Guidance for Industry on Updating Labeling for Susceptibility Test Information in Systemic Antibacterial Drug Products and Antimicrobial Susceptibility Testing Devices
0910-0638

Supporting Statement
Terms of Clearance:
This ICR is approved for 2 years or until FDA issues the "separate guidance document with recommendations on the scientific issues associated with updating susceptibility test interpretive criteria" (referenced on FDA's memo of June 25, 2009). Prior to submission of this ICR for renewal, FDA shall consult with the commenters identified in OMB memos of May 27, 2009 and June 22, 2009 (which have been made part of the public docket). Should FDA publish the separate guidance within the 2 year approval period, FDA shall revise this collection, soliciting public comment related to this ICR in a manner that ensures the public is not confused about how to comment on the burden and practical utility of the collection. Once the "separate guidance" has been issued, the public will be in a better position to comment on the burden required to comply with this ICR. Should the consultations or public comments reveal that the burden estimates for this ICR are not accurate, FDA agrees to revise them accordingly, understanding that "burden" includes not only the time required to complete and send the actual reports, but also the "time, effort, or financial resources" spent on "reviewing instructions," "adjusting the existing ways to comply with any previously applicable instructions and requirements," and "searching data sources," among other things (5 CFR 1320.3). OMB appreciates FDA??s submission of "a summary of the public comments received... including actions taken by the agency in response to the comments..." consistent with the PRA. When an ICR associated with rulemaking or guidance documents containing labeling or reporting requirements, comments pertaining to the rule/guidance document usually also pertain to the ICRs. In such cases, the guidance documents function as instructions for the information collection and should be submitted as part of the ICR package for the package to be considered complete. To the extent that FDA believes that some of the public comments refer to other ICRs, FDA agrees to address these comments in the context of those ICRs.
The CDER program office states that our original estimates have proven to be accurate.  The "separate guidance document" referred to published 9/17/09 (PDF attachment below) and, as you can see, we concluded there is no need for a burden table. 
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FDA issued a 60 day and 30 day notice for comments and did not receive any from industry therefore, FDA feels the burden is accurate.
A.  Justification
1.  Circumstances  Making the Information Collection Necessary 
Section 1111 of the Food and Drug Administration Amendments Act of 2007 (FDAAA) includes a requirement that FDA identify and periodically update susceptibility test interpretive criteria for antibacterial drug products and make those findings publicly available.  This guidance informs industry of how FDA will comply with the FDAAA requirement.

Antibacterial susceptibility testing is used to determine if bacteria that are isolated from a patient with an infection are likely to be killed or inhibited by a particular antibacterial drug product at the concentrations of the drug that are attainable at the site of infection using the dosing regimen(s) indicated in the drug product's labeling.  The results from antibacterial susceptibility testing generally categorize bacteria as “susceptible,” “intermediate,” or “resistant” to each antibacterial drug tested.  When available, culture and susceptibility testing results are one of the factors that physicians consider when selecting an antimicrobial drug product for treating a patient.  The numerical values generated by susceptibility testing to determine whether a particular microorganism is susceptible to a particular antimicrobial drug--the antimicrobial susceptibility test interpretive criteria--are commonly referred to as breakpoints.  These breakpoints are specified in the antimicrobial drug product’s label.  The antimicrobial susceptibility test (AST) interpretive criteria can be used to interpret results from either manual or automated AST devices. 

          In the Federal Register of December 23, 2010  (75 FR 80823), FDA issued a draft guidance entitled “Updating Labeling for Susceptibility Test Information in Systemic Antibacterial Drug Products and Antimicrobial Susceptibility Testing Devices.” The draft guidance described procedures for FDA, drug application holders, and AST device manufacturers to ensure that updated susceptibility test information is available to health care providers.  The draft guidance explained that where appropriate, FDA intends to identify susceptibility test interpretive criteria, quality control parameters, and susceptibility test methods by recognizing annually, in a Federal Register notice, standards developed by one or more nationally or internationally recognized standard development organizations.  The draft guidance described, for holders of applications for approved antibacterial drug products, the option of relying on FDA-recognized standards to update their product labeling.  The draft guidance explained that the Agency intends to make the updated information available by publicly posting changes to the product labeling within 30 days of approval of a supplement that includes a change to the Microbiology subsection of the product labeling.  The draft guidance also described, for manufacturers of in vitro diagnostic AST devices, the process for updating the susceptibility test information in their labeling to incorporate an FDA recognized standard or a change in labeling for a relevant antibacterial drug product.  FDA is now issuing a finalized version of this guidance.
2. Purpose and Use of the Information Collection 
Section 1111 of FDAAA includes a requirement that FDA identify and periodically update susceptibility test interpretive criteria for antibacterial drug products and make those findings publicly available.  This guidance informs industry of how FDA will comply with the FDAAA requirement.
3.  Use of Improved Information Technology and Burden Reduction
Application holders can use one of the following approaches to meet their responsibilities to update their product labeling under the guidance and FDA regulations:  Submit a labeling supplement that relies upon a standard recognized by FDA in a  Federal Register notice, or submit a labeling supplement that includes data supporting a proposed change to the microbiology information in the labeling.  In addition, application holders should include in their annual report an assessment of whether the information in the Microbiology subsection of their product labeling is current or changes are needed.

In the Federal Register of December 11, 2003, FDA issued a final rule amending FDA regulations governing the format in which certain labeling is required to be submitted for review with New Drug Applications (NDAs), certain Biologic License Applications (BLAs), Abbreviated New Drug Applications (ANDAs), supplements, and annual reports.  The final rule requires the electronic submission of the content of labeling (i.e., the content of the package insert or professional labeling, including all text, tables, and figures) in NDAs, certain BLAs, ANDAs, supplements, and annual reports electronically in a form that FDA can process, review, and archive. 
The following guidances for industry have been developed to improve the use of information technology in the submission of marketing applications for human drugs and related reports:
•   “Indexing Structured Product Labeling.”

•   "Providing Regulatory Submissions in Electronic Format - Content of Labeling."
•   "Providing Regulatory Submissions in Electronic Format – Human Pharmaceutical   

     Product Applications and related Submissions Using the eCTD Specifications.”

•   "Providing Regulatory Submissions in Electronic Format - General Considerations."
•   "Providing Regulatory Submissions in Electronic Format – Postmarketing Individual 
     Case Safety Reports."  

•  "Providing Regulatory Submissions in Electronic Format - Prescription Drug 
     Advertising and Promotional Labeling." 

•   "Providing Regulatory Submissions in Electronic Format – Receipt Date."
•   "SPL Standard for Content of Labeling Technical Qs and As." 

These guidance documents and others are available at FDA's Web 

site http://www.fda.gov/cder/guidance/index.htm.
4.  Efforts to Identify Duplication and Use of Similar Information
This information collection does not duplicate any other information collection.
5.  Impact on Small Businesses or Other Small Entities

Under the Regulatory Flexibility Act, FDA analyzes regulatory options that would minimize any significant impact on small entities.  FDA also assists small businesses in complying with regulatory requirements.  FDA only expects two applicants to be subject to this information collection.
6.  Consequences of Collecting the Information Less Frequently 

Section 1111 of FDAAA includes a requirement that FDA identify and periodically update susceptibility test interpretive criteria for antibacterial drug products and make those findings publicly available.  This guidance informs industry of how FDA will comply with the FDAAA requirement.
7.  Special Circumstances Relating to the Guidelines  of 5 CFR 1320.5
     There are no special circumstances for this collection.
8.  Comments in Response to the Federal Register Notice and Efforts of Information to Consult Outside the Agency
     8a.  In accordance with 5 CFR 1320.8(d), FDA published a 60 day notice for public comment in the FEDERAL REGISTER of December 23, 2010 (75 FR 80823).  No comments were received.
9.  Explanation of Any Payment or Gift to Respondents
FDA has not provided and has no intention to provide any payment or gift to respondents under this guidance.

10.  Assurance of Confidentiality Provided to Respondents 
Confidentiality of information submitted under marketing applications is protected under 21 CFR 314.430 and 21 CFR Part 20.  The unauthorized use or disclosure of trade secrets required in applications is specifically prohibited under Section 310(j) of the FDAAA.

11.  Justification for a Sensitive Nature
There are no questions of a sensitive nature.

12.  Estimates of Annualized Burden and Costs
       12a.  Annualized Hour Burden Estimate

Application holders can use one of the following approaches to meet their responsibilities to update their product labeling under the guidance and FDA regulations:  Submit a labeling supplement that relies upon a standard recognized by FDA in a  Federal Register notice, or submit a labeling supplement that includes data supporting a proposed change to the microbiology information in the labeling.  In addition, application holders should include in their annual report an assessment of whether the information in the Microbiology subsection of their product labeling is current or changes are needed.  For human drugs, this information collection is already approved by OMB under Control Number 0910-0572 (the requirement in 21 CFR 201.56(a)(2) to update labeling when new information becomes available that causes the labeling to become inaccurate, false, or misleading) and Control Number 0910-0001 (the requirement in 21 CFR 314.70(b)(2)(v) to submit labeling supplements for certain changes in the product’s labeling, and the requirement in 21 CFR 314.81(b)(2)(i) to include in the annual report a brief summary of significant new information from the previous year that might affect the labeling of the drug product).

In addition, under the guidance, if the information in the applicant’s product labeling differs from the standards recognized by FDA in the Federal Register notice, and the applicant believes that changes to the labeling are not needed, the applicant should provide written justification to FDA why the recognized standard does not apply to its drug product and why changes are not needed to the Microbiology subsection of the product’s labeling.  This justification should be submitted as general correspondence to the product’s application, and a statement indicating that no change is currently needed and the supporting justification should be included in the annual report.  Based on our knowledge of the need to update information on susceptibility test interpretive criteria, susceptibility test methods, and quality control parameters in the labeling for systemic antibacterial drug products for human use, we estimate that, annually, only two applicants will submit the written justification described above and in the guidance, and that each justification will take approximately 16 hours to prepare and submit to FDA as general correspondence and as part of the annual report.  

FDA estimates the burden of this collection of information as follows:

Table 1.--Estimated Annual Reporting Burden
	Activity

	No. of Respondents
	No. of Responses per Respondent
	Total Annual
Responses
	Average Burden per Response
	Total Hours

	Justification submitted as general correspondence and in the annual report
	         2
	         1
	          2
	        16
	      32


12b.  Annualized Cost Burden Estimate
	Type of Respondent
	Total Burden Costs
	Hourly Wage Rate
	Total Respondent Costs

	Application Holders
	32
	$50.00
	$1,600


         FDA has estimated an average industry wage rate of $50.00 per hour for preparing and submitting the information collection under the guidance.  Using this rate, and multiplied times the annual burden hours estimated in the tables above, the total cost burden to respondents is $ 1,600 (32 hours x $50).
13.  Estimates of Other Total Annual Costs to Respondents and/or Recordkeepers/Capital Costs
     There are no capital, start-up, operating, or maintenance costs associated with this information collection.
14.  Annualized Cost to the Federal Government

Because we only expect two responses as a result of the guidance, the additional application reviewer time would be negligible and would be covered by our general estimate of FDA reviewer time for all marketing submissions under Part 314 (i.e., 835 Full Time Employees). 
15.  Explanation for Program Changes  or Adjustments

There are no changes in this collection of information.
16.  Plans for Tabulation and Publication and Project Time Schedule
There are no publications.

17.  Reasons(s) Display of OMB Expiration Date is Inappropriate
The agency is not seeking to display the expiration date for OMB approval of the information collection.

18.  Exceptions to Certification for Paperwork Reduction Act Submission
There are no exceptions to the certification.
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Date: September 9, 2009.
Maryam I. Daneshvar,

Acting Reports Clearance Officer, Centers for
Disease Control and Prevention.

[FR Doc. E9-22373 Filed 9-16—-09; 8:45 am]
BILLING CODE 4163-18-P

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
[Docket No. FDA-2009-D-0408]

Draft Guidance for Industry on
Microbiological Data for Systemic
Antibacterial Drug Products—
Development, Analysis, and
Presentation; Availability

AGENCY: Food and Drug Administration,
HHS.
ACTION: Notice.

SUMMARY: The Food and Drug
Administration (FDA) is announcing the
availability of a draft guidance for
industry entitled ‘“Microbiological Data
for Systemic Antibacterial Drug
Products—Development, Analysis, and
Presentation.” The draft guidance
informs industry of FDA’s current
thinking regarding the types of
microbiological studies, assessments,
and clinical trials needed to support an
investigational new drug application
(IND) and a new drug application (NDA)
for a systemic antibacterial drug
product. Recommendations in this
guidance cover microbiological
considerations in the three major areas
of conducting general nonclinical
studies; conducting animal and human
studies and clinical trials; and
establishing and updating in vitro
susceptibility test methods, quality
control (QC) parameters, and
interpretive criteria. This guidance also
recommends the content and format for
presentation of microbiological data for
antibacterial drug products in the
Microbiology subsection of labeling.
DATES: Although you can comment on
any guidance at any time (see 21 CFR
10.115(g)(5)), to ensure that the agency
considers your comment on this draft
guidance before it begins work on the
final version of the guidance, submit
written or electronic comments on the
draft guidance by December 16, 2009.
ADDRESSES: Submit written requests for
single copies of the draft guidance to the
Division of Drug Information, Center for
Drug Evaluation and Research, Food
and Drug Administration, 10903 New
Hampshire Ave., Bldg. 51, rm. 2201,
Silver Spring, MD 20993—-0002. Send
one self-addressed adhesive label to
assist that office in processing your

requests. Submit written comments on
the draft guidance to the Division of
Dockets Management (HFA-305), Food
and Drug Administration, 5630 Fishers
Lane, rm. 1061, Rockville, MD 20852.
Submit electronic comments to http://
www.regulations.gov. See the
SUPPLEMENTARY INFORMATION section for
electronic access to the draft guidance
document.

FOR FURTHER INFORMATION CONTACT: Fred
Marsik, Center for Drug Evaluation and
Research, Food and Drug
Administration, 10903 New Hampshire
Ave., Bldg. 22, rm. 6108, Silver Spring,
MD 20993-0002, 301-796—7956; or

Edward Cox, Center for Drug
Evaluation and Research, Food and
Drug Administration, 10903 New
Hampshire Ave., Bldg. 22, rm. 6212,
Silver Spring, MD 20993-0002, 301—
796—-1300.

SUPPLEMENTARY INFORMATION:

I. Background

FDA is announcing the availability of
a draft guidance for industry entitled
“Microbiological Data for Systemic
Antibacterial Drug Products—
Development, Analysis, and
Presentation.” This guidance provides
recommendations on the type of
information to provide in submissions
to the clinical microbiology section of
INDs and NDAs for systemic
antibacterial drug products. The in vitro
microbiological data and in vivo animal
studies (e.g., spectrum of activity in
vitro and in appropriate animal models
of human disease) support the
justification of testing in humans.
Sponsors usually submit data from
nonclinical investigations to provide
proof of concept of clinical activity
before commencing human phase 2
studies and clinical trials and to aid in
the development of provisional
interpretive criteria for use in phase 3
clinical trials. Microbiological data
submitted to an NDA will be used to
substantiate the microbiological
information contained in the labeling.

Specific topics discussed in the
guidance include validating in vitro
susceptibility testing methods;
mechanism of action studies;
mechanism of resistance studies; use of
animal models; clinical trial protocols;
establishment of QC parameters and
interpretive criteria; submission and
placement of microbiology information
in the NDA submission; format and
content of the Microbiology subsection
of the labeling; and revision of existing
susceptibility testing methods, QC
parameters, or interpretive criteria.

This draft guidance is being issued
consistent with FDA’s good guidance

practices regulation (21 CFR 10.115).
The draft guidance, when finalized, will
represent the agency’s current thinking
on the microbiological data for systemic
antibacterial drug products. It does not
create or confer any rights for or on any
person and does not operate to bind
FDA or the public. An alternative
approach may be used if such approach
satisfies the requirements of the
applicable statutes and regulations.

II. The Paperwork Reduction Act of
1995

This draft guidance refers to
previously approved collections of
information found in FDA regulations.
These collections of information are
subject to review by the Office of
Management and Budget (OMB) under
the Paperwork Reduction Act of 1995
(44 U.S.C. 3501-3520).

(1) The draft guidance provides
recommendations on the type of
information to include in submissions
of the clinical microbiology section of
INDs and NDAs for systemic
antibacterial drug products. The
microbiology section of an NDA is
required under 21 CFR 314.50(d)(4) and
this information collection is approved
under OMB Control Number 0910-0001.
For INDs, this information is required
under 21 CFR 312.23(a) and approved
under OMB Control Number 0910-0014.

(2) The draft guidance also
recommends the types of data that
should be submitted in a labeling
supplement to update the microbiology
information in approved labeling if an
application holder chooses to update
this information without relying on a
standard recognized by FDA. The
submission of labeling supplements is
required under 21 CFR 314.70(b)(2)(v)
and 201.56(a)(2) and this information
collection is approved under OMB
Control Numbers 0910-0001 and 0910—
0572, respectively.

(3) Appendix A of the draft guidance
describes the content of the
Microbiology subsection of labeling.
This labeling is covered under 21 CFR
201.57(c)(13)(i) and the information
collection is approved under OMB
Control Number 0910-0572.

(4) The draft guidance also references
the guidance for industry entitled
“Updating Labeling for Susceptibility
Test Information in Systemic
Antibacterial Drug Products and
Antimicrobial Susceptibility Testing
Devices” for updating labeling
information. The information collection
in this guidance has been approved
under OMB Control Number 0910-0638.
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II1. Comments

Interested persons may submit to the
Division of Dockets Management (see
ADDRESSES) written or electronic
comments regarding this document.
Submit a single copy of electronic
comments or two paper copies of any
mailed comments, except that
individuals may submit one paper copy.
Comments are to be identified with the
docket number found in brackets in the
heading of this document. Received
comments may be seen in the Division
of Dockets Management between 9 a.m.
and 4 p.m., Monday through Friday.

1V. Electronic Access

Persons with access to the Internet
may obtain the document at either
http://www.fda.gov/Drugs/Guidance
ComplianceRegulatoryInformation/
Guidances/default.htm or http://
www.regulations.gov.

Dated: September 10, 2009.

David Horowitz,

Assistant Commissioner for Policy.

[FR Doc. E9-22380 Filed 9-16-09; 8:45 am]
BILLING CODE 4160-01-S

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

[Docket No. FDA-2008-D-0293]

Guidance for Industry: Considerations
for Allogeneic Pancreatic Islet Cell
Products; Availability

AGENCY: Food and Drug Administration,
HHS.

ACTION: Notice.

SUMMARY: The Food and Drug
Administration (FDA) is announcing the
availability of a document entitled
“Guidance for Industry: Considerations
for Allogeneic Pancreatic Islet Cell
Products” dated September 2009. The
guidance document provides
recommendations to manufacturers,
sponsors, and clinical investigators
involved in the transplantation of
allogeneic pancreatic islet cell products
for clinical investigations of the
treatment of type 1 diabetes mellitus.
The guidance identifies the types of data
and information obtained during
investigational new drug studies that
may be helpful in establishing the
safety, purity, and potency of a
biological product in a biologics license
application (BLA). The guidance
announced in this notice finalizes the
draft guidance of the same title, dated
May 2008.

DATES: Submit written or electronic
comments on agency guidances at any
time.

ADDRESSES: Submit written requests for
single copies of the guidance to the
Office of Communication, Outreach and
Development (HFM-40), Center for
Biologics Evaluation and Research
(CBER), Food and Drug Administration,
1401 Rockville Pike, suite 200N,
Rockville, MD 20852—-1448. Send one
self-addressed adhesive label to assist
the office in processing your requests.
The guidance may also be obtained by
mail by calling CBER at 1-800-835—
4709 or 301-827-1800. See the
SUPPLEMENTARY INFORMATION section for
electronic access to the guidance
document.

Submit written comments on the
guidance to the Division of Dockets
Management (HFA-305), Food and Drug
Administration, 5630 Fishers Lane, rm.
1061, Rockville, MD 20852. Submit
electronic comments to http://
www.regulations.gov.

FOR FURTHER INFORMATION CONTACT:
Valerie A. Butler, Center for Biologics
Evaluation and Research (HFM-17),
Food and Drug Administration, 1401
Rockville Pike, suite 200N, Rockville,
MD 20852-1448, 301-827—6210.

SUPPLEMENTARY INFORMATION:
I. Background

FDA is announcing the availability of
a document entitled “Guidance for
Industry: Considerations for Allogeneic
Pancreatic Islet Cell Products” dated
September 2009. The guidance
document provides recommendations to
manufacturers, sponsors, and clinical
investigators involved in the
transplantation of allogeneic pancreatic
islet cell products for clinical
investigations of the treatment of type 1
diabetes mellitus. The guidance
identifies the types of data and
information that may be obtained during
investigational new drug studies to
assist in establishing the safety, purity,
and potency of a biological product in
a BLA. However, the guidance is not
intended to identify all of the product,
preclinical, and clinical data that may
be needed to successfully support a
BLA.

In the Federal Register of May 22,
2008 (73 FR 29760), FDA announced the
availability of the draft guidance of the
same title, dated May 2008. FDA
received a few comments on the draft
guidance and those comments were
considered as the guidance was
finalized. The guidance announced in
this notice finalizes the draft guidance
dated May 2008.

The guidance is being issued
consistent with FDA’s good guidance
practices regulation (21 CFR 10.115).
The guidance represents FDA’s current
thinking on this topic. It does not create
or confer any rights for or on any person
and does not operate to bind FDA or the
public. An alternative approach may be
used if such approach satisfies the
requirements of the applicable statutes
and regulations.

II. Paperwork Reduction Act of 1995

The guidance refers to previously
approved collections of information
found in FDA regulations. These
collections of information are subject to
review by the Office of Management and
Budget (OMB) under the Paperwork
Reduction Act of 1995 (44 U.S.C. 3501—
3520). The collections of information in
21 CFR part 211 has been approved
under 0910-0139; the collections of
information in 21 CFR part 312 has been
approved under 0910-0014; the
collections of information in 21 CFR
parts 601 and 610 have been approved
under 0910-0338; and the collections of
information in 21 CFR part 1271 has
been approved under 0910-0543 and
0910-0559.

III. Comments

Interested persons may, at any time,
submit to the Division of Dockets
Management (see ADDRESSES) written or
electronic comments regarding the
guidance. Submit a single copy of
electronic comments or two paper
copies of any mailed comments, except
that individuals may submit one paper
copy. Comments are to be identified
with the docket number found in
brackets in the heading of this
document. A copy of the guidance and
received comments are available for
public examination in the Division of
Dockets Management between 9 a.m.
and 4 p.m., Monday through Friday.

IV. Electronic Access

Persons with access to the Internet
may obtain the guidance at either http://
www.fda.gov/BiologicsBloodVaccines/
GuidanceComplianceRegulatory
Information/default.htm or http://
www.regulations.gov.

Dated: September 11, 2009.
David Horowitz,
Assistant Commissioner for Policy.
[FR Doc. E9-22426 Filed 9-16—09; 8:45 am]
BILLING CODE 4160-01-S






