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What are 
biologics? 

Biological drugs = Biologics 

Produced using a living system, 
such as a microorganism, plant 
cell or animal cell 

Larger, more complex molecules 
than typical drugs that are 
“small molecules” 
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Figure 2 Biologic agents can inhibit immunity to pathogens 
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The Role of Cytokines in TB 

 



Let’s focus on the role of TNF-α in 
Tuberculosis 
• TNFα is responsible for the proliferation and differentiation of 

immune cells as well as their migration  

• Phagocytes in the lung and the invading Mtb, results in the 
production of multiple proinflammatory cytokines, including TNFα  

• As infection progresses, TNFα plays a role in coordinating the 
chemokine response within the lung and in facilitating the 
development of the granuloma 
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Does treating for LTBI in these cases really 
help?  YES 
• Carmona L, et al. 2005. 

• Decrease in active TB disease rates by 78% 
 

• Liao TL, et al.  2016 
• Incidence of TB in patients on anti-TNF-α treatment who HAD received LTBI 

treatment vs. incidence of TB in patients on anti-TNF-α treatment who HAD NOT 
received LTBI treatment 

• Etanercept (0/487) and rituximab (0/60) who received LTBI treatment developed TB, 
vs. Etanercept (121/26,880) and rituximab (2/6,119) who did not receive LTBI 
treatment.  

• One patient on adalimumab who had received LTBI treatment (1/459) developed TB 
vs. 66 patients with TB out of 10,713 patients on adalimumab who had not received 
treatment for LTBI. 
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When is it OK to start on anti-TNF-α Therapy 
after LTBI treatment has been started? 
• Different organizations/societies say different things 

• Most say no need to wait or wait one month 

• I agree with the American College of Rheumatology:  unless these 
biologics are urgently needed (which is very rare), wait one month 
after LTBI treatment has been started 



Do we need to obtain TB testing yearly? 

• All patients should be monitored for signs/symptoms of TB for at least 6 months post cessation of 
anti-TNF-α therapy. 

• No need to perform routine CXRs while on therapy (for those with an initial normal CXR) 

• American College of Rheumatology (ACR) and CDC recommend yearly IGRA or TST only for those 
patients who have risk factors 

• Close contacts of persons known or suspected to have active tuberculosis 
• Foreign-born persons from areas that have a high incidence of active tuberculosis (e.g., Africa, Asia, Eastern 

Europe, Latin America, and Russia) 
• Persons who visit areas with a high prevalence of active tuberculosis, especially if visits are frequent or 

prolonged 
• Residents and employees of congregate settings whose clients are at increased risk for active tuberculosis 

(e.g., correctional facilities, long-term care facilities, and homeless shelters)  
• Health-care workers who serve clients who are at increased risk for active tuberculosis  
• Populations defined locally as having an increased incidence of latent M. tuberculosis infection or active 

tuberculosis, possibly including medically underserved, low-income populations, or persons who abuse drugs 
or alcohol 

• Infants, children, and adolescents exposed to adults who are at increased risk for latent M. tuberculosis 
infection or active tuberculosis. 



For patients on TB disease therapy, how long 
should I wait until I start the biologic? 
• No consensus here 

• Many would say to wait to start the biologic until TB disease therapy 
has been completed 



In 
summary… 

• Risk of TB reactivation varies with biologic 
agent/drug 

• Highest risk is with anti-TNF-α treatment 
(specifically, infliximab and adalimumab) 

• Risks of other biologics (including Janus 
Kinase inhibitors) is unclear, so look at 
package insert and follow those 
recommendations 

• Until we know more, any patient that is 
starting on a biologic and janus kinase 
inhibitor should be screened for TB disease 
and treated for latent TB infection (if 
applicable) 
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