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I.A.
The document refers to the reclassification of HIV resistance assays as a Class II device with special controls as a possible change.  It is our understanding that the reclassification has already been done and that this document tells what special controls are required.  Is this understanding correct?

I.C.
“Rigorous” and “less rigorous” are not clearly defined terms.  Examples of testing that might be required would be helpful.
I. D.
Why is the paragraph on analyte specific reagents included in this draft guidance for getting IVD approval of HIV resistance assays? 

III. Can examples be added to the guidance document, showing the limitations that could be imposed upon labeling if less extensive analytical data were submitted along with clinical data or guidance about the expected nature of the clinical data that would allow no limitations?

III.A.1  
Has there been any thought about how to validate the phenotypic prediction algorithm for the case in which all mutations detected in Tables A and B are not detected by the assay? 

III.B.1.a  
In several places, this section refers to assays which employ sequencing technology.  Can this be rephrased so that assays which are not sequence based are included?   


For Example:  Under bullet 4, “You should submit to FDA the identity of any specific mutations at the nucleic acid level that are known to be unusually difficult to characterize or detect if they contribute to the interpretation algorithm you use in reporting results.

Under bullet 6, perhaps, “When using a clinical specimen for these studies, you should characterize the specimen’s viral swarm by testing at least 10 molecular subclones.”

III.B.1.b
Can you give more detail about what the clinically relevant viral load is?  

III.B.1.c.
We recommend that this be re-phrased:  “You should conduct studies similar to those described in III.B.1. a & b, immediately above, to show that the assay can detect all mutations that are used in the interpretation algorithm.”  

III.B.2.
The sensitivity of the assay is, to an extent, contingent on the target amplification step of the assay.  This guidance document seems to primarily address post amplification testing.  Does this document need to include the amplification method utilized or better define sensitivity criteria?


Is the term “analytical sensitivity” broad enough to include the smallest viral load that can be detected, (which relates to the amplification step), the ability of the assay to detect codon degeneracy, errors in detecting multiple mutations and so forth?

III.B.2.a-b. 
There are several issues involved in testing mimimal proportions of mutants and minimal viral loads.  The testing of mutants of low proportion in viral samples involves the efficiency of extraction, the selection of the appropriate primers, and at the detection step, the specificity of the assay for the possible viral sequences for the mutation.  

III.B.6.
This paragraph is about assay Specificity,  but starts with a sentence addressing analytical sensitivity.

III.B.9.  
The sample collection and handling conditions testing relates primarily to the extraction and target amplification step of the assay, not the sequence determination step of the assay.   

III.D1.  
Our reading of this section is that some random selection of patients with a viral load at LoD – 4xLoD is required, but that the very rare mutations may be filled in with dilutions of characterized samples.   This will present a great specimen acquisition challenge.  Why is it not as informative to establish the assay sensitivity using samples from people on different antiretroviral therapies by diluting those samples as necessary to challenge the assay analytical sensitivity?  

Additionally, the request to sequence 40 subclones from each isolate seems extreme.   

IV. Since it is really a combination of mutations that confer resistance, and the algorithms used might be more important than the individual mutations, is it possible that different interpretation algorithms might achieve the same clinical results with fewer or different mutations than those shown on Tables A and B?

Tables
Tables A-E are referenced to Hirsch, 2000.  How was the leap made, from the Hirsch article, which includes information presented in Tables C-E only, to Tables A and B? 
General
In the document, the issue of proving substantial equivalence to an approved method is not mentioned directly, although VGI mentioned during their teleconference that this would be the road for other companies to follow, in registering their HIV resistance assays.  As the checklist for traditional 510k submissions clearly mentions the comparison with a legally marketed equivalent device as a must, we would very much like the FDA to explain how they see the combination of substantial equivalence data and this guidance document.
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