Docket: 2003D-0493 Guidance for Industry

Powder Blends and Finished Dosage Units - Stratified In-Process Dosage Unit Sampling and Assessment

Comments on Current Draft

1. In Scope (lines 67-71), the document states that "traditional powder blend sampling and testing" can be used to comply with cGMPs.   This, or another document, should address minimum requirements for industry to document that the traditional approaches in use meet the burden of cGMPs.   For example, does this infer that unless traditional approaches can correlate blend sample data with finished product data, the agency will deem the approach inadequate?   In other words, the current industry approach may demonstrate process adequacy by showing that Beginning, Middle, and End blend samples and a typical content uniformity analysis (10 samples from across the batch) meet requirements.   In this document, the minimum number of tests to establish the same conclusion would be 30 blend samples and 60 tablets samples.   Will FDA accept our historical approach as meeting traditional requirements or judge it as inadequate?  The ambiguity regarding existing products needs to be clarified.
2. In Scope (lines 95-97), the document indicates that extremely low or high dose products "may call for more rigorous sampling than that described in this guidance...."   A couple comments: a) no reference or other scientific rationale or other guidance on sampling approach is offered and b) this may impact Industry significantly because the historical approach for products with high concentrations of active is to do less rigorous sampling and testing, as can be seen in the USP test for content uniformity for products containing 50mg or more of an active ingredient that compromises 50% or more (by weight) of one tablet where weight variation can be substituted for chemical analysis.
3. In Scope (lines 136 – 141) does this mean industry must conduct any blend uniformity testing in triplicate to assess “location variability”?   Does this proposal apply to development phase or routine validation as well? 

4. In Scope (lines 148 – 152 and 153 – 157) the two paragraphs are unclear since it appears that in addition to minimum 140 samples collected throughout compression, there is a requirement to collect 7 additional samples from “significant event” locations.

5. In Scope (lines 160 – 162) besides physical transfers being considered a “significant event” in the blending process, what other things should be considered a “significant event”?   Blending time, order of addition – they are all “significant events” but the only assessment required is on final blend. 

6. In Scope (lines 179 – 181) in this comparison what is the rationale and how/what should acceptance criteria look like in a final summary? 

7. In Scope (lines 199 – 204) it appears that sampling from the blender is mandatory whether it is a scale-up or validation lot.  It contradicts the earlier statements in this guidance concerning the fact that either blender or receiving container could be selected for sampling.  While it might be appropriate to sample powder from blender during development phase in order to establish optimum time and correlation between blender uniformity and receiving container uniformity, it is definitely unnecessary to sample from the blender during validation lots manufacturing.

8. In Scope (line 251 – 259) the described approach is extremely challenging to implement in terms of basic logistics.  Why not just evenly space the process out and sample?   By sampling the Beginning, Middle and End plus speed and hopper studies it would cover the significant events.

9. In Scope (line 276) the proposed RSD limit of ≤ 4.0% is too restrictive. USP allows up to 7.8% for 30 samples with more restrictions placed on individual values.  The entire concept of “readily pass” vs. “marginally pass” does not guarantee manufacturing of better quality products – just more testing.

10. In Section VI. B. (line 284), the document instructs companies to utilize the Standard Verification method (SVM) described in Section VII.  However, Section VII uses the terminology of Standard Criteria Method (SCM) with no mention of SVM.   Also, a reference to MVM is included in line 385 (should be MCM).
11. In Scope (lines 310-315) is this procedure intended to replace normal release testing or, in case of coated products, supplements standard release with testing of compressed tablets?   What happened to randomization as a driving concept in any statistical selection?
12. In Scope (lines 419 – 421) the proposal allows a company to take and develop their own approach to blend uniformity.  How will the agency view a submission using a company developed testing schemes?  
13. Attachment 1 --- There is confusion about the "diamond" in lines 502-504 which states "Is mixing problem identified?"  This comes after assaying the 2nd and 3rd blend samples from each location.  Criteria need to be listed in this diamond to direct how to proceed.  For example, perhaps this should state that the RSD of this set of samples (10 + 10 = 20) be less than 5.0% and all individuals within 10% of mean.  If so, proceed to the "yes" branch toward dosage unit analysis.  If not, proceed to "no" branch and conclude that the "Blend is not uniform”.

14. Under this plan, is blend uniformity testing required for ongoing production if adequacy of the process is verified during development?  

15. Overall, we feel the document could be written with more clarity.  Several of our questions above should have been readily discernable, but were not despite repeated attempts to comprehend the proposal. 
