
 

 

 

June 18, 2012 

 

Center for Devices and Radiological Health 

Office of In Vitro Diagnostic Device Evaluation and Safety 

Food and Drug Administration 

5630 Fishers Lane, Rm. 1061 

Rockville, MD 20852 

 

Re: Docket No. FDA-2012-N-0159 

 

 The Association of Public Health Laboratories (APHL) appreciates the opportunity to 

comment on the proposed rule to reclassify nucleic acid-based in vitro diagnostic devices 

for the detection of Mycobacterium tuberculosis (MTB)-complex in respiratory specimens 

from class III (premarket approval) to class II (special controls).  APHL supports the 

reclassification of nucleic acid-based systems for the detection of MTB-complex.  

However, we have some concerns that we ask the Centers for Devices and Radiological 

Health to consider.  The proposed rule as written in the Class II Special Controls Guidance 

Document may have minimal impact on the approval and/or development of current or 

future products for detection of M. tuberculosis in the United States (US) for the following 

reasons: 

 

 We believe the draft guidance should also make recommendations on 

reclassification of molecular devices that include detection of mutations associated 

with drug resistance.  With increasing prevalence of drug-resistant tuberculosis 

worldwide [1], simultaneous rapid detection of M. tuberculosis and mutations 

associated with drug resistance will enable clinicians and healthcare providers to 

make early decisions on appropriate drug therapy. 

 

 We believe the recommendations should apply to multiplexed nucleic acid-based in 

vitro devices, so that future multiplex assays either consisting of the detection of 

MTB-complex in conjunction with other pathogens or in combination with 

detection of mutations associated with drug resistance may qualify for FDA class II 

submission.  A well designed multiplex assay with the proper internal controls can 

be a robust and reliable diagnostic tool. 

 

  The exclusion of “devices for the detection of MTB-complex antigens” may limit 

research and broad-based technologies such as micro-chip assays.  This could 

potentially stunt innovations and slow development and/or implementation of more 

advanced diagnostic tools. 

 

 



 

There are good reasons for devices that detect drug resistance to be included 

in the reclassification of molecular devices for the detection of M. tuberculosis. The 

availability of FDA-approved rapid molecular diagnostic tests provides benefits to 

the patients that outweigh the risks of potential false-positive and false-negative 

[2].  Also, molecular methods are supplemental tests that are performed in addition 

to culture and phenotypic methods.   

 

Reclassification of molecular devices for the detection of MTB-complex 

may encourage and increase development of assays for the diagnosis of 

tuberculosis and facilitate the availability of FDA-approved assays on the market.  

The incidence of tuberculosis is declining in the US. Of all cases in persons with 

known national origin, 62.5% are foreign-born individuals [3].  At the same time, 

the prevalence of drug-resistant tuberculosis is increasing worldwide [1].  

Therefore, newly developed assays that simultaneously detect M. tuberculosis and 

mutations associated with the presence of drug resistance will be more beneficial in 

the US. Rapid and accurate tests for detection of M.tuberculosis and drug resistance 

may help prevent further spread of multidrug-resistant tuberculosis.  Failure to 

include these in the reclassification of molecular diagnostic devices for M. 

tuberculosis may result in the US lagging behind in the implementation of new 

technologies that may assist in combating this potential global health emergency.   

 

 

 

Sincerely, 

 

 
 

  

Scott J. Becker, MS  

Executive Director  

 

APHL represents governmental laboratories that detect and monitor public health threats. 

APHL’s members include state, territorial, and local public health laboratories; state 

environmental testing laboratories, state agricultural and food safety laboratories; and 

individual scientists, public health officials, and academicians. 
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