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May 21, 2001

Dockets Management Branch

Food and Drug Administration, HFA-305

5630 Fishers Lane, Room 1061

Rockville, MD 20852
Re:  Docket No. 01D-0086; Draft Guidance, Disclosing Information Provided to Advisory Committees in Connection with Open Advisory Committee Meetings Related to Testing or Approval of Biological Products & Convened by Center for Biologics Evaluation and Research, 66 Federal Register 01-06937 (March 21, 2001)

Dear Sir or Madam:

Novartis Pharmaceuticals Corporation is a leader in the discovery, development, manufacture and marketing of prescription medications.  We are committed to improving the health and well being of patients through innovative products and services.  Novartis would like to take this opportunity to comment on the Center for Biologics Evaluation and Research’s (CBER) draft guidance “Disclosing Information Provided to Advisory Committees in Connection with Open Advisory Committee Meetings Related to Testing or Approval of Biological Products & Convened by Center for Biologics Evaluation and Research.” 

Novartis commends CBER on producing a guidance that begins to mirror that of the Center for Drug Evaluation and Research (CDER).  However, in light of the Special Rule under FDAMA section 123 (f) in which FDA should “take measures to minimize differences in the review and approval of products”, we believe the proposed guidance as written creates procedural differences in the submission and disclosure of information for CBER advisory committees as compared with the established procedures in the CDER guidance, “Disclosing Information Provided to Advisory Committees in Connection with Open Advisory Committee Meetings Related to the Testing or Approval of New Drugs and Convened by the Center for Drug Evaluation and Research.”

It is important that the Center for Drug Evaluation and Research (CDER) and the Center for Biologics Evaluation and Research (CBER) harmonize guidances and procedures in order to ensure consistency in the application of the legal agreement between the FDA and Public Citizen.  There are several aspects of the proposed guidance that appear contrary to what has already been stated by CDER in their guidance effective January 1, 2000.  Novartis would like to take this opportunity to comment on the differences between CDER and CBER’s guidance and the potential for confusion that this may cause.  

Specific Comments (Items that Need Clarification & Recommended Actions)

Section II.  Background

CBER purports to construe the Freedom of Information Act (FOIA), the Agency’s implementing regulations, and the Trade Secrets Act to delineate what constitutes trade secret and confidential commercial information.  Although such guidance is permissible, it is not controlling.  The statutes and regulations and judicial interpretations of them must govern CBER’s handling of information provided to Advisory Committees.  In sum, despite the guidance, CBER cannot act inconsistently with the statutes and regulations.  Also, CBER asserts that the predisclosure notification provisions codified in 21 CFR 20.61 (e) and (f) do not apply in this context.  This position is troubling because it means that CBER will not notify the Sponsor that it intends to disclose any or all of the information designated by the Sponsor in accordance with the guidance as non-disclosable.  Even if it is assumed that the predisclosure notification regulations do not apply, which is not entirely clear on the face of this guidance, some process should be established to notify sponsors that the information designated as non-disclosable will be released. 

Section III.  Applicability of Disclosure Procedures Described in the Guidance

Both CDER and CBER guidances address applicability of disclosure procedures for BLAs, NDAs, BLA & NDA supplements, PMAs, and ANDAs.  However, the CBER guidance states that if the Advisory Committee is convened by CBER and the application is reviewed by CBER, including BLA/BLA supplements, NDA/NDA supplements and ANDAs then the sponsor’s material is subject to public disclosure as described by CBER.  CDER’s guidance states that if the Advisory Committee is convened by CDER, then the NDA/NDA supplements and ANDA material is subject to public disclosure as described in the CDER guidance.  CDER further states that if the BLA or PMA is segregable, regardless of the reviewing Center, then the sponsor’s material is not subject to public disclosure.  However, CBER states that if the application is reviewed by CBER, regardless of type of application, but goes to an CDER Advisory Committee Meeting then that application material is disclosable by the CBER definition. Thus, the CDER guidance appears to conflict with procedures pertaining to the BLA/BLA supplement when there is a segregable portion of the CDER advisory committee meeting where a BLA will be presented.  At such time, CDER states that the “BLA or PMA will not be subject to the disclosure procedures described in this guidance.”  The CBER guidance states that the BLA/BLA supplement will be subject to disclosure for all open advisory committee meetings convened by CDER, if the BLA/BLA supplement is being reviewed by CBER.  The conflict occurs between the two guidances when CBER is using a CDER Advisory Committee for advice on a CBER reviewed application.  It is clear that some of this conflict is a result of the issuance of these two guidances at different time frames due to the FDA decision that the Public Citizen’s legal settlement concerning CDER advisory committee meetings would also apply to CBER.    In the interest of harmony and consistency, applicability of disclosure procedures should be the same for both guidances.

Section IV C.  What is Typically Disclosable and What is Typically Exempt from Disclosure?  

CBER and CDER differ substantially in regard to trade secret and confidential commercial information.  The CBER guidance does not specifically mention “unpublished reports” in its list of items considered to be trade secret or confidential commercial.  However, CDER’s guidance includes “unpublished reports” as items considered to be trade secret.  It would be helpful to all interested parties if there was agreement on this issue between the two Centers.  CBER does elucidate nine categories considered to be typically disclosable. Novartis generally agrees that categories 6-9 are typically disclosable information.  However, Novartis disagrees that all summary tables and summaries of data, whether clinical or nonclinical, is always typically disclosable.  A study report from a nonclinical or clinical study is in fact a summary of individual data listings.  Novartis contends that a study report or other summaries of data could be confidential proprietary information.

As set forth above in connection with Section II, the statutes and regulations and judicial interpretations of them must govern the agency’s handling of proprietary information.  Nonetheless, Novartis recommends that the Agency establish more detailed guidance on what is publicly disclosable information and what is not and publish this for public comment.  This guidance could also pertain to the Availability for Public Disclosure and Submission to FDA for Public Disclosure of Certain Data and Information Related to Human Gene Therapy or Xenotransplantation published in the Federal Register (Vol. 66, No. 12) on January 18, 2001.

Section V.  Timing of Sponsor’s Advisory Committee Submissions and CBER Review

The CBER and CDER guidances both provide specific timelines for submission of materials to the Scientific Advisors and Consultants Staff (SACS) and Advisors and Consultants Staff (ACS), respectively.  FDA delineates these timelines according to whether the sponsor’s materials submitted to SACS and/or ACS are fully redacted or require further redaction.  The CDER and CBER guidances both rely on the following headings in their guidance to make this distinction:

A. Fully Releasable Sponsor Submissions

B. Sponsor Submissions that Contain Materials Designated by the Sponsor as Exempt from Disclosure

Unfortunately, the time frames for submission under each of these headings are substantially different between the two Centers.  It should be noted that in today’s pharmaceutical industry, the same individuals filing an NDA might also be responsible for filing a BLA.  Thus, it is conceivable that one could inadvertently rely on the wrong guidance in preparing for an advisory committee meeting.  Essential timelines for submission of materials in preparation for a public advisory committee meeting should be harmonized.  It is especially confusing when a product being reviewed by CBER at a CDER Advisory Committee is administered through CDER’s Advisors and Consultants Staff.  In this case, The CDER ACS would also have to follow the CBER timelines, instead of CDER’s. Such differences in timing add little to the public disclosure process except to add unnecessary confusion. We would ask that every consideration be given to eliminate these differences as illustrated in the table below.

Timing for Fully Disclosable Materials

                         CDER                                                     CBER

By close of business (COB) 22 business days prior to the advisory committee meeting, the sponsor should submit its background package to the CDER Advisors and Consultants (ACS).
By close of business (COB) 19 business days prior to the advisory committee meeting, the sponsor should submit its background package to the CBER Scientific Advisors and Consultants (SACS).

By COB 21 business days prior to the advisory committee meeting, ACS will send the sponsor package to committee members by overnight mail and to the CDER review division(s).
By COB 18 business days prior to the advisory committee meeting, SACS will send the sponsor package to committee members by overnight mail, the CBER review division(s), and to the CBER Access Litigation and Freedom of Information (ALFOI) staff for redaction review.

By COB 19 business days prior to the advisory committee meeting, the CDER review division(s) should submit its background package to ACS.
By COB 19 business days prior to the advisory committee meeting, the CBER review division(s) should submit its background package to SACS.

By COB 15 business days prior to the advisory committee meeting, the FOI staff will submit to ACS a redacted version (if any) of the CDER background package.
By COB 15 business days prior to the advisory committee meeting, the ALFOI staff will submit to SACS a redacted version (if any) of the CBER background package and the sponsor background package.

By COB 14 business days prior to the advisory committee meeting, ACS will send to the sponsor by overnight mail a copy of the redacted version of the CDER background package.
By COB 14 business days prior to the advisory committee meeting, ACS will send to the sponsor by overnight mail a copy of the redacted version of the CBER background package and the sponsor background package.

By COB 8 business days prior to the advisory committee meeting, final discussions with the sponsor on redaction of exempt materials from the CDER package will be completed.
By COB 9 business days prior to the advisory committee meeting, final discussions with the sponsor on redaction of exempt materials from the CDER package will be completed.

By COB 7 business days prior to the advisory committee meeting, the sponsor package and CDER's redacted package will be submitted by ACS to the Dockets Management Branch for preparation for posting on the FDA website.
By COB 7 business days prior to the advisory committee meeting, the sponsor package and CBER's redacted package will be submitted by CBER to the Dockets Management Branch for preparation for posting on the FDA website.



Timing for Material Designated by the Sponsor as Exempt from Disclosure

                           CDER                                                              CBER

By COB 48 business days before the advisory committee meeting, the sponsor should submit to ACS two versions of its background package: a complete (unredacted) version and a redacted version.  
By COB 45 business days before the advisory committee meeting, the sponsor should submit to SACS two versions of its background package: a complete (unredacted) version and a redacted version.  

By COB 47 business days before the advisory committee meeting, ACS will send one copy of the sponsor's submission to the FOI staff and one copy to the appropriate review division(s).
By COB 44 business days before the advisory committee meeting, SACS will send one copy of the sponsor's submission to the ALFOI staff and one copy to the appropriate review division(s).

By COB 35 business days prior to the advisory committee meeting, CDER will fax and send to the sponsor a letter stating which materials it believes should be redacted from the sponsor package.
By COB 32 business days prior to the advisory committee meeting, CBER will fax and send to the sponsor a letter stating which materials it believes should be redacted from the sponsor package.

By COB 30 business days prior to the advisory committee meeting, final discussions with the sponsor on redaction of materials from the sponsor package will be completed.
By COB 27 business days prior to the advisory committee meeting, final discussions with the sponsor on redaction of materials from the sponsor package will be completed.

By COB 28 business days prior to the advisory committee meeting, CDER will fax and send to the sponsor by overnight mail a letter stating CDER's final position on redaction of material from the sponsor package.  Sponsor has 5 business days to in which to decide whether to remove any materials that CDER has determined will not be redacted if the background package is ultimately submitted for committee review and to reformat the submission accordingly.  No new materials for possible redaction may be added to the package during this period.
By COB 25 business days prior to the advisory committee meeting, CBER will fax and send to the sponsor by overnight mail a letter stating CBER's final position on redaction of material from the sponsor package.  Sponsor has 5 business days to in which to decide whether to remove any materials that CBER has determined will not be redacted if the background package is ultimately submitted for committee review and to reformat the submission accordingly.  No new materials for possible redaction may be added to the package during this period.

By COB 22 business days prior to the advisory committee meeting, the sponsor's complete and redacted final package FOR ADVISORY COMMITTEE REVIEW should be submitted to ACS.   It should be made clear to CDER what materials that were originally in the package have been removed, if any.  The sponsor should submit the unredacted package and the redacted package to ACS.
By COB 19 business days prior to the advisory committee meeting, the sponsor's complete and redacted final package FOR ADVISORY COMMITTEE REVIEW should be submitted to SACS.   It should be made clear to CBER what materials that were originally in the package have been removed, if any.  The sponsor should submit the unredacted package and the redacted package to SACS.

By COB 21 business days prior to the advisory committee meeting, ACS will send the sponsor's final unredacted background package to committee members by overnight mail and to the CDER review division(s).
By COB 18 business days prior to the advisory committee meeting, SACS will send the sponsor's final unredacted background package to committee members by overnight mail and to the CBER review division(s).

By COB 14 business days prior to the advisory committee meeting, ACS will send to the sponsor by overnight mail a copy of the redacted version of the CDER background package.
By COB 14 business days prior to the advisory committee meeting, CBER will send to the sponsor by overnight mail a copy of the redacted version of the CBER background package.

By COB 8 business days prior to the advisory committee meeting, final discussions with the sponsor on redaction of exempt materials from the CDER package will be completed.
By COB 9 business days prior to the advisory committee meeting, final discussions with the sponsor on redaction of exempt materials from the CBER package will be completed.

By COB 7 business days prior to the advisory committee meeting, the final redacted sponsor package and CDER's redacted package will be submitted by ACS to the Dockets Management Branch for preparation for posting on the FDA website.
By COB 7 business days prior to the advisory committee meeting, the final redacted sponsor package and CDER's redacted package will be submitted by CBER to the Dockets Management Branch for preparation for posting on the website.

Section V C.  Sponsor Submissions that Contain Material Designated by the Sponsor as Exempt from Disclosure (Effect on Review Clock if Marketing Application is Under Priority Review)

When a sponsor asserts that their priority review package contains materials to be redacted, the CBER guidance does not clearly define the effect that the redaction will have on the review clock.  The CBER guidance only states that redaction may mean that the application might “miss the Prescription Drug User Fee Act (PDUFA) performance goal of acting on the priority applications within 6 months of receipt.”  However, the CDER guidance clearly states failure to provide a completed redacted submission would “be considered an agreement by the sponsor to extend by 2 months the review time for the review cycle in which the advisory committee meeting will be held.” Although Novartis may dispute the statutory authority of FDA to extend the review clock under these circumstances - since the review clock extension is define under PDUFA only when a major amendment is submitted within 90-days of the action date - we do not support an undefined period in which CBER can arbitrarily extend the review clock for an indefinite amount of time.  Therefore, in the interest of consistency, CBER should define the expected time frame for delay of the PDUFA user fee date when a priority review product requires advisory committee materials to be redacted.  Novartis recommends that the two-month time frame should be applicable to both Centers in this instance.

In conclusion, Novartis recommends that FDA revise both the CBER and CDER proposed advisory committee disclosure guidances and issue a joint CBER/CDER guidance.  Such an action would ensure procedural consistency across centers as well as adherence to Section 123 (f) of FDAMA.

Novartis appreciates the opportunity to provide comment and respectfully requests that the FDA gives consideration to our recommendations.  We would be pleased to provide additional pertinent information as may be requested.  

Sincerely,

Mathias Hukkelhoven, Ph.D.

VP, US Head

Drug Regulatory Affairs

[image: image1.wmf]