/fwww.cdc.gov/mmwr/PDF/ri/rr4720.pdf .

« CODC. “Updated Guidelines for the Use of Rifabutin or Rifampin for the Treatment and
Prevention of Tuberculosis among HIV-infected Patients Taking Protease Inhibitors
or Nonnucleoside Reverse Transcriptase Inhibitors” (MMWR 2000;49[No. 9]:185).
Available at: http://www.cdc.gov/immwr/PDF/wk/mm4909.pdf
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Pregnancy and Breastfeeding

Pregnancy has minimal influence on the pathogenesis of TB or the likelihood of LTBI
progressing to disease. Pregnant women should be targeted for testing only if they have
a specific risk factor for LTBI or for progression of LTBI to disease. Extensive use of INH
during pregnancy has shown that although it readily crosses the placental barrier, the
drug is not teratogenic, even when given during the first four months of gestation.
Pregnant women taking INH should receive pyridoxine supplementation.

Breastfeeding is not contraindicated when the mother is being treated for LTBL.
However, infants whose breastfeeding mothers are taking INH should receive
supplemental pyridoxine. Note that the amount of INH provided by breast milk is
inadequate for treatment of the infant.
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Resources and References

Resources

Whom to Treat

=  CDC. “Targeted Tuberculin Testing and Treatment of Latent Tuberculosis Infection”
(MMWR 2000;49[No. RR-6]). Available at:
http:/fiwww.cde.aovimmwr/PDF/rr/rr4908.pdf .

» CDC. Core Curriculum on Tuberculosis (2000) [Division of Tuberculosis Elimination
Web site]. Updated November 2001. Available af:
hitp:/iwww.cdc.gov/tb/pubs/corecurr/default.htm .

Treatment Regimens and Dosages

« CDC. “Targeted Tuberculin Testing and Treatment of Latent Tuberculosis Infection”
(MMWR 2000;49[No. RR-6]). Available at:
http:/iwww.cde.qov/mmwr/PDE/rr/ir4906. pdf

» CDC. “Update:; Adverse Event Data and Revised American Thoracic Society
(ATS)/Centers for Disease Control and Prevention (CDC) Recommendations Against
the Use of Rifampin and Pyrazinamide for Treatment of Latent Tuberculosis
Infection” (MMWR 2003;52[No. 31]). Available at:
hitp:/iwww . cde.gov/tb/pubs/mmwr/mmwr_updates.htm .

x  CDC. Core Curriculum on Tubercufosis {2000} [Division of Tuberculosis Elimination
Web site]. Updated November 2001. Available at:
htto:/fiwww. cdc.govitb/pubs/corecurr/default. htm .

Side Effects and Adverse Reactions

» CDC. “Targeted Tuberculin Testing and Treatment of Latent Tuberculosis Infection”
(MMWR 2000;49[No. RR-6}:26-29, 38-39). Available at:
http://iwww cde gov/mmwr/PDF/rr/ri4806.pdf .

= National Tuberculosis Controllers Association—National Tuberculosis Nurse
Consultant Coalition. Tuberculosis Nursing: A Comprehensive Guide to Patient Care

(Atlanta, GA;1997:47-51, 63-64).

»  CDC. Module 4: “Treatment of Tuberculosis and Tuberculosis Infection” (Self-Study
Modules on Tuberculosis [Division of Tuberculosis Elimination Web Site]; 1999:15-
17, 30-32). Available at: hitp://www.phppo.cdc.gov/phtn/tbmodules/Default.ntm .
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Adherence

»  CDC. Module 9: “Patient Adherence to Tuberculosis Treatment” (Self-Study Modules
on Tuberculosis. Division of Tuberculosis Elimination Web Site; 1999). Available at:
hitp:/fwww.phppo.cde.gov/phtn/tbmodules/modulesB-9/Default.him .

This module is entirely devoted to assessing and promoting adherence. It covers the
many areas that need to be addressed, such as:

e (Case management: assigning responsibility to the healthcare worker
e Communication and problem-solving skills
o Education of the patient
¢ Using interpreters when needed
¢ Using incentives (rewards) and enablers (things that remove barriers for patients)
o Using directly observed therapy (DOT)
= CDC. Improving Patient Adherence to Tuberculosis Treatment. (1994)

« National Tuberculosis Controllers Association—National Tuberculosis Nurse
Consultant Coallition. Tuberculosis Nursing: A Comprehensive Guide to Patient Care

(Atlanta, GA; 1997:69-84).

References

CDC. Treatment of latent tuberculosis infection: maximizing adherence. T8 Fact Sheets [Division of Tuberculosis

Elimination Web site]. April 2005:1. Available af: http:#fwww.cdc.govitb/pubs/TBfactsheets.him . Accessed February 1,

2007,

CBC. Summary. In: Chapter 6 treatment of LTBI. Core Curricufum on Tuberculosis {2000} {Division of Tuberculosis

Elimination Web site]. Updated November 2001. Available at: http:/iwww.cde.govitb/pubs/corecurrfindex.htm . Accessed

July 3, 2006.

ATS, CDC, IDSA. Conirolling tuberculosis in the Uniled States: recommendations from the American Thoracic Society,

CDC, and the Infectious Diseases Sociely of America. MMWR 2005;54(No. RR-12).15,

1 CDC. Treatment of latent tuberculosls infection: maximizing adherence. T8 Fact Sheefs [Division of Tuberculosis

Elimination Web site]. Aprit 2005:1. Available at: hitp:/iwaww.cdc.govitb/pubs/TBfactsheets.htm . Accessed February 1,

2007.

CDC. Treatment of latent tuberculosis Infection: maximizing adherence. TB Fact Sheets [Division of Tubercufosis

Elimination Web site). April 2005:1. Available at: hitp./fwww.cde.govitb/pubs/TBfactsheets him . Accessed February 1,

2007.

CDC. Summary. In: Chapter 6: treatment of LTBI. Core Curriculum on Tubercufosis (2000) [Division of Tuberculosis

Elimination Web site). Updated November 2001. Available at: hitp:/iwww.cdc.gov/thipubsicorecurelindex.hitm . Accessed

July 3, 2006.

CDC. Summary. In: Chapter 6: treatment of LTBI. Core Curricufum on Tuberculosis (2000} [Division of Tuberculosis

Elimination Web site]. Updated November 2001. Available at: hito:/fwwwy.cds aovitbipubs/corecurriindex. htm . Accessed

July 3, 2008.

ATS, CDC, IDSA. Confrofling tuberculosis in the United States: recommendations from the American Thoracic Soclety,

CDC, and the Infectious Diseases Society of America. MMIWR,2005;54(No. RR-12):39.

ATS, CDG, IDSA, Confrolling luberculosis in the United States: recommendations from the American Thoracic Society,

CDCG, and the Infectious Diseases Society of America. MMWR 2005;54({No. RR-12):10.

" cDC, NTCA. Guidelines for the Investigation of contacts of persens with infectious tuberculosis: recommendations from
the National Tuberculosis Controllers Association and CDC. MMWWR 2005; 54(No. RR-15): 13.

" ATS, CDC, IDSA. Controliing tuberculosis in the United States: recommendaltions from the American Thoracic Soclety,

CDC, and the Infectious Diseases Society of America. MMWR 2005; 54(No. RR-12): 38.

~

w

@

@

-

3

o

ARIZONA TUBERCULOSIS PROGRAM MANUAL Troatmant of Latent Tuberculosls Infection 8.25

REVISED 12/04/07



2 CDC, Chapter 6: Treatment of LTBI. Core Curriculum on Tuberculosis (2000) [Division of Tuberculosis Elimination Web
site). Updated November 2001. Available at: hiip:/fiwww.cdc.gov/tb/pubs/corecurrfindex.htm . Accessed July 3, 20086,

"* GDC, NTCA. Guidelines for preventing the transmission of Mycobacterium fuberculosis in healln-care setlings, 2005.
MMWR 2005;54(No. RR-17):59; and CDC. Candidates for treatment of latent TB infection. In; Chapter 6: treatment of
LTBI, Core Curricuium on Tuberculosis (2000) [Division of Tuberculosis Elimination Web site], Updated November
2001, Available at: http://www.cde.govitb/pubs/corecurrfindex.im . Accessed July 3, 2008,

' CDC, NTCA. Guidelines for preveniing the transmission of Mycobacterium fuberculosis in health-care settings, 2005.
MMWR 2005; 54(No. RR-17); 59.

' GDC, NTCA. Guidelines for preventing the transmisston of Mycobacterium tuberculosis in health-care settings, 2005.
MMWR 2005; 54(No. RR-17); 59,

'* CDC, NTCA, Guidelines for preventing the iransmission of Mycobacterium tuberculosis In health-care settings, 2005,
MMWR 2005; 54(No. RR-17): 59.

"7 Marsh BJ, SanVicente J, vanReyn F, Ulility of dual skin tests to evaluate tuberculin skin test reactions of 10 to 14 mm in
health-care workers. Infect Control Hosp Epidemiol 2003; 24:821-4.

** CDC. Targeted tuberculin testing and freatment of latent tubarculosis infection. MMWR 2000; 49(No. RR-6): 27.

' CDC. Targeted tuberculin testing and freatment of latent tuberculosis infection. MMWR 2000; 48(No. RR-6): 31, 36.

2 ¢DC. Targeted tuberculin testing and treatment of fatent tuberculosis infection. MMIWR 2000; 49(No. RR-6): 36.

#! ATS, CDC, IDSA. Treatment of tuberculosis. MMIVR 2003; 52(No. RR-11):4.

2 6DC. Targeted tuberculin testing and ireatment of latent tuberculosis infection, MMWR 2000;49(No. RR-6): 28-29.

* Francis J. Curry National Tuberculosis Center. Pediatric Tuberculosis: An Online Presentation [Francls J. Curry National
Tuberculosis Center Web site]. San Francisco, CA; 2007; Slides 59-60. Available at:
hitp:/fwww.nationaltbcenter.edu/pediatric b/ . Accessed February 2, 2007.

®ATS, CDC, IDSA. Treatment of tuberculosis. MMWR 2003; 52(No. RR-11): 43..

 ATS, CDC, IDSA. Treatment of tuberculosis. MMWR 2003; 52(No. RR-11): 43.

“ ATS, CDC, IDSA. Treatment of tuberculosis. MMWR 2003; 52(No. RR-11): 43.

T ATS, CDC, IDSA. Treatment of tuberculosis. MMWR 2003; 52(No. RR-11}: 43.

# California Department of Health Services{CDHS)/California Tuberculosis Controllers Association(CTCA). TB case
management—core components. COHS/CTCA Joint Guidelines [CTCA Web site]. 1998:9. Available at:
hitp:fiwww.ctca.org/quidelinesfindex.htmt , Accessed July 11, 20086,

#coce. Update: adverse event data and revised ATS/CDC recommendations against the use of rifampin and
pyrazinamide for treatment of latent tuberculosls infection, United States. MMWR 2003; 52(No. 31):735-736.

* CDC. Targeted tuberculin testing and treatment of latent tuberculosis infection. MMIWR 2000; 49(No. RR-6):26-29, 38—

39.
¥ CDC. Module 4: {reatment of tuberculosis and tuberculosls infection. Seff-Study Modules on Tuberculosis [Division of

Tuberculosis Elimination Web site]. 1999:8-9, 15-17. Available at: hitp:/fvanw cdec. govitb/pubs/ssmodutes/default htm .
Accessed July 3, 2006,

% DC. Update: adverse event data and revised American Thoracic Society/CDC recommendations against the use of
rifampin and pyrazinamide for treatment of latent tuberculosls infection—United States. MMWR 2003; 52(No. 31):
735-736.

¥ CDC, Targeted tuberculin tesling and treatment of latent tuberculosis infection. MMIWR 2000;49(Mo. RR-6):20-21;
CDC. Monitoring. In: Chapter 6: treatment of LTBL. Core Curriculum on Tuberculosis (2000) [Division of Tuberculosis
Elimination Web site]. Updated November 2001. Available af: hitp:fwww.cdc.qovitbipubs/corecurrfindex.htim . Accessed
July 11, 2006.

¥ CDC. Module 9: patient adherence to tuberculosis treatment. Se/f-Study Modules on Tubercuiosis (Division of
Tuberculosis Elimination Web site]. 1899:6. Available at: http:/fwww.phppo.cde.goviphtnitbmodules/Detfault.him .
Accessed July 3, 2006, '

* County of Los Angeles Tuberculosis Confrol Program. Tuberculosls Contral Program Manual: 2003 Edition:2-10.
Available at: hitp:ifwww lapublicheal(th org/tb/TBManualTBmanual.pdf . Accessed February 1, 2007.

¥ ©CDC, NTCA. Guidelines for the investigation of contacts of persons with infectious tuberculosis: recommendations from
the National Tuberculosis Controllers Assoclation and CDG. MMWR 2005;54(No. RR-15): 19.

¥ CDC. Reglmens. in: Chapter 6: treatment of LTBI. Core Curriculum on Tuberculosis (2000). August 2003.

* County of Los Angeles Tuberculosis Control Program. Tubereuwlosis Controf Program Manual: 2003 Edition:2.10.
Available at: hlto://iwvay [apublicheaith.orgib/T BManualTBmanual.pdf . Accessed February 1, 2007,

¥ CDC. Targeted tuberculin testing and treatment of latent fuberculosis Infection. MMWR 2000;49(No. RR-6): 35.

ARIZONA TUBERCULOSIS PROGRAM MANUAL Treatment of Latent Tuberculosls Infection 8.26

REVISED 12]g4/07



