
GlaxoSmithKline Comments on FDA Draft Guidance for Review Staff and Industry – Good Review Management principles for pdufa products

Overall COMMENTS

In general we believe the guidance is well written and provides a good framework for the review process. Below are several areas where we believe the guideline could be improved:

As noted in the introduction, a key aspect of Good Review Management Principles (GRMPs) is effective communication between the Agency and applicants. However, we note that the draft guidance discourages the FDA review team sharing important information regarding the targets for completing the review.  We believe it is critical that applicants have the Agency’s best estimate for specific interim milestones. This allows sponsors to be in the best position to be responsive by ensuring key personnel are available to address information requests or clarifications at critical periods during the review. Further, if the review appears to be nearing approval, there are many complex and time sensitive logistical launch activities where the Agency’s best estimate facilitates corporate at-risk decision making (e.g. when to manufacture launch supplies), thereby minimizing the lag between NDA/BLA approval and product marketing.  This is particularly critical for drugs that address a significant unmet medical need. We believe that possible issues arising from unexpected changes in the review schedule and distracting requests for updates can be minimized or deterred if the Regulatory Project Manager and the sponsor's primary contact/authorized representative agree communication ground rules at the outset of the review. 

The draft guidance focuses nearly entirely on first-action reviews of an NDA or BLA.  While we acknowledge that first cycle review is the appropriate focus, we suggest that the guidance would be enhanced if it also addresses issues pertinent to clock extensions and subsequent review cycles.

We believe that there are opportunities in the guidance to encourage utilization of electronic submission and review as a means to increase review efficiency. 

comments, annotated by section of the draft guidance

Line 153 (and 887) - We believe that FDA should apply a different standard to solicited versus unsolicited amendments to an application. Unless the basis for the FDA request is a significant deficiency in the application, we believe that solicited amendments should be reviewed within the 1st cycle. If the Agency has requested additional information and the sponsor has responded in a timely manner, applicants should not be penalized by a second review cycle. We suggest that the guidance define the difference between an information request and when a request would be considered as rising to the level of an amendment. Further, the guidance should also reflect when it is more appropriate to extend the review clock versus defer to a second review cycle in response to receipt of additional information. 

Line 211 - In order to acknowledge mechanisms to expedite the availability of innovative treatments for life-threatening and severely debilitating illnesses, we suggest that the guidance also make reference to end-of Phase 1 meetings when appropriate.  

Line 217 to 221 - We suggest reference to FDA’s guideline entitled, Formal Meetings with Sponsors and Applicants for PDUFA Products.
Lines 323 to 331 - The language in this section doesn't appear to allow for appropriate negotiation in agreeing application format issues. We suggest the guidance be modified to reflect a mutually agreed approach.

Line 343 - We suggest that the guidance define “receipt in the Central Document Room” as the same calendar day the application physically is delivered to the CDER DCR or the CBER DCC i.e. applications delivered within business hours must be logged in on the same day.

Lines 360 and 361 – We suggest that the guidance reflect that the Regulatory Project Manager (RPM) prepare an acknowledgment letter communicating to the sponsor: the assigned NDA number, the official date of receipt, the anticipated filing date, the preliminary therapeutic classification (subject to final determination and confirmation by the filing date), and the RPM contact information.  We believe that an appropriate target for completing the acknowledgement letter is 14 calendar days following receipt of the application. 

Lines 377 to 426 - We suggest that once the review team has been assigned and consult reviews and inspections have been requested, the RPG communicate this information to the sponsor. Information about the review team members is particularly valuable to applicants when reviewers not previously assigned to the IND become involved in the NDA/BLA review.  This information helps provide context for the sponsor in assessing comments/questions during review and preparing a timely response to information.  

475 - Determining Signatory Authority – We suggest that the guidance reflect that once agreed internally by FDA, the RPG should communicate this information to the sponsor.

Lines 497 to 500 (and 588 and 589) – We note that FDA has acknowledged the need for an early filing meeting for priority review drugs. We strongly agree. In order to encourage early filing meetings, we suggest that the guidance describe a suggested target for an early filing meeting in such cases. Since the pre-NDA meeting advance package and meeting discussions should allow the Agency to reasonably anticipate the therapeutic classification prior to receipt of the application, we suggest language similar to the following: “the team is strongly encouraged to schedule the filing meeting as soon as possible but within 30 calendar days following receipt of a NDA/BLA assigned a priority review classification.”

Line 519 to 540 -We suggest this section describe the need for the RPG and applicant’s authorized representative/primary contact to establish ground rules for subsequent communications. Although the draft guidance reflects the importance of coordinating all contact sponsor initiated contacts via the RPG, it is also important that FDA initiated requests are coordinated via the sponsor’s primary contact.  In certain instances, it may be desirable for a reviewer to directly contact one or more of the applicant’s scientific staff.  However, as noted for sponsor initiated contacts (lines 528 to 531) it is also important that FDA initiated interactions are agreed in advance to ensure appropriate documentation to the administrative record and information sharing among all pertinent members of the applicant’s team. 

Lines 648 and 649 and Lines 682 to 706 - We agree that expeditious communication of information requests, facilitates an efficient review.  As noted above, by keeping the applicant apprised of FDA’s best estimate of interim review targets, the Agency will facilitate a timely response to requests. It is also appropriate that the guidance remind applicants that FDA must not be expected to justify changes in their review schedule when changes in the Division’s workload or priorities require it.

Line 720 and 721 – Consistent with our prior comments, we disagree with the statement that the sponsor should be kept informed “…only of those FDA processes and timelines that clearly require sponsor input.”  We believe that the better informed an applicant is regarding the progress of the review, the better it will be prepared to provide a timely response to Agency requests. 

783 to 785 - When unresolved differences persist between primary and secondary reviewers, we suggest that the guidance emphasize that the content of the review must remain focused on a scientific assessment of the data. Reviewers should be reminded that editorial comments, unsubstantiated opinions, or speculative statements should be avoided. 

Lines 958 and 959 - As noted above we feel it critical that applicants be kept apprised of the progress of the Agency’s review. We are concerned with the tenor of the statements located here. 
Lines 965 to 974 - We feel it’s critical for applicants to be informed as soon as possible when the Agency has determined that an Advisory Committee Meeting should be scheduled. We suggest that the statement on lines 991 to 993 about communicating with the sponsor, be made more prominent e.g. move to follow the last sentence on page 23 (line 974). 
Lines 1142 to 1144 – It is critical that substantial labeling issues be identified as early in the review as possible and communicated to the applicant promptly. Accordingly, we agree that it is important to schedule labeling meetings well in advance of the PDUFA goal date.  We suggest that language on lines 1143 and 1144 be changed to reflect that preliminary information regarding labeling issues should be communicated to the applicant as soon as possible following FDA internal labeling meetings.  
Lines 1271 to 1281 - We note that reference to discussion of post-marketing studies is largely deferred to a separate, pending guidance.  We believe that the GRMP guidance should emphasize the need for early discussion with the applicant about post-marketing studies.
September 05, 2003
- 4

