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Introduction 

T
uberculosis (TB) is caused by infection by the bacteria 
Mycobacterium tuberculosis. Clinically, TB can present 
in 2 patterns: TB disease and latent TB infection 

(LTBI).  
1. TB disease is defined as a symptomatic infection 

with characteristic and suggestive findings based 
on the anatomic site of infection. For example, 
pulmonary TB disease often presents with a com-
bination of cough, fever, night sweats, and changes 
on chest radiography (CXR). 

2. Latent TB Infection, in contrast, is defined as an 
asymptomatic infection with M. tuberculosis. Ho-
wever, these patients harbor viable organisms and 
are at risk for developing symptomatic infections 
(ie, TB disease) in the future. These patients are not 
contagious and cannot spread TB to other people.1  

Understanding these definitions is a critical first step 
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when TB testing is considered or ordered. Importantly, 
the terminology around tuberculosis has been updated, 
and therefore, older publications may use the historic 
terminology. These terminology changes occurred in 
1999 when the American Thoracic Society updated its 
guidelines.2 TB disease was previously referred to as “active 
TB” and LTBI was called “latent TB” or “TB infection.” 
Likewise, the terms for LTBI treatment were updated from 
“preventive treatment” to “treatment of LTBI.”2 

 
Tuberculosis Burden 
Tuberculosis remains a leading cause of morbidity and 
mortality worldwide with an estimated 13 million in-
dividuals in the United States currently infected with 
M. tuberculosis.3 The Centers for Disease Control and 
Prevention (CDC) monitors TB in the United States, 
and more than 9,000 cases of TB disease were reported 
in 2023.4 Approximately 5-10% of immunocompetent 
patients with LTBI will develop TB disease at some point 
in their lifetime, however, appropriate screening and 
treatment of LTBI is approximately 90% effective at 
preventing progression to TB disease.5 The United States 
Preventive Services Task Force’s (USPSTF) recommen-
dations focus on the value of screening specific pop-
ulations of asymptomatic adults to capture cases of LTBI 
and prevent progression to TB disease.3  
 
Epidemiology of Tuberculosis 
The prevalence and incidence of TB cases vary geograph-
ically within the United States with the highest levels 
occurring in New York, Florida, Texas, and California.6 

Nearly three-fourths of cases of TB disease in the United 
States occur in individuals born in another country, and 
most of these cases of TB disease result from progression 
of LTBI to symptomatic disease.7 There are also significant 
ethnic disparities in the prevalence of TB with higher 
rates among Native Hawaiian, Pacific Islander, Asian, 
Native Americans, Alaskan Natives, Hispanic or Latino, 
and Black or African American patients.4 Social deter-
minants of health (SDoH) also play a strong role in the 
risk of LTBI and TB disease.3  

Since 2020, after nearly 3 decades of decline, there has 
been a slight increase in cases and incidence rates.4 This 
increase has been attributed to disruptions in TB surveil-
lance and treatment during the COVID-19 pandemic as 
public health resources were reallocated to mitigate the 
spread of COVID-19.4 Furthermore, the United States 
has also seen a dramatic increase in levels of immigration 
since pandemic lock-downs, which may be related to ris-
ing rates of TB.4 In fact, 2023 saw the highest number of 
new TB disease cases the United States in over a decade 
(9,633 cases).4 These trends underscore the importance 
of investing in robust TB surveillance programs. Given 
that urgent care (UC) is the first (and often only) contact 
with the healthcare system for many patients, we play a 
critical role in supporting these efforts.  

Improving surveillance begins with an understanding 
of patients at increased risk for TB. Risk factors for LTBI 
and TB disease include: 

� Those with known close contact with someone 
with TB disease 

� Children <5 years of age (with confirmed exposure 
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Table 1. Tuberculin Skin Testing Interpretation 
Induration Greater Than or Equal to 5mm Induration Greater Than or Equal to 10mm Induration Greater Than or Equal to 15mm

Measured induration of 5mm or more 
considered positive for the following 
populations: 
• HIV+ 
• Recent contacts of people with 

infectious TB disease 
• Fibrotic changes on CXR 
• History of organ transplant 
• Immunocompromised, including 

patients on prolonged corticosteroids 
equivalent to or greater than 15mg of 
prednisone per day, and those on anti-
TNF agents

Measured induration of 10mm or more 
considered positive for the following 
populations: 
• Born in a country with high prevalence of 

TB (eg, Latin America, the Caribbean, 
Africa, Asia, Eastern Europe, and 
Russia)3  

• Drug or alcohol misuse 
• Handling mycobacteria in a lab 
• Residence in a congregate living setting 

(eg, nursing home, correctional facility, 
or shelter) 

• Medical conditions that increase risk for 
TB (eg, diabetes mellitus; severe kidney 
disease; silicosis; cancer of the head, 
neck, or lung; and patients with history 
of gastrectomy or jejunoileal bypass 
surgery)

Measured induration of 15mm or more is 
always considered positive 

Table adapted from reference 1



to TB disease; this population is also at higher risk 
of converting from LTBI to TB disease) 

� Immigrants from areas of high prevalence 
� People experiencing homelessness 
� Intravenous drug users 
� Patients with HIV infection 
� Healthcare workers 
� Residents in congregate living situations 
� Those who work with high-risk populations 
� Those with impaired immune systems due to con-

ditions such as substance misuse, silicosis, diabetes 
mellitus, severe kidney disease, low body weight, 
organ transplant, malignancy and those using im-
munosuppressant medications (eg, high-dose 
chronic steroid use, tumor necrosis factor alpha 
inhibitors, biologic agents)8  

 
Tuberculosis Signs and Symptoms: Distinguishing LTBI 
From TB disease 
By definition, LTBI is asymptomatic. Importantly, those 
with LTBI also cannot spread the infection to others.5 
In contrast, patients with TB disease are symptomatic 
and contagious.1 TB disease most commonly affects the 
lungs, and patients with pulmonary TB commonly ex-
perience prolonged cough (ie, >3 weeks in duration), 
chest pain, and/or hemoptysis.9 Extrapulmonary TB 
disease symptoms may occur from infection of the 
pleura, lymph nodes, meninges, central nervous system 
(CNS), pericardium, and bone.10 Other systemic symp-
toms include “B symptom” type complaints such as 
weakness, fatigue, weight loss, decreased appetite, fever, 
chills, and night sweats.9 

 
Who Should Be Tested or Screened for TB? 
The terms “screening” and “testing” are often used in-
terchangeably, and the terms are not specifically defined 
in the literature. For purposes of this review, screening 
indicates evaluation and testing of asymptomatic pa-
tients for employment or other purposes. This is the 
type of patient visit most likely to occur in UC settings. 
Testing will be used to describe diagnostics used to eval-
uate patients who are either at-risk for LTBI, at risk for 
progression from LTBI to TB disease, or who are symp-
tomatic with concern for TB disease.  

The USPSTF and CDC recommend screening asymp-
tomatic patients at higher risk M. tuberculosis infection 
or those at high risk of progression to TB disease (from 
LTBI) if infected with M. tuberculosis.3 This involves risk 
assessment, symptom evaluation, and either tuberculin 
skin test (TST) or interferon-gamma release assay (IGRA).3 

According to the CDC, patients with signs and symp-

toms suggestive of possible TB disease should be tested.9 
Conversely, screening for the general population is not 
recommended because of the risk and consequences of 
false positive test results.11 The USPSTF has specific 
guidelines for populations at risk.3 In the United States, 
a large proportion of TB screening encounters in UC 
are among healthcare workers or others with occupa-
tional health requirements for testing.   

 
Screening Test Options for LTBI: ‘The Skin Test or the 
Blood Test?’  
Two screening test options for LTBI are available in the 
United States: the TST and the IGRA.1 The TST, Mantoux 
test, and purified protein derivative (PPD) test all refer 
to TB skin testing, and the terms are often used inter-
changeably. The Mantoux test is an eponym for the 
physician who developed the skin testing technique 
used in TST; PPD refers to solution which is injected in-
tradermally for a TST.12 Both TST and IGRA tests are 
equivalent in assessing the future risk of TB disease, 
and selection should be determined by factors such as 
test availability, convenience, and cost.1  

The TST involves injecting 0.1mL of tuberculin—a 
purified protein derivative of the bacteria that causes 
TB—intradermally (usually on the forearm) and meas-
uring the length of induration (not erythema) after 48-
72 hours.12 Any reaction over 15mm is considered pos-
itive, however, reactions less than 15mm may also be 
positive based on individual risk factors.1 Based on these 
accepted criteria/definitions, a 2023 systematic review 
found that the pooled sensitivity and specificity of the 
TST were between 60-80% and 90-95% respectively.7  

While interpretation of the TST seems straightfor-
ward, there are common pitfalls to be aware of. To in-
terpret a TST, the clinician must consider both the size 
of induration and the patient’s risk of LTBI. When 
reading a TST, the response should be recorded in mil-
limeters of induration rather than simply “positive” or 
“negative.”1 A response under 5mm is negative, and a 
result greater than or equal to 15mm is always positive, 
regardless of risk factors.1 Patients with positive TSTs 
should be referred to the local public health department 
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for further assessment.1 Any induration from 5-15mm 
in size requires more information about the patient’s 
medical and social history to allow for appropriate in-
terpretation. The risk factors to be considered when in-
terpreting the TST are described in Table 1. 

The IGRA is a blood test that measures antigens that 
are largely specific to the M. tuberculosis bacteria.13 The 
QuantiFERON-TB Gold In Tube and T-SPOT.TB test are 
the 2 most widely available FDA-approved IGRA blood 
tests for TB testing/screening used in the United States.13 
Because these tests measure an antibody-related immune 
response to M. tuberculosis, they are preferred for patients 
who have received the Bacillus Calmette-Guérin (BCG) 
vaccine, which is commonly used in countries outside 
of the United States.13 Patients will typically have a pos-
itive IGRA test within 6-8 weeks of TB infection, however, 
IGRAs do not distinguish between LTBI and TB disease.13 
The 2023 systematic review of TB screening test charac-
teristics found that IGRA had a pooled sensitivity and 
specificity of 80% and 95%, respectively—similar to that 
of TST.7 Additional advantages and disadvantages to this 
test are identified in Table 2.  
 
Special Screening and Testing Considerations 
BCG Vaccination  
While the BCG vaccine is not available in the United 
States, it is often administered in countries where TB 
infection is common.3, 12 Individuals who have received 
the BCG vaccine are more likely to have false positive 
TSTs due to cross-reactivity.12 Therefore, the CDC rec-
ommends to screen and test for TB using the IGRA in 

such patients, however, TST is not strictly contraindi-
cated in this population.5, 12 
 
Healthcare Workers 
According to the CDC, healthcare workers should be 
screened upon hire, but annual screening is only rec-
ommended if ongoing TB exposure is expected. Instead, 
individual risk assessments and TB questionnaires eval-
uating for signs and symptoms of TB should be used in 
lieu of an annual TB screening test.15  
 
Immunocompromised Patients 
Immunocompromised patients are at higher risk of pro-
gression to TB disease. This includes patients living with 
HIV, organ transplant, end stage renal failure on dialysis, 
cancer, and silicosis.16 In addition, drugs that suppress 
the immune system are a risk factor for progression to 
TB disease, including tumor necrosis factor alpha (TNF) 
antagonists, biologics, steroids with daily dose of greater 
than or equal 15mg equivalent of prednisone, chemo-
therapy, and antirejection prophylaxis.16 In addition to 
higher risk of progression to TB disease, immunocom-
promised individuals often will not mount enough im-
mune response to TST or IGRA testing, leading to false 
negatives.16 A taskforce with members from the CDC, 
the American Thoracic Society (ATS), and the Infectious 
Disease Society of America (IDSA) recommend repeat 
testing in this population because of high risk of pro-
gression from LTBI to TB disease.17 This involves per-
forming either TST or IGRA and doing a second test if 
the first test is negative.17 Routine screening with both 
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Table 2. Tuberculin Skin Testing vs Interferon-Gamma Release Assays 
TST Advantages TST Disadvantages 

• No special equipment required 
• Inexpensive (<$20) 
• Long history of use in diagnosis of LTBI 
• Well established criteria for skin test conversions 
• Useful in serial testing

• Requires trained staff 
• Variability in administration and interpretation of results 
• Requires 2 visits 
• High rate of false positives 
• Cross reactivity with BCG vaccine 
• Low sensitivity if immunocompromised

IGRA Advantages IGRA Disadvantages 

• More specific to M. tuberculosis 
• Only requires 1 visit 
• Can be used in patients with history of BCG vaccination 
• Results in 24 hours 
• Not subject to bias in interpretation 
• No booster phenomenon

• Requires phlebotomy 
• Specialized laboratory equipment needed 
• No consensus on conversions for interpretation 
• More costly (approximately $85) 

Table adapted from references 1,12,13 
Cost data sourced from 2022 article regarding cost-utility in screening high risk populations, however, cost to patient may vary depending on clinic/lab location.14  
Booster phenomenon: When an initial TST is negative due to remote LTBI but follow up TST done within a year is positive. Initial TST “boosts” immune system to 
respond to the follow up TST and thus is considered a positive TST.1



modalities is typically not recommended outside of im-
munocompromised populations because of decreased 
specificity that results from this type of testing and risk 
of false positive.17 Consider using both tests when the 
risk of a poor outcome is high if LTBI is missed, or if TB 
disease is suspected and first screening test is negative.1,17 
 
Common Causes for False Negative TST Results 
Given the variability in placement techniques, false 
negatives may occur with TST, even in appropriately 
selected patients. Errors in administration can lead to 
false negative results, such as a wheal not being formed.1 
Other scenarios where the TST may result in a false 
negative include exposure to TB <8 weeks prior, history 
of live virus vaccination in the previous month, con-
current viral or bacterial illness (specifically HIV, measles, 
mumps, typhus, and pertussis), and use of immuno-
suppressive drugs. IGRA testing would be more reliable 
for use with patients with these circumstances.1 

 
History of Prior Positive Screening TB Test 
Once a person has had a positive TB test—regardless of 
TST or IGRA use—neither TB screening test should be 
used for future assessments.15,17 Patients should be re-
minded to maintain documentation of prior positive 
TB screening and any history of LTBI treatment to pres-
ent if TB testing is required later.18 In addition, serial 
CXR is not recommended in patients treated for LTBI. 
Instead, patients should monitor for symptoms of TB 
disease.18 Healthcare workers with previous positive TB 
testing but no LTBI treatment should have annual TB 
disease symptom screening and consider risks/benefits 
of treatment.17 
 
Clinical Scenarios and Discussion 
Editor’s Note: All clinical case scenarios in this article 
are hypothetical. 
Case 1: A 46-year-old man who works as a laboratory 
technician presented for a mandatory pre-employment 
TB screening test. He had a past medical history of LTBI, 
which was treated appropriately with isoniazid (INH). He 
was tested with IGRA for the employment screening, and 
the result was positive. Subsequently, the patient was 
referred to the health department for further evaluation.  

� Case Analysis: In this case, this patient has had a 
previous positive test. Patients with a history of a 
positive TST or IGRA should not have either test 
used for subsequent TB screening.15 

� Discussion: Unfortunately, there is little consensus 
or guidance in the existing literature for monitoring 
patients with a history of a previous positive TB test 

and/or those who have been treated for LTBI or TB 
disease. The use of TB screening tests and/or annual 
CXR are specifically not recommended.15 Instead, 
risk assessments and symptom checklists are pre-
ferred.15 If the patient is a healthcare worker, a base-
line assessment tool should be completed upon hire. 
The Texas Department of Health and Human Serv-
ices has a baseline assessment tool for healthcare 
personnel that can be used in this setting.19 

Case 2: A 4-year-old girl presented for TB screening as 
part of a physical examination for her visa application. 
She was born in a country with a high prevalence of TB 
disease and her parent reported that she received the 
BCG vaccination. The clinician performed a TST. On 
follow-up, 20mm of induration was noted, and the pa-
tient was referred for a CXR, which was normal.  

� Case Analysis: While the TST is the preferred test 
in children <5 years old, the IGRA test would have 
been more appropriate in this situation because 
the TST is not recommended in patients who have 
received the BCG vaccination.13  

� Discussion: TST is not contraindicated in patients 
with a history of BCG vaccine, but clinicians 
should be aware of increased risk of false positives. 
Because of this, the CDC recommends IGRA in 
this population.12,13 

 
Case 3: A 19-year-old man presented for TB screening 
prior to incarceration in the county jail. A TST was 
placed, but the patient failed to return in 72 hours for 
evaluation. The patient had to pay a fine for failure to 
present for TB screening results, and booking into county 
jail was delayed until another TST could be performed.  

� Case Analysis: IGRA testing is a much more prac-
tical option for patients with logistical issues com-
plicating 48-72 hour follow-up, as was the case 
with this patient.  

� Discussion: As both the TST and IGRA tests have 
similar test characteristics, other patient factors, 
like cost and the ability to return for a second visit, 
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should be considered when selecting the best test.  
Given the frequency of TB screening related visits in 

UC, centers should develop guidelines for clinicians 
with clear inclusion and exclusion criteria for each test 
to ensure uniformity of practice. 
 
Diagnosis of LTBI and TB Disease 
The diagnosis of TB disease is based on clinical judgment 
and expertise, as there are no diagnostic criteria to dia-
gnose this condition definitively. All patients with a 
positive TST (depending on underlying patient charac-
teristics) or positive IGRA test should be evaluated to 
determine what the positive test represents (ie, LTBI, 
TB disease, previously treated LTBI, previously treated 
TB disease, or history of BCG vaccine).  

When clinical symptoms prompt clinicians to rule 
out TB disease, a detailed history and physical eval-
uation must be performed. Additional confirmatory 
testing is typically indicated. For pulmonary TB disease, 
this may include sputum acid fast bacilli (AFB) smears, 
sputum nucleic acid amplification testing (NAAT), and 
sputum TB culture (the gold standard microbiologic 
test for TB disease).11 Of note, a CXR should be per-
formed on patients with suspected TB disease.20 CXR is 
most commonly normal, yet additional CXR findings 
may include hilar/mediastinal lymphadenopathy 
(15%), pleural effusion (3%), and segmental or lobar 
pulmonary consolidation (frequently in the upper 
lobes) (20%-40%).4,21 For extrapulmonary TB disease 
with a fluid source (ie, pleural, cerebrospinal fluid, peri-
toneal, pericardial), suggested testing includes cell 
count, chemistries, adenosine deaminase levels, Inter-
feron-gamma, AFB smears, NAAT, and TB culture. For 
extrapulmonary TB disease with a solid source (bone, 
lymph node), suggested testing includes histological 
exam (ie, biopsy) and TB culture.10,22  

The risk of progression to TB disease is greatest in the 
first 2 years after infection and among those with un-
derlying immunosuppression.11 LTBI screening should 
be done for before patients are started on immunosup-

pressive therapies such as TNF antagonists, systemic 
corticosteroids (equivalent to/greater than 15 mg of 
prednisone per day), or immunosuppressive drug ther-
apy following organ transplantation.11  
 
Treatment for LTBI and TB Disease 
The CDC advises against screening or testing patients 
for TB if adequate follow-up cannot be assured.11 As 
such, it is critical that UC clinicians have a relationship 
with local public health departments that can facilitate 
further evaluation and treatment. If a patient presents 
with clinical signs or symptoms of TB disease, the pa-
tient should be placed in a surgical mask and transferred 
to the local emergency department (ED) for further 
medical evaluation.11 If a patient is not clinically ill but 
there is suspicion for TB disease or LTBI, they should be 
placed in a mask and referred to the local public health 
department, following local guidelines.11  

When considering LTBI and TB disease, patients can 
be divided into 2 related categories: those with a high 
risk of exposure to TB; and those at high risk of pro-
gression to TB disease once infected. Testing and treat-
ment should be tailored based on the patient’s risk for 
exposure and/or disease progression. If a patient is in 
neither category, and therefore low-risk for having LTBI 
or TB disease, screening is discouraged.11  
 
Treatment of LTBI 
Treatment of LTBI has evolved considerably over recent 
years. Months long daily regimens have been replaced 
with more simplified treatments that are both effective 
and shorter in duration. While daily medication is an 
option, one of the preferred regimens recommended by 
the CDC now consists of only 12 total doses over the 
course of 12 weeks. These changes have improved med-
ication adherence and reduced adverse drug reactions.24 

If the decision is made to proceed with LTBI treat-
ment, collaboration with local public health is impor-
tant. Additionally, the patient should be informed of 
drug-drug interactions and possible side effects. Patients 
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Table 3. High Risk Factors for Tuberculosis Exposure and Progression of Disease 
High Risk of TB Exposure High Risk of Progression to TB Disease

• Contacts of patients with TB disease 
• People born in or living in countries where TB is common23 

• People living in congregate settings where TB is more common, 
such as correctional facilities or homeless shelters 

• Employees of congregate living settings 
• Healthcare workers caring for TB patients

• People living with HIV/AIDS 
• Children <5 years of age 
• People with TB infection less than 2 years prior 
• Patients who are Immunosuppressed, such as those on TNF 

antagonists, chronic steroids, or following organ transplant 
• Intravenous drug users

Table adapted from reference 11



should have monthly follow-up visits to monitor for 
adverse drug reactions, hepatotoxicity, and adherence 
to the prescribed treatment regime.25 While routine 
liver function testing is no longer recommended, testing 

should be obtained if the patient has underlying liver 
disease, risk factors for liver disease, or if the patient is 
exhibiting potential liver complications.25 Common ad-
verse reactions related to the typical LTBI treatment 
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Table 4. Latent Tuberculosis Infection Treatment Regimens 
Regimen Advantages Disadvantages

Rifampin (RIF) daily for 4 months* 
 
Adults: 10mg/kg 
Children:15-20mg/kg 
Max Dose: 600mg

• High Adherence 
• Short treatment course 
• Low rate of hepatotoxic events

• Discoloration of urine and other bodily 
fluids 

• Drug interactions including hormonal 
contraceptives, HIV antiretrovirals, and 
warfarin

Isoniazid (INH) and rifapentine (RPT) 
weekly for 3 months* 
 
Adults and Children ≥12 years 
INH: 15mg/kg rounded to the nearest 50 
or 100mg 
INH max dose: 900mg 
 
RPT: 
10–14.0 kg: 300mg 
14.1–25.0 kg: 450mg 
25.1–32.0 kg: 600mg 
32.1–49.9 kg: 750mg 
≥50.0 kg: 900mg 
RPT max dose: 900mg 
 
Children aged 2–11 years 
INH: 25 mg/kg 
INH max dose: 900mg 
RPT: as above 

• High adherence 
• Low rate of adverse events 
• Can be used in children older than 2 

years

• Potential for drug interactions, but fewer 
than with rifampin 

• Risk of hepatotoxicity 
• Some public health departments require 

directly observed treatment (DOT) for 
weekly regimen

Isoniazid and rifampin daily for 3-4 
months* 
 
Adults 
INH: 5 mg/kg 
INH max dose: 300mg 
RIF: 10 mg/kg 
RIF max dose: 600mg 
 
Children 
INH: 10-20 mg/kg 
INH max dose: 300mg 
RIF: 15-20 mg/kg 
RIF max dose: 600mg

• Can self-administer 
• Similar efficacy to monotherapy with 

isoniazid for 6-12 months

• Drug interactions 
• Risk of hepatotoxicity

Isoniazid daily for 6 or 9 months with 
pyridoxine to prevent neuropathy 
 
Adults: 5mg/kg 
Children: 10-20mg/kg 
Max dose: 300mg

• Can be administered with HIV 
antiretrovirals 

• Can be administered twice a week; some 
public health departments require DOT 
for this regimen 

• Less costly than regimens containing 
rifampin

• Requires close follow-up in those with 
underlying liver disease or alternative 
regimen 

• Risk of hepatotoxicity 
• Risk of peripheral neuropathy 
• Lower adherence due to extended 

length of treatment 

Table adapted from references  8,24,25. 
*CDC Preferred Regimen. Regimens assume susceptibility to isoniazid and rifampin. 
The above regimens are for the treatment of latent TB Infection only and not for TB disease.



regimens include vomiting, jaundice, fever, weakness, 
fatigue, change in stool color, change in urine color, 
decreased appetite, and paresthesias.25 TST and IGRA 
testing cannot be used to monitor response to treatment 
as both tests evaluate the host immune response to in-
fection and will remain positive despite treatment.11  
 
Special Populations 
HIV-Positive Patients 
HIV-positive patients should be prescribed monotherapy 
with isoniazid because of drug interactions with rifam-
pin and antiretroviral drugs. If monotherapy cannot 
be used, consider rifapentine, as there are fewer inter-
actions than with rifampin.8 Given the complexity of 
possible drug-drug interactions with antiretrovirals, 
these cases are best managed in conjunction with the 
patient’s HIV specialist or referred to an appropriate in-
fectious disease specialist.  
 
Pregnancy 
Pregnant patients who are at low risk of progression to 
TB disease should wait to initiate therapy until 2-3 
months postpartum because there is concern for fetal 
exposure to the recommended antibiotics used in LTBI 
treatment regimens.8 

 
Immunosuppression 
Increasingly, disease modifying anti-rheumatic drugs 
(DMARDs) (including methotrexate, sulfasalazine, hy-
droxychloroquine, corticosteroids, leflunomide, tofaci-
tinib, and TNF inhibitors—adalimumab, etanercept, 
and infliximab) are being used to manage many auto-
immune conditions. Screening for LTBI is indicated 
prior to initiating these agents, and if a patient is found 
to have LTBI, they should complete at least 1 month of 
an LTBI regimen before initiating the DMARD.8 
 
Healthcare Workers 
The CDC highly recommends treatment of all healthcare 
workers diagnosed with LTBI due to concern for spread 
of TB among vulnerable patients they encounter.15 An 
individual risk assessment of healthcare workers with a 
positive TB screening test should be performed to deter-
mine a diagnosis of LTBI. If the healthcare worker is low 
risk, consider a second screening test before initiating 
treatment. Following positive TST or IGRA, a CXR should 
be obtained. The CDC does not recommend follow-up 
CXRs unless symptoms develop.24,26 
 
BCG Vaccinated  
While the BCG vaccine does offer some degree of pro-

tection against severe TB disease in young children, it 
does not prevent all TB infections.27 Patients with a his-
tory of receiving BCG vaccination who have risk factors 
for TB infection should be treated for LTBI if they have 
a positive IGRA screening.28  

 
Social Determinants of Health 
Many SDoH factors increase the risk of LTBI and TB 
disease. Patients with increased community exposure 
to TB, those living in congregate housing, non-White 
racial/ethnic groups, those with medical conditions in-
cluding diabetes or HIV infection, those with limited 
access to healthcare, and those with low health literacy 
should all be considered at higher risk for TB infection.29 
The CDC recommends partnering with community re-
sources, public health departments and organizations 
such as the TB Elimination Alliance to ensure access to 
materials that are culturally and linguistically appro-
priate to mitigate risks conferred by SDoH.29 
 
Clinical Scenarios and Discussion 
Case 4: A 23-year-old female student physician assistant 
(PA) presented with a TST of 17mm, which was 0mm 
in the previous year. She had no significant past medical 
history, and her only medication was an oral contra-
ceptive. Her CXR was normal at this visit. She had no 
signs or symptoms of TB disease. Should this patient 
have been treated for LTBI? 

� Discussion: Because the risk of conversion to TB 
disease is most likely within 2 years of infection, 
and to minimize risk to vulnerable populations 
with whom the PA student is working, the treating 
physician appropriately recommended proceeding 
with treatment for LTBI. 

 
Case 5: A 33-year-old man presented with 10 days of 
cough, diffuse myalgias, subjective fever, and sore 
throat. His vital signs were normal except for a fever of 
38.5°C. He had no past medical history. He immigrated 
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“Selection of appropriate testing 
in each patient scenario is critical 

to minimize unnecessary 
anxieties and to optimize 

recognition of patients who 
require treatment.”



to the United States 1 year prior from Venezuela. A 
CXR performed in UC demonstrated a cavitary lesion 
in the left upper lobe of the lung. How should the UC 
clinician have managed this patient? 

� Discussion: This patient has high risk for TB dis-
ease, however, the patient was not clinically ill at 
UC presentation enough to require hospitalization. 
As such, appropriate care begins with placing the 
patient in a surgical mask while in UC and per-
forming further evaluation. TB testing with either 
a TST or IGRA is appropriate. As cavitary lung le-
sions have a broad differential diagnosis, ED referral 
for consideration of chest computed tomography 
(CT) is generally recommended as many of these 
lesions can have associated pneumothorax, and 
patients may benefit from therapeutic and/or dia-
gnostic aspiration.30 While TB is one possible eti-
ology for a cavitary lung lesion, it is important to 
consider other infections, including pneumocystis 
and bacterial pneumonia as well.30 Among patients 
with risk factors for TB exposure and signs and 
symptoms of TB disease who are not clinically ill, 
referral to the local public health department is 
critical once a positive TB test result returns.  

 
Conclusion 
It is vital for UC clinicians to be familiar with TB screen-
ing, testing, and treatment guidelines as well as the 
known risk factors for TB, including SDoH. Selection of 
appropriate testing in each patient scenario is critical to 
minimize unnecessary anxieties and to optimize rec-
ognition of patients who require treatment. While 
neither TST nor IGRA are perfect tests, they both have 
been extensively validated and are simple to administer 
in the UC setting. When LTBI is suspected, initiating 
treatment from UC is appropriate. With appropriate test-
ing and treatment protocols in place, UC is an ideal set-
ting to screen and treat TB (LTBI and TB disease) to min-
imize ongoing risks to our patients and communities. n 

 
Manuscript submitted October 11, 2024; accepted December 
26, 2024. 
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