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Preface

Public Comment

Comments and suggestions may be submitted at any time for Agency consideration to
Dockets Management Branch, Division of Management Systems and Policy, Office of
Human Resources and Management Services, Food and Drug Administration, 5630
Fishers Lane, Room 1061, (HFA-305), Rockville, MD, 20852. When submitting
comments, please refer to the exact title of this guidance document. Comments may not
be acted upon by the Agency until the document is next revised or updated.

For questions regarding the use or interpretation of this guidance contact Ann Hawthorne
at (301) 594-1190 ext. 156, (301) 594-1243 ext. 145, or email cxh@cdrh.fda.gov.

Additional Copies

Additional copies are available from the Internet at:
http://www.fda.gov/cdrh/ohip/guidance/1323.pdf, or CDRH Facts-On-Demand. In
order to receive this document via your fax machine, call the CDRH Facts-On-
Demand system at 800-899-0381 or 301-827-0111 from a touch-tone telephone.
Press 1 to enter the system. At the second voice prompt, press 1 to order a
document. Enter the document number 1323 followed by the pound sign (#).
Follow the remaining voice prompts to complete your request.
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This document isintended to provide guidance. It representsthe Agency’scurrent
thinking on thistopic. It doesnot create or confer any rightsfor or on any person
and does not operate to bind Food and Drug Administration (FDA) or the public.
An alternative approach may be used if such approach satisfies the requirements of
the applicable statute and regulations.

| ntr oduction

Who should use this manual?

All FDA employees who are involved in the development, issuance, or application
of guidance should use this manual.

How should | use this manual?

Y ou should use this manual to help you develop, publish, and apply CDRH
guidance documents. Using this manual will help ensure that your guidance document
conforms to the FDA GGP regulations. This manual will help you develop and publish
meaningful guidance in the most efficient way possible.

What arethe FDA GGP regulations?

The FDA GGP regulations are the practices established by the FDA to assure the
appropriate level of public participation in the development of FDA guidance documents.
The GGP regulations went into effect on October 19, 2000.

Where are the GGP regulations?

The GGP regulations will bein 21 CFR 810.115, when the 2001 issue of the Code
of Federal Regulations (CFR) is published. Until then, the GGP regulations are publicly
available in the Federal Register (FR) published on September 19, 2000 (65 FR 56468), a
copy of which isincluded in this manual as Attachment V.

Who must follow the GGP regulations?
All FDA employees must follow the GGP regulations when developing, issuing, or
applying guidance documents.



Is GGP training required for all FDA employees who develop, issue, or apply
guidance documents?

Yes. 21 CFR §10.115(1)(1) requires that all FDA employees involved in the
devel opment, issuance, or application of guidance documents receive training on the
FDA GGP regulations. CDRH will offer Center-wide training, make the CDRH manual
available on the Center Net, and offer periodic, office-specific GGP training.

Definition of Guidance

Which documents ar e guidance documents?

Guidance documents are defined by 21 CFR §10.115(b) as documents prepared for
FDA staff, applicants/sponsors, and the public that describe FDA’s interpretation of or
policy on aregulatory issue. Guidance documents include, but are not limited to,
documents that relate to:

The design, production, manufacturing, testing, labeling, and promotion
of regulated products

The processing, content, and evaluation/approval of submissions
Inspection and enforcement policies

Areinternal memos and operating procedur e documents guidance?

Documents directed to FDA staff that also provide guidance to applicants/sponsors
or the public are guidance documents. Internal documents that describe FDA’ s day-to-
day business are not guidance documents. Examples of internal documents that are not
guidance documents include staff guides on personnel or leave policies, and directives on
routing documents for assignment or review.

Which documents ar e not guidance?

21 CFR 810.115(b)(3) provides these additional examples of FDA documents that
are not guidance:

documents relating to internal FDA procedures

agency reports

general information documents provided to consumers and health professionals
speeches

journal articles and editorials

media interviews and press materials

warning letters

other communications directed to individua persons or firms

Are“Mammography Matters” and “User Facility Reporting Bulletins’ guidance?

No. They are not guidance documents. They are general information
documents provided to consumers and health professionals. According to 21 CFR
§10.115(b)(3), they are not guidance.



Are“Dear Doctor” letters and safety alerts guidance?

No. They are not guidance documents. They are general information documents
provided to consumers and health professionals.

Are Memoranda of Understanding (M OUs) guidance?
No. They are not guidance documents because they do not articulate FDA policy.

What ar e guidance documentsfor ?
Guidance documents represent FDA'’s current thinking on a given topic.

What isthelegal effect of guidance?

Guidance documents do not establish legally enforceable rights or responsibilities.
They do not legally bind the public or FDA. 21 CFR 810.115(d)(1).

May FDA use means other than a guidance document to communicate new policy or
new regulatory approaches?

No. FDA may not use documents and other means of communication that are
excluded from the definition of guidance documents to informally communicate new or
different regulatory expectations to a broad public audience for the first time. FDA must
follow the GGP regulations whenever we first communicate regulatory expectations that
are not readily apparent from the statute or regulations to a broad public audience. 21
CFR 810.115(e).

Level 1 and Level 2 Guidance Documents

I sthere morethan onetype of guidance?

Yes. The GGP regulations establish two types of guidance, Level 1 and Level 2.
They are subject to different levels of public participation in their development before
FDA implements them.

What isLevel 1 guidance?

According to 21 CFR §10.115(c)(1), Level 1 guidance documents include
documents that:

() Setforthinitia interpretations of statutory or regulatory requirements,

(i) Set forth changes in interpretation or policy that are of more than a minor nature,
(iii) Include complex scientific issues, or

(iv) Cover highly controversial issues.

What isLevel 2 guidance?

According to 21 CFR 810.115(c)(2), Level 2 guidance documents are documents
that set forth existing practices or minor changes in interpretation or policy. Level 2
guidance documents include all guidance documents that are not classified as Level 1.



Who determines whether a guidance document isLevel 1 or Level 2?

Managers in the Branch, Division, or Office developing the guidance should
determine whether the guidanceis Level 1 or Level 2 following 21 CFR 810.115(c).

Draft and Final Guidance

What do draft and final mean?

Draft means that the guidance document is not for implementation, it is being
issued only for public comment. Final means that we are implementing the guidance
when we issue it. FDA continues accepting public comment on all final guidance
documents.

What is Immediately-in-Effect?

When public comment is not feasible or appropriate, FDA may issuealLevel 1
guidance as an Immediately-in-Effect instead of draft. FDA implements this type of
Level 1 guidance as soon asit is available on the Internet and in hard copy.

What is Level 1draft guidance?

Generaly, once you determine that your guidance document is Level 1, you will
first prepare and issue aLevel 1 draft. The Level 1 draft isissued for public comment
and marked, “ Draft Not for Implementation.”

What isrequired for aLevel 1 draft?

FDA is required to announce the availability of the guidance in the Federal Register
(FR), provide a public comment period, and make the guidance document available on
the Internet and in hard copy.

DoesaLevel 1draft alwaysrequire an Notice of Availability (NOA)?

Yes, 21 CFR 810.115(g)(1)(ii)(A) requires that we publish an NOA in the Federal
Register (FR) announcing the availability of aLevel 1 draft.

How long isthe comment period for a Level 1 draft?

CDRH generally provides a 90 day public comment period. Y ou cannot implement
alLeve 1 draft until you publish it asaLeve 1 final.

Arewerequired to mark “Draft Not for I mplementation” on every page of a draft
guidance?

Yes. CDRH includes “Draft Not for Implementation” as the header on every page
of adraft guidance document. It is best to use the Header feature in Microsoft WORD
when writing the guidance; a watermark is not required and can cause significant word
processing/file conversion problems.

What isLeve 1 final guidance?

FDA issuesthe Level 1 fina after we review the public comments received on the
Level 1 draft. We may revise the guidance document based on our review of the



comments. We may explain changes or respond to the comments by discussing them in
the NOA for the Leve 1 final.

Do | haveto respond to every comment received on a Level 1 draft?

No. Generaly, we respond only to very significant comments on the Level 1 draft
when we publish the Level 1 final.

Doesa Level 1 final alwaysrequirean NOA?

Yes, 21 CFR §10.115(g)(1)(iv)(B) requires that we always publish an NOA when
we publish aLevel 1 final.

Do we still accept public commentson Leve 1 final guidance documents?

Yes, 21 CFR §10.115(g)(5) alows the public to comment on all final guidance
documents. We will revise final guidance in response to public comments when

appropriate.

Isthere a deadlinefor issuing a Level 1final after issuing the draft?

The regulations do not give a specific timeframe for issuing afinal. However, you
cannot implement the guidance until it is published as final.

Can werevise a final guidance document?

Yes. We may revise any final guidance document, whenever we deem appropriate.
The nature of the revisions determines whether we issue the revised document as Level 1
or Level 2.

Can weissue another Level 1 draft before we make the guidance final?

Y es, with another Notice of Availability in the Federal Register and another
comment period. Remember that you cannot implement the guidance until we issue it as
find.

What isa Level 1 Immediately-In-Effect?

21 CFR 810.115(g)(2) alows us to implement a Level 1 guidance without a
comment period whenever prior public participation is not feasible or appropriate. Itis
issued as Level 1 Immediately-in-Effect and implemented immediately upon publication.

What arethereasonsfor publishing a Level 1 aslmmediately-in-Effect?

These limited exceptions to public participation in developing guidance include
situations where:

There are public health reasons for immediate implementation of the
guidance document;

There is a statutory requirement, executive order, or court order that
requires immediate implementation; or

The guidance document presents a less burdensome policy that is
consistent with public health.



Do we publish an NOA for aLevel 1 Immediately-in-Effect?

Yes. 21 CFR 810.115(g)(2)(i)(A) requires that we publish an NOA and provide a
public comment period when we issue a Level 1 Immediately-in-Effect. In the NOA, we
explain why the guidance document is Immediately-in-Effect.

Can we issue Level 2 draft guidance?

No. FDA must provide a public comment period for adraft. There are no
provisions for a public comment period for a Level 2 in the GGP regulations. If you have
reasons for issuing it as draft, your document likely meets the definition for Level 1.

Can wewithdraw aLevel 2 and reissueit asa Level 1 draft?

Yes. If the determination of Level 2 proves incorrect because the document is
highly controversial when issued, we may withdraw it and reissue it asa Level 1 draft.

Using the CDRH GGP Cover sheets

What arethe CDRH GGP Cover sheets?

The CDRH GGP Coversheets are the Center’ s templates to ensure that the guidance
has a uniform appearance and contains all the elements required by the GGP regulations.
Y ou should always begin writing your guidance document with the appropriate GGP
Covershest.

How many kinds of CDRH GGP Cover sheets are there?

There are three kinds of CDRH GGP Covershests:
Draft
Final
Final, Immediately-in-Effect

Wheredo | obtain a CDRH GGP Coversheet?

The CDRH GGP Covershesets are available in Microsoft WORD on the CDRH
shared drive: K\\GGP\TEMPLATES (see aso Attachment Il of this manual).

How do | use a CDRH GGP Cover sheet?
Each GGP coversheet contains three pages. cover, preface, and title page.

(1) Open the CDRH GGP Coversheet file on the shared drive as a Read Only file.

(2) Saveit to your hard drive under any file name you choose, keeping the fonts,
justifications, and margins exactly as shown.

(3) Only fill in the information described below. (All the other information, such
as date, docket number, CDRH Facts-On-Demand (FOD) number, etc., will
be added for you just before the guidance is published.)



A. Cover page
Insert:
Guidance title
Title of any published document this document will supercede
Office, Division, and Branch of origin

B. Preface page
Add only your name and contact information. Generally, your Office
GGP representative will add the other information during the GGP
process.

C. Titlepage
Insert the guidance title again and begin writing your guidance document.
Use the font indicated and do not delete the non-binding effect statement.

What isthe non-binding effect statement?

The non-binding effect statement must be in al CDRH guidance documents by
regulation, per 21 CFR 810.115(i)(1)(iv). It reads:

This document isintended to provide guidance. It representsthe Agency's
current thinking on thistopic. It does not create or confer any rightsfor or on
any person and does not operate to bind the Food and Drug Administration
(FDA) or the public. An alternative approach may be used if such approach
satisfies the requirements of the applicable statute and regulations.

Wher e should the non-binding effect statement appear in the guidance document?

The GGP regulation, 21 CFR 810.115(i)(2)(iv), requires us to place the non-
binding effect statement immediately under the title on the first page of text in bold or
italic. In CDRH guidance, use 12 pt Times Roman font, bold, italic, and box the text as
shown above.

What about information | don’t know, for example, the publication date or Docket
number ?

Y our Office GGP Rep or OSM/DID adds the Federal Register publication date,
Docket number, Facts-On-Demand (FOD) number, etc. for you just before the guidance
is published.

How do | know the exact title and date of a previous document (when my guidance
isreplacing a previous document or version)?

If your guidance supersedes or replaces a currently available guidance in your
Branch or Division, you should check the CDRH GGP database on the Internet at
www.accessdata.fda.gov/scripts/cdr h/cfdocs/cfGGP/sear ch.CFM for the exact title
and date. Use the exact title and date as shown on the Internet when you fill in the line
on the Cover page that reads, “ This document supersedes document...”


http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfGGP/search.CFM

Writing Guidancein CDRH

How do | write a guidance document in CDRH?

First, work with your management to determine whether your guidance document is
aleve 1or Leve 2, and then whether it is a draft, final, or Immediately-in-Effect.

What kind of format or outline should | use for my guidance document?

Y ou must start with the correct GGP Coversheet. The GGP regulations do not
specify any particular format or outline for the body of the document. Some Offices or
Divisions may have guidance document templates. Employees should apply the
principles of Plain Language when writing guidance. Information about writing in Plain
Language is on the Internet at www.plainlanguage.gov. Information about writing
WORD documents for conversion to Internet documentsisin Attachment 1.

What arethe standard elements that must be in every guidance document?

The standard elements that must be included in every guidance document are listed
in21 CFR §10.115(i)(1). We designed the CDRH GGP Coversheet to ensure that you
include all the standard elements required by the GGP regulations. To have al the
standard elements, you must:

Include the term “guidance’

Identify the Center or Office issuing the document

Identify the activity to which and people to whom the document applies
Prominently display the non-binding effect statement

Include the date of issuance

Noteif it isarevision to a previoudy issued guidance document and identify
the document that it replaces

Contain the word “draft” if the document is a draft guidance document

Arethereother elementsthat | should includein CDRH guidance documents?

Y es, you should include the Least Burdensome paragraph in all medical device-
oriented, final guidance documentsin CDRH.

What isthe L east Burdensome paragraph for?

The Least Burdensome paragraph is language that highlights the importance of the
least burdensome provisions of the Federal Food, Drug, and Cosmetic Act. All
employees need to consider the least burdensome approach when writing guidance.

What does the L east Burdensome par agraph say?

There are two Least Burdensome paragraphs, both are shown below. Thereis one
for guidance that addresses device approvals and clearances, and another for all other
aspects of the total product life cycle, such as compliance, enforcement, outreach,
surveillance, and reporting.



For final guidance documents that addr ess device approvals and clear ances:

The Least Burdensome Approach

The issues identified in this guidance document represent those that we
believe need to be addressed before your device can be approved/cleared for
marketing. In developing the guidance, we carefully considered the relevant
statutory criteria for Agency decision-making. We also considered the burden
that may be incurred in your attempt to comply with the guidance and address
the issues we have identified. We believe that we have considered the |east
burdensome approach to resolving the issues presented in the guidance
document. If, however, you believe that information is being requested that is
not relevant to the regulatory decision for your pending application or that
there is a less burdensome way to address the issues, you should follow the
procedures outlined in the “A Suggested Approach to Resolving L east
Burdensome Issues’ document. It is available on our Center web page at:
http://www.fda.gov/cdrh/modact/l eastburdensome.html

For final guidance documents that address all other aspects of the total product
life cycle:

The Least Burdensome Approach

We believe we should consider the least burdensome approach in all areas of
medical device regulation. This guidance reflects our careful review of the
relevant scientific and legal requirements and what we believe is the |least
burdensome way for you to comply with those requirements. However, if you
believe that the information requested in the guidance is not relevant to the
decision-making process or that an alternative approach would be less
burdensome, please contact us so we can consider your point of view. You
may send your written comments to the contact person listed in the preface to
this guidance or to the CDRH Ombudsman. Comprehensive information on
CDRH's Ombudsman, including ways to contact him, can be found on the
Internet at http://www.fda.gov/cdrh/resol vingdisputes’'ombudsman.html.

Where should | place the L east Burdensome paragraph in my final guidance
document?

In CDRH, we usually place the Least Burdensome paragraph at the end of the
Introduction or Background, whichever appears first in the guidance document.


http://www.fda.gov/cdrh/modact/leastburdensome.html
http://www.fda.gov/cdrh/resolvingdisputes/ombudsman.html

Should | includethe L east Burdensome paragraph in any draft guidance
documents?

No. Do not include the Least Burdensome paragraph in draft guidance. Draft
guidance documents are made available for comment purposes only. Therefore, we
expect that any comments about whether there is a less burdensome approach will be
included in the comments received.

Are guidance documents developed with International organizations required to
contain the standard elements?

A draft guidance resulting from negotiation with an International organization does
not have to contain the standard elements required by 21 CFR §10.115(i)(1). It also may
contain mandatory language, contrary to 21 CFR §10.115(i)(2). However, if and when
we issue the guidance as final, it must conform to all GGP regulations including 21 CFR
810.115(i)(1) and 810.115(i)(2).

How do | write thetitle of my guidance document?

Y ou should state the generic name or type of device and the regulatory activity to
which the guidance pertains, for example, “Addendum to the Instructions for Completing
FDA form 3500A with Coding Manual (MEDWATCH) (MDR)” or “Guidance on 510(k)
Submissions for Keratoprostheses.” Please try to keep your title as short as possible, and
avoid extraneous words or phrases such as “for the Content and Format of.”

What should bein thettitle of a guidance document?

Y ou should state the common name of the device and describe the regulatory
activity or submission in the title. These are some examples of titles of CDRH guidance
documents:

Alternative to Certain Prescription Device Labeling Requirements
Guidance on the Recognition and Use of Consensus Standards

Refractive Implants: Guidance for Investigational Device Exemptions (IDE) nd
Premarket Approva (PMA) Applications; Draft

Guidance for Industry on the Testing of Metallic Plasma Sprayed Coatings on
Orthopedic Implants to Support Reconsideration of Postmarket Surveillance
Requirements

What about terms such as“ Review Criteria” or “Pointsto Consider” ?

Y ou should avoid using these terms. These terms imply that there could be
different legal effects. One god of the GGP regulations is to clarify the meaning and
legal effect of guidance. Standardizing the titles and making guidance recognizable as
guidance helps achieve this god.
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What about Compliance Policy Guides (CPGs)?

CPGs are guidance documents. Historically, FDA has issued regulatory guidance
to its field staff through documents called Compliance Policy Guides (CPG's), and those
documents have come to be recognized by that name. Therefore, FDA will continue to
issue CPG's, but each CPG will also include the term, “guidance’ in its subtitle in order
to clarify that it does fall within the definition of a guidance document and must follow
the GGP regulations.

Do | need a Table of Contents?

A Table of Contents is not required, however, it is helpful in longer documents. It
is best to insert the table of contents after the Preface page of the coversheet. If you want
to have a Table of Contentsin your guidance document, please aways use the Microsoft
WORD pulldown menu: Insert and the Indexes and Tables feature in it. Tables of
Contents created manually cause substantial problems when documents are edited and
when files are converted for the Internet.

What is mandatory language and when can | useit?

Guidance documents must not include mandatory language such as “shall,” “must,
“require,” or “requirement,” unless you are using these words to describe a statutory or
regulatory requirement. 21 CFR 810.115(i)(2). Please note that the construction, “are to
be,” asin “data are to be submitted,” is mandatory language and must not be used unless
you are describing a statutory or regulatory requirement.

Is“should” OK?

Yes. Itisok to use“should” in guidance documents. Should is not mandatory
language.

Federal Register (FR) Notice of Availability (NOA)

What isan NOA?

An NOA isanotice of availability, published in the Federal Register (FR)
announcing that a government document is available. The GGP regulations require us to
publish NOAsfor al Level 1 guidance documents.

When do | need an NOA?

Y ou must prepare an NOA for all Level 1 guidance documents; draft, final, and
Immediately-in-Effect. The draft NOA must accompany the quidance through the GGP
processin CDRH.

Isthere atemplate (boilerplate) for the NOA?

Yes. There arethree, one for each kind of Level 1, (draft, final, or Immediately-in-
Effect).

11



Wheredo | get thetemplate for the NOA?

The NOA templates are in the CDRH shared drive: K:\GGP\TEMPLATES (see
also Attachment 111 of this manual).

How do | usethe NOA template?

Open the NOA template as read only, rename it and save it on your hard drive.
Then simply type in the sections that you are responsible for.

Which sections of the NOA templateam | responsiblefor?

You are responsible for filling in the exact title of your guidance in the places
shown throughout the template and these three sections:

Summary
One or two sentences describing the purpose of the guidance document.

SUPPLEMENTARY INFORMATION: I. Background
A short paragraph summarizing the background of the guidance document.

SUPPLEMENTARY INFORMATION: II. Significance of Guidance

A short paragraph summarizing the significance of the guidance (e.g., what new
legal interpretations or changes in policy are stated in the guidance document). For a
Level 1 Immediately-in-Effect, state which Immediately-in-Effect criteriait meets
and explain why.

Following the CDRH GGP Conformance Checklist

How does the GGP processwork in CDRH?

Before a CDRH guidance document can be posted, CDRH management must sign
off on the guidance document and, when notices are required, on the Federal Register
Notice of Availability. Using the CDRH Guidance Document GGP Conformance
Checklist (GGP Checklist, see Attachment 1V) will ensure that you follow GGP process
correctly.

What isthe CDRH Guidance Document GGP Confor mance Checklist?

The CDRH Guidance Document GGP Conformance Checklist (GGP Checklist)
ensures and documents that you have followed the GGP procedures in developing and
publishing your guidance. The GGP Checklist also ensures that your guidance conforms
to the GGP regulations and has been reviewed by appropriate staff.

Wheredo | get a CDRH Guidance Document GGP Conformance Checklist?

The CDRH Guidance Document GGP Conformance Checklist is in the Microsoft
WORD filein the shared drive: K:\GGP\CHECKLISTS\COMBINED
CONFORMANCE CHECKLIST.



How do | usethe CDRH Guidance Document GGP Confor mance Checklist?

Open the file as read only and save it on your hard drive. Then begin filling in the
information required for the Checklist’s Step 1.

What is* Authorization for Review and Comment” in Step 1 of the Checklist?

The first manager in the chain of command originating the guidance may use this
signature line to authorize internal FDA review and comment. Authors developing
guidance should seek comments from other Offices with relevant scientific expertise or
similar device concerns. For example, you should seek comments or consult with the
Office of Science and Technology (OST) in CDRH and Centers such as the Center for
Biologic Evaluation and Research (CBER) whenever appropriate.

When do | fill in Step 2(A) of the Checklist?

You may use the block in Step 2(A) for aLeve 1 final to document the names and
organizations of anyone who has submitted public comments in the GGP process. You
may also use Step 2(A) to document internal comments.

When do | fill in Step 2(B) of the Checklist?

Use Step 2(B) only for Level 1 Immediately-in-Effect guidance documents. Please
check off the exception to public participation that applies to your guidance document.

Who fillsin Step 3 of the Checklist?

Y our Division GGP Representative should check each item described in Step 3,
Package Contents, and sign off indicating that all GGP requirements have been met.

How do | use Step 4 of the Checklist?

Step 4 is the Center’ s documentation that the guidance meets the GGP
requirements, and that you have obtained the appropriate signatures. It is also the
guidance document’s tracking sheet and your route dip.

Who completes Step 5 of the Checklist?

The Office and Division GGP Representatives complete Step 5. Their duties are
explained below in the section entitled, “ Office and Division GGP Representatives.”

CDRH Managers and Guidance Sign-off

Who signsthe GGP Checklist in CDRH?

All CDRH guidance documents should be reviewed and signed off by the Division
GGP Representative, Branch Chief, Division Director, Office GGP Representative, and
Office Director (or their designees) responsible for issuing the guidance document. All
CDRH guidance should be forwarded to the Office of the Center Director, OCD. OCD
must sign or initia the GGP Checklist for all CDRH guidance documents before they are

posted.
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Arethereadditional signatureson Level 1 draftsand finals?

Yes. The Office of Chief Counsel (OCC) must clear the release of a draft or final
guidance document that describes new legal interpretations. The Office of Policy (OP)
must clear the release of adraft or final guidance document that describes significant
changes in FDA policy.

What isthe first-line manager responsible for when signing the GGP Checklist?

The first-line manager (e.g., Branch Chief) should ensure that the guidance
document conforms to the GGP regulations, is scientifically sound, and is free of errors.
The Branch Chief must indicate on the GGP Checklist, under his or her signature,
whether the author of the guidance document has considered the relevant least
burdensome provisions of FDAMA.

Who should check the FDAMA L east Burdensome box?

The first-line manager signing-off on Step 4, should confirm that the author has
considered the relevant least burdensome provisions of FDAMA by checking the yes\no
box.

What isthe Division Director responsible for when signing the GGP Checklist?

The Division Director should also ensure that the guidance document conforms to
the GGP regulations, is scientifically sound, and free of errors. The Division Director
should alert the Office Director about any potential issues in the guidance that need
specia Office Director or OCD review.

What is the Office Director responsible for when signing the GGP Checklist?

The Office Director should determine whether there are any specific issues for
OCD review and cite these issues immediately under his or her signature on the GGP
Checklist. The Office Director should aso indicate on the GGP Checklist whether the
guidance document describes new legal interpretations (requiring OCC review) or
significant changesin FDA policy (requiring OP review).

Asan Office Director in CDRH, what do | do after | sign-off in Step 4?

Y ou should forward all Level 1 and Level 2 guidance documentsto OCD. You
should also specify whether there are any issues for OCD review. Check the OCD
review box and use the blank space below it to describe the issues.

Do | do anything differently when | sign a Level 1 guidance?

Yes. When you sign off on aLevel 1 guidance, you should indicate whether Office
of Chief Counsel (OCC) and Office of Policy (OP) signatures are required after OCD
sign-off. OCC clears draft or final guidance documents that describe new legal
interpretations. OP clears draft or final guidance documents that describe significant
changes in FDA policy.

14



CDRH Office and Division GGP Representatives

What do the Office GGP Reps do?

Office GGP Representatives help ensure that all guidance documents conform to
the GGP regulations, and that CDRH guidance documents are made available in a correct
and timely fashion.

Office GGP Representatives:

review the guidance document for the GGP standard elements

ensure that the Least Burdensome paragraph is included in final guidance
ensure that correct steps in the GGP process have been followed

ensure the GGP Coversheet information is correct

track guidance in the GGP process through CDRH

maintain files of signed CDRH Guidance Document GGP Conformance Checklists
advise Division Reps of changes in the GGP Process

participate in preparing the Annual Agenda

participate in preparing the Annual Comprehensive List

obtain FOD numbers from the Center’s GGP/FOD Focal Point

add the FOD number and issuance date immediately prior to posting

save the working version of the guidance on the CDRH shared drive:
K:\GGP\DOCUMENTS\ for his or her Office

notify the Center’s GGP Liaison, GGP/FOD Focal Point and Office WEB Focal
Point by email that the guidance has been cleared and is ready to post

Does the Office Rep request a new FOD number for every guidance document?

No. If your document is replacing a currently available document, your document
should use the FOD number in the version being replaced. The Office Representative
should write that number in Step 5 of the GGP Checklist.

Isthere an email format for requesting an FOD number?

Yes. Thisisthe format you should use to request an FOD number from the
Center’s GGP/FOD Focal Point, for a new document:

Title: Insert title

GGP: State whether guidanceisLevel 1 or 2, and draft or final
This document supersedes Insert title being replaced

Origin: Insert Office/Division/Branch

FOD: requesting

FILENAME: Insert K drive folder and filename

Isthere an email format for notifying the GGP Focal Points and Center Liaison that
a guidanceisready to post on the Internet and FOD?

Yes. Itisthe same as the format you should use to request an FOD number:
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Title: Insert title

GGP:. State whether guidanceisLevel 1 or 2, and draft or final
This document supersedes Insert title replaced

Origin: Insert Office/Division/Branch

FOD: Insert (in bold) FOD number

FILENAME: Insert K drive folder and filename

What do the Divison GGP Reps do?

The Division GGP Representative signs-off the GGP checklist in Step 3. His or her
signature documents that the guidance document conforms to the GGP regulations.

Additionally, Division GGP Representatives:

assist guidance authors and Division managers in developing guidance

review the guidance document for the GGP standard elements

ensure that the guidance uses the correct coversheet

ensure that the correct least burdensome paragraph is included in final guidance
documents

ensure that a WORD file of the guidance is sent to the Office GGP Rep

ensure that a WORD file of the NOA (Level 1'sonly) is sent to the Office GGP Rep
verify that new guidance is posted on the Internet accurately

verify that new guidance is available on FOD

participate in preparing the Annual Agenda

participate in preparing the Annual GGP Comprehensive List

maintain Divison GGP Lists

How doesthe Division GGP Rep verify that guidance is on the Internet?

The Division GGP Rep should check the CDRH GGP database on the Internet at
www.accessdata.fda.gov/scripts/cdr h/cfdocs/cfGGP/sear ch.CFM , 5 days after
receiving the signed GGP Checklist from the Office GGP Rep.

How doesthe Division GGP Rep verify that guidanceison FOD?
The Division GGP Rep should check FOD at 301 827-0111, 5 days after receiving
the signed GGP Checklist from the Office GGP Rep.

Public Availability of Guidance

How will the public know what guidance is available?

There are two ways, both required by the GGP regulations, the Current GGP List
and the annual publication of the GGP Comprehensive List in the Federal Register.

What isthe Current GGP list?

Under 21 CFR 810.115(n), FDA must maintain a current list of al guidance
documents on the Internet at
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www.fda.gov/opacom/mor echoices/industry/guidedc.htm. New documents will be
added to this list within 30 days of issuance.

Who maintainsthe Current GGP list on the Internet?

In CDRH, the Center GGP Liaison (in OHIP), DSMA, and OSM work together to
ensure that new CDRH documents are added to the FDA list within 30 days of issuance
as required by the GGP regulations.

Who'sresponsible for the annual publication of the GGP Comprehensive List in the
Federal Register?
FDA Office of Policy publishes the annual GGP Comprehensive List in the Federal

Register. In CDRH, the Center GGP Liaison (in OHIP), DSMA, and OSM work together
to prepare CDRH’ s section.

When does CDRH post Level 1 guidance on the Internet and Facts-On-Demand?

Generdly, Level 1 guidance is posted as soon as the publication date for the Notice
of Availability is available. The official publication date for the guidance document is
the date the NOA is published.

When does CDRH post Level 2 guidance on the Internet and Facts-On-Demand?

In CDRH, Leve 2 guidance is generally posted within a few days of OCD sign-off.
The official publication date for the guidance document is the date OCD signed the GGP
Checklist.

How do | find alist of all the guidance in my Office or Division?

Use the CDRH GGP Database search engine on the Internet at
www.accessdata.fda.gov/scripts/cdr h/cfdocs/cfGGP/sear ch.CFM. Leave the line for
Document Title blank, select your Office and Division, then select Search.

Can werevise older, pre-GGP guidance?

Y es, with management’ s approval. FDA strongly encourages employeesto revise
older, pre-GGP guidance.

Can we delete a guidance document?

Yes. To delete a guidance document, prepare arequest consisting of a brief
statement (a bulleted list is preferred) explaining why the guidance document should be
deleted and a one or two line public notice. The public notice will be used on the Internet
and FOD to explain to the public why the guidance document has been deleted. Y our
request should be concise, less than one page. Obtain the signatures of the first-line
manager or Branch Chief, Division Director, Office Director, and Office of the Center
Director (or their designees) on your request. The Office and Division GGP
Representatives do not need to sign your request, however they should each retain a
signed copy.
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After the Office of the Center Director signsthe request, how do we delete a
guidance document?

The Office of the Center Director will forward the signed request to the Office GGP
Representative who will ask OSM and DSMA to delete the document from the Internet,
FOD, and the Current and Comprehensive GGP lists. Office GGP Representative also
will forward a signed copy to the Division GGP Representative. OSM and DSMA will
replace the guidance document with the public notice from the request. This notice will
remain on the Internet and FOD for 6 months. We will include the deletion, date, and
reason in the next Comprehensive GGP list published in the Federal Register.

Public Input on Guidance

What are the mechanisms for public (including regulated industry) input in
developing FDA guidance?
The mechanisms for public input include suggesting or submitting:

areas of guidance document development

drafts of guidance documentsto FDA for consideration

revisions of an existing guidance document

comments on an annual list of possible topics for future FDA guidance

documents (the Annual Agenda)

comments on specific proposed, draft and final guidance documents

Must we post a Level 1 draft guidance beforeit can be discussed at an Advisory
Panel meeting or other public meeting?

Yes. After you have drafted the guidance document, you may get input from
Advisory Panels or other public meetings as a part of following the GGP regulations to
ensure appropriate public participation, including posting the guidance that will be
discussed at the meeting.

Can we seek input from FDA Advisory Panels before we draft a guidance
document?

Y es, before you begin drafting a guidance document you may seek or accept public
input (e.g., by participating in or holding public meetings). 21 CFR §10.115(g)(2)(i).
Y ou may state the topic or prepare a brief sketch or outline of the topic. However, once
you draft the guidance document, you must follow the GGP regulations for making a
guidance document available outside FDA.

Can the public write final guidance?

No. The public, including a manufacturer, may only submit draft guidance
documents for FDA consideration.

How does the public submit a draft guidance document?

The public should submit their draft through Dockets Management Branch. The
draft then becomes a Guidance Document Submission. 21 CFR §10.115(f)(3). FDA
determines whether and how to revise a draft submitted by the public. Only FDA can
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issue guidance, including guidance initially submitted by the public according to the GGP
regulations.

What’sthe Annual Agenda?

The Annual Agendais alist, published annually, of possible topics for future FDA
guidance document development or revision during the next year. 21 CFR 810.115(f)(4)
requires FDA to publish this list annually on the Internet and in the Federal Register.
Thisisalist of possible topics for the following year. We are not restricted to only these
topics. Nor are we required to act on al of these topics.

Can the public suggest topics for guidance?
Yes. When doing so, they should address why a guidance document on that topic is
necessary.

How does the public comment on Level 1 draft guidance?

The public should send comments to FDA Dockets Management Branch, usualy,
within 90 days of publication of a draft guidance document. Instructions for submitting
comments are given in the NOA and in the Preface of the guidance document.

How does the public comment on Level 1 or Level 2 final guidance?

The public may comment on Level 1 or Level 2 final guidance at any time by
sending their comments to FDA Dockets Management Branch.

How doesthe public comment on Level 1 Immediately-in-Effect guidance?

The public should send comments to FDA Dockets Management Branch within 90
days of publication of aLevel 1 Immediately-in-Effect guidance document as instructed
inthe NOA. Level 1 Immediately-in-Effect guidance documents are implemented as
soon as they are published, but to ensure adequate public participation, FDA provides a
90 day comment period. And, like all FDA guidance documents, we continue to accept
comments at any time.

Can the public suggest we withdraw a guidance document?

Yes. If the public finds a guidance document or topic on the Agendais no longer
relevant or accurate, they may suggest to FDA that we withdraw it.

How can the public be sure we are following the GGP regulations?

FDA will monitor the development and issuance of guidance documents to ensure
that we follow the GGP regulations. 21 CFR §10.115(1)(2).

What if the public believes we did not follow the GGP regulations?

The GGP regulations include provisions for the public to raise concerns if they
believe guidance was not issued according to the GGP regulations or is being applied by
CDRH as abinding requirement. 21 CFR §10.115(0). The GGP regulations instruct the
public to contact the employee’ s supervisor, and continue through the chain of command,
if necessary, within CDRH. The GGP regulations further provide that the public may
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involve FDA’s Chief Mediator and Ombudsman if we are not making progress resolving
concerns within the Center.
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Attachment |. Advicefrom the CDRH Focal Pointson drafting
guidance documentsfor the Internet

All guidance documentsare published on the Internet. Following the advice
from the CDRH Focal Pointswill ensure that you achieve a crisp, professional
look for your document, and that your WORD fileis converted accur ately.

Don't use tabs/spaces to create columns or tables. Use the TABLE pulldown
menu in WORD. Use tables whenever you need atable or tabbed effect;
otherwise the document will not look the way you intend it to.

Use the Bullet function in WORD. If you just put a symbol (like an asterisk) in
front of an item when making a list, the margins and hanging indents will not
convert accurately.

Stick with Times Roman fonts. Y ou can subordinate or emphasize with typeface,
i.e., bold, italic, bold italic, size, and case. But do so sparingly, and only when it
imparts meaning. |t CaN be distracting OTHERWISE.

Never use customized fonts.
Never use fonts smaller than 12-point.
Allow amargin of at least one inch on top, bottom, and both sides.

Create the Table of Contents (TOC) using the TOC option under the Insert

pulldown menu in WORD. Never create a TOC by typing page numbers into a
column, or with tabs and spaces. Y ou are not required to have TOCs in guidance
documents, but they are helpful in very long documents.

When putting an Internet address, check that the Internet address (URL) is valid
and that you have typed or cut and pasted it accurately.

Remember that html documents do not have "pages’ - so that if you print an html
document it will not print out paginated.

M aking accessible web pagesfor individuals with disabilities.
All graphics/images should be accompanied by alegend or text description.
Make meaning independent of color.

Put row and column headers in data tables.
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CDRH GGP Coversheet Templates



[CDRH Levd 1 Draft Guidance 3-Page cover Sheet. Delete this header.]

[Insert Title]; Draft Guidance for

Industry and [Select one or more:]

FDA, FDA Reviewers, Staff, and
or Compliance

[Times New Roman, 30 pt., Centered, Bold]

Draft Guidance — Not for | mplementation
[Times New Roman, 20 pt., Bold, Italic]
This guidance document is being distributed for comment pur poses only.
Draft released for comment on [release date as stated in FR Notice]
[Times New Roman, 14pt., Bold]

[If appropriate] This document super sedes [Insert title of previous document
and its date.] [Times New Roman, 14 pt, Bold]

enter r'—"":}ﬂ

C % U.S. Department of Health and Human Services
DR B Food and Drug Administration
Hq§ Center for Devices and Radiological Health

"0y jeol®® : L
Originating Branch
Division
Office

[Times New Roman, 12 pt., Bold]

[[Revised February 9, 2001. Delete thisfooter.]



Draft - Not for |mplementation

[Header - Times New Roman, 14 pt, Italic. Put this header on every page of the
guidance document

Preface

[Times New Roman, 24 pt., Bold, Centered)]

Public Comment:
[Times New Roman, 18 pt. Bold]

Comments and suggestions regarding this draft document should be submitted by [date 90
days from release date] to Docket No. [fill in], Dockets Management Branch, Division of
Management Systems and Policy, Office of Human Resources and Management Services,
Food and Drug Administration, 5630 Fishers Lane, Room 1061, (HFA-305), Rockville,
MD 20852.

or

[ Use alternate wording below if date/docket are unknown]

For 90 days following the date of publication in the Federd Regigter of the notice
announcing the availability of this guidance, comments and suggestions regarding this
document should be submitted to the Docket No. assigned to that notice, Dockets
Management Branch, Divison of Management Systems and Policy, Office of Human
Resources and Management Services, Food and Drug Administration, 5630 Fishers Lane,
Room 1061, (HFA-305), Rockville, MD 20852.

[Text - Times New Roman, 12 pt.]

Additional Copies

[Times New Roman, 18 pt. Bold]

Additiond copies are available from the Internet at:  http://Awww.fda.gov/cdrh/[ specific
address|, or CDRH Facts-On-Demand. In order to receive this document viayour fax
machine, call the CDRH Facts-On-Demand system at 800-899-0381 or 301-827-0111
from atouch-tone telephone. Press 1 to enter the system. At the second voice prompt,
press 1 to order a document. Enter the document number ((Office GGP Rep will insert
FOD number) followed by the pound sign (#). Follow the remaining voice prompts to
complete your request.

[Text - Times New Roman, 12 pt.]

[Revised February 9, 2001. Delete thisfooter.]



Draft - Not for |mplementation

[Header - Times New Roman, 14 pt, Italic. Put this header on every page of a
draft document.]

Guidance Document Title

[Times New Roman, 24 pt, Bold]

This document isintended to provide guidance. It representsthe Agency’s current
thinking on thistopic. It does not create or confer any rightsfor or on any person and
does not operate to bind the Food and Drug Administration (FDA) or the public. An
alternative approach may be used if such approach satisfies the requirements of the
applicable statute and regulations.

[boxed text, Times New Roman, 12 pt, Bold, Itdic]

[Insert heading, if applicable]

[Times New Roman, 18 pt., Bold]

Guidance Document Text
[Times New Roman, 12 pt ]

[Revised February 9, 2001. Delete thisfooter.]



[CDRH Find Guidance 3-Page Cover Sheet. Delete this header.]

[Insert Title]; Final Guidance for

Industry and [Select one or more:]

FDA, FDA Reviewers, Staff, and/
or Compliance

[Times New Roman, 30 pt, Centered, Bold]

Document issued on: [If Level | Final, userelease date of FR Notice; if

Level |l Final, usethe date signed off by Office of Center Director]
[Times New Roman, 14 pt, Bold]

[If appropriate] This document super sedes [Insert title of previous document
and its date.] [Times New Roman, 14 pt, Bold]

U.S. Department Of Health and Human Services
Food and Drug Administration
Center for Devices and Radiological Health

Originating Branch
Division
Office

[Revised March 1, 2001. Delete thisfooter.]



Preface

[Times New Roman 24 pt., Bold, Centered]

Public Comment
[Times New Roman, 18 pt. Bold]

Comments and suggestions may be submitted a any time for Agency consideration to Dockets
Management Branch, Divison of Management Systems and Policy, Office of Human Resources
and Management Services, Food and Drug Adminigtration, 5630 Fishers Lane, Room 1061,
(HFA-305), Rockville, MD, 20852. When submitting comments, please refer to the exact title of
this guidance document. Comments may not be acted upon by the Agency until the document is
next revised or updated.

For questions regarding the use or interpretation of this guidance contact [name] at (301) [phone] or
by emall [log on name or initias] @cdrh.fda.gov.
[Text - Times New Roman, 12 pt.]

Additional Copies
[Times New Roman, 18 pt. Bold]

Additiona copies are available from the Internet at:  http://www.fda.gov/cdrh/[ specific
address|, or CDRH Facts-On-Demand. In order to receive this document via your fax
machine, call the CDRH Facts-On-Demand system at 800-899-0381 or 301-827-0111
from atouch-tone telephone. Press 1 to enter the system. At the second voice prompt,
press 1 to order adocument. Enter the document number (Office GGP Rep will insert
FOD number) followed by the pound sign (#). Follow the remaining voice prompts to
complete your request.

[Text - Times New Roman, 12 pt.]

[Revised March 1, 2001. Delete thisfooter.]



Guidance Document Title

This document isintended to provide guidance. It representsthe Agency’s current
thinking on thistopic. It does not create or confer any rightsfor or on any person and
does not operate to bind the Food and Drug Administration (FDA) or the public. An
alternative approach may be used if such approach satisfies the requirements of the
applicable statute and regulations.

[boxed text, Times New Roman, 12 pt, Bold, Itdic]

[Insert heading, if applicable]

[Times New Roman, 18 pt., Bold]

Guidance Document Text
[Times New Roman, 12 pt ]

[Please insert the paragraph entitled L east Bur densome Approach at the end of the Introduction or
Background, whichever appearsfirst in the guidance document.]

[For documents about device approvals and clearances]

The Least Burdensome Approach

The issues identified in this guidance document represent those that we believe need to be addressed
before your device can be gpproved/cleared for marketing. In developing the guidance, we carefully
consdered the relevant statutory criteriafor Agency decison-making. We aso consdered the
burden that may be incurred in your atempt to comply with the guidance and address the issues we
have identified. We believe that we have consdered the least burdensome gpproach to resolving the
issues presented in the guidance document. If, however, you believe that information is being
requested that is not relevant to the regulatory decision for your pending application or that thereisa
less burdensome way to address the issues, you should follow the procedures outlined in the “A
Suggested Approach to Resolving Least Burdensome Issues’ document. It is available on our
Center web page at:  http://mww.fda.gov/cdrivmodact/leastburdensome.htm

[For documents about any other aspect of thetotal product life cycle]
The Least Burdensome Approach

We believe we should consider the least burdensome gpproach in dl areas of medical device
regulation. This guidance reflects our careful review of the rdlevant scientific and legd requirements

[Revised March 1, 2001. Delete thisfooter.]



and what we believe is the least burdensome way for you to comply with those requirements.
However, if you believe that the information requested in the guidance is not relevant to the
decison-making process or that an aternative approach would be less burdensome, please contact
us SO we can consder your point of view. Y ou may send your written comments to the contact
person listed in the preface to this guidance or to the CDRH Ombudsman. Comprehensive
information on CDRH's Ombudsman, including ways to contact him, can be found on the Internet at
http:/mww.fda.gov/cdrivresol vingdi sputes/ombudsman.html.

[Revised March 1, 2001. Delete thisfooter.]



[CDRH Find Leve 1, "Immediately in Effect" Guidance 3-Page Cover Sheet
Delete this Header.]

[Insert Title]; Final Guidance for

Industry and [ Select one or more:]

FDA, FDA Reviewers, Staff, and
or Compliance

Times New Roman, 30 pt., Centered, Bold]

Document Issued on: [release date as stated in FR Notice]
[Times New Roman, 14 pt. Bold]

{Bq'.lEr rDrG
CD 5& U.S. Department of Health and Human Services
RH 2 Food and Drug Administration
& Center for Devices and Radiological Health

.""QQH |E-3.1f‘-'0{v
Originating Branch
Division
Office

[Times New Roman, 12 pt., Bold]
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Preface

[Times New Roman, 24 pt., Bold]

Public Comment
[Times New Roman, 18 pt., Bold]

Until [date 90 days from release date], comments and suggestions regarding this document should be
submitted to Docket No. [fill in number], Dockets Management Branch, Divison of Management
Systems and Palicy, Office of Human Resources and Management Services, Food and Drug
Adminigration, 5630 Fishers Lane, Room 1061, (HFA-305), Rockville, MD 20852. Such comments
will be consdered when determining whether to amend the current guidance.

After [date 90 days from release date], comments and suggestions may be submitted at any time for
Agency congderation to Dockets Management Branch. Comments may not be acted upon by the
Agency until the document is next revised or updated. For questions regarding the use or
interpretation of this guidance contact [name of contact person] at [phone number (optiond: or by
eectronic mall a (email address))].
or

[Use alternate wording below if date/docket unknown - guidance issued one web, etc., before

publication of NOA]

For 90 days following the date of publication in the Federal Register of the notice announcing the
avalability of this guidance, comments and suggestions regarding this document should be submitted to
the Docket No. assigned to that notice, Dockets Management Branch, Divison of Management Systems
and Policy, Office of Human Resources and Management Services, Food and Drug Administration,
5630 Fishers Lane, Room 1061, (HFA-305), Rockville, MD 20852. Such commentswill be
congdered when determining whether to amend the current guidance.

After 90 days following the date of publication in the Federd Regigter of the notice announcing the
availahility of this guidance, comments and suggestions may be submitted a any time for Agency
consideration to Dockets Management Branch. Comments may not be acted upon by the Agency
until the document is next revised or updated. For questions regarding the use or interpretation of this
guidance contact [fill in name, address, phone and email]. [Times New Roman, 12 pt]

Additional Copies

Additiond copies are available from the Internet a:  http://ww.fda.gov/cdrh/[specific address], or
CDRH Facts-On-Demand. In order to receive this document viayour fax machine, call the CDRH
Facts-On-Demand system at 800-899-0381 or 301-827-0111 from a touch-tone telephone. Press
1 to enter the system. At the second voice prompt, press 1 to order a document. Enter the
document number (Office GGP Rep will insert FOD #) followed by the pound sign (#). Follow the
remaining voice prompts to complete your request. [Times New Roman, 12 pt]

[Revised March 1, 2001. Delete thisfooter.]



GuidanceDocument Title

[Times New Roman, 24 pt., Bold]

This document isintended to provide guidance. It representsthe Agency’s current
thinking on thistopic. It does not create or confer any rightsfor or on any person and
does not operate to bind the Food and Drug Administration (FDA) or the public. An
alternative approach may be used if such approach satisfies the requirements of the
applicable statute and regulations.

[Times New Roman, 12 pt, Bold, Itdic]

[Insert heading, if applicable]

[Times New Roman, 18 pt., Bold]

[ Guidance document text]
[Times New Roman, 12 pt.]

[Please insert the paragraph entitled L east Bur densome Approach at the end of the Introduction or
Background, whichever appearsfirst in the guidance document.]

[For documents about device approvals and clearances]

The Least Burdensome Approach

The issues identified in this guidance document represent those that we believe need to be addressed
before your device can be gpproved/cleared for marketing. In developing the guidance, we carefully
consdered the relevant statutory criteriafor Agency decison-making. We aso consdered the
burden that may be incurred in your atempt to comply with the guidance and address the issues we
have identified. We beieve that we have consdered the least burdensome gpproach to resolving the
issues presented in the guidance document. If, however, you believe that information is being
requested that is not relevant to the regulatory decision for your pending application or thet thereisa
less burdensome way to address the issues, you should follow the procedures outlined in the “A
Suggested Approach to Resolving Least Burdensome Issues’ document. It is available on our
Center web page at:  http://mww.fda.gov/cdrivmodact/leastburdensome.htm

[For documents about any other aspect of thetotal product life cycle]

The Least Burdensome Approach

We believe we should consider the least burdensome gpproach in dl areas of medical device
regulation. This guidance reflects our careful review of the rdlevant scientific and legd requirements
and what we believe isthe least burdensome way for you to comply with those requirements.
However, if you bdieve that the information requested in the guidance is not relevant to the

[Revised March 1, 2001. Delete thisfooter.]



decison-making process or that an aternative approach would be less burdensome, please contact
us SO we can consder your point of view. Y ou may send your written comments to the contact
person listed in the preface to this guidance or to the CDRH Ombudsman. Comprehensive
information on CDRH's Ombudsman, including ways to contact him, can be found on the Internet at
http:/mww.fda.gov/cdrivresol vingdi sputes/ombudsman.html.

[Revised March 1, 2001. Delete thisfooter.]
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Notice of Availability (NOA) Templates



Level 1 Draft

FR Notice of Availability (NOA) Boilerplate
(Revidon dated Dec 6, 2000)

Instructions:

Replace the bold, itaic indructions with the information indicated, usng norma, 12pt. Times
Roman text. Please do not revise the page set up, margin, tabs, fonts or any other formatting
commands.

Delete theingruction box and text in it after completing your dreft.

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

Docket No.

Medica Devices Draft insert title of guidance; Avalability
AGENCY:  Food and Drug Adminigtration, HHS.

ACTION: Notice.

SUMMARY': The Food and Drug Adminigration (FDA) is announcing the availability of the draft
guidance entitled, “ I nsert title of guidance.” Insert a brief summary of the document and
thereasons CDRH isissuingit. Thissection should be no more than 3 sentences. This

guidanceisnot find nor isit in effect a thistime.

DATES: Written comments concerning this guidance must be received by (RESwill insert

the date, 90 days after date of publication in the Federal Register).

ADDRESS: Seethe SUPPLEMENTARY INFORMATION section for information




on eectronic access to the guidance. Submit written requests for sSingle copieson a3.5” diskette of
the draft guidance document entitled, “insert title of guidance” to the Divison of Small

Manufacturers Assstance (HFZ-220), Center for Devices and Radiologica Health, Food and Drug
Adminigration, 1350 Piccard Dr., Rockville, MD 20850. Send two self-addressed adhesive labels

to assst that office in processing your request, or fax your request to 301-443-8818.

FOR FURTHER INFORMATION CONTACT:
Insert Name
Center for Devices and Radiological Hedth (HFZ- Insert mail stop)
Food and Drug Adminigtration,
9200 Corporate Blvd.
Rockville, MD 20850

(301) Insert phone number

SUPPLEMENTARY INFORMATION:
l. Background

Insert a discussion of what the draft guidance is about. Includeinformation to
assist interested personsin understanding the document, and any history surrounding the
development of the document, e.g., any Advisory Panel Meetingsin which the document
was discussed, or if it originated from a Guidance Document Submission If this
document supercedes any other guidance document say so, and give itstitle and date of

publication.



. Significance of Guidance

This draft guidance document represents the agency’ s current thinking on[insert the topic
of the guidance document]. It does not create or confer any rights for or on any person and
does not operate to bind FDA or the public. An dternative gpproach may be used if such
gpproach satisfies the gpplicable statute, regulations, or both.

The agency has adopted Good Guidance Practices (GGPs), and published the find rule,
which st forth the agency’ s regulations for the development, issuance, and use of guidance
documents (65 FR 56468, September 19, 2000). This draft guidance document isissued asa

Levd 1 guidance in accordance with the GGP regulations.

[11. ELECTRONIC ACCESS
In order to receive “Insert title of guidance” viayour fax machine, cdl the

CDRH Facts-On-Demand system at 800-899-0381 or 301-827-0111 from a touch-tone
telephone. Press 1 to enter the system. At the second voice prompt press 1 to order a document.
Enter the document number (Office GGP Re: I nsert FOD number, keeping the parentheses)
followed by the pound sign (#). Follow the remaining voice prompts to complete your request.

Persons interested in obtaining a copy of the draft guidance may aso do so using the
Internet. CDRH maintains an entry on the Internet for easy access to information including text,
graphics, and files that may be downloaded to a persona computer with Internet access. Updated
on aregular bass, the CDRH home page includes the civil money penaty guidance documents

package, device safety aderts, Federal Register reprints, information on premarket submissions



(including lists of approved gpplications and manufacturers addresses), smal manufacturers
assstance, information on video conferencing and e ectronic submissons, Mammography Matters,
and other device-oriented information. The CDRH home page may be accessed at

http://www.fda.gov/cdrh

V. Comments

Interested persons may, on or before (RESinserts the date 90 days from date of
publication in the Federal Register), submit to Dockets Management Branch (address above)
written comments regarding this draft guidance. Submit two copies of any comments, except that
individuas may submit one copy. Comments are to be identified with the docket number found in
brackets in the heading of this document. The guidance document and received comments may be

seen in the Dockets Management Branch between 9 am. and 4 p.m., Monday through Friday.

DATED:



Leve 1Final

FR Notice of Availability (NOA) Boilerplate
(Revidon dated Dec 6, 2000)

Instructions:

Replace the bold, itaic indructions with the information indicated, usng norma, 12pt. Times
Roman text. Please do not revise the page set up, margin, tabs, fonts or any other formatting
commands.

Delete theingruction box and text in it after completing your dreft.

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

Docket No. insert the docket no. used for the draft version
Medica Devices insert title of guidance; Avaldbility
AGENCY:  Food and Drug Administration, HHS.

ACTION: Notice.

SUMMARY': The Food and Drug Adminigration (FDA) is announcing the availability of the
guidance entitled, “ I nsert title of guidance.” Insert a brief summary of the document and

thereasons CDRH isissuingit. Thissection should be no more than 3 sentences.

DATES: Written comments may be submitted at anytime.

ADDRESS: Seethe SUPPLEMENTARY INFORMATION section for information

on electronic access to the guidance.  Submit written requests for single copieson a3.5” diskette of

the guidance document entitled, “I nsert title of guidance” to the Divison of Smal Manufacturers




Assistance (HFZ-220), Center for Devices and Radiological Hedlth, Food and Drug
Adminigration, 1350 Piccard Dr., Rockville, MD 20850. Send two sdlf-addressed adhesive labels

to assst that office in processing your request, or fax your request to 301-443-8818.

FOR FURTHER INFORMATION CONTACT:
Insert Name
Center for Devices and Radiological Hedth (HFZ- Insert mail stop)
Food and Drug Adminigtration,
9200 Corporate Blvd.
Rockville, MD 20850

(301) Insert phone number

SUPPLEMENTARY INFORMATION:
l. Background

I nsert a concise description of what the document is about. Include information to
assist interested personsin understanding the document, and any history surrounding the
development of the document, e.g., Advisory Panel Meetings (include date) in which the
document was discussed, or if it originated from a Guidance Document Submission. State
when the Level 1 draft was made available in the Federal Register, the date the comment
period closed, and address any significant comments that were received. |f this document
supercedes any other guidance, including its draft version, say so, and giveitstitle and

date of publication.



. Significance of Guidance

This guidance document represents the agency’ s current thinking on[insert the topic of
the guidance document]. It does not create or confer any rights for or on any person and does
not operate to bind FDA or the public. An dternative gpproach may be used if such approach
satisfies the gpplicable satute, regulations, or both.

The agency has adopted Good Guidance Practices (GGPs), and published the find rule,
which st forth the agency’ s regulations for the development, issuance, and use of guidance
documents (65 FR 56468, September 19, 2000). This guidance document isissued asalevd 1

guidance in accordance with the GGP regulations.

[11. ELECTRONIC ACCESS

In order to recelve “Insert title of guidance,” viayour fax machine, cdl the
CDRH Facts-On-Demand system at 800-899-0381 or 301-827-0111 from a touch-tone
telephone. Press 1 to enter the system. At the second voice prompt press 1 to order a document.
Enter the document number (Office GGP Rep: Insert FOD number, keeping the
parentheses) followed by the pound Sgn (#). Follow the remaining voice prompts to complete

your request.

Personsinterested in obtaining a copy of the guidance may aso do so using the Internet.
CDRH maintains an entry on the Internet for easy access to information including text, graphics, and

filesthat may be downloaded to a persona computer with Internet access. Updated on aregular



basis, the CDRH home page includes the civil money pendty guidance documents package, device
safety derts, Feder al Register reprints, information on premarket submissions (including lists of
gpproved applications and manufacturers addresses), smal manufacturers assistance, information
on video conferencing and dectronic submissons, Mammography Matters, and other device-

oriented information. The CDRH home page may be accessed at http://mww.fda.gov/cdrh

V. Comments

I nterested persons may, a anytime, submit to Dockets Management Branch (address
above) written comments regarding this guidance. Submit two copies of any comments, except that
individuas may submit one copy. Comments are to be identified with the docket number found in
brackets in the heading of this document. The guidance document and received comments may be

seen in the Dockets Management Branch between 9 am. and 4 p.m., Monday through Friday.

DATED:



Level 1 Immediately in Effect

FR Notice of Availability (NOA) Boilerplate
(Revidon dated Dec 6, 2000)

Instructions:

Replace the bold, itaic indructions with the information indicated, usng norma, 12pt. Times
Roman text. Please do not revise the page set up, margin, tabs, fonts or any other formatting
commands.

Delete theingruction box and text in it after completing your dreft.

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

Docket No.

Medica Devices Insert title of guidance; Avallability
AGENCY:  Food and Drug Adminigtration, HHS.

ACTION: Notice.

SUMMARY': The Food and Drug Adminigration (FDA) is announcing the availability of the
guidance entitled, “ I nsert title of guidance.” Insert a brief summary of the document and

thereasons CDRH isissuingit. Thissection should be no more than 3 sentences.

DATES: Written comments concerning this guidance must be received by (RESwill insert

the date, 90 days after date of publication in the Federal Register).

ADDRESS: Seethe SUPPLEMENTARY INFORMATION section for information

on electronic access to the guidance.  Submit written requests for single copieson a3.5” diskette of




the draft guidance document entitled, “Insert title of guidance” to the Divison of Smal
Manufacturers Assstance (HFZ-220), Center for Devices and Radiologica Health, Food and Drug
Adminigration, 1350 Piccard Dr., Rockville, MD 20850. Send two salf-addressed adhesive labels

to assst that office in processing your request, or fax your request to 301-443-8818.

FOR FURTHER INFORMATION CONTACT:
Insert Name
Center for Devices and Radiological Hedth (HFZ- Insert mail stop)
Food and Drug Adminigtration,
9200 Corporate Blvd.
Rockville, MD 20850

(301) Insert phone number

SUPPLEMENTARY INFORMATION:
l. Background

I nsert a discussion of what the document is about. Include information to assist
interested persons in understanding the document, and any history surrounding the
development of the document, e.g., any Advisory Panel Meetingsin which the document
was discussed, or if it originated from a Guidance Document Submission. If this

document supercedes any other guidance say so, and give itstitle and date of publication.



(Select one of the three choices below)
1 [ FDA is making this guidance document available immediately because there are public

hedlth reasons for immediate implementation. Explain why in one two sentances. ]

2 [ FDA is making this guidance document available immediately because thereisa
datutory requirement, executive order, or court order that requires immediate implementation and

guidance is needed to help effect such implementation. Explain why in one two sentances. |

3 [ FDA is making this guidance document available immediately because he guidanceis
presenting a new policy, consstent with public hedlth, that is less burdensome than current policy.

Explain why in one two sentances.]

. Significance of Guidance

This guidance document represents the agency’s current thinking on[insert the subject or
topic of the guidance document]. It does not create or confer any rights for or on any person
and does not operate to bind FDA or the public. An dternative approach may be used if such
gpproach satisfies the gpplicable statute, regulations, or both.

The agency has adopted Good Guidance Practices (GGPs), and published the find rule,
which st forth the agency’ s regulations for the development, issuance, and use of guidance
documents (65 FR 56468, September 19, 2000). This guidance document isissued asalevd 1

guidance in accordance with the GGP regulations.



[11. ELECTRONIC ACCESS

In order to receive “Insert title of guidance” viayour fax machine, cdl the
CDRH Facts-On-Demand system at 800-899-0381 or 301-827-0111 from atouch-tone
telephone. Press 1 to enter the system. At the second voice prompt press 1 to order a document.
Enter the document number (Office GGP Rep I nsert FOD number, keeping the parentheses)
followed by the pound sign (#). Follow the remaining voice prompts to complete your request.

Personsinterested in obtaining a copy of the guidance may aso do so using the Internet.

CDRH maintains an entry on the Internet for easy access to information including text, graphics, and
filesthat may be downloaded to a persona computer with Internet access. Updated on aregular
bass, the CDRH home page includes the civil money pendty guidance documents package, device
safety derts, Federal Register reprints, information on premarket submissions (including lists of
gpproved applications and manufacturers addresses), smal manufacturers assistance, information
on video conferencing and dectronic submissons, Mammography Matters, and other device-

oriented information. The CDRH home page may be accessed at http://www.fda.gov/cdrh

V. Comments

Interested persons may, on or before (RESwill insert date after 90 days from the date
of publication in the Federal Register), submit to the Dockets Management Branch (address
above) written comments regarding thisimmediady in effect guidance. Two copies of any
comments are to be submitted, except that individuas may submit one copy. Comments are to be
identified with the docket number found in brackets in the heading of this document. The guidance

document and received comments may be seen in the Dockets Management Branch between 9



am. and 4 p.m., Monday through Friday.

DATED:
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[ Federal Register: Septenmber 19, 2000 (Volume 65, Number 182)]

[ Rul es and Regul ati ons]

[ Page 56468-56480]

From the Federal Register Online via GPO Access [wai s. access. gpo. gov]
[ DOCI D: f r 195e00- 4]

DEPARTMENT OF HEALTH AND HUMAN SERVI CES
Food and Drug Admi nistration

21 CFR Parts 7, 10, 14, 19, 25, 101, 107, 110, 114, 170, 310, 312,
314, 316, 500, 514, 601, 803, 814, and 860

[ Docket No. 99N-4783]

Adm ni strative Practices and Procedures; Good Gui dance Practices
AGENCY: Food and Drug Adm nistration, HHS.

ACTI ON: Final rule.

SUMMARY: The Food and Drug Adm nistration (FDA) is anmending its

adm nistrative regulations to codify its policies and procedures for
the devel opment, issuance, and use of guidance documents. This action
is necessary to conply with requirenments of the Food and Drug

Adm ni stration Modernization Act of 1997 (the Mdernization Act). The
Moder ni zati on Act codified certain parts of the agency's current " Good
Qui dance Practices'' (GGP's) and directed the agency to issue a
regul ati on consistent with the act that specifies FDA' s policies and
procedures for the devel opment, issuance, and use of gui dance
docunents. The intended effect of this regulation is to make the
agency's procedures for devel opnent, issuance, and use of gui dance
docunents clear to the public.

DATES: This rule is effective October 19, 2000.

FOR FURTHER | NFORMATI ON CONTACT: LaJuana D. Cal dwell, O fice of Policy
(HF-27), Food and Drug Administration, 5600 Fishers Lane, Rockville, M
20857, 301-827-7010.

SUPPLEMENTARY | NFORMATI ON
| . Background

Under section 405 of the Modernization Act (Public Law 105-115),
statutory provisions on gui dance docunents were added to the Federa
Food, Drug, and Cosnetic Act (the act) in section 701(h) (21 U S.C
371(h)). In the Federal Register of February 14, 2000 (65 FR 7321), we
(FDA) proposed changes to our existing part 10 (21 CFR part 10)
regul ations to clarify our procedures for the devel opnent, issuance,
and use of gui dance docunents. Interested parties were given until My



1, 2000, to coment on the proposal
1. Description of the Final Rule
A. Comments and Agency Response

We received 18 comments on the proposed rule, largely fromtrade
organi zati ons. The comments we received generally supported the
policies and procedures described in the GG s.

1. General Conment

(Comment 1) One comrent reconmended that we include in this
preanmble a |ist of generally accepted principles of a good gui dance
docunent. The comment nom nated several principles for inclusion on the
list.

We decline to develop a list of generally accepted principles of a
““good'' guidance docunent because we believe that the procedures
described in Sec. 10.115 reflect generally accepted principles for
devel opi ng, issuing, and using guidance docunments. For exanple, a good
gui dance docunment represents our current thinking on a matter and
clearly states that it does not establish |legally enforceable
requi renments. We expect each gui dance docunent devel oped, issued, and
used under the rule to have the characteristics of a good gui dance
docunent .

2. Definition of Guidance Docunents

(Conment 2) One comment suggested that we include in the definition
of gui dance docunents those docunents that describe our current
policies regarding | abeling and pronotion.

In our proposal, we defined gui dance docunents to include, anobng
ot her kinds of documents, those that relate to the design, production
manuf acturi ng, and testing of regul ated products and those that relate
to inspection or enforcenent policies. We interpret our definition to
i ncl ude gui dance docunents about product |abeling and pronotion. W are
amendi ng the definition in Sec. 10.115(b)(2) to clarify our intent to
i ncl ude such topics as subjects for guidance docunents.

3. Conprehensive List of Guidance Docunents and Gui dance Docunent
Agenda

(Conment 3) Several comments discussed the annual publication of

t he conprehensive |ist of guidance docunents and the gui dance docunent
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agenda. Some suggested that we continue to publish these lists on a
sem annual basis.

Some conments stated that yearly publication of the conprehensive
list is acceptable, particularly given that we maintain a current |ist
on the Internet.

One coment stated that annual publication of the gui dance docunent
agenda woul d be reasonable if we include the status of each itemon the
list and identify the highest priority guidance docunents. Another
comment recomended that the agenda be posted on the Internet.

We believe that we provide adequate notice of and access to al
avai |l abl e gui dance docunents through two nechani sns. We annual |y
publi sh a conprehensive |ist of guidance docunents in the Federa
Regi ster and we nmaintain current (i.e., updated within 30 days of the
i ssuance of a new or newly revised gui dance docunent or the deletion of
an obsol ete gui dance docunent) lists of gui dance docunents on the
I nternet.



We al so believe that we provide adequate notice of the gui dance
docunent agenda through its annual publication in the Federal Register
We will not include the status of each document on the agenda. Each
docunent listed on the agenda is being devel oped; further description
of docunent status would not be practical because it would be too
difficult to differentiate the stages of guidance docunent devel opnent.
We al so do not believe it would be feasible to prioritize the docunents
on the agenda. Often, resources allocated to the devel opment of a
particul ar docunent are diverted to creating gui dance docunents
regardi ng ot her areas of greater public health need. As a result, our
priorities may change throughout the year and priorities stated on the
agenda woul d not renain accurate for an extended period of tinme. We try
to maintain a current (i.e., updated at |east sem annually) gui dance
docunent agenda on the Internet.

In efforts separate fromthis rul emaki ng, we are considering ways
to enhance our lists of guidance docunents maintained on the Internet.
For exanple, we are trying to nake the lists easier to navigate and
search. These enhancenents may allow you to nore efficiently find the
i nformati on you seek on the conprehensive list and the agenda.

(Conment 4) One comrent suggested that we include a brief statement
descri bing each docunent on the conprehensive |ist.

We understand that nmuch of the value of the conprehensive list lies
inits ability to convey the subject matter of each docunent on the
list. To provide this informati on adequately, we plan to ensure that
the titles or subtitles of docunents convey the subject of the docunent
nore precisely. The conprehensive |ist could becone too cunbersonme and
difficult to use if we added a description of the subject of each
docunent. Therefore, we will not include a separate statenent
descri bi ng each docunent on the conprehensive list.

(Conmment 5) A comrent stated that the conprehensive list should
i dentify guidance docunents that have been revised or are currently
bei ng consi dered for revision.

Through the lists that we publish under the procedures previously
descri bed, we already nake the information requested in the coment
available to the public. On the conprehensive list, we include the date
of the last revision of a guidance docunent. This enables you to
identify those gui dance docunents that have been revised and the date
of the revision. In our guidance docunent agenda, we |ist guidance
docunents that are under consideration for devel opnent or revision

(Coment 6) In Sec. 10.115(c), we define two |levels of guidance
docunents, Level 1 and Level 2. The two | evels of guidance docunents
are subject to different procedures for public participation before
i ssuance. One comment suggested that we include the designation for
each docunent as Level 1 or Level 2 in the prospective list of guidance
docunents.

We decline the suggestion to include the Level 1 or Level 2
designation for all docunents on the gui dance document agenda.
Generally, at the tine we issue the agenda, we do not know the ful
content of the proposed docunents. Thus, a determ nation of whether a
docunent neets the criteria for a Level 1 designation
(Sec. 10.115(c)(1)) would be prenmature.

(Conment 7) One comment suggested that we nmeke the gui dance
docunent agenda nore user-friendly by separating gui dance docunments on
cross-cutting i ssues fromthose that are technol ogy-specific.

The purpose of the guidance document agenda is to notify you of
gui dance docunments we are devel oping so you may coment on topics for
new docunents and possible revisions to existing documents. W believe



t he gui dance agenda is currently organized to dissenminate this

i nformati on nost effectively. The docunents on the agenda are organized
by the issuing center or office and generally are further grouped by
topi c categories. By separating gui dance docunents according to the

i ssuing center or office, we enable those of you who have interest in a
particul ar issue or type of product (e.g., food products) to focus on
docunents that are being devel oped in one of the centers or offices
(e.g., the Center for Food Safety and Applied Nutrition). Guidance
docunents that are being developed in nore than one center or office

wi || appear on the agenda for each participating center or office.
Groupi ng docunents on the agenda by subject category (e.g., electronic
subm ssions) provides you greater ability to focus on specific areas of
interest. After the effective date of the rule, we will group al

gui dance docunents on the agenda by subject category. This format is
consistent with the format of the conprehensive list of guidance
docunents. We believe that the format suggested in the conment could
make the agenda difficult to use because you would not be able to
concentrate effectively on a particular topic of interest.

4. Public Input

(Conment 8) One comrent suggested that we inplenent procedures to
gi ve you the opportunity to coment on designation of a document as a
Level 1 or Level 2 guidance docunment before the decision is nade.

We decline to adopt this suggestion. It is in the best interest of
promoting and preserving the public health that we be able to devel op
gui dance docunents in a tinely and efficient manner. If we solicited
comment on the | evel designation for each gui dance docunent, we woul d
create a procedural hurdle that could significantly slow the gui dance
devel opnent process. This delay in the devel opment of gui dance
docunents woul d not serve us or you.

We determ ne whether a document is Level 1 or Level 2 based on the
criteria described in Sec. 10.115(c). If you disagree with the
desi gnation of a document (e.g., if you believe that a guidance issued
as a Level 2 should have been issued as a Level 1), you may send us an
expl anation of your reasons for disagreeing with our determ nation when
you conment on the guidance docunent. |f, after issuance, you stil
have a di sagreenent, you can appeal our designation using the dispute
resol uti on process.

(Conmment 9) One comrent suggested that we announce the devel opnent
and i ssuance of Level 2 docunents in the Federal Register. Another
comrent recomended that we receive comments on Level 2 guidance
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docunents before we issue themas final guidance.

We decline to anend our procedures for announcing and receivVing
comment on Level 2 guidance docunments. Wen we issue Level 2 docunents,
they are i medi ately posted on the Internet. Al so, their issuance is
announced in the conprehensive |ist of guidance documents that is
publ i shed annually in the Federal Register and maintained on the
I nternet.

Under section 701(h)(1)(D) of the act, we nust solicit public
comments " “upon inplenmentation'' of guidance docunents that describe
exi sting practices or m nor changes in agency policy. W believe the
provi sions of Sec. 10.115(g)(4) are consistent with the act and
descri be adequate provisions for devel opi ng and issuing Level 2
gui dance docunents.

(Comment 10) Under Sec. 10.115(g)(1)(v), we may issue a second



draft of a gui dance docunent and solicit comrent on the docunent after
provi ding an opportunity for comment on the first draft. One comrent
stated that two situations usually nerit this procedure: Wen the first
draft gui dance on a nedical or scientific topic is highly controversia
and when the first draft guidance is in conflict with other widely
recogni zed sources of scholarly guidance (e.g., Internationa

Conf erence on Harnoni zati on gui dance, pharnmacopei al standards).

We agree that it may be appropriate for us to issue a second draft
of a gui dance docunent in the two situations described in the comrent.
In addition, it may al so be appropriate for us to issue a second draft
gui dance in other circunstances. For exanple, if we revise a docunent
for clarification, we my want to issue a second draft gui dance
docunent to receive comrent on whether our revisions made the docunent
easi er to understand.

(Comment 11) One comment suggested that we allow the public to
request the deletion of guidance docunents that are no | onger useful

Under Sec. 10.115(f), you can suggest that a docunent on the
conprehensive |ist of guidance docunments or on the guidance docunent
agenda be revised or withdrawn if you find that the document is no
| onger relevant or accurate. W anmended the final rule to explicitly
state that you can suggest that a guidance be wi thdrawn
(Sec. 10.115(f)(4)).

(Comment 12) Many comments urged us to include a provision in the
regul ation requiring us to provide witten responses to public comments
or suggestions for revising guidance docunents. One coment stated that
we should respond to each suggestion for a revision to an existing
gui dance docunment within 90 days. Other comments stated that we should
explain to the public why we changed, or why we did not change, a
gui dance docunment between the draft and final stages. Some comments
recommended that we provide general responses to coments grouped by
topic. Ot hers suggested that we be required to issue a witten response
when certain criteria are net (e.g., when a majority of the conments on
a gui dance docunent concern the sane issue).

We believe that it is in the public interest to have an efficient
process for devel opi ng gui dance docunents. The gui dance docunent
devel opnent process woul d be hanpered if we were required to respond to
each conment. When comments received are very significant or cause us
to revise a guidance, we often discuss those comments in the notice of
availability (NOA) for the final guidance or in the final guidance
docunent. We intend to continue this practice. However, naking a firm
conmmitnent to provide a witten response to all comments when issuing a
final guidance would unnecessarily delay the issuance of the docunent.

(Comment 13) Two comments suggested that we be required to respond
to your proposals for draft gui dance docunents.

We agree with this coment. When you have taken the tine to devel op
a gui dance docunent and submit it to us for review, you should receive,
at a mninmum an acknow edgnment of receipt of the docunment. Therefore,
we are now accepting gui dance docunent subm ssions at the Dockets
Managenment Branch. If you submit a document to us, you should designate
it as a "~ Quidance Docunent Subm ssion,'' include the name of the
center or office with oversight over the subject matter covered by the
gui dance docunent, and subnmit the docunent to the Dockets Managenent
Branch (HFA-305), 5630 Fishers Lane, rm 1061, Rockville, MD 20852

The Dockets Managenent Branch will ensure that the docunent is
assigned a public docket nunmber and it is sent to the appropriate
office or center. Al proposed guidance docunments will be avail able

t hrough the public docket. We will send you a witten acknow edgnent



that we have received your docunent, and to the extent feasible, we
also will informyou of our actions regarding the docunent you have
subm tted. These changes to the final rule are included in revised
Sec. 10.115(f)(3).

(Coment 14) We received many coments on early collaboration and
neetings to discuss guidance docunments as they are being devel oped.
Generally, the comments were very supportive of our efforts to
facilitate early interaction with you. Sone comrents suggested that we
i ssue a clear policy about the procedures for collaboration and early
neeti ngs. One suggested that we provide a neans for industry to
recommend a particular coll aborative approach for a gui dance docunent
under devel opnent. Another comment reconmmended that we provide
opportunities for you to engage in ~“real time dialogues'' with us
before we begin to wite a draft or final guidance. The comment noted a
nunber of avenues for this type of collaboration, including joint task
forces, public and private neetings, advisory comrittee neetings, and
e-mai | correspondence. Ot her coments stated that certain agency
conmponents had refused to neet about a gui dance docunent before that
docunent was issued in draft. One conment specifically requested that
we use nore mandatory | anguage regardi ng preproposal collaboration with
you.

We agree that early collaboration (i.e., input fromyou in the
early stage of devel oping the approach we will take in a new or revised
gui dance docunment) can be a very val uable tool in devel oping regulatory
gui dance. W have created several nechanisnms to encourage early input,

i ncluding the follow ng:

We provide an opportunity to suggest new or revised
gui dance.

We publish an agenda of the guidance documents that we are
wor ki ng on and request your coments on the agenda.

We notify you when we issue draft gui dance docunments and
request your conments on the drafts.

We may hol d neetings or workshops even before we develop a
draft docunment.

We encourage your involvenent in our devel opnent of gui dance
docunents. O ten, we devel op gui dance docunents based on your
suggestions. W solicit your coments on draft gui dance docunents
because our views are not yet finalized and we want your input on the
contents of the final guidance.

We understand that you would like to nmeet with us nore regarding
t he devel opnent of gui dance documents. Qur policies on neeting with the
public on gui dance devel opment are evolving. In efforts separate from
this rul emaking, we are exploring ways to increase this interaction
within the confines of applicable statutes and regul ati ons, and
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are considering our need to provide all interested parties access to
the process, our interest in issuing docunents in a tinely manner, and
our resource constraints. W welcone your suggestions in this area.
(Comment 15) One comment proposed establishing a nechanismin
Sec. 10.115(g) whereby conpanies can fund a market research initiative
that would pernmit us, through questionnaires, focus groups, and other
techni ques, to obtain input on proposed policies directly from
pati ents, doctors, and other stakehol ders.
We wel cone input from patients, doctors, and other stakehol ders. W
believe that the procedures described in Sec. 10.115, especially our



i ncreased use of the Internet to disseninate information, provide
adequat e avenues for patient, doctor, and stakehol der involvenent in

t he devel opnent of our policies. We decline at this tinme to establish a
funded market research initiative because adninistering such a program
woul d divert personnel resources fromother public health priorities.

(Comment 16) One comment suggested that we consider interactive
techni ques, such as town hall neetings, that nay encourage industry
i nput on setting priorities for the devel opnent of gui dance docunents
listed on the agenda.

We wel cone industry input on prioritizing our devel oprment of
gui dance docunents. W believe that the procedures described in the
GGP' s on the guidance docunent agenda, especially our increased use of
the Internet to dissem nate the agenda and our request for comrents on
t he agenda, provide adequate avenues for industry and others to assi st
us in prioritizing guidance docunents. Furthernore, the agenda is only
one of several nmechanisns we use to solicit input on prioritizing the
gui dance docunments we are devel opi ng. For exanple, we may participate
in public nmeetings and public hearings and may rai se gui dance docunent
i ssues at advisory conmittee nmeetings. At this time, we decline to
change the GGP's in the manner suggested but will continue to consider
avenues for encouraging input at all stages of guidance devel opnent.

(Coment 17) One comment suggested that any proposed gui dance
docunents subnmtted to advisory conmittees be made public in a manner
that provides sufficient tinme for review before the neeting.

We agree that proposed gui dance docunents submitted to advisory
committees should be nmade public as soon as practicable to allow for a
review of those materials. We are working to ensure that this
information is nade available in a tinmely manner
5. Legal Effect of Cuidance Docunents

(Conment 18) We received several comrents on the | egal effect of
gui dance docunents. A nunber of comments referred to the statenent in
the proposed regulation that we are willing to discuss an alternative
approach with you to ensure that it conplies with the relevant statutes
and regulations (Sec. 10.115(c)(3)). The comments stated that if a
gui dance docunent is not binding, the discussion of alternative
approaches shoul d not be required.

The comrents misinterpreted the intent of the statenment in
Sec. 10.115(c)(3). If you take an alternative approach, you are not
required to discuss that approach with us. Instead, we are offering our
assi stance to make sure that any alternative approach you take neets
the appropriate statutory or regulatory requirenments. Di scussing
alternative approaches nmay help you understand our interpretation of
the applicable statutes and regul ations and may further our
understandi ng of the nerits of your approach

(Conment 19) Two comments suggested that conpliance with a gui dance
docunent shoul d provide a conpany with a safe harbor from FDA
enforcenent action. The comments recommended that we change the
regul ation to require us to amend, or at |east publish a proposal to
anend, a gui dance docunent before initiating an enforcenment action
agai nst a conpany that acted in accordance with a gui dance. The
comments also noted that if we do not provide a safe harbor from
enforcenent, at a mninum a conpany's action in accordance with a
gui dance docunent shoul d be evidence of the conmpany's intent to conply
with our regul ations.

Section 701(h)(1)(B) of the act provides that gui dance docunents
““shall not be binding on the Secretary.'' Creating a °~ safe harbor'
in a guidance docunent that would preclude us fromtaking action would



i mperm ssibly bind us. In issuing enforcenment-related gui dance
docunents, we express our current thinking regarding regulatory matters
and believe this provides useful information. However, you al ways
remai n i ndependently responsible for conplying with applicable statutes
and regul ati ons. \Whet her you have conplied with the law is determn ned
fromthe facts of each case.

(Comment 20) We received two comments suggesting that we clarify to
our staff that FDA may not cite failure to follow a gui dance docunent
in any observation on Form FDA 483 (List of Inspectional Observations).

We agree with this comrent. Gui dance docunents are not binding. An
enforcenent action may be taken only when we find a violation of
statutory or regulatory requirenents. |If a guidance docunent contains a
reference to a regulatory or statutory requirenent, then enforcenent
action nay be taken if the regulation or statutory requirenent is
violated. O course, enforcenent action may be taken if a requirenent
in a regulation or statute is violated whether or not there is a
reference to the requirenents in any gui dance docunent. We discuss this
issue in the GGP training we provi de enpl oyees under Sec. 10.115(1)(1).

(Conment 21) We received one comment on how we should interpret a
draft gui dance document during the tinme that it is out for comment,
before the docunent has been finalized. The coment suggested that we
mai ntain three categories of gui dance docunents: Draft, approvable, and
approved.

We believe the provisions of Sec. 10.115(g) sufficiently describe
both the process for issuing draft Level 1 guidance docunments for
comment and the process of inplenenting Level 1 guidance docunents
wi t hout conment when prior public participation is not feasible or
appropriate. W do not believe that adding nore categories will inprove
the process; instead, it could confuse the users of the docunents.
Early in the process of developing the GG s, coments strongly urged
the agency to streamline and sinplify the nonenclature for guidance
docunents. We have done so. If you are concerned about FDA' s thinking
on an issue that is reflected only in a draft gui dance, you should
contact the appropriate office within FDA to discuss the issue.

While a draft Level 1 guidance docunent is out for comment, you may
be concerned that the guidance will change based on comments received.
Because a gui dance docunent represents the agency's current thinking on
a subject but it is not ever binding on FDA or outside parties, you
shoul d not rely on any gui dance document, draft or final. If you have
questi ons about conpliance with statutory or regulatory requirenents,
you can di scuss those issues with an FDA enpl oyee.

6. Standard El enents

(Conment 22) We received two coments suggesting that the
designation as Level 1 or Level 2 be a standard el enent of each
gui dance docunent.
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We believe that the comrent msinterpreted the significance of the
Level 1 or Level 2 designation. The designation of a guidance as Level
1 or Level 2 is only relevant when a gui dance docunent or revision to a
gui dance docunent is being devel oped. The designation is used to
i ndi cate whether the proposed docunent or revision is significant
enough to warrant public comment before inplenentation. If the Level 1
or Level 2 determination remains with the docunent as a standard
element, it may be confusing. For exanple, if we nake a very mnor
revision to a gui dance docunent that contains highly significant



i ssues, this revision would warrant a Level 2 determination for the

pur poses of receiving coments. Affected parties should not assune that
the docunent contains issues that are | ess significant because of the
Level 2 designation, but rather that the change being nmade is not
significant.

(Comment 23) One comment suggested that we require as an elenent in
each gui dance docunent a statenent that explains why the docunent is
needed.

Gui dance docunents shoul d be issued only when a need for guidance
exi sts. In each docunent, we generally include a background section
that states the reason for its issuance. We will continue to do this in
the future. However, although we acknow edge the utility of stating the
need for each gui dance, we do not believe the statement should be
requi red. The advice we provide in a guidance docunent represents our
current thinking, regardl ess of whether we adequately explain the need
for the guidance. Therefore, we decline to nake this information a
required el enment in our guidance docunents.

(Conment 24) One comment suggested that statenents of nonbinding
ef fect be prominently displayed on all guidance docunents.

We agree with the comment. It is critical that all parties
under stand that gui dance docunents do not bind us or you. W are
anendi ng the regulation at Sec. 10.115(i)(1)(iv) to require that a
statement of the guidance document's nonbinding effect be displayed on

prom nently each docunent. In the future, this statement will be placed
i medi ately below the title of the gui dance docunent on the first page
of text and it will be in promnent (e.g., bold or italic) print.

7. Qur Procedures

(Conment 25) In the proposed rule, we stated that we woul d not seek
public input prior to inplementing a Level 1 guidance document if we
determ ne that prior public participation is not feasible or
appropriate (proposed Sec. 10.115(g)(2)). Several comments di scussed
this exception to the prior public participation requirenent. Two
comments stated that we should use the exception only in rare and
extraordi nary circunstances. O her coments suggested that we only use
this exception in cases where there is a real, denonstrated public
heal th emergency, not just a theoretical energency. Another coment
stated that when we use these procedures, we should provide a statenent
of our reasons for not soliciting prior public participation

Under section 701(h)(1)(C) of the act, we nust ensure public
participation prior to the inplenmentati on of gui dance docunents unl ess
we deternmine that such prior public participation is not feasible or
appropriate. As discussed in the preanble to the proposed rule,

Sec. 10.115(g)(2) reflects the standard stated in the statute (65 FR
7321 at 7324). We anticipate that this exception will generally be used
when: (1) There are public health reasons for the i medi ate

i mpl enment ati on of the gui dance docunent; (2) there is a statutory

requi renent, executive order, or court order that requires i medi ate

i mpl enentation; or (3) the guidance document presents a |ess burdensone
policy that is consistent with public health. W agree that we shoul d
expl ain why a docunent is being issued without prior public

partici pati on when we issue the docunent. Generally, this explanation
is included in the NOA for the gui dance docunent. We will continue to
follow this procedure in the future.

(Conment 26) One comment suggested that we adopt a 30-day grace
period for Level 1 guidance documents issued w thout prior public
partici pation.

A grace period would not be needed for a gui dance docunent because



gui dance i s not binding on us or you. We do not enforce gui dance
docunents; we enforce applicable statutory and regul atory requirenments.

We are committed to ensuring that you have the opportunity to
participate in guidance docunent devel opnent as nuch as possible.
Therefore, we will issue a Level 1 guidance docunent w thout prior
public participation only if it is not feasible or appropriate to
solicit your comments (e.g., a public health emergency or a court order
requires the issuance of the gui dance and we need to nake the docunent
available to the public as quickly as possible). A delay in
i mpl enmentati on woul d not be appropriate in such circunstances.

(Conment 27) One comment noted that there are tinmes when a Level 2
gui dance document may become controversial and suggested that we adopt
procedures whereby a Level 2 docunment could be w thdrawn, redesignated
as a Level 1 document, and reissued in draft for public comrent.

We believe that the GGP's inplicitly provide us with the ability to
act as the comrent describes. If our initial determ nation to issue a
gui dance docunent or anended gui dance document using Level 2 procedures
proves to be an incorrect decision because the docunent is highly
controversial when issued, we nay wi thdraw the gui dance docunent and
reissue it as a draft guidance docunment follow ng Level 1 procedures
(i.e., publish an NOA in the Federal Register for the draft guidance
docunent and solicit coments on the draft). We do not believe the rule
shoul d be anended to reflect these procedures.

(Comment 28) Two comments suggested that we use the Internet to the
greatest extent possible to dissem nate gui dance docunents. Severa
comments specifically requested that we all ow subni ssion of comrents on
gui dance docunents through e-mail.

We use the Internet as our primary means of dissem nating gui dance
docunents. In nost cases, newy issued or revised gui dance docunents
are available on the Internet at the same tine they are avail able
t hrough other neans (e.g., through the Dockets Managenent Branch). We
are devel opi ng new ways to use Internet technol ogy to enhance our
ability to dissem nate infornmation to the public. In particular, we are
devel oping a system for providing access to all docunents on the
Internet and facilitating e-nmail subm ssion of comments on gui dance
docunents.

(Conment 29) One comment suggested that we publish a new gui dance
docunent within 30 days of changing our current thinking on a given
subj ect. This coment also urged us to anend the regulations to clarify
that the information in a gui dance docunent nay be relied on to be
currently acceptable to FDA

We agree that gui dance docunents should reflect our current
thinking on a given subject. W try to ensure that our docunents are
current. However, we allocate our linited resources to the areas of
greatest public health need. Although GG*'s help to ensure a greater
| evel of public participation in guidance devel opnent, follow ng these
procedures often neans that it takes
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| onger to issue guidance documents. Therefore, we will not conmt
ourselves to issuing guidance docunents within a specific tineframe. W
need flexibility to allocate our resources as we see fit, for exanple,
to an area that presents nore significant public health issues.

In response to the second part of the comrent, Sec. 10.115(d)(3) of
the final rule clearly states that guidance docunents represent the
agency's current thinking on the subject of the docunent, and that FDA



enpl oyees may depart from gui dance docunents only with appropriate
justification and supervisory concurrence.

(Comment 30) One comment stated that if we depart from a gui dance
docunent on nultiple occasions, we should consider revising the
docunent. A simlar comment noted that when a change in policy allows
devi ation froma gui dance docunent, we should anend the docunent to
i ndicate the existence of limted exceptions.

As di scussed previously, guidance docunents should represent our
current thinking on the matters discussed in the docunents. CQur
consi stent deviation from a gui dance docunent mi ght suggest that we
shoul d revise it. Furthernore, we should anmend gui dance docunents to
clarify any changes in our interpretation of a guidance docunment. As
resources allow, we will continue to update and revi se gui dance
docunents to reflect our current thinking.

(Comment 31) One comment suggested that we provide witten
justification for deviating froma gui dance docunent.

As discussed in the preanble to the proposed rule (65 FR 7321 at
7327), we agree that our enployees should not deviate from gui dance
wi t hout appropriate justification and supervi sory concurrence. However,
because gui dance docunents are not |egally binding, we do not believe
that we should provide witten notice stating the reasons for such
deviations. If we are asked to explain why we are deviating froma
gui dance docunment, we will do so.

(Comment 32) One comment suggested that we consolidate gui dance
docunents addressing identical topics, those covering one topic that
applies to several premarketing application types, and those containing
i dentical premarketing application elenents for simlar product |ines.
This comment al so noted that sone currently avail abl e gui dance
docunents are obsol ete, redundant, or no | onger appropriate.

We consolidate simlar guidance docunents when feasible and
appropriate. Qur primary concern is to i ssue docunents that represent
our current thinking on a particular matter. On bal ance, the benefit of
havi ng consol i dated gui dance docunents is often outwei ghed by the
burden of reissuing the docunents. Furthernore, consolidated docunents
may be too cunbersone to be user-friendly.

We agree that documents that are obsol ete, redundant, or no | onger
appropriate should be revised or withdrawn so they do not create
confusion. During the past few years, we have tried to elimnate or
revi se docunents when appropriate, given our resource constraints. W
will continue this practice. Section 10.115(f) provides you with an
opportunity to suggest docunents that should be elinm nated or revised.

(Comment 33) One comment noted that we should not use gui dance
docunents as a replacenent for notice-and-comment rul emaki ng.

We agree with this coment and believe that in certain
ci rcunst ances regul ati ons should be issued, while in other
ci rcunst ances i ssuance of a gui dance docunent is nore appropriate. W
careful |y consi der whether a docunent that contains binding
requi rements should be issued. This decision ultimtely detern nes
whet her it is nore appropriate for us to issue regul ations or guidance
on a given subject.

(Conment 34) We received several comrents on our dispute resolution
process. One conment suggested that we establish a systematic review
process for external auditors to exam ne the decisions of our staff and
to determ ne whether the application of a guidance docunment was
appropriate. One comment encouraged us to devel op an appeal s process to
address conpl ai nts about our devel opment and use of gui dance docunents,
stating that this appeals process is required by the Mdernization Act.



O her coments suggested that we describe the normal appeals process
for disputes about the content of a guidance docunment in this fina
rul e.

We appreciate the inportance of providing effective nechanisns for
di spute resol ution and recogni ze that gui dance docunents need to be
devel oped, issued, and used in a manner that is consistent with GG s.
However, we believe that an evaluation of our current dispute
resolution system by an external auditor is unnecessary. W are
requi red under section 405 of the Mdernization Act to ensure that an
ef fective appeals mechanismis in place to address conpl ai nts about our
devel opnent and use of guidance docunents. W believe that we have such
a mechanismin place

If you believe that an FDA staff nenmber did not followthe GG s,

i ncludi ng any situation where you believe a staff menber treated a

gui dance docunment as bindi ng, under Sec. 10.115(0) you can raise the
issue with that staff menber's supervisor. |f the issue cannot be
resol ved, you can continue raising it through the chain of command.
These procedures conpl ement our dispute resolution regulation in

Sec. 10.75 (internal review of decisions). You can al so use the
procedures in Sec. 10.75 to appeal a decision on the GGP's. W are
amendi ng the final rule to provide another neans for raising an issue
about our inplenmentation of the GGP's. Under anended Sec. 10.115(o0),
you can contact the onmbudsman of the center or office with which you
have a di spute and seek the onbudsman's assi stance in resolving the
issue. Finally, if you feel that you are not making progress or if you
are unable to resolve the issue at the center or office level, you can
request that our Chief Mediator and Orbudsnman becone invol ved. Each
center and office has made or will make available its own gui dance
docunents on specific procedures for resolving disputes.

You may al so petition us under Sec. 10.30 (citizen petitions) and
request that we formally resolve your issue.

(Comment 35) One comment suggested that we explicitly state that
gui dance docunents apply to all parties who work in the area addressed
by the docunent. The conment stated that historically, we have not
appl i ed gui dance docunents uniformy to work undertaken by different
i ndi vi dual s.

In each docunent, we generally include an introductory section that
states the intended audi ence of the guidance document (e.g.
applicants, reviewers). The gui dance docunent applies to all members of
the i ntended audi ence. If you believe that an FDA staff nemnmber is not
interpreting the docunent appropriately, you can follow the dispute
resol uti on procedures described previously and in Sec. 10.115(0).

(Conment 36) One comment suggested that we post the nanmes and
titles of the supervisors for each center/office on our Internet hone
page (http://frwebgate. access. gpo. gov/cgi -
bi n/ 1 eavi ng. cgi ?fronel eavi ngFR. ht ml & og=li nkl og&t o=http://ww. fda. gov).

We agree that information about the individuals to contact
regarding the resolution of a dispute should be readily available. This
information is currently on the Internet for all of the centers and
offices. You can find the organizational charts at the follow ng
I nternet addresses:
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Tabl e 1.



Center or Ofice
Organi zati onal Chart Internet address

Center for Biologics Evaluation and Research
http://frwebgate. access. gpo. gov/ cgi -

bi n/ 1 eavi ng. cgi ?fromel eavi ngFR. ht m & og=li nkl og&t o=http://ww. fda. gov/cber/in
si de/ orgchart. pdf

Center for Devices and Radi ol ogical Health
http://frwebgate.access. gpo. gov/ cgi -

bi n/ | eavi ng. cgi ?f ronel eavi ngFR. ht nl & og=l i nkl og&t o=htt p://ww. f da. gov/ cdr h/ or
gani z. htm

Center for Drug Eval uation and Research

http://frwebgate. access. gpo. gov/ cgi -

bi n/ | eavi ng. cgi ?fronel eavi ngFR. ht ml & og=l i nkl og&t o=htt p: // ww. f da. gov/ cder/ cd
erorg. htm

Center for Food Safety and Applied Nutrition vm cf san. f da. gov/
cent sdns/ orgchart. ht m

Center for Veterinary Medicine

http://frwebgate. access. gpo. gov/ cgi -

bi n/ | eavi ng. cgi ?fronel eavi ngFR. ht nl & og=l i nkl og&t o=http://ww. f da. gov/ cvni f da
/ mappgs/ contactcvm ht m

O fice of Regulatory Affairs

http://frwebgate. access. gpo. gov/ cgi -

bi n/ 1 eavi ng. cgi ?fronmel eavi ngFR. ht m & og=li nkl og&t o=http://ww. f da. gov/oral/ins
pect ref/iom | OMORADI R. ht m

(Comment 37) In Sec. 10.115(1)(2), we state that our centers and
offices will nonitor the devel opnent and i ssuance of gui dance docunents
to ensure that GGP's are being foll owed. One comment suggested that we
consi der using a center onmbudsnan (e.g., the new onbudsnman in the
Center for Devices and Radiol ogical Health) to performthis nonitoring
function.

We agree that it is inportant to ensure that gui dance docunments are
devel oped and issued consistently by all centers and offices.

Therefore, each center and office will designate one or nore persons to
noni tor the devel opnent and i ssuance of its gui dance docunents. The
center or office can designate the onbudsman and/or other individuals
to performthis function.

As di scussed previously, under Sec. 10.115(0) you nay seek the
assistance of a center or office onmbudsman or the O fice of the Chief
Medi at or and Orbudsnman if you believe that someone at FDA i s not
followi ng the GG s.

(Conment 38) One comment said that if we are serious about ensuring
t hat our enployees do not devel op policy through speeches and ot her
i nformal nechani sns, we should update and enforce internal witten
procedures on this subject. Another conment suggested that we state
that our enployees may not nake statenents at advisory comittee
nmeetings as a neans to conmuni cate new regul atory expectati ons.

We stated in the proposed regulation at Sec. 10.115(e) that we may
not use docunents and other nmeans of conmmunication that are excluded
fromthe definition of guidance document to informally comunicate new
or different regul atory expectations to the public for the first tinme.



We are maintaining this |language in the final rule. Part of our GGP
training for enployees includes the understanding that policy is not to
be communicated initially to a broad audi ence through speeches.
Statenents at advisory committee neetings often depend on the context
of the statenment. If, for exanple, a marketing application under
consideration raises a novel issue, it may be appropriate for an FDA
enpl oyee to coment on that issue as it relates to a specific
application during a public advisory comrittee neeting. If there are
qgquestions raised by an advisory conmttee nmenber that are not about a
speci fic application, an individual enployee can express a view, but
this would not reflect official agency policy.

(Conment 39) One comment suggested that we exam ne our processes
for training, evaluation, and related internal guidance to ensure that
our directives to staff reinforce the appropriate use of guidance
docunents.

Section 701(h)(1)(B) of the act requires us to provide training for
enpl oyees on how to devel op and use gui dance docunents. W train
enpl oyees about gui dance docunents in new enpl oyee orientation and/or
as part of continuing enployee education and training prograns.

I nternal procedural documents are exani ned before they are issued to
ensure that they are consistent with our GGP policies.

(Coment 40) Several comrents recommended that there be better
i nternal coordination anong centers in the devel opnment, issuance, and
use of guidance docunents. In particular, one conment suggested that
FDA ensure cl oser comuni cati on anong centers, clarify the role of each
center in oversight, and comunicate clearly the enforcing center's
expectation of a firms responsibility for foll owing a guidance
docunent .

One coment referred to the "~ “enforcing'' center. We note that
gui dance is not enforceable. It is not binding on you or us.

In section 123 of the Mddernization Act, Congress directed us to
mnimze differences in the review and approval of products required to
have approved biologics |license applications under section 351 of the
Public Health Service Act (42 U S.C. 262) and products required to have
approved new drug applications under section 505(b)(1) of the act (21
U.S.C. 355(b)(1)). W& have nmade a concerted effort to mininize those
di fferences and otherw se stream ine the regul ati on of products that
may involve dual jurisdiction of our centers. As part of this effort,
we have issued nunerous joint guidance docunents.

We al so have several checks within the gui dance docunent
devel opnent process that help to ensure that there is comrunication
anong centers on mnulticenter topics. For exanple, Level 1 guidance
docunents that describe new | egal interpretations or significant
changes in our policy are reviewed by the Ofice of the Chief Counse
and the Ofice of Policy before issuance. These offices are aware of
cross-cutting i ssues and can ensure appropriate coordination

(Conmment 41) A comment suggested that we define the mninmumlevels
of approval authority for sign-off on gui dance docunents.

We understand that having the appropriate | evel of clearance on
gui dance docunents is inportant for purposes of quality control and to
achi eve the greatest |evel of consistency across the agency. However,
we believe that we should nmaintain flexibility by providing discretion
to the various centers and offices to deternmine their appropriate
| evel s of clearance. Therefore, we decline the suggestion to nmandate
m ni mum | evel s of approval authority for guidance docunents.

(Conment 42) One comment suggested that we clarify the status of
advi sory opinions and determ ne whether they are guidance docunents.



We issue advisory opinions under Sec. 10.85. We anticipate
nodi fyi ng Sec. 10.85 and explaining the effect of Sec. 10.115 on
previously issued advisory opinions in a separate rul emaking effort. As
such, the coment is outside the scope of this rul emaking.

(Coment 43) Two comments suggested that we clarify the status of
gui del i nes. One recomended that we designhate them as Level 1 guidance.

Qur ability to issue guidelines was described in Sec. 10.90(b). In
the conform ng anendnents to the proposed rule, we proposed to delete
all references to guidelines in Sec. 10.90(b) and replace the provision
with the statenment that gui dance docunments will be devel oped, issued,
and used
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according to the requirenents at Sec. 10.115. On further consideration,
we have decided not to include a provision on guidance docunments in
Sec. 10.90(b) because it is not necessary to state that gui dance
docunents will be regul ated under Sec. 10.115. Therefore, we are
renoving and reserving Sec. 10.90(b).

As described in the preanble to the proposed rule, all guidelines
are now treated as gui dance docunents (65 FR 7321 at 7326). Because we
no | onger issue guidelines, we need not determn ne whether they would
warrant a Level 1 or Level 2 determination. If any docunents previously
i ssued as gui delines are anended, we will follow the same procedures
used for anmendi ng gui dance docunents (i.e., we will detern ne whether
nodi fyi ng the docunent neets the criteria for a Level 1 or Level 2
change) .

(Conment 44) One comment asked whether we ensure that all broadly
di ssenminated letters are posted on the Internet and whet her we have
procedures in place for quality control of this process.

We currently post all broadly dissem nated letters on the Internet,
including "~ Dear Doctor'' letters, and letters that are broadly
circulated but do not provide the agency's current thinking on a
regul atory issue. All broadly dissemnated letters that fall under the
definition of guidance docunents are issued under the procedures
described in this rule. Each center and office has personnel who
deternmi ne whether a broadly dissemnated letter neets the criteria for
a gui dance docunment and shoul d be issued as such

(Conmment 45) One comment asked whet her we post on the Internet
letters containing information about public health alerts.

In Sec. 10.115(b)(3), we clarify that guidance docunents do not
i nclude general information docunents provided to consuners or health
prof essionals. Public health alerts fall within this category of
docunents. While public health alerts are not gui dance docunents, and
the comrent is beyond the scope of this rul emaki ng, we do post such
informati on on the Internet, as appropriate.

(Conment 46) One comment questioned whether we have a mechanismin
pl ace for receiving and eval uati ng suggestions for novel or nore
efficient procedures. The sane coment suggested that we create a data
base that contains all correspondence issued to a conpany. The comment
al so requested that we post on the Internet all of our speeches and the
preanbl e to the Septenber 29, 1978, current good manufacturing
practices (CGW' s) regul ation.

These comrents are beyond the scope of this rul emaking.

B. CGui dance Docunents Resulting From I nternational Negotiations



In addition to anending the final rule as described previously in
response to comments, we are making one revision that will inprove our
ability to participate in international negotiations on guidance
docunents. As described in Sec. 10.115(i)(1) and (i)(2), a guidance
docunent nust: (1) Include the term “guidance,'' (2) identify the
center(s) or office(s) issuing the docunent, (3) identify the activity
to which and the people to whom the docunent applies, (4) include a
statement of the docunent's nonbinding effect, (5) include the date of
i ssuance, (6) note if it is a revision to a previously issued guidance,
and (7) contain the word “~“draft'' if the document is a draft gui dance.
Furt hernore, guidance docunents nust not include mandatory | anguage
such as ““nust'' or ““required ' unless we use those words to describe
a statutory or regulatory requirenent.

In accordance with our mssion, we actively participate in
international efforts to reduce the burden of regulation, harnonize
regul atory requirenents, and achi eve appropriate reciproca
arrangenents (section 903(b)(3) of the act 21 U.S.C. 393(b)(3)).
Through these efforts, we frequently negotiate gui dance docunents with
representatives of other countries. For exanple, our participation in
the International Conference on Harnonisation of Technical Requirenents
for Registration of Pharmaceuticals for Human Use (I CH) has all owed us
to work with representatives of regulatory authorities from Europe,
Japan, and the United States and experts fromthe pharnmaceutica
i ndustry in the three regions to devel op nunerous gui dance docunents on
the regul ati on of human drug and bi ol ogi cal products.

When draft docunents are negotiated with representatives of other
countries, we seek public conment on the resulting docunents. W
believe it is inportant to publish draft documents for comment at the
sanme time as other countries so we nay review the public coments and
resume negotiations in a tinmely manner. However, other countries do not
follow our GG s; therefore internationally negotiated draft docunents
often do not conply with all of the provisions of Sec. 10.115(i)(1) and
(i)(2). For exanple, docunents negotiated through |ICH do not include
the Center for Drug Eval uation and Research or the Center for Biologics
Eval uati on and Research as issuing offices. Differences in | anguage and
use of certain ternms often result in wording that inplies the draft
docunent s establish mandatory requirenments. Therefore, to facilitate
t he devel opnent and issuance of draft documents resulting from
i nternational negotiations, we have nodified the final rule to state
that when issuing ~“draft'' guidances that are the product of
i nternational negotiations, we need not apply the provisions of
Sec. 10.115(i)(1) and (i)(2). However, we recognize and the final rule
provi des that final guidances that are the product of internationa
negoti ati ons nust conply with all of the provisions of Sec. 10.115(i).
We anticipate that this anmendnent will provi de many advant ages,
including our ability to: (1) Provide nore time for public comrent on
draft gui dance documents that are the result of internationa
negoti ations, (2) receive nore public comments on these draft
docunents, (3) negotiate based on issues raised in public comrents nore
effectively, and (4) resune international negotiations in a tinely
manner .

I1l. Conform ng Amendnents
We refer to guidelines issued under former Sec. 10.90(b) throughout

our regul ations. Because we are revising our adm nistrative regul ati ons
by del eti ng gui delines and addi ng gui dance docunents issued under



Sec. 10.115, we are nmaking conform ng anendnents to 21 CFR parts 7, 10,
14, 19, 25, 101, 107, 110, 114, 170, 310, 312, 314, 316, 500, 514, 601
803, 814, and 860 to reflect our changes. W are al so adding

Sec. 601.29, Guidance docunents, to the biologics regulations, to be
consistent with Secs. 312.145, 314.445, and 814.20. These conformn ng
amendnents will ensure the accuracy and consi stency of the regul ations.

I V. Environmental |npact

The agency has deternined under 21 CFR 25.30 that this action is of
a type that does not individually or cumul atively have a significant
effect on the human environnment. Therefore, neither an environnenta
assessment nor an environnmental inpact statenment is required statenent
woul d be required.

V. Analysis of I|npact

We have exam ned the inpacts of the final rule under Executive
Order 12866, the Regulatory Flexibility Act (5 U S.C. 601-612), and the
Unfunded Mandates Reform Act of 1995 (Public Law 104-4). Executive
Order 12866 directs agencies to assess all costs and benefits of
avai l abl e regul atory alternatives and,
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when regul ation is necessary, to select regulatory approaches that
maxi m ze net benefits (including potential econonic, environmental
public health and safety, and other advantages; distributive inpacts;
and equity). Under the Regulatory Flexibility Act, if a rule may have a
significant econonmic inpact on a substantial nunber of small entities,
an agency nust consider alternatives that would m nin ze the econom c

i mpact of the rule on small entities. Section 202(a) of the Unfunded
Mandat es Reform Act requires that agencies prepare a witten assessnent
of anticipated costs and benefits before proposing any rule that may
result in an expenditure by State, local, and tribal governnents, in
the aggregate, or by the private sector, of $100 mllion in any one
year (adjusted annually for inflation).

We believe that this final rule is consistent with the regul atory
phi |l osophy and principles identified in Executive O der 12866 and in
these two statutes. This rule does not inpose any nmandates on State,
| ocal, or tribal governnents. The rule will not be significant as
defined by the Executive Order and will not require further analysis
under the Regulatory Flexibility Act. The Unfunded Mandates Reform Act
does not require us to prepare a statement of costs and benefits for
the rul e because the rule in any 1l-year expenditure would not exceed
$100 million adjusted for inflation. The current inflation-adjusted
statutory threshold is $110 mllion

VI . Paperwork Reduction Act of 1995
This regul ation would i npose no additional reporting or
recor dkeepi ng requirenents. Therefore, clearance by the Ofice of

Managenment and Budget under the Paperwork Reduction Act of 1995 is not
required.

VIl. Federalism



We have analyzed this final rule in accordance with the principles
set forth in Executive Oder 13132. W have deternmined that the rule
does not contain policies that have substantial direct effects on the
States, on the relationship between National Governnment and the States,
or on the distribution of power and responsibilities anong the various
| evel s of governnent. Accordingly, we have concluded that the rul e does
not contain policies that have federalisminplications as defined in
the order and, consequently, a federalism summary inpact statenent is
not required.

Li st of Subjects

21 CFR Part 7

Adm nistrative practice and procedure, Consuner protection,
Reporting and recordkeepi ng requirenents.

21 CFR Part 10
Admi nistrative practice and procedure, News nedia.
21 CFR Part 14

Adm nistrative practice and procedure, Advisory conmittees, Color
additives, Drugs, Radiation protection.

21 CFR Part 19
Conflict of interests.
21 CFR Part 25

Envi ronnental inpact statenents, Foreign relations, Reporting and
recor dkeepi ng requirenents.

21 CFR Part 101
Food | abeling, Nutrition, Reporting and recordkeepi ng requirenents.
21 CFR Part 107

Food | abeling, Infants and children, Nutrition, Reporting and
recor dkeepi ng requirenents, Signs and synbol s.

21 CFR Part 110

Food packagi ng, Foods.
21 CFR Part 114

Food packagi ng, Foods, Reporting and recordkeepi ng requirenents.
21 CFR Part 170

Admi ni strative practice and procedure, Food additives, Reporting
and recordkeepi ng requirenments.



21 CFR Part 310

Admi nistrative practice and procedure, Drugs, Labeling, Medica
devi ces, Reporting and recordkeepi ng requirenents.

21 CFR Part 312

Drugs, Exports, Inports, Investigations, Labeling, Mdica
research, Reporting and recordkeeping requirenments, Safety.

21 CFR Part 314

Admi ni strative practice and procedure, Confidential business
i nformati on, Drugs, Reporting and recordkeeping requirenents.

21 CFR Part 316

Admi nistrative practice and procedure, Drugs, Reporting and
recor dkeepi ng requirenents.

21 CFR Part 500

Ani mal drugs, Aninmal feeds, Cancer, Labeling, Packagi ng and
cont ai ners, Polychlorinated bi phenyls (PCB's).

21 CFR Part 514

Admi nistrative practice and procedure, Aninmal drugs, Confidentia
busi ness information, Reporting and recordkeeping requirenents.

21 CFR Part 601

Adm nistrative practice and procedure, Biologics, Confidentia
busi ness information.

21 CFR Part 803
| mports, Medical devices, Reporting and recordkeeping requirenents.
21 CFR Part 814

Admi nistrative practice and procedure, Confidential business
i nformati on, Medical devices, Medical research, Reporting and
recor dkeepi ng requirenents.

21 CFR Part 860

Admi ni strative practice and procedures, Medical devices.

Therefore, under the Federal Food, Drug, and Cosnetic Act, the
Public Health Service Act, and under authority delegated to the
Commi ssi oner of Food and Drugs, 21 CFR parts 7, 10, 14, 19, 25, 101,
107, 110, 114, 170, 310, 312, 314, 316, 500, 514, 601, 803, 814, and
860 are anended as foll ows:

PART 7-- ENFORCEMENT POLI CY



1. The authority citation for 21 CFR part 7 continues to read as
foll ows:

Authority: 21 U S.C. 321-393; 42 U.S.C. 241, 262, 263b-263n,
264.
Sec. 7.1 [Anmended]

2. In Sec. 7.1, renove the word “~“guidelines'' and add in its place
the word " " gui dance''’
Subpart C [ Amended]

3. In the heading for subpart C, consisting of Secs. 7.40 through
7.59, renove the word "~ “guidelines'' and add in its place the word
" guidance''.

Sec. 7.40 [Anended]

4. In 7.40(a), renove the word ~“guidelines'' and add in its place
the word " " gui dance'"’

PART 10-- ADM NI STRATI VE PRACTI CES AND PROCEDURES

5. The authority citation for 21 CFR part 10 continues to read as
fol |l ows:

Authority: 5 U S.C. 551-558, 701-706; 15 U.S.C 1451-1461; 21
U S. C. 141-149, 321-
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397, 467f, 679, 821, 1034; 28 U.S.C. 2112; 42 U.S.C. 201, 262, 263b
264.

Sec. 10.20 [Amended]

6. In Sec. 10.20(j)(1)(v), renove the phrase " “guidelines filed
under Sec. 10.90(b)'' and add in its place the words " gui dance
docunent s devel oped under Sec. 10.115"'

Sec. 10.45 [ Anended]

7. In Sec. 10.45(d), renove the words " “on a guideline issued under
Sec. 10.90,"'".

Sec. 10.85 [ Anended]

8. In Sec. 10.85, renove paragraph (d)(5).



Sec. 10.90 [ Anended]

9. In Sec. 10.90, renove " “guidelines,'' fromthe section heading
and renove and reserve paragraph (b).

10. Add Sec. 10.115 to subpart B to read as foll ows:

Sec. 10.115 Good gui dance practices.

(a) What are good gui dance practices? Good gui dance practices
(GGP''s) are FDA's policies and procedures for devel opi ng, issuing, and
usi ng gui dance docunents.

(b) What is a guidance docunent?

(1) Guidance docunments are docunents prepared for FDA staff,
appl i cants/ sponsors, and the public that descri be the agency's
interpretation of or policy on a regulatory issue.

(2) cuidance documents include, but are not limted to, docunents
that relate to: The design, production, |abeling, pronotion,
manuf acturing, and testing of regul ated products; the processing,
content, and evaluation or approval of subm ssions; and inspection and
enf orcenent policies.

(3) Guidance docunments do not include: Docunents relating to
i nternal FDA procedures, agency reports, general information docunents
provi ded to consuners or health professionals, speeches, journa
articles and editorials, nmedia interviews, press nmaterials, warning
| etters, nenoranda of understandi ng, or other conmmuni cations directed
to individual persons or firms.

(c) VWhat other terms have a special neaning?

(1) "~ Level 1 guidance docunents'' include guidance docunents that:

(i) Set forth initial interpretations of statutory or regulatory
requi renents;

(ii) Set forth changes in interpretation or policy that are of nore
than a mi nor nature;

(iii) I'nclude conplex scientific issues; or

(iv) Cover highly controversial issues.

(2) " Level 2 guidance docunents'' are guidance docunments that set
forth existing practices or mnor changes in interpretation or policy.
Level 2 guidance docunments include all guidance docunents that are not
classified as Level 1.

(3) “"You'' refers to all affected parties outside of FDA

(d) Are you or FDA required to follow a gui dance docunent?

(1) No. Cuidance docunments do not establish |egally enforceable
rights or responsibilities. They do not legally bind the public or FDA.

(2) You may choose to use an approach other than the one set forth
in a guidance docunment. However, your alternative approach nust conply
with the relevant statutes and regulations. FDA is willing to discuss
an alternative approach with you to ensure that it conplies with the
rel evant statutes and regul ati ons.

(3) Although gui dance docunents do not legally bind FDA they
represent the agency's current thinking. Therefore, FDA enpl oyees may
depart from gui dance docunents only with appropriate justification and
supervi sory concurrence

(e) Can FDA use neans other than a gui dance document to comuni cate
new agency policy or a new regul atory approach to a broad public
audi ence? The agency mmy not use docunents or other neans of



conmuni cati on that are excluded fromthe definition of guidance
docunent to informally comunicate new or different regul atory
expectations to a broad public audience for the first tine. These GG s
must be foll owed whenever regul atory expectations that are not readily
apparent fromthe statute or regulations are first communicated to a
broad public audience.

(f) How can you participate in the devel opnent and issuance of
gui dance docunents?

(1) You can provide input on guidance docunents that FDA is
devel opi ng under the procedures described in paragraph (g) of this
secti on.

(2) You can suggest areas for gui dance docunent devel opnent. Your
suggesti ons shoul d address why a gui dance document is necessary.

(3) You can submt drafts of proposed gui dance docunents for FDA to
consi der. When you do so, you should mark the docunent " Gui dance
Docunment Submission'' and submt it to Dockets Managenment Branch (HFA-
305), 5630 Fishers Lane, rm 1061, Rockville, MD 20852.

(4) You can, at any tine, suggest that FDA revise or wthdraw an
al ready existing gui dance docunent. Your suggestion should address why
t he gui dance docunent should be revised or wthdrawn and, if
applicable, howit should be revised.

(5) Once a year, FDA will publish, both in the Federal Register and
on the Internet, a list of possible topics for future guidance docunent
devel opnent or revision during the next year. You can comment on this
list (e.g., by suggesting alternatives or nmking recomendati ons on the
topics that FDA is considering).

(6) To participate in the devel opment and i ssuance of gui dance
docunents through one of the mechani snms described in paragraphs (f)(1),
(f)(2), or (f)(4) of this section, you should contact the center or
office that is responsible for the regulatory activity covered by the
gui dance docunent.

(7) If FDA agrees to draft or revise a guidance docunent, under a
suggesti on made under paragraphs (f)(1), (f)(2), (f)(3) or (f)(4) of
this section, you can participate in the devel opnment of that gui dance
docunent under the procedures described in paragraph (g) of this
secti on.

(g) What are FDA' s procedures for devel opi ng and issuing gui dance
docunent s?

(1) FDA' s procedures for the devel opnent and issuance of Level 1
gui dance docunents are as foll ows:

(i) Before FDA prepares a draft of a Level 1 guidance docunent, FDA
can seek or accept early input fromindividuals or groups outside the
agency. For exanple, FDA can do this by participating in or holding
public neetings and workshops.

(ii) After FDA prepares a draft of a Level 1 guidance docunment, FDA
will:

(A) Publish a notice in the Federal Register announcing that the
draft gui dance document is avail abl e;

(B) Post the draft guidance docunent on the Internet and make it
available in hard copy; and

(C) Invite your coment on the draft guidance docunent. Paragraph
(h) of this section tells you howto submt your conments.

(iii) After FDA prepares a draft of a Level 1 guidance docunent,
FDA al so can:

(A) Hold public nmeetings or workshops; or

(B) Present the draft guidance docunment to an advisory conmittee
for review.



(iv) After providing an opportunity for public coment on a Level 1
gui dance docunent, FDA will:

(A) Review any conments received and prepare the final version of
t he gui dance docunent that incorporates suggested changes, when
appropriate;
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(B) Publish a notice in the Federal Register announcing that the
gui dance document is avail abl e;

(C) Post the guidance docunent on the Internet and nmake it
avail able in hard copy; and

(D) Inplement the gui dance docunent.

(v) After providing an opportunity for coment, FDA may deci de that
it should i ssue another draft of the guidance docunment. In this case,
FDA will follow the steps in paragraphs (g)(1)(ii), (g)(1)(iii), and
(g)(1)(iv) of this section.

(2) FDA will not seek your comment before it inplenments a Level 1
gui dance docunment if the agency determ nes that prior public
participation is not feasible or appropriate.

(3) FDA will use the follow ng procedures for devel opi ng and
i ssuing Level 1 guidance docunents under the circunmstances described in
paragraph (g)(2) of this section:

(i) After FDA prepares a gui dance docunent, FDA will:

(A) Publish a notice in the Federal Register announcing that the
gui dance docunent is avail abl e;

(B) Post the guidance docunent on the Internet and nmake it
avail able in hard copy;

(C) Inmediately inplement the gui dance docunent; and

(D) Invite your comment when it issues or publishes the guidance
docunent. Paragraph (h) of this section tells you how to submt your
conment s.

(ii) If FDA receives comments on the gui dance docunent, FDA will
revi ew those comments and revise the gui dance docunent when
appropri ate.

(4) FDA will use the follow ng procedures for devel opi ng and
i ssuing Level 2 guidance docunents:

(i) After it prepares a guidance docunent, FDA will:

(A) Post the guidance docunent on the Internet and make it
avail able in hard copy;

(B) Inmediately inplenent the gui dance docunent, unless FDA
i ndi cates otherwi se when the docunment is made avail abl e; and

(C Invite your coment on the Level 2 guidance docunent. Paragraph
(h) of this section tells you howto submt your conments.

(ii) If FDA receives comments on the gui dance docunent, FDA will
revi ew those conments and revi se the docunment when appropriate. If a
version is revised, the new version will be placed on the Internet.

(5) You can comrent on any gui dance document at any tinme. Paragraph
(h) of this section tells you how to subnmit your comrents. FDA will
revi se gui dance docunents in response to your conments when
appropriate.

(h) How should you submt conments on a gui dance docunent?

(1) If you choose to submit conments on any gui dance docunent under
paragraph (g) of this section, you nmust send themto the Dockets
Management Branch (HFA-305), 5630 Fishers Lane, rm 1061, Rockville, MD
20852.

(2) Comments should identify the docket nunber on the guidance



docunent, if such a docket number exists. For docunments without a
docket nunber, the title of the guidance docunent should be included.

(3) Comments will be available to the public in accordance with
FDA' s regul ati ons on submni ssion of documents to the Dockets Managenent
Branch specified in Sec. 10.20(j).

(i) What standard el ements nust FDA include in a guidance docunent?

(1) A guidance docunent nust:

(i) I'nclude the term " guidance,"

(ii) ldentify the center(s) or office(s) issuing the docunent,

(iii) ldentify the activity to which and the people to whomthe
docunent appli es,

(iv) Prominently display a statenent of the docunment's nonbi nding
ef fect,

(v) Include the date of issuance,

(vi) Note if it is a revision to a previously issued gui dance and
i dentify the docunent that it replaces, and

(vii) Contain the word “~“draft'' if the docunment is a draft
gui dance.

(2) cGuidance documents must not include mandatory | anguage such as
““shall,"" ““nmust,'' ““required,'' or “‘requirement,'' unless FDA is

usi ng these words to describe a statutory or regulatory requirenent.

(3) When issuing draft guidance docunents that are the product of
i nternational negotiations (e.g., guidances resulting fromthe
I nternational Conference on Harnonisation), FDA need not apply
paragraphs (i)(1) and (i)(2) of this section. However, any fina
gui dance docunent issued according to this provision nust contain the
el enments in paragraphs (i)(1) and (i)(2) of this section

(j) Who, within FDA, can approve issuance of guidance docunents?
Each center and office nust have witten procedures for the approval of
gui dance docunments. Those procedures nust ensure that issuance of al
docunents is approved by appropriate senior FDA officials.

(k) How wi |l FDA review and revise existing gui dance docunents?

(1) The agency will periodically review existing gui dance docunents
to determ ne whet her they need to be changed or withdrawn.

(2) When significant changes are made to the statute or
regul ati ons, the agency will review and, if appropriate, revise
gui dance docunents relating to that changed statute or regul ation

(3) As discussed in paragraph (f)(3) of this section, you may at
any time suggest that FDA revise a gui dance document.

(I') How will FDA ensure that FDA staff are followi ng GG s?

(1) Al current and new FDA enpl oyees involved in the devel opnment,

i ssuance, or application of guidance docunents will be trained
regardi ng the agency's GGP's.
(2) FDA centers and offices will nmonitor the devel opnment and

i ssuance of guidance docunments to ensure that GG s are being foll owed.
(m How can you get copies of FDA s gui dance docunents? FDA will

make copi es available in hard copy and, as feasible, through the

I nternet.

(n) How will FDA keep you informed of the guidance docunments that
are avail abl e?

(1) FDA will maintain on the Internet a current list of al
gui dance docunents. New docunents will be added to this list within 30

days of issuance.

(2) Once a year, FDA will publish in the Federal Register its
conprehensive |ist of guidance docunents. The conprehensive list wll
i dentify docunents that have been added to the list or withdrawn from
the Iist since the previous conprehensive |ist.



(3) FDA' s guidance docunent lists will include the nanme of the
gui dance docunent, issuance and revision dates, and information on how
to obtain copies of the document.

(o) What can you do if you believe that sonmeone at FDA is not
followi ng these GGP's? If you believe that sonmeone at FDA did not
follow the procedures in this section or that sonmeone at FDA treated a
gui dance docunment as a binding requirement, you should contact that
person's supervisor in the center or office that issued the gui dance
docunent. |f the issue cannot be resolved, you should contact the next
hi ghest supervisor. You can al so contact the center or office ombudsman
for assistance in resolving the issue. If you are unable to resolve the
i ssue at the center or office level or if you feel that you are not
meki ng progress by going through the chain of command, you may ask the
O fice of the Chief Mediator and Orbudsman to becone invol ved.

PART 14--PUBLI C HEARI NG BEFORE A PUBLI C ADVI SORY COWM TTEE
11. The authority citation for 21 CFR part 14 continues to read as
fol |l ows:
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Aut hority: 5 U . S.C. App. 2; 15 U. S. C. 1451-1461; 21 U.S.C. 141-
149, 321-394, 467f, 679, 821, 1034; 28 U. S.C 2112; 42 U S.C 201
262, 263b, 264.
Sec. 14.27 [ Anmended]

12. In Sec. 14.27(b)(3), renove the word “~“guidelines'' and add in
its place the words " gui dance docunents''.

Sec. 14.33 [ Anmended]

13. In Sec. 14.33(c), renopve the word “~“guidelines'' and add in its
pl ace the words "~ gui dance docunents''

PART 19-- STANDARDS OF CONDUCT AND CONFLI CTS OF | NTEREST

14. The authority citation for 21 CFR part 19 continues to read as
fol |l ows:

Authority: 21 U.S.C. 371.

Sec. 19.10 [Anended]

15. In Sec. 19.10(c), remove the word “~“guidelines'' and add in its
pl ace the words " gui dance docunents''’

PART 25- - ENVI RONMVENTAL | MPACT CONSI DERATI ONS

16. The authority citation for 21 CFR part 25 continues to read as
foll ows:



Authority: 21 U.S.C. 321-393; 42 U.S.C. 262, 263b-264; 42 U.S.C.
4321, 4332; 40 CFR parts 1500-1508; E.O. 11514, 35 FR 4247, 3 CFR
1971 Conp., p. 531-533 as amended by E. O 11991, 42 FR 26967, 3 CFR
1978 Conp., p. 123-124 and E.O. 12114, 44 FR 1957, 3 CFR 1980
Conp., p. 356-360.

Sec. 25.30 [Anended]

17. In Sec. 25.30(h), renpve the word “~“guidelines'' and add in its
pl ace the words "~ gui dance docunents''

PART 101-- FOOD LABELI NG

18. The authority citation for 21 CFR part 101 continues to read as
fol |l ows:

Authority: 15 U.S.C. 1453, 1454, 1455; 21 U S.C. 321, 331, 342,
343, 348, 371.

Sec. 101.9 [ Amended]

19. In Sec. 101.9(b)(7)(vi), remove the word "~ guideline ' wherever
it appears and add in its place the words "~ gui dance docunent"''’

PART 107--1 NFANT FORMJULA

20. The authority citation for 21 CFR part 107 continues to read as
fol |l ows:

Aut hority: 21 U S.C. 321, 343, 350a, 371

Sec. 107.270 [ Anmended]

21. In Sec. 107.270, renpve the word “~“guidelines'' and add in its
pl ace the word " gui dance'"’

PART 110-- CURRENT GOOD MANUFACTURI NG PRACTI CE | N MANUFACTURI NG,
PACKI NG, OR HOLDI NG HUMAN FOOD

22. The authority citation for 21 CFR part 110 continues to read as
foll ows:

Authority: 21 U.S.C. 342, 371, 374; 42 U S.C. 264.

Sec. 110.80 [Anmended]

23. In Sec. 110.80, renove the word " "guidelines,
(a)(3) and (a)(4).

i n paragraphs

PART 114--AClI DI FI ED FOODS

24. The authority citation for 21 CFR part 114 continues to read as



foll ows:

Authority: 21 U.S.C. 342, 371, 374; 42 U S.C. 264.

Sec. 114.100 [ Amended]

25. In Sec. 114.100(a), renopve the word " “guidelines'' and add in
its place the words " gui dance docunents"''’

PART 170-- FOOD ADDI Tl VES

26. The authority citation for 21 CFR part 170 continues to read as
fol |l ows:

Aut hority: 21 U.S.C 321, 341, 342, 346a, 348, 371

Sec. 170.39 [Anmended]

27. In Sec. 170.39(h), renove the word " “guidelines'' wherever it
appears and add in its place the words " gui dance docunents''.

PART 310- - NEW DRUGS

28. The authority citation for 21 CFR part 310 continues to read as
foll ows:

Authority: 21 U.S.C 321, 331, 351, 352, 353, 355, 360b-360f,
360j, 361(a), 371, 374, 375, 379(e); 42 U.S.C. 216, 241, 242(a),
262, 263b-263n.

Sec. 310.500 [ Amended]

29. In Sec. 310.500(e), renove the words "~ "guidelines'' and
“‘guideline'', respectively, and add in their place the words
““guidance'' and " guidance on'', respectively.

PART 312--1 NVESTI GATI ONAL NEW DRUG APPL| CATI ON

30. The authority citation for 21 CFR part 312 continues to read as
fol |l ows:

Authority: 21 U.S.C 321, 331, 351, 352, 353, 355, 371; 42
U.S. C 262.
Sec. 312.23 [Anmended]

31. In Sec. 312.23(a)(8), renopve the word " “guidelines'' and add in
its place the words " gui dance docunents.'

32. Revise Sec. 312.145 to read as foll ows:

Sec. 312.145 Gui dance docunents.



(a) FDA has made avail abl e gui dance documents under Sec. 10.115 of
this chapter to help you to conply with certain requirements of this
part.

(b) The Center for Drug Evaluation and Research (CDER) and the
Center for Biologics Evaluation and Research (CBER) maintain |ists of
gui dance docunents that apply to the centers' regulations. The lists
are nmai ntained on the Internet and are published annually in the
Federal Register. A request for a copy of the CDER |ist should be
directed to the Ofice of Training and Comrunications, Division of
Conmuni cati ons Managenent, Drug Information Branch (HFD-210), Center
for Drug Eval uation and Research, Food and Drug Adm ni stration, 5600
Fi shers Lane, Rockville, NMD 20857. A request for a copy of the CBER
list should be directed to the Ofice of Communication, Training, and
Manuf act urers Assi stance (HFM 40), Center for Biologics Evaluation and
Research, Food and Drug Adm nistration, 1401 Rockville Pi ke, Rockville,
MD 20852-1448.

PART 314-- APPL| CATI ONS FOR FDA APPROVAL TO MARKET A NEW DRUG

33. The authority citation for 21 CFR part 314 continues to read as
fol |l ows:

Authority: 21 U S.C. 321, 331, 351, 352, 353, 355, 371, 374,
379e.

Sec. 314.50 [Amended]

34. In Sec. 314.50, in the introductory text renove the word
““guidelines'' and add in its place the words "~ gui dance docunents''.
Sec. 314.70 [Anmended]

35. In Sec. 314.70(a), renove the words " "guideline, notice,'' and
add in their place the word " “notice""’

Sec. 314.94 [ Anmended]

36. In Sec. 314.94, in the introductory text renove the words
““guidelines'' and add in its place the words "~ gui dance docunents''
Sec. 314.105 [ Anmended]

37. In Sec. 314.105(c), remove the word ~“guidelines'' and add in
its place the words " gui dance docunents''.

Sec. 314.420 [ Anmended]

38. In Sec. 314.420(c), renove the words "~ “under Sec. 10.90(b) a
guideline'' and add in their place the word " gui dance'’

39. Revise Sec. 314.445 to read as foll ows:
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Sec. 314. 445 CGui dance docunents.

(a) FDA has made avail abl e gui dance docunments under Sec. 10.115 of
this chapter to help you to conply with certain requirements of this
part.

(b) The Center for Drug Eval uation and Research (CDER) nmintains a
list of guidance docunents that apply to CDER s regul ations. The |i st
is maintained on the Internet and is published annually in the Federa
Regi ster. A request for a copy of the CDER |list should be directed to
the O fice of Training and Communi cati ons, Division of Comrunications
Management, Drug Information Branch (HFD-210), Center for Drug
Eval uati on and Research, Food and Drug Admi nistration, 5600 Fishers
Lane, Rockville, NMD 20857.

PART 316- - ORPHAN DRUGS

40. The authority citation for 21 CFR part 316 continues to read as
fol |l ows:

Aut hority: 21 U. S.C. 360aa, 360bb, 360cc, 360dd, 371

41. Revise Sec. 316.50 to read as foll ows:

Sec. 316.50 Gui dance docunents.

FDA's O fice of O phan Products Devel opnent will maintain and nmake
publicly available a list of guidance docunments that apply to the
regulations in this part. The list is maintained on the Internet and is
publ i shed annually in the Federal Register. A request for a copy of the
list should be directed to the Ofice of Orphan Products Devel opnent
(HF-35), Food and Drug Administration, 5600 Fishers Lane, Rockville, M
20857.

PART 500- - GENERAL

42. The authority citation for 21 CFR part 500 continues to read as
fol |l ows:

Authority: 21 U S.C. 321, 331, 342, 343, 348, 351, 352, 353,
360b, 371.
Sec. 500.80 [Amended]

43. In Sec. 500.80(a), remove the word "~ “guidelines'' wherever it
appears and add in its place the words " gui dance docunents''.

PART 514-- NEW ANl MAL DRUG APPLI CATI ONS

44. The authority citation for 21 CFR part 514 continues to read as
fol |l ows:

Authority: 21 U S.C 351, 352, 360b, 371, 379e, 381.



Sec. 514.1 [ Anended]

45, In Sec. 514.1(d)(2), remove the word ~“guidelines'' wherever it
appears and add in its place the words " gui dance docunents''.

PART 601- - LI CENSI NG

46. The authority citation for 21 CFR part 601 continues to read as
foll ows:

Authority: 15 U. S.C. 1451-1561; 21 U.S.C. 321, 351, 352, 353,
355, 360, 360c-360f, 360h-360j, 371, 374, 379e, 381; 42 U.S.C. 216,
241, 262, 263; sec. 122, Pub. L. 105-115, 111 Stat. 2322 (21 U.S.C.
355 note).

47. Add Sec. 601.29 to subpart Cto read as foll ows:

Sec. 601.29 Gui dance docunents.

(a) FDA has made avail abl e gui dance docunments under Sec. 10.115 of
this chapter to help you conply with certain requirenents of this part.
(b) The Center for Biologics Evaluation and Research (CBER)
mai ntains a |ist of guidance docunents that apply to the center's
regul ations. The lists are maintained on the Internet and are published
annually in the Federal Register. You may request a copy of the CBER
list fromthe Ofice of Comrunication, Training, and Manufacturers
Assi stance (HFM 40), Center for Biologics Evaluation and Research, Food
and Drug Adm nistration, 1401 Rockville Pike, Rockville, MD 20852-1448.

PART 803-- MEDI CAL DEVI CE REPORTI NG

48. The authority citation for 21 CFR part 803 continues to read as
foll ows:

Authority: 21 U S.C 352, 360, 360i, 360j, 371, 374.

Sec. 803.14 [Anmended]

49. In Sec. 803.14(b), renove the word " “guidelines'' and add in
its place the words " gui dance docunents''’

PART 814-- PREMARKET APPROVAL OF MEDI CAL DEVI CES

50. The authority citation for 21 CFR part 814 continues to read as
fol |l ows:

Authority: 21 U S.C 351, 352, 353, 360, 360c-360j, 371, 372,
373, 374, 375, 379, 379e, 381

51. In Sec. 814.20, revise paragraph (g) to read as foll ows:

Sec. 814.20 Application.



* *x * % %

(g) FDA has issued a PMA gui dance docunent to assist the applicant
in the arrangenent and content of a PMA. This gui dance document is
available on the Internet at http://frwebgate. access. gpo. gov/cgi -
bi n/ | eavi ng. cgi ?f ronel eavi ngFR. ht ml & og=l i nkl og&t o=http://ww. f da. gov/ cdr h/ ds
ma/ pmaman/ front. html . This gui dance docunent is al so avail abl e upon request
from
the Center for Devices and Radi ol ogi cal Health, Division of Snall
Manuf act urers Assi stance (HFZ-220), 1350 Piccard Dr., Rockville, M
20850, FAX 301-443-8818.

* *x * % %

PART 860- - MEDI CAL DEVI CE CLASSI FI CATI ON PROCEDURES

52. The authority citation for 21 CFR part 860 continues to read as
fol |l ows:

Authority: 21 U S.C 360c, 360d, 360e, 360i, 360j, 371, 374.

Sec. 860.3 [Anended]

53. In Sec. 860.3(c)(2), renove the words "~ “guidelines'' and
““guidelines for'' and add in their place the words " gui dance
docunents'' and " guidance on'', respectively.

Dat ed: Septenber 1, 2000.
Mar garet M Dot zel
Associ ate Conmmi ssi oner for Policy.
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