MA LTBI ECHO Key Take-Home Points, Session #3 12/17/20

1.  When there is a concern for active TB disease, a different diagnostic algorithm should be considered than what we typically do for latent TB infection. Our TST and IGRA tests are designed to help us identify patients who might have latent TB infection and are not useful in active TB disease since TB disease itself impacts immune response and therefore, these tests can be falsely negative. If a patient has concerns for active TB disease, a chest x-ray and sputum collection are great first steps. In this case, the positive IGRA may increase our suspicion for TB disease, however, it should not necessarily change our management initially. Chest x-ray and sputum should happen concurrently with a consultation to a specialist. Additionally, this patient should be worked up appropriately for a chronic cough and hemoptysis. In primary care, this would include an expanded history and physical examination for possible autoimmune/systemic conditions which would help us decide if this patient should have additional laboratory testing done. At the minimum, Hgb/Hct would be helpful to ensure that hemoptysis has been mild and has not led to an anemia. A CT scan would be a useful addition here since the patient is a smoker and chronic bronchitis and bronchiectasis (if pt has had hx of lung infections) can both cause hemoptysis. 

2. Once the above workup is completed and let's say that TB disease has been ruled out, then and only then, should we consider the positive IGRA and whether or not this is a true positive. If risk of exposure is suspected, then we could go ahead and treat this patient for LTBI. Of course we would want to also take into consideration his HCV as well as if he is found to have an autoimmune disorder that may prompt treatment with medications that might interfere with LTBI treatment. If his risk of exposure is low, a TST could be useful here to help us make a decision about treatment.
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1. It is always worthwhile to reach out to TB experts or members of the hub team to discuss difficult cases. Particularly in patients with underlying medical conditions, experts are more than happy to provide guidance and think through patients together. In the situation of this teenager with worsening neutropenia on rifampin, the FHCW team had called Dr. Bernardo who provided guidance to stop medication, repeat labs in a week and if no improvement, refer to heme. When in doubt about side effects, stop the medication and reassess!
2. There is nothing magic about 4 months of RIF (or 9 months of INH). As we know, shorter-than-recommended durations of treatment may offer some protection against conversion to active TB (as with 6 months of INH), but there is no data on the efficacy of <4 months of rifampin. That said, stopping a few days shy of the full 120 doses (as the patient in question did, stopping 11 days before completion) likely offers comparable protection. A patient who stops at 3 months or less of rifampin does need to be re-treated for LTBI. 

Pearls from Dr. Bernardo’s update about nitrosamine contamination of rifamycins:
1. The latest estimate is that it will take ~3 years to resolve the issue with nitrosamine contamination of rifampin and rifapentine. We may need to get comfortable with using INH in most patients for this period.
2. Rifapentine production has been suspended as of June 2020. See https://www.cdc.gov/tb/publications/letters/reported_rifapentine.html. At this time we should not be starting new courses of 3HP. 
3. Rifabutin does not contain nitrosamines. There may be data in the future about using this for LTBI treatment.
4. Rifampin still needs careful, cautious consideration. Most patients should not be initiated on rifampin given the FDA advisory, but for those who may derive a clear benefit from this over other LTBI regimens, we should be having thorough risk/benefit discussions. We talked about how to frame the risk of nitrosamine contamination with patients, especially given that nitrosamines are present in regularly consumed food items such as cooked meats and beer, but that added exposure does incur risk of carcinogenicity.
