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Participants in this public meeting should be aware that these proceedings are being recorded.

Monday, August 11, 2014 - 3:00p.m.

1. Rule 64B16-27.797 Standards of Practice for Compounding Sterile Products
a. Strike Chapter 1160 and 1231
b. Amend Reference to CFR date to 2013
c. General Discussion

2. Implementation of House Bill 7077 (Ch. 2014-148, Laws of Florida)
a. Discussion of Needed Rules
b. Application
c. Inspections
d. Impact on Definition of Compounding in Rule 64B16-27.700

3. Discussion on Outsourcing Facilities Located within Geographical Area of Florida
a. Need for a Permit
b. Application



(Substantial rewording of Rule 64B16-27.797 follows. See Florida Administrative Code for present text.)
64B16-27.797 The Standards of Practice for Compounding Sterile Products.

The purpose of this section is to assure positive patient outcomes through the provision of standards for 1)
pharmaceutical care; 2) the preparation, labeling, and distribution of sterile pharmaceuticals by pharmacies, pursuant
to of in anticipation of a prescription drug order; and 3) product quality and characteristics. These standards are
intended to apply to all sterile pharmaceuticals, notwithstanding the location of the patient (e.g., home, hospital,
nursing home, hospice, doctor’s office, or ambulatory infusion center),

(I} Adoption of the United States Pharmacopeia: Beginning on October 1, 2014, all sterile compounding
shall be performed in accordance with the minimum practice and quality standards of the following chapters of the

United States Pharmacopeia (USP):

(a) Chapter 797, Pharmaceutical Compounding-Sterile Preparations;

(¢) Chapter 71,  Sterility Tests;
(dy Chapter 85,  Bactertal Endotoxins Test;
{e} Chapter 731, Losson Drying; and

-

= 3

All referenced chapters of the USP, in subsection (1) are specifically referring to the United States
Pharmacopeia, 36th revision, Second Supplement, which is hereby incorporated and adopted by reference with the
effective chapter dates of December i, 2013. A-copy-ofthe USP-chapters-referenced-in-thisrule-may-be-examined
and-nspected—but-not-copiedat the-offiee-of the Board-of Pharmaey-in-TallahasseeFlorida: A subscription to all
relevant chapters is available for purchase at www.uspnt.com. The Board has determined that posting the
mcorporated material on the Internet would constitute a violation of federal copyright law. At the time of adoption,
the copyrighted incorporated material will be available for public inspection and examination, but may not be
copied, at the Department of Health, 4052 Bald Cypress Way, Tallahassee, FFlorida 32399-3254 and at the
Department of State, Administrative Code and Register Section, Room 701, The Capitol, Tallahassee, Florida

32399-0250.



(2} Minimum Standards: The minimum practice and quality standards of the USP are adopted as the minimum
standards to be followed when sterile products are compounded. However, nothing in this rule shall be construed to
prevent the compounding of sterile products in accordance with standards that exceed the USP.

(3} Current Good Manufacturing Practices: The Board deems that this rule is complied with for any sterile
products that are compounded in strict accordance with Current Good Manufacturing Practices per 21 U.S.C. § 351
{2012), adopted and mcorporated herein by reference, available at
http://'www flrules.org/Gateway/referernce.asp?No=Ref-04436 and 21 C.F R. Parts 210 and 211 (2013 2044,
adopted and incorporated herein by reference, available at http://www.flrules.org/Gateway/reference.asp?No=Ref-
(4437,

{4) Specific Exceptions to the United States Pharmacopeia:

{a) Although the USP requires the donning of gloves prior to entry into the clean-room, all required donning of
gloves can be performed after entry into the clean-room to avoid contamination of the gloves from the door handle
or access device leading into the clean-room.

(b) USP Chapter 797 requires that: “When closed-system vial-transfer devices (CSTDs)(i.c., vial-transfer
systems that a.liow no venting or exposure of hazardous substance to the environment) are used, they shall be used
within an 180 Class 5 (see Table 1) environment of a BSC or CACI. The use of the CSTD is preferred because of
their inherent closed system process. In facilities that prepare a low volume of hazardous drugs, the use of two tiers
of containment (e.g., CSTD within a BSC or CACI that is located in a non-negative pressure room) is acceptable.”
For purpose of said provision, a “low volume of hazardous drugs™ is defined as less than 40 doses per month.

{c) USP Chapter 797 provides as follows in the “Facility Design and Environmental Controls” section; “An ISO
Class 7 (see Table 1) buffer area and ante-area supplied with HEPA-filtered air shall receive an ACPH of not less
than 30. The PEC is a good augmentation to generating air changes in the air supply of an area but cannot be the
sole source of HEPA-filtered air. If the area has an ISO Class 5 (see Table 1) recirculating devise, a minimum of 15
ACPHs through the area supply HEPA filters is adequate, providing the combined ACPH is not less than 30. More
air changes may be required, depending on the number of personnel and processes. HEPA-filtered supply air shall
be introduced at the ceiting, and returns should be mounted fow on the wall, creating a general top-down dilution of
area air with HEPA-filtered make-up air. Ceiling-mounted returns are not recommended.” Notwithstanding the

quoted provision, pharmacies that meet the standards set forth in the section quotes as of the effective date of this



rule are not required to change the location of supply air or return filters or ducts so long as the ISO standards are
maintained.
PROPOSED EFFECTIVE DATE: OCTORER. [, 2014,

Rulemaking Authority 465.003. 465.0155, 465.022 FS, Law Implemented 465.01535, 465.022 IS, History—New 6-18-08,

Amended 1-7-10,



rule are not required to change the location of supply air or return filters or ducts so long as the 1SO standards are
maintained.
PROPOSED EFFECTIVE DATE: OCTOBER 1, 2014.

Rulemaking Authority 465,005, 4650135, 463.022 FS. Law Implemented 4650155, 463.022 FS. History-New 6-18-08,

Amended 1-7-10,
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GENERAL NOTICES AND
REQUIREMENTS

The General Notices and Requirements section {the General Notices) presents the basic assumptions, definitions, and default condi-
tiens for the interpretation and application of the United States Pharmacopeia (USP) and the National Formulary (NFY.

Requirements stated in these General Notices apply to all articles recognized in the USP and NF (the “compendia™} and to all
general chapters unless specifically stated otherwise. Where the requirements of an individual monograph differ from the General
Notices of a general chapter, the monograph requirernents apply and supersede the requirements of the General Notices or the
general chapter, whether or not the monograph explicitly states the difference.

Change to read:

1. TITLE AND REVISION

The fulf title of this publication (consisting of four volumes and including its Supplements), is The Pharmacopeia of the United States
of America, Thirty-Seventh Revision and the National Formuiary, Thirty-Second Edition. These titles may be abbreviated to USP 37, to
NF 32, and to USP 37-NF 32. The United States Pharmacopeia, Thirty-Seventh Revision, and the National Formufary, Thirty-Second
Edition, supersede alf earlier revisions. Where the terms “USP," “NFE" or “USP-NF’ are used without further qualification during the
period in which these compendia are official, they refer only to USP 37, NF 32, and any Supplement(s) thereto. The same titles, with
no further distinction, apply equally to print or efectronic presentation of these contents. Although USP and NF are published under
one cover and share these General Notices, they are separate compendia.

This revision is official beginning May 1, 2014, unless otherwise indicated in specific text.

Supplements to USP and NF are published periodically,

Interirn Revision Announcernents are revisions to USP and NF that are published on the USP website. Inferim Revision Announcements
contain official revisions and their effective dates. Announcements of the availability of new USP Reference Standards and announce-
ments of tests or procedures that are held in abeyance pending availability of required USP Reference Standards are also available on
the “New Official Text” tab of USP's website.

Revision Bulletins are revisions to official text or postponements that require expedited publication. They are published on the USP
website and generally are official immediately unless otherwise specified in the Revision Bulletin.

Errata are corrections to items erroneously published that have not received the approval of the Council of £xperts and that do
not reflect the official requirements. %xuseir
2. OFFICIAL STATUS AND LEGAL RECOGNITION

2.19. Official Text

Official text is text contained in USP and NF, including monographs, general chapters, and these General Notices. Revisions to
official text are provided in Supplements, Interim Revision Announcements, and Revision Bulletins. General chapters numbered from
1000 to 1999 are considered interpretive and are intended to provide information on, give definition to, or describe a particular
subject. They contain no mandatory requirements applicable to any official article unless specifically referenced in General Notices, a
monograph, or a general chapter numbered below 1000. General chapters numbered above 2000 apply only to articles that are
intended for use as dietary ingredients and dietary supplemenits.

2.20. Official Articles

An official article is an article that is recognized in USP or NF. An article is deemed to be recognized and included in a compen-
dium when a monograph for the article is published in the compendium and an official date is generally or specifically assigned to
the monograph.

The title specified in a monograph is the official title for such article. Other names considered to be synonyms of the official titles
may not be used as substitutes for official titles,

Official articles include both official substances and official products. An official substarice is a drug substance, excipient, dietary
ingredient, other ingredient, or component of a finished device for which the monograph title inciudes no indication of the nature
of the finished form.

An official product is a drug product, dietary supplement, compounded preparation, or finished device for which a2 monograph is
provided.

2.30. Legal Recognition

The USP and NF are recagnized in the laws and regulations of many countries throughout the world. Regulatory authorities may
enforce the standards presented in the USP and NF, but because recognition of the USP and NF may vary by country, users should
understand applicable laws and regulations. In the United States under the Federal Food, Drug, and Cosmetic Act (FDCA), both UsP
and NF are recognized as official compendia. A drug with a name recognized in USP-NF must comply with compendial identity
standards or be deermed adulterated, misbranded, or both. See, e.q., FDCA § 501(b) and 502(e}3)(b); alsc FDA reguiations, 21 CFR
§ 299.5(afxb). To avoid being deerned adulterated, such drugs must also comply with compendial standards for strength, quality,
and purity, unless labefed to show all respects in which the drug differs. See, e.q., FDCA § 501(b) and 21 CFR § 299.5(c). In
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March 18, 2014

Mr. David Flynn

Assistant Attorney General
Department of Legal Affairs
PL-01, The Capitol

Tallahassee, Florida 32399-1050

Re:  Department of Health: Board of Pharmacy
Rule 64B16-27.797, F.A.C.

Dear Mr. Flynn:

I have conducted a preliminary review of proposed rule 64B16-27.797, “The Standards of Practice
for Compounding Sterile Products,” which was advertised in the Florida Administrative Register
on March [1, 2014. 1 have the following comments.

64B16-27.797(1):  This subsection incorporates by reference the chapters of the United States
Pharmacopiea (“USP™), 36" revision, Second Supplement, enumerated in
paragraphs (a)-(f). The rule text states that the effective date of these
chapters is December 1, 2013. However, the date on these chapters
provided for review is “June 2013.” Please explain this discrepancy. If
the effective date is not December 1, 2013, please publish a notice of
change with the correct effective date of these USP chapters.

Please explain why USP chapters 1163, “Quality Assurance in
Pharmaceutical Compounding,” and 1176, “Prescription Balances and
Volumetric Apparatus,” are not incorporated by reference in the rule text
pursuant to rule 1-1.013, Florida Administrative Code. These chapters are
referenced on the U.S. Pharmacopeial Convention’s website as two of the
“five essential compounding General Chapters in the USP-NF.” See
http://www.usp.org/usp-healthcare-professionals/compounding/
compounding-general-chapters (accessed March 13, 2014). See 21 U.8.C.
§ 353a(b)(1) (requiring a compounded drug to comply with the standards



Mr. David Flynn
March 18, 2014
Page 2

of the applicable United States Pharmacopoeta or National Formulary
monograph, if a monograph exists, and the United States Pharmacopoeia
chapter on pharmacy compounding).

Please explain why USP chapters 1, “Injections,” 51. “Antimicrobial
Effectiveness Testing.” 1035, “Biological Indicators for Sterilization,”
1116, "Microbiological Control and Monitoring of Aseptic Processing
Environments,” and 1211, “Sterility Assurance of Compendial Articles,”
of the USP are not specifically incorporated by reference in this rule
pursuant to ruie 1-1.013, Florida Administrative Code. These chapters are
referenced in USP chapter 797. See § 353a(b)(1) (requiring a
compounded drug to comply with the standards of the applicable United
States Pharmacopoeia or National Formulary monograph, if a monograph
exists, and the United States Pharmacopoeia chapter on pharmacy
compounding).

USP chapter 1231 refers to numerous monographs. [t appears that the
monographs on “Purified Water,” “Water for Injection,” “Water for
Hemodialysis.” “Pure Steam,” “Sterile Purified Water,” “Sterile Water for
[njection,” “Bacteriostatic Water for Injection,” “Sterile Water for
[rrigation,” and “Sterile Water for Inhalation,” are requirements of that
USP chapter and should therefore be specifically incorporated by
reference in the rule text pursuant to rule 1-1.013, Florida Administrative
Code. See § 353a(b)X1) (requiring a compounded drug to comply with the
standards of the applicable United States Pharmacopoeia or Natjonal
Formulary monograph, if a monograph exists, and the United States
Pharmacopoeia chapter on pharmacy compounding).

USP Chapter 797

Please explain whether the board intends to require compliance with the
“Suggested Standard Operating Procedures™ listed on pages 60-61 of this
USP chapter. If so, it appears that the rule should expressly state which of
these suggestions are required.

Appendix [ lists the required and recommended principal competencies.
conditions, practices, and quality assurances in this chapter. Please
explain whether any of the recommendations listed in this appendix are

required by the board. If so, it appears that the rule should expressly state
which of the recommendations are required.

USP Chapter 1231

Please provide the entire USP chapter 1231. The last page of this
incorporated document provided to the committee for review ends in the
middie of a paragraph. See § 120.54(3)(a)4., Fla. Stat,
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64B16-27.797(3):

64B16-27.797(5):

64B16-27.797(6):

This subsection states, “Current Good Manufacturing Practices: The
Board deems that this rule is complied with for any sterile products that
are compounded in strict accordance with Federal Current Good
Manutfacturing Practices per 21 C.F.R. §§ 210.] - 211.3.” Please provide
a copy of these federal regulations to the committee for review.

The board has determined compliance with these federal regulations
constitutes compliance with this rule. Therefore, it appears that these
regulations are part of the rule and should be specifically incorporated by
reference in the rule text. See Fla. Admin. Code R. 1-1.013. Please
incorporate these regulations in the rule text, or explain why it is not
necessary. If these regulations are incorporated by reference into the rule
text, the board must comply with the provisions of sub-subparagraphs
120.54(1)(D)3. and (3)a)4.. Florida Statutes, and rule 1-1.013, Florida
Admimnistrative Code.

This subsection states:

Additional Exceptions: The Board encourages the use of a
Petition for Rulemaking to inform the Board of a request to
add an additional exception to subsection (5) of this rule. A
Petition for Rulemaking is controlled by Section 120.54(7)
of the Florida Statutes.

This rule subsection does not implement or interpret the enabling statutes,
section 465.0155 and 465.022, Florida Statutes, and therefore it appears to
exceed the grant of rulemaking authority contained in the language of
sections 465.005 and 465.0155. See §§ 120.52(8); 120.536(1), Fla. Stat,
Further, it does not appear that this subsection is a “rule” as defined in
subsection 120.52(16), Florida Statutes. Please publish a notice of change
removing this subsection.

The reference to “the provision of Chapter 64B16, F.A.C.” should be to
“the provisions of Title 64B16, F.A.C.” See Fla. Admin. Code R. 1-
1.008(1)(d).

The second sentence of this subsection, states, “Upon the effective date of
this rule, the board will begin the process of repealing all rules that
conflict with this rule.” See comment regarding 64B16-27.797(5). Please
publish a notice of change removing this sentence.
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March 18, 2014
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As always, please let me know if you have any questions. Otherwise, I look forward to your
response.

Sincerely,
7 - S )
1 {

Marjorie C. Holladay
Chief Attorney

MCH:S5A WORDMARJORIE/G4B16_27.797LS03 1814156082
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April 8, 2014

Marjorie Holladay, Senior Attorney
Joint Administrative Procedures Committee
Room 680, Pepper Building S
Tallahassee, FI. 32399-1400 e b
Re: Board of Pharmacy
Fla. Admin. Code R. 64B16-277.797

PDear Ms. Holladay:

In response to your March 18, 2014, letter, the following comments are provided:

1. 64B16-27.797 (1):
a, Effective Date: The effective date of December 1, 2013 is correct. However, the

documents provided for your review reflect a date of June of 2013. This apparent
discrepancy is due to the fact that the Second Supplement to the 36th revision of the
United States Pharmacopeia (USP) was released (published) in June of 2013, but did not
become effective until December. T have attached an email from the United States
Pharmacopeia confirming the representations made in this response (Exhibit A).

b. USP Chapters:  The Compounding Rules Committee and the Board extensively vetted
the appropriate chapters that were critical to incorporate. This decision was based on
extensive discussion and input from the Committee, public, Board, and experts in the
field of compounding. Your citation to 21 U.S.C. § 353a(b)}(1), has been considered .
After extensive research and consideration of this provision of federal law, it has been
determined that the federal law primarily requires compliance with Chapter 797, when
sterile products are being compounding. See Guidance Pharmacy Compounding of
Human Drug Produets Under Section 503A of the Federa! Food, Drug, and Cosmetic Act
Fn. 5, (Dec. 2013) (Exhibit B). The six chapters incorporated by reference in the Notice
of Proposed Rule will remain undisturbed. Tt should be noted the USP is currently and
constantly going through a revision process. Therefore, the Committee and Board will
remain diligent in the need to update this rule

2

H. USPE Chapter 797:

The mandatory requirement is that the facility will have written Standard Operating Procedures.
At a minimum the SOPs must implement all the enumerations lsted on page 60 and 61 of
Chapter 797.  Also, please see page 76 of the document provided under the heading
SUGGESTED STANDARD OPERATING PROCEDURES. 1 have attached the referenced
pages as Exhibit C.




1L, USP Chapter 1231:

Please excuse the oversight. You will find attached (Exhibit D) the missing portion of Chapter

1231.

Iv. 64B16-27.797 (3

Attached as Exhibit E, you wiil find a current copy of 21 U. S. C. § 501 and 21 C, F. R. pts. 210 -
211, After further review, | anticipate advising the Board to incorporate the cited federal material
by specific reference. 1 anticipate this will require a Notice of Change. Section 210.] does
reference parts 225 and 226 of the Federal Code of Regulations. However, 1 will not be making a
recommendation to the Board to incorporate these parts as they relate to current good
manufacturing practices related to animals (animal feeds and new animal drugs).

V. 64B16-27.797 (5);

Respectfully, this subsection will remain. This rule provision implements 8120.54(7), Florida
Statures, and therefore, at the time of adoption this will be added to the law implemented.
Moreover, it cannot be agreed that this section does not meet the definition of a rule. This
subsection is part of the entire provision of 64B16-27.797, and certainly meets the definition of a
rufe. See § 120.52 (16), Fla. Stat. (2013). Most importantly, as previously stated, the Committee
and Board will continuously monitor this rule and update it accordingly. This provision of the
rule gives clear direction to the public on how to exercise a provision of the Administrative
Procedures Act.

VL 64B16-27.797 (6):

At the time of adoption, Chapter 64B16 will be referenced as Title 64B16. This subsection will
remain and it is critical for the Board to clearly communicate that this rule controls
notwithstanding any rules that conflict. Certainly, creating more clarity to the affect of a rule is
not worthy of an objection and arguably can be considered to meet the definition of a rule.

VIL.  Letter dated March 27, 2014:

At the time of adoption, this information will be added to the rule,

If T can be of any further assistance, please do not hesitate to contact me directly.

Sincerely,

David D. Flynn, Esquire
Assistant Attorney General
Attomey for the Board

cc: Tammy Collins, Acting Executive Director
Ed Tellechea, Bureau Chief
Angela Southwell, Paralegal Specialist
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July 7, 2014

Marjorie Holladay, Senior Attorney

Joint Administrative Procedures Comimittee
Room 680, Pepper Building

Tallahassee, FL 32399-1400

Re: Beard of Pharmacy
Fla. Admin, Code R, 64816-27.797

Dear Ms, Holladay:

As a final follow-up to vour office, prior to board requesting certification, there 15 stil} one
outstanding question or issue presented by your office: the incorporation of the USP monographs
referenced in Chapter 1231 ~ Water for Pharmaceutical Purposes.

This issue was discussed during the rules hearing at this past June Board of Pharmacy meeting,
At this fime, the Board has determined that all appropriate chapters of the USP have been listed
and incorporated into the proposed rule. After extensive discussion and vetting by the
Compounding Commitiee and Board, the Board is prepared to adopt the rule as amended by the
Notice of Change. As you are aware, a compounding pharmacist will have many sources to
reference to include the entire United States Pharmacopeia — National Formulary and other

relevant compendiums.

Importantly, the USP is generally going through a revision process and the Board will remain
diligent in addressing any revisions that may need to be incorparated into the rule and will remain
diligent in Hstening to any expressed concerns from the public or otherwise.

If I can be of any further assistance, please do not hesitate to contact me directly,

Sincerely,

e W g
David D. Flynn, Esquire
Assistant Attorney General
Attorney for the Board

ce: Patrick Kennedy, Executive Director -

Ed Tellechea, Bureau Chief et
Angela Southwell, Paralegal Speciatist ¢

=

i
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July 11,2014

Mr. David Flynn

Assistant Attorney General
Department of Legal Affairs
PL-01, The Capitol

Tallahassee, Florida 32399-1050

Re:  Department of Health: Board of Pharmacy
Rule 64B16-27.797, F.A.C.

Dear Mr. Flynn:

1 have reviewed your letters of April 8 and July 7, 2014, regarding the above-referenced rule, as
well as the notice of change that was published in the June 24, 2014. FAR. I continue to have
the following concerns with this rule.

Monographs:
My letter of March 18, 2014, stated in part that USP chapter 1231 refers to numerous

monographs, and that it appears that the monographs on “Purified Water,” “Water for Injection,”
“Water for Hemodialysis.” “Pure Steam,” “Sterile Purified Water,” “Sterile Water for Injection,”
“Bacteriostatic Water for Injection,” “*Sterile Water for [rrigation,” and “Sterile Water for
Inhalation,” are requirements of that USP chapter and should therefore be specifically
incorporated by reference in the rule text pursuant to rule 1-1.013. Florida Administrative Code.
My letter also cited 21 U.S.C. section 353a(b)(1) which requires a compounded drug to comply
with the standards of the applicable United States Pharmacopoeia or National Formulary
monograph. if a monograph exists, and the United States Pharmacopoeia chapter on pharmacy
compounding.

Your letter of July 7, 2014, stated that “'a compounding pharmacist will have many sources to
reference to include [sic] the entire United States Pharmacopeia - National Formulary and other
relevant compendiums.” That answer is not responsive to the question presented in my letter.
USP chapter 1231 states on the third page under the heading “Bulk Monographed Waters and
Steam™ and prior to the summaries of the monographs:
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The following waters are typically produced in large volume by a multiple-unit
operation water system and distributed by a piping system for use at the same site.
These particular pharmaceutical waters must meet the quality attributes as
spectfied in the related monographs.

Therefore, it appears that these monographs contain standards, i.e., “quality attributes.” which
pharmacists must follow in order to comply with USP chapter 1231, which is incorporated by
reference in this rule. If compliance with standards contained in these monographs is required by
the rule (including its incorporated materials), the monographs are part of the rule and
accordingly should be incorporated by reference into the rule text. See Fla. Admin. Code. R. 1-
1.013 (“Any ordinance, standard, specification. guideline, manual, handbook, map, chart, graph,
report, form or instructions to forms. or other similar material that meets the definition of rule
provided in Section 120.52(16), F.S., and is generally available to affected persons may be
incorporated by reference in a rule adopted pursuant to Section 120.54, F.S., and Rule 1-1.010,
F.A.C.”). See also, F. Scott Boyd, Looking Glass Law. Legisiation by Reference in the States, 68
La. L. Rev. 1201, 1210 (2008) (“A reference is incorporative if its effect is to adopt the
standards, requirements, or prohibitions of the referenced material as its own standards,
requirements or prohibitions.”).

Also, these monographs are referenced within USP chapter 1231 without any effective dates,
leaving the pharmacist who must comply with them to guess as to which version is applicable.
See § 120.54(1)(i)1., Fla. Stat. (A rule may incorporate material by reference but only as the
material exists on the date the rule is adopted. For purposes of the rule, changes in the material
are not effective unless the rule is amended to incorporate the changes.”™).

Furthermore, as you stated in your letter, “Importantly, the USP is generally going through a
revision process and the Board will remain diligent in addressing any revisions that may need to
be incorporated into the rule and will remain diligent in listing to any expressed concerns from
the public or otherwise.” By not specifically adopting these monographs by reference in the rule
text, the board appears to be authorizing the use of standards that may exist in the future, which
appears to be an unconstitutional delegation of delegated legislative authority. See, e.g.. Cloyd v.
State, 943 So. 2d 149, 163 (Fla. 3d DCA 2006) (“Therefore, although the legislature may adopt
or incorporate regulatory and statutory standards existing at the time of the adoption. any attempt
to adopt or incorporate standards that will arise in the future is unconstitutional as an improper
delegation of legislative power.”).

If the board continues to refuse to incorporate these monographs by reference in the rule text,
please provide a copy of these referenced monographs to committee staff for review to determine
whether they meet the definition of a rule, after which staff will consider whether to recommend
an objection to the rule.

USP Chapters:
My letter of March 18, 2014, requested an explanation as to why USP chapters 1, “Injections,” 51,
“Antimicrobial Effectiveness Testing,” 1035, “Biological Indicators for Sterilization.” 1116,
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Assurance of Compendial Articles,” of the USP are not specifically incorporated by reference in this
rule pursuant fo rule 1-1.013, Florida Administrative Code, because these chapters are referenced in
USP chapter 797. My letter also cited 21 U.S.C. section 353a(b)(1} which requires a
compounded drug to comply with the standards of the applicable United States Pharmacopoeia
or National Formulary monograph, if a monograph exists, and the United States Pharmacopoeia
chapter on pharmacy compounding.

“Microbiological Control and Monitoring of Aseptic Processing Environments,” and 1211, “Sterility

Your letter of April 8, 2014, states in part that, “After extensive research and consideration of
this provision of federal law [21 U.S.C. section 353a(b)(1)], it has been determined that the
federal law primarily requires compliance with Chapter 797, when sterile products are being
compounding [sic]. See Guidance Pharmacy Compounding of Human Drugs under Section
503A of the Federal Food, Drug, and Cosmetic Act, Fn. 5, (Dec. 2013).” Again, this response
was not responsive to my question; footnote 5 in the referenced FDA Guidance does not state
whether compliance with the referenced USP chapters is required. If compliance with these
referenced USP chapters is required, it appears they must be incorporated by reference in the rule
text,

Please provide a copy of these referenced USP chapters to committee staff for review.

Notice of Change:

It does not appear that the effective date in the notice of change for 21 C.F.R. Parts 210 and 211 is
correct. The notice of change states the date s 2011. However, the copy of the C.F.R.s provided

for review indicates that 21 C.F.R. section 211.122 was last revised as of March 20, 2012. Please
publish another notice of change with the correct date of these C.F.R.s.

As always, please let me know if you have any questions. Otherwise, | look forward to your
response.

Sincerely,

/ . 7
i :’:/"!

Marjorie C. Holladay
Chief Attorney

MCH SA WORD/MARIORIEGABIG_27.7971.8071114_136082
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21 USC 351: Adulterated drugs and devices
Text contains those laws in effect on June 19, 2014

From Title 21-FOOD AND DRUGS
CHAPTER 9-FEDERAL FOOD, DRUG, AND COSMETIC ACT
SUBCHAPTER V-DRUGS AND DEVICES
Part A-Drugs and Devices
Jump To:
Source Credit
Amendments
Effective Date
i i 1]

§351. Adulterated drugs and devices

A drug or device shall be deemed to be adulterated-

(a) Poisonous, insanitary, etc., ingredients; adequate controls in manufacture

(1) If it consists in whole or in part of any filthy, putrid, or decomposed substance; or {2}{(A} if it has been
prepared, packed, or held under insanitary conditions whereby it may have been contaminated with fiith, or
whereby it may have been rendered injurious to health; or {B) i it is a drug and the methods used in, or the
facilities or controls used for, its manufacture, processing, packing, or holding do not conform to or are not
operated or administered in conformity with current good manufacturing practice to assure that such drug
meets the requirements of this chapter as to safety and has the identity and strength, and meets the quality
and purity characteristics, which it purports or is representad o possess’ or {C) if it is a compounded
positron emission tomography drug and the methods used in, or the facilities and controls used for, its
compounding, processing, packing, or holding do not conform to or are not operated or administered in
conformaty with the positron emission tomography compounding standards and the official monographs of
the United States Pharmacopoeia to assure that such drug meets the requirements of this chapter as to
safety and has the identity and strength, and meets the quality and purity characteristics, that it purports or is
represented to possess; or (3} if its container is composed, in whole or in part, of any poisonous or
deleterious substance which may render the contents injurious to health: or {4} if (A} it bears or contains, for
purposes of coloring only, a coler additive which is unsafe within the meaning of section 379e(a) of this title,
or (B) it is a color additive the intended use of which in or on drugs or devices is for purposes of coloring only
and is unsafe within the meaning of section 37%e(a) of this title; or (5) if it is a new animal drug which is
unsafe within the meaning of section 360b of this title; or (8) if it is an animal feed bearing or comaining a
new animal drug, and such animai feed is unsafe within the meaning of section 360b of this fitle.

{b) Sirength, quality, or purity differing from official compendium

if it purports to be or is represented as a drug the name of which is recognized in an official compendium,
and its strength differs from, or its quality or purity fails below, the standard set forth in such compendium.
Such determination as to strength, quality, or purity shall be made in accordance with the tests or methods
of assay set forth in such compendium, except that whenever tests or methods of assay have nhot been
prescribed in such compendium, or such tests or methods of assay as are prescribed are, in the judgment of
the Secretary, insufficient for the making of such determination, the Secretary shall bring such fact to the
attention of the appropriate body charged with the revision of such compendium, and i such body fails within
a reasonable time to prescribe tests or methods of assay which, in the judgment of the Sacretary, are
sufficient for purposes of this paragraph, then the Secretary shall promulgate regulations prescribing
appropriate tests or methods of assay in accordance with which such determination as to strength, quality,
or purity shall be made. No drug defined in an official compendium shall be deemed to be adulierated under
this paragraph because it differs from the standard of strength, quality, or purity therefor sat forth in such
compendium, if its difference in strength, quality. or purity from such standard is plainly stated on its label.
Whenever a drug is recognized in both the United States Pharmacopoeia and the Homoeopathic
Pharmacopoeia of the United States it shaii be subject to the requirements of the United States
Pharmacopoeia unless it is labeled and offered for sale as a homaoeopathic drug, in which case it shall be
subject to the provisions of the Homoeopathic Pharmacapoeia of the United States and not to those of the
United States Pharmacopoeia.

(c} Misrepresentation of strength, etc., where drug is unrecognized in compendium

if it is not subject to the provisions of paragraph (b) of this section and its strength differs from, or its purity
or guality falis belaw, that which it purports or is represented to possess.

http:/fuscode house. gov/view xhtml?reg=granuleid:USC-prelim-title? 1 -section3 5 &num=... 6/20/2014
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{d) Mixture with or substitution of another substance

i it is a drug and any substance has been (1) mixed or packed therewith so as fo reduce its quality or
strength or (2) substituted wholly or in part therefor.

{e} Devices not in conformity with performance standards

{1} if it is, or purperts to be or is represented as, a device which is subject to a performance standard
estabiished under section 360d of this title unless such device is in all respects in conformity with such
standard.

{2) if it is declared to be, purports to be, or is represented as. a device that is in conformity with any
standard recognized under section 360d{c} of this title unless such device is in ail respacts in conformity with
such standard.

(f) Certain class il devices
(1) Fitis a class U1l device-

{(A)(i) which is required by an order issued under subsection (b) of section 360e of this tille to have an
approval under such section of an application for premarket approval and which is not exempt from
section 360e of this title under section 380j(g) of this title, and

(i5(1) for which ar appiication for premarket approvat or a notice of completion of a product deveiopment
protocol was not filed with the Secretary within the ninety-day period beginning on the date of the
issuance of such order, or

(11} for which such an application was filed and approval of the application has been denied, suspended,
or withdrawn, or such a notice was filed and has been declared not completed or the approval of the
device under the protocol has been withdrawn:

{B)(1} which was classified under section 360c(f) of this title into class I, which under section 360e(a) of
this title is required to have in effect an approved appilication for premarket approval, and which is nat
exempf from section 360e of this title under section 360i{g) of this title, and

(i} which has an application which has been suspended or is otherwise not in effect; or

{C) which was classified under section 360j(l) of this title into class I1I, which under such saction is
required to have in effect an approved application under section 360e of this title, and which has an
application which has been suspended or is otherwise nof in effect.

{2)A) In the case of a device classified under section 360c(f) of this title into class i and infended solely
for investigationa! use, paragraph 1 {1){B} shall not apply with respect to such device during the pericd
ending on the ninetieth day after the date of the promulgation of the requlations prescribing the procedures
and conditions required by section 360i(g)(2) of this title.

{B) In the case of a device subject to an order issued under subsection {b} of section 360e of this title,
paragraph 1 (1) shail not apply with respect te such device during the period ending-

{i) on the last day of the thirtieth calendar month baginning after the month in which the classification of
the device in class Il became effective under section 360c of this title, or
(i) on the ninetieth day after the date of the issuance of such order,

whichever occurs later.

(3) In the case of a device with respect to which a regulation was promuitgated under section 380e(b) of
this title prior to Juty 8, 2012, a reference in this subsection o an order issued under section 380e(b} of this
title shall be deemed o include such regulation.

(g} Banned devices

if it is a banned device.

{h} Manufacture, packing, storage, or instaliation of device not in conformity with applicable
requirements or conditions

If it is a device and the methods used in, or the facilities or controls used for, its manufacture, packing,
storage. or installation are not in conformity with applicable requirements under section 3BOHN(1) of this title
or an applicable condition prescribed by an order under section 380j(H(2) of this titte.

{i} Failure to comply with requirements under which device was exempted for investigational use

If it is a device for which an exemption has been granted under section 360j(g) of this titie for
investigationalt use and the person who was granted such exemption or any investigator who uses such
device under such exemption fails to comply with a requirement prescribed by or under such section.

(i) Delayed, denied, or limited inspection; refusal to permit entry or inspection

if it is a drug and it has been manufactured, processed, packed, or held in any factory, warehouse, or
establishment and the owner, operator, or agent of such factory, warehcuse. or establishment delays,

http://uscode house goviview xhiml?req=granuleid:USC-prelim-titie2 1 -section35 1 &num=...  6/20/2014
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denies. or limits an inspection, or refuses to permit entry or inspection.

For purposes of paragraph {a)(2)(B}, the term “current good ma nufacturing practice” includes the
impiementation of oversight and controls over the manufacture of drugs to ensure quality, inciuding
managing the risk of and establishing the safety of raw materials, materials used in the manufacturing of
drugs, and finished drug products.

(June 25, 1938 ch. 675, §501, 52 Stat. 1049; Pub. L. 86-818, title |, §102(bj}(1), July 12, 1980, 74 Stat. 398
Pub. L 87-781 title |, §101, Oct. 10, 1962, 78 Stat. 780; Pub. L. 90-399, §101(a), July 13, 1968, 82 Stat,
343; Pub. L. 94--295, §§3(d), 9(b)(1), May 28, 1978, 90 Stat. 576, 583: Pub. L. 101628, §9(b), Nov. 28,
1990, 104 Stat. 4521, Pub. L. 102-571, title |, §107{8), Oct. 29, 1992, 106 Stat. 4459 Pub. L 105-1 15, titie
I §121(b)(1}, title f). §204(c), Nov. 21, 1997, 111 Stat. 2320, 2338; Pub. L. 112~144. titie VI, §808(b){2), title
VI, §§707(a), 711, July 8, 2012, 126 Stat. 1058, 1068, 1071,

AMENDMENTS

2012-Pub. L. 112-144, §711, inserted concluding provisions.

Par. (f1)(A)G). Pub. L. 112-144, §608(b)(2){(A)(i), substituted “an order issued” for “a
regulation promuigated”,

Par. (D(1)(AN(). Pub. L. 112-144, §608(b)(2)(A)i), substituted “issuance of such order” for
‘promuigation of such regulation”.

Par. (N(2)(B). Pub. L. 112-144, §608(b)}{(2)(B), substituted “an order issued” for “a regulation
promulgated” in introductory provisions and “issuance of such order” for “promuigation of such
regulation” in subcl. (ii).

Par. (f)(3). Pub. L. 112-144, §508(b)2)(C), added subpar. (3).

Par. (j). Pub. L. 112-144, §707(a), added par. (j).

1897-Par. (a)(2)(C). Pub. L. 105-115, §121(b)(1), inserted * or {C) if it is a compounded
positron emission tomography drug and the methods used in, or the facilities and controls used
for, its compounding, processing, packing, or holding do not conform to or are not operated or
administered in conformity with the positron emission tomography compounding standards and
the official monographs of the United States Pharmacopoeia to assure that such drug meets the
requirements of this chapter as to safety and has the identity and sirength, and meets the
quality and purity characteristics, that it purports or is represented to possess;” before “or (3)".

Far. (e). Pub. L. 106115, §204{(c), designated existing provisions as subpar. (1) and added
subpar. {2).

1892-Par. (a)(4). Pub. L. 102571 substituted “379e(a)” for “376(a)" in cls. (A) and (B).

1890-Par. (f(1). Pub. L. 101-629, §9(b), which directed the amendment of subpars. (A) fo (C)
of par. (f), was executed by making the amendments in ¢ls. {A) t6 (C) of subpar. (1) of par. {f) as
follows to reflect the probable intent of Congress: in cl. {AX(i(11), substituted “, suspended, or
withdrawn” for “or withdrawn”; in ¢l. (B}(ii), substituted “which has an application which has been
suspended or is otherwise not in effect” for “which does not have such an application in effect”
and in ¢l. (C), substituted “which has an application which has been suspended or is otherwise
not in effect” for “which does not have such an application in effect”.

1876-Par. (a}. Pub. L. 94-295, §8(b)(1}, substituted "(3) if its” for “(3) if it is a drug and its” in cl.
(3}, substituted “(4) if (A) it bears or contains” for *(4) if {A} itis a drug which bears or contains”
in cl. (4)(A), and substituted “drugs or devices” for “drugs” in cl. (4)( B).

Pars. (e} to (i). Pub. L. 94-295, §3(d), added pars. () to R

1968-Par. (a). Pub. L. 80-399 added cls. (5) and {6).

1982-Par. (a). Pub. L. 87-781 designated existing provisions of ¢l. (2} as (A) and added (B).

1980-Par. (a). Pub. L. 86~618 substituted provisions in cl. (4) relating to unsafe color additives
for provisions which related tc a coal-tar color other than ane from a batch that has been
certified in accordance with regulations as provided by section 354 of this title.

EFFECTIVE AND TERMINATION DATES OF 1997 AMENDMENT
Pub. L. 105-115, title I, §121(b)(2), Nov. 21, 1887, 111 Stat. 2320, provided that: “Section
501(a)(2)(C) of the Federal Food, Drug, and Cosmetic Act (21 U S C. 351(ay2)Cy) shall not apply
4 years after the date of enactment of this Act [Nov. 21, 1997] or 2 years after the date on which
the Secretary of Health and Human Services establishes the requirements descrived in

http://uscode house.gov/view. xhiml?reg=granuleid: USC-prelim-title? I-section35 1 &num=... 6/20/2014
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subsection (c)(1}B) [section 121{c)(1¥B) of Pub .. 105—115, set out as a note under section
355 of this title], whichever is fater.”

Amendment by Pub. L. 105-115 effective 80 days after Nov. 21, 1997, except as otherwise
provided, see section 501 of Pub. L. 105~115, set out as an Effective Date of 1897 Amendment
note under section 321 of this title.

EFFECTIVE DATE OF 1968 AMENDMENT

Amendment by Pub. L. 80-399 effective on first day of thirteenth calendar month after July
13, 1968, see section 108(a) of Pub. L. 80-399, set out as an Effective Date and Transitional
Provisions note under section 360b of this title.

EFFECTIVE DATE OF 1962 AMENDMENT: EXCEPTIONS

Amendment by Pub. L. 87-781 effective an first day of seventh calendar month foliowing
October 1962, see section 107 of Pub. L. 87-781, set out as a note under section 321 of this title.

EFFECTIVE DATE OF 1960 AMENDMENT

Amendment by Pub. L. 86818 effective July 12, 1960, subject to the provisions of section
203 of Pub. L. 86818, see section 202 of Pub. L. 86-618, set out as a note under section 37%
of this titie,

EFFECTIVE DATE; POSTPONEMENT

Par. (a)(4) effective Jan. 1, 1940, see act June 23, 1939, ch. 242, 53 Stat. 853, set out as an
Effective Date; Postponement in Certain Cases note under saction 301 of this title.

TRANSFER OF FUNCTIONS
For transfer of functions of Federal Security Administrator to Secretary of Health, Education,
and Welfare [now Health and Human Services}, and of Food and Drug Administration in the

Department of Agriculture to Federal Security Agency, see notes set out under section 321 of this
title.

APPROVAL BY REGULATION PRIOR TO JULY 8, 2012
Pub. L. 112-144, title VI, §608(b)(3), July 8, 2012, 126 Stat. 1059, provided that: “The
amendments made by this subsection [amending this section and section 360e of this title] shall
have no effect on a regulation that was promulgated prior to the date of enactment of this Act
[July 9, 2012] requiring that a device have an approval under section 515 of the Federal Food,
Drug, and Cosmetic Act (21 U.S.C. 360e} of an application for premarket approval.”

GUIDANCE
Pub. L. 112-144, title VII, §707(b}, July 9, 2012, 126 Stat. 1068, provided that: “Not later than
1 year after the date of enactment of this section [July 9, 2012], the Secretary of Health and
Human Services shall issue guidance that defines the circumstances that would constitute
delaying, denying, or limiting inspection, or refusing to permit entry or inspection, for purposes of
section 501(j) of the Federal Food, Drug, and Cosmetic Act [21 U.S.C. 351()] (as added by
subsection (a)).”

1 S0 in original_Probably should be “subparagraph’.
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§209.1

size used for the side effects statement
in accordance with paragraphs (b))
and (bX2) of §209.11 must be no smaller
than 8 points (I point = 0.0138 inch).
The letter height or type gize for the
side effects statement under para-
graphs (i3, (x4, and (hX5)y of §209,11
must be no smaller than 10 points.

§209.11 Dispensing and distributing
the side effects statement.

(a) Bach authorized dispenser or
pharmacy must distribute the side ef-
fects statement with each prescription
drug preduct approved under section
505 of the act and dispensed. The side
effects statement must be distributed
with new and refill prescriptions.

(b} An authorized dispenser or phar-
macy must choose one or more of the
following options to distribufe the side
effects statement:

(1) Distribute the side effects state-
ment on a sticker attached to the unit
package, vial, or container of the drug
product;

(2} Distribute the side effects state-
ment on a preprinted pharmacy pre-
scription vial cap;

{3y Distribute the side effects state-
ment on a separate sheet of paper;

(4} Distribute the gide effects state-
ment in consumer medication informa-
tion; or

(by Distribute the appropriate FDA-
approved Medication Guide that con-
tains the side effects statement.

PART 210-—CURRENT GOOD MAN-
UFACTURING PRACTICE IN MAN-
UFACTURING, PROCESSING,
PACKING, OR HOIDING OF
DRUGS; GENERAL

Sec.

3101 Btatus of current good manufacturing
practice regulations.

210.2 Applicability of current good manu-
facturing practice regulations.

210.3 Definitions.

AUTHORITY: 21 U.S.C. 321, 3561, 352. 355. 360b,
a7, 374: 42 U.8.0. 214, 262, 263a, 264,

SauncE: 43 FR 45076, Sept, 29. 1878, unless
otherwise noeted.
§210.1 Status of current good manu-
facturing practice regulations.

(a) The regulations set forth in this
part and in parts 211, 225, and 226 of

21 CFR Ch. 1 (4-1-13 Edition)

this chapter contain the minimum cur-
rent good manufacturing practice for
methods to be used {n, and the facili-
ties or contrels to be used for, the man-
ufacture, processing, packing, or hold-
ing of a drug to assure that such drug
meets the reguirements of the act as to
safety, and has the identity ang
strength and meets the gquality and pu-
rity characteristics that it purports or
is represented Lo possess.

(by The failure to comply with any
regulation set forth in this part and in
parts 211, 225, and 226 of this chapter in
the manufacture, processing. packing,
or holding of a drug shall render such
drug to be adulterated under section
501(a 2B} of the act and such drug, as
well as the personn who is responsible
for the failure to comply, shall be sgbh-
ject to regulatory action.

(¢} Owners and operators of establish-
ments engaged in the recovery, donor
screening, testing (including donor
testing), processing, storage, labeling,
packaging, or distribution of human
cells, tissues, and cellular and tissue-
based products (HCTYPs), as defined in
§1271.3(d) of this chapter, that are
drugs (subject to review under an appli-
cation submitted under section 565 of
the act or under a biological product -
cense application under section 351 of
the Public Health Service Aci), are
subject to the donor-eligibility and ap-
plicable current good tissue practice
procedures set forth in part 1271 sub-
parts C and D of this chapter, in addi-
tion to the regulations in this part and
in parts 211, 225, and 226 of this chapter.
Failure to comply with any applicable
regulation set forth in this part, in
parts 211, 225, and 228 of this chapter, in
part 1271 subpart C of this chapter, or
in part 1271 subpart D of thiz chapter
with respect to the manufacture, proc-
essing. packing or holding of a drug.
renders an HCT/P adulterated under
section 501(aX2HB) of the act., Such
HCT/P, as well as the person who is re-
sponsible for the failure to comply, is
subject to regulatory action,

[43 FR 45078, Sept. 29, 1978, as amended at 69

FR 29828, May 25, 2004: 74 FR 65431, Dec. 10,
2008)
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§210.2 Applieability of current good
manufacturing practice regulations.

{a) The regulations in this part and
in parts 211, 225, and 226 of this chapter
as they may pertain to a drug; in parts
600 through 680 of this chapter as they
may pertain to a biological product for
human use; and in part 1271 of this
chapter as they are applicable to a
human cell, tissue, or cellular or tis-
sue-based product (HCE/P)} that is a
drug (subject to review under an appli-
cation submitted under secticn 505 of
the act or under a biological product li-
cense application under section 351 of
the Public Health Service Act); shall
be considered to supplement, not super-
sede, each other, unless the regulations
explicitly provide otherwise. In the
event of a confiict between applicable
regulations in this part and in other
parts of this chapter, the regulation
specifically applicable to the drug
product in question shall supersede the
more general,

(b} If a person engages in only some
operations subject to the regulations in
this part, in parts 211, 225, and 226 of
this chapler, in parts 608 through 680 of
this chapter, and in pars 1271 of this
chapter, and not in others, that person
need only comply with those regula-
ticns applicable to the operations in
which he or she is engaged.

{¢y An investigational drug for use in
a phase 1 study., as described in
§312.214a) of this chapter, is subject fo
the statutory requirements set forth in
21 17.8.C. 351(a¥2¥ B} The production of
such drug is exempt from compliance
with the regulations in part 211 of this
chapter. However, this exemption does
not apply to an investigational drug
for use in a phase 1 study once the in-
vestigational drug has been made
available for use by or for the sponsor
in a phase 2 or phase 3 study, as de-
seribed in §312.24Db) and (¢) of this
chapter, or the drug has been lawfully
marketed. If the investigational drug
has been made available in a phase 2 or
phase 3 study or the drug has been law-
fully marketed, the drug for use in the
phase 1 study must comply with part
211,
f60 PR 20828, May 25, 2004, as amended at 73

FR 40462, July 15. 2008: 74 FR 65431, Dec. 190,
2009]

§210.3

§210.3 Definitions.

(&) The definitions and interpreta-
tions contained in section 201 of the act
shail be applicable to such terms when
used in this part and in parts 211, 225,
and 226 of this chapter.

{b) The following definitions of terms
apply to this part and to parts 211, 225,
and 226 of this chapter.

(1) Act means the Federal Food, Drug,
and Cosmetic Act, as amended (21
U.8.C. 301 et seq.).

(2} Bateh means a specific quantity of
a drug or other material that is in-
tended to have uniform character and
gquality, within specified limits, and is
produced according to a single manu-
facturing order during the same cycle
of manufacture,

(3) Component means any ingredient
intended for use in the manufacture of
a drug product, including these that
may not appear in such drug product.

(4Y Drug product means a finished dos-
age form, for example, tablet, capsule,
solution, elc., that contains an active
drug ingredient generally, but not nec-
essarily, in association with inactive
ingredients. The term alsc includes a
finished dosage form that deces not con-
tain an active ingredient but is in-
tended to be used as a placebo.

{6) Fiber means any particulate con-
tarinant with a length at least three
times greater than its width.

{68) Nonfiber releasing filter means any
filter, which after appropriate
pretreatment such as washing or flush-
ing. will not release fibers into the
component or drug product that is
heinyg filtered.

{7y Active ingredienl means any com-
penent that is intended te furnish
pharmacological activity or other di-
rect effect in the diagnosis, cure, miti-
gation, treatment, or prevention of dis-
ease, or to affect the structure or any
function of the body of man or other
animals, The term includes those com-
ponents that may undergo chemical
change in the manufacture of the drug
product and be present in the drug
product in a modified form intended to
furnish the specified activity or effect.

(8 Mmactive ingredient means any com-
ponent other than an active ingredient.

() In-process material means any ma-
terial fabricated. compounded, blended,
or derived by chemical reaction that is
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produced for, and used in, the prepara-
tion of the drug product.

(10) Lot means a batch, or a specific
identified portion of a batch, having
uniform character and guality within
specified limits; or, in the case of a
drug predoct produced by continuous
process, it is a specific identified
amount produced in a unit of time or
quantity in a manner that assures its
having aniform character and guality
within specified limits.

(11) Lot rumber, control number, or
batch nwmber means any distinctive
combination of letters, numbers. or
symbols, or any combination of them,
from which the complete history of the
manufacture, processing, packing,
holding, and distribution of a batch or
lot of drug product or other material
can be determined.

(12) Moanufaciure, processing, packing,
or holding of a drug product includes
packaging and labeling operations,
testing, and qguality control of drug
products.

(13} The term medicated feed means
any Type B or Type C medicated feed
as defined in §558.3 of this chapter. The
feed contains one or more drugs as de-
finred in section 201{g) of the aci. The
manufacture of medicated feeds is sub-
iect to the reguirements of part 225 of
this chapter.

(14} The term medicated premir means
a Type A medicated article as defined
in §558.3 of this chapter. The article
contains one or more drugs as defined
in section 201{g) of the act. The manu-
Tactare of medicated premixes is sub-
iect to the reguirements of pari 226 of
this chapter.

(15) Quality conirol unit means any
person or organizational element des-
ignated by the firm to be responsible
for the duties relating to guality con-
trol.

(16} Stvémgth means:

(i) The concentration of the drug sub-
stance {for example, weight/weight,
weight/volume, or unit dose/volume
basgis}), anpd/or

(ii} The potency. that is, the thera-
peutic activity of the drug preduct as
indicated by appropriate laboratory
Ltests or by adeguately developed and
controiled clinical data (expressed, for
example, in terms of units by reference
to a standard).

21 CFR Ch. | {4-1-13 Edition)

(I Theoretical yield means the quan-
tity that would be produced at any ap-
propriate phase of manufacture, proc-
essing, or packing of a particular drug
product, based upon the guantity of
components to be used, in the absence
of any loss or error in actual produc-
tion.

(18) Actual yield means the quantity
that is actually produced at any appro-
priate phase of manufacturs, proc-
essing, or packing of a particular drug
product,

{19y Percentage of theorgtical yield
means the ratio of the actual yield (at
any appropriate phase of manufacture,
processing, or packing of a particular
drug product) to the theoretical yield
{at the same phase), stated as a per-
centage.

(20)  Acceptance criteric means the
product specifications and acceptance/
rejection criteria, such as acceptable
guality level and unacceptable quality
level, with an assogiated sampling
plan, that are necessary for making a
decision t0 accept or reject a lot or
patch (or any other convenient sub-
groups of manufactured units),

(21 Representative sample means a
sample that consists of a number of
units that are drawn based on rational
criteria such as random sampling and
intended to assure that the sample ac-
curately portrays the material being
sampled.

(22} Gang-printed labeling means la-

beling derived from a sheet of material
on which more than one item of label-
ing is printed.
[43 FR 45076, Sept, 29, 1978, as amended at 51
FR 7389, Mar. 3. 1986; 58 FR 41353, Aug. 3, 1893;
73 FR 51931, Sept. 8. 2008; 74 FR 65431, Dec. 10,
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produced for, and used in, the prepara-
tion of the drug product.

(16) Lof means a batch. or a specific
identified portion of a hasch, having
uniform character and guality within
specified iimits; or, in the casge of a
drug product produced by continuous
process, it is a specific identified
amount produced in a unit of time or
quantity in a ranner thai assures its
having uniform character and guality
within specified limits,

(11} Lot number, control number, or
batch number means any distinctive
combination of letters, numbers, or
symbols, or any combination of them,
from which the complete history of the
manufacture, processing, packing,
nholding, and distribution of a hatch or
lot of drug product or other material
can be determined.

(12) Manufacture, processing, packing,
or holding of a drug product includes
packaging and labeling operations,
testing, and quality control of drug
praducts.

(13) The term medicated feed means
any Type B or Type € medicated feed
as defined in §558.3 of this chapter. The
feed contains one or more drugs as de-
fined in section 20i(g) of the act. The
manufacture of medicated feeds iz sub-
ject to the requirements of part 225 of
Ghis chapter.

(14} The term medicated premir meahs
a Type A medicated article as defined
in §558.3 of this chapter. The article
containg one or more drugs as defined
in section 201(g) of the act, The manu-
facture of medicated premixes is sub-
ject to the requirements of part 226 of
this chapter.

(15) Quality control wunit means any
person or crganizational element des-
ignated by the firm to be responsible
fer the duties relating to guality con-
trol.

(16} Sirength means:

(1) The concentration of the drug sub-
stance (for example, weight/weight,
weight/volume, or unit doservolume
basis), and/or

(i) The potency. that is, the thera-
peutic activity of the drug product as
indicated by appropriate laboratory
tests or by adeguately developed and
controlled clinical data (expressed, for
example, in terms of units by reference
to a standard).

21 CFR Ch. | {4~1-13 Edition)

(17y Theeretical yield means the guan-
tity that would be produced at any ap-
propriate phase of manufacture, proc-
essing, or packing of a particular drug
product, based upon the guantity of
components to he used, in the absence
of any loss or error in actual produc-
tion,

(18) Actual yield means the guantity
that is actually preduced at any appro-
priate phase of manufacture, proc-
essing, or packing of a particular drug
product.

(1% Percentage of theorefical yield
means the ratio of the actual yield (at
any appropriate phase of manufacture,
processing, or packing of a particular
druag product) to the theoretical yield
(at the same phase), stated as a per-
centage.

(20)  Acceptance criteric means the
product specifications and acceptance/
rejection criteria, such as acceptable
quality level and unacceptable quality
level, with an associated sampling
pian, that are necessary for making a
decision to accept or reject a lot or
batch (or any other convenient sub-
groups of manufactured units).

(21} Representative sample means a
sample that consists of a number of
units that are drawn bhased on rational
criteria such as ranhdom sampling and
intended to assure that the sample ac-
curately portrays the material being
sampled.

122) Gang-printed labeling means la-
beling derived from a sheet of material
on which more than one item of label-
ing is printed.

[43 PR 45076, Sept. 29, 1978, as amended at 51
FR 7388, Mar. 3, 1966; 58 F'R 41353, Aug. 3, 1993;

73 'R 51831, SBept. 8. 2008: T4 FR 65431, Dec. 10,
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211,180
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211.186
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211.180 General requirements.
211.182 Equipment cleaning and use log.
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AUTHORITY: 21 {1.5.C. 321, 351, 352, 365, 360h.
371, 374; 42 U.8.C. 218, 262, 263a, 264

SOURCE: 43 FR 45077, Sept. 29, 1978, unless
ctherwise noted.

Subpart A—General Provisions

§211.1 Scope.

(a} The regulations irn this part con-
tain the minimum current good manua-
facturing practice for preparation of
drug products  (excluding positron
emission tomography drugs) for admin-
istration to humans or animals.

{h) The current good manufacturing
practice regulations in this chapter as
they pertain to drug products; in parts
600 through 680 of this chapter, as they
pertain to drugs that are also biologi-
cal products for human use: and in part
1271 of this chapter, as they are appli-
cable to drugs that are also human
cells, tissues, and cellular and tissue-
based products (HCT/Ps) and that are
drugs (subject to review under an appli-
cation submitted uvnder section 506 of
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§211.3

the act or under a biclogical product li-
cense application under section 351 of
the Public Health Service Act); supple-
ment and do not supersede the regula-
tions in this part unless the regula-
tions explicitly provide otherwise. In
the event of a conflict hetween applica-
ble regulations in this part and in
other parts of this chapter, or in parts
600 through 680 of this chapter, or in
part 1271 of this chapter, the regulation
specifically applicable to the drug
product in guestion shall supersede the
more general.

(0} Pending consideration of a pro-
posed exemption, published in the FED-
FRAL REGISTER of September 29, 1978,
the requirements in this part shall not
be enforced for OTC drug products if
the products and all their ingredients
are ordinarily marketed and consumed
as human foods, and which products
may alszo fall within the legal defini-
tion of drugs by virtue of their in-
tended use. Therefore, until further no-
tice, regulations under part 110 of this
chapter, and where applicable, parts 113
to 129 of this chapter, shall be applied
in determining whether these OTC drug
products that are also focds are manu-

factured, processed, packed, or held
ander current good manufaciuring
practice,

[43 FR 45077, Sept. 20, 1978, as amended at 62
FR 66522, Dec. 19, 1897, 69 FR 20828, May 25,
2004; 74 FR 65431, Dec. 10, 2008]

§211.3 Definitions.

The definitions set forth in §210.3 of
this chapter apply in this part.

Subpart B—Organization and
Personnel

§211.22 Responsibilities of
control unit.

(a} There shall be a quality control
unit that shall have the responsibility
and authority to approve or reject all
components, drug product containers,
closures, in-process materials, pack-
aging material, labeling, and drug
products, and the authority to review
preduction records to assare that no
errors have ocourred or, if errors have
oceurred, that they have been fully in-
vestigated. The guality contro!l unit
shall be responsible for approving or re-
jecting drug products manufactured,

guality

21 CFR Ch. 1 (4-1-13 Edition)

processed, packed, or held under con-
tract by another company.

{(b) Adeguate laboratory facilities for
the testing and approval (or rejection)
of components, drug product con-
tainers, closures, packaging materials,
in-process materials, and drug products
shail be available to the guality con-
trol unit.

(c) The quality contrel unit shali
have the responsibility for approving
or rejecting all procedures or specifica-
tions  impacting or the identity,
strength, quality, and purity of the
drug product.

(d) The responsibilities and proce-
dures applicable to the guality control
unit shall be in writing: such written
procedures shall be followed.

§211.256 Personnel qualifications.

{a) Each person engaged in the manu-
facture, processing, packing, or holding
of a drug product shall have education,
training, and experience, or any com-
bination thereof, to enable that person
to perform the assigned functions.
Training shall be in the particular op-
erations that the employee performs
and in curreni good manufacturing
practice {including the current good
manufacturing practice regulations in
this chapter and written procedures re-
gquired by these regulaticns) as they re-
late to the employee's functions.
Training in current good manufac-
turing practice shall be conducted by
qualified individuals on a continuing
basis and with sufficient frequency to
agsure that employees remain familiar
with CGMP requirements applicable to
them.

{b) BEach person responsible for super-
vising the manufacture, processing,
packing, or holding of a drug product
shall have the education, training, and
experience, or any combination there-
of, to perform assigned functions in
such a manner as o provide assurance
that the drug product has the safety,
identiby, strength, quality, and purity
that it purports or is represented to
possess.

{€} There shall be an adequate num-
her of gualified personnel to perform
and supervise the manufacture, proc-
essing, packing, or holding of each drug
product.
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§211.28 Personnel responsibilities.

(a} Personnel engaged in the manu-
facture, processing, packing, or holding
of a drug product shal! wear clean
clothing appropriate for the duties
they perform. Protective apparei, such
as head, face, hand, and arm coverings,
shall be worn as necessary to protect
drug products from contamination,

{b) Personnel shall practice good
sanitation and health habits.

{2) Only personnel authorized hy su-
pervisory personnel shall enter those
areas of the buildings and facilities
designated as limited-access areas.

(d) Any person shown at any time (ei-
ther by medical examination or super-
visory observation) to have an appar-
ent illness or open lesions that may ad-
versely affect the safety or quality of
drug produects shall be excluded from
direct contact with components, drug
product containers, closures, in-process
materials, and drug products until the
condition is corrected or determined by
competent medical personnel not to
jeopardize the safety or guality of drug
products. All personnel shal! be in-
structed to report to supervisory per-
sonnel any health conditions that may
have an adverse effect on drug prod-
ucHs.

§211.34 Consultants.

Consultants advigsing on the manu-
facture, processing, packing, or holding
of drug products shall have sufficient
education, training, angd experience, or
any combination thereof, to advise on
the subject for which they are retained.
Records shal! be maintained stating
the name, address, and gualifications
of any consultants and the type of
service they provide,

Subpart C—Buildings and Facilities

§211.42 Design and construction fea-
tures.

{a) Any building or buildings used in
the manufacture, processing, packing,
or helding of a drug product shall be of
suitable size, construction and location
to  facilitate cleaning, maintenance,
and proper operations.

(b} Any such building shall have ade-
guate szpace for the orderly placement
of egquipment and materials to prevent

§211.42

mixups between different components,
drug product containers, closures, la-
beling, in-process materials, or drug
products, and to preveat contamina-
tion. The flow of components, drug
product containers, closures, labeling.
in-process materials, and drug products
through the building or buildings shall
be designed to prevent contamination.

(c) Operations shall be performed
within gpecifically defined areas of ade-
gquate size. There shall be separate or
defined areas or such other control sys-
tems for the firm's operations as are
necegsary to prevent contamination or
mixups during sthe course of the {fol-
lowing procedures:

(1) Receipt, identification, storage,
and withholding from use of compo-
nents, drug product centainers, clo-
sures, and labeling, pending the appro-
priate sampiing, testing, or examina-
ticn by the guality control unit before
release for manufacturing or pack-
aging:

(2) Holding rejected components,
drug product containers, closures, and
labeling before disposition;

(3) Storage of released components,
drug product containers, closures, and
labeling;

(4) Storage of in-process materials;

(6} Manufacturing and processing op-
erations;

(6) Packaging and labeling oper-
ations;

(T Quarantine storage before release
of drug products;

(8) Storage of drmg products after re-
lease;

(9) Control and laboratory oper-
ations;
{10} Aseptic processing, which in-

clades as appropriate:

(1Y Fleors, walls, and ceilings of
smooth, hard surfaces that are easily
cleanable;

(ii) Temperature and humidity con-
trols:

(iil) An air supply filtered through
high-efficiency particulate air filters
under positive pressure, regardless of
whether flow is laminar or nonlaminar:

{iv) A system for monitoring environ-
mental conditions;

(v} A system for cleaning and dis-
infecting the room and equipment to
produce aseptic conditions;
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§211.44

(viy A system for maintaining any
eguipment used to control the aseptic
conditions,

(43 OQperations relating to the manu-
facture, processing. and packing of pen-
icillin shall be performed in facilities
gseparate from those used for other drug
products for human use.

[43 'R 45877, Sept. 29, 1478, as amended at 68
FR 4081, Jan. 20, 1895]

§211.44 Lighting.

Adeqguate lighting shall be provided
in all areas.

§211.46 Ventilation, air filtration, air
heating and cooling.

(a) Adequate ventilaticn shall be pro-
vided.

(b} Equipment for adequate contrel
over air pressure, micro-organisms,
dust, humidity, and femperature shall
ke provided when appropriate for the
manufacture, processing, packing., or
holding of a drug product.

(¢y Air filtration systems, including
prefiliers and particulate matter air
filters, shall be used when appropriate
on air supplies to production areas. If
air is recireulated to production areas,
measures shall be taken to control re-
circulation of dust from production. in
arez’ where alr contamination occurs
during production, there shall be ade-
guate exhaust systems or other sys-
tems adeguate to control contami-
nantg.

(d) Air-handling systems for the man-
ufacture, processing, and packing of
penicillin shall be completely separate
from those for other drug products for
human use.

§211.48 Plumbing.

(ay Potable water shall be supplied
under continwous positive pressure in a
plumbing system free of defects thatb
could contribute contamination to any
drug produoct. Potable water shall meet
the standards prescribed in the Envi-
ronmental Protection Agency’'s Pri-
mary Drinking Water Regulations set
forth in 40 CFR part 141, Water not
meeting such standards shall not be
permitted in the potable water system.

(b) Drains shall be of adeguate size
and, where connected directly to a
sewer, shall be provided with an air

21 CFR Ch. | {4-1-13 Edition)

break or other mechanical device to
prevent back-siphonage.

{43 ¥R 46077, Bept. 20, 1978, as amended at 48
FR 11426, Mar. 18, 1983}

§211.50 Sewage and refuse.

Sewage, trash, and other refuse in
and from the building and immediate
premises shall be disposed of in a safe
and sanitary manner.

§211.52 Washing and toilet facilities.

Adeqguate washing facilities shall be
provided, including hot and cold water,
soap or detergent, aly driers or single-
service towels, and clean toilet facili-
ties easily accesible to working areas.

§211.56 Sanitation.

{a) Any huilding used in the manufac-
ture, processing, packing, or hoiding of
a drug product shall be maintained in a
clean and sanitary condition, Any such
building shall be free of infestation by
rodents, birds, iasects, and other
vermin (other than laboratory ani-
mals). Trash and organic waste matter
shall he held and disposed of in a time-
ly and sanitary manner.

{(b) There shall be written procedures
assigning responsibility for sanifation
and desecribing in sufficient detail the
cleaning schedules, methods, equip-
ment, and materials to be used in
cieaning the buildings and facilities;
such written procedures shall be fol-
lowed.

(¢) There shall be written procedures
for use of suitable rodenticides, insecti-
cides, fungicides, fumigating agents,
and cleaning and sanitizing agents.
Such written procedures shall be de-
signed to prevent the contamination of
equipment, components, drug product
containers, closures, packaging. label-
ing materiais, or drug products and
shall be followed. Rodenticides, insecti-
cides, and fungicides shall not be used
unless registered and used in accord-
ance with the Federal Insecticide, Fun-
gicide, and Rodenticide Act (7 U.8.C.
135).

{d) Sanitation procedures shall apply
to work performed by conlractors or
temporary employees as well as work
performed by full-time employees dur-
ing the ordinary course of operations.
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§211.58 Maintenance.

Any building used in the manufac-
ture, processing, packing, or holding of
a drug product shall be maintained in a
good state of repair.

Subpart D—Equipment

§211.63 Egquipment design, size, and
location.

Equipment used in the manufacture,
procesging., packing, or holding of a
drug product shall be of appropriate de-
sign, adequate size. and suitably lo-
cated to facilitate operations for its in-
tended use and for iis cleaning and
maintenance.

§211.65 Eguipment construction.

(a} BEquipmens$ shall be constructed so
that surfaces that contact components,
in-process materials, or drug products
shall not be reactive, additive, or ab-
sorptive so as te alter the safety, iden-
tity. strength, quality, or purity of the
drug product heyond the official or
other established requirements.

(b) Any substances required for oper-
ation, suech as lubricants or coolants,
shall not come into contact with com-
ponents, drug product containers, cle-
sures, in-process materigls, or drug
products so as to alter the safety. iden-
tity, strength, guality, or purity of the
drug product beyond the official or
other established requirements.

§211.67 Equipment cleaning and main-
tenance.

{&) Equipment and utensils shall be
cleaned, maintained, and, as appro-
priate for the nature of the drug, sani-
tized and/or sterilizved at appropriate
intervals to prevent malfunctions or
contamination that would alter the
safety, identity. strength, quality, or
purity of the drug prodact heyond the
official or other estahlizshed require-
ments,

(b} Written procedures shall be estab-
lished and followed for cleaning and
maintenance of equipment, inciuding
utensils, used in the manufacture,
processing, packing, or holding of a
drug product. These procedures shall
inciude, but are not necessarily limited
to, the following:

§211.68

(1} Assignment of responsibility for
cleaning and maintaining equipment;

(2) Maintenance and cleaning sched-
ules, including, where appropriate,
sanitizing schedules;

(3} A description in sufficient detall
of the methods, egquipment, and mate-
rials used in cleaning and maintenance
operations, and the methods of dis-
assembling and reassembling equip-
ment as necessary to assure proper
cleaning and maintenance;

(4) Removal or obliteration of pre-
vious batch identification;

{6) Protection of clean eguipment
from contamination prior to use;

(6) Inspection of equipment for clean-
liness immediately hefore use.

() Records shall be kept of mainte-
nance, cleaning, sanitizing, and inspec-
tion as specified in §§211.180 and 211.182.

{43 FR 45077, Sept. 2%, 1978, as amended at 73
FR 51931, Sept. 8. 2008]

§211.68 Automatic, mechanical,
electronie equipment.

and

(a) Automatic, mechanical, or elec-
tronic equipment or other types of
equipment. including computers, or re-
lated systems that will perform a func-
tion satisfactorily, may be used in the
manufacture, processing, packing. and
holding of a drug product. If such
equipment is so used, it shall be rou-
tinely calihrated, inspected, or checked
according to a written program de-
signed to assure proper performance.
Written records of those ecalibration
checks and inspections shall be main-
tained.

(b} Appropriate controls shall be ex-
ercised over computer or related sys-
tems to assure that changes in master
production and conirel records or other
records are instituted only by author-
ized personnel. Input to and output
from the computer or related system of
formulas or other records or data shall
be checked for accuracy. The degree
and frequency of inpat/output
verification shall be based on the com-
plexity and reliability of the computer
or related system. A backup file of data
entered into the compuier or related
system shall be maintained except
where certain data, such as calcala-
tions performed in connection with lab-
oratory analysis, are eliminated by
computerization or other automated
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§211.72

processes. In such instances a written
record of the program shall be main-
tained along with appropriate valida-
tion data. Hard copy or alternative sys-
tems, such as duplicates, tapes, or
microfilm, designed to assure that
backup data are exact and complete
and that it is secure from alteration,
inadvertent erasures, or loss shall be
maintained.

(¢} Such automated equipment used
for performance of operations ad-
dressed by §§211.101¢c) or ¢d), 211.103,
211,182, or 211.188(b)(11) can satisfy the
requirements included in those sec-
tions relaiing to the performance of an
operation by one person and checking
by another person if such equipment is
used in conformity with this section,
and one person checks that the eguip-
ment properly perfermed the oper-
ation.

f43 TR 45077, Sept. 29, 1978, as amended at 68
FR 4081, Jan. 20, 1095 T3 FR 51932, Sept. 8,
2008]

§211.92 Filters.

Filters for liguid filtration used in
the manufacture, procegsing, or pack-
ing of injectable drug products in-
tended for human use shall not release
fibers into such products. Fiber-releas-
ing filters may be used when it is not
possible to manufacture such products
without the use of these filters. If use
of a fiber-releasing filter is necessary,
an additional nonfiber-releasing filter
having a maximum nominal pore size
rating of (.2 micron (0.45 micron if the
manufacturing conditions so dictate)
shall subsequenily be used to reduce
the content of particles in the
injectable drug product. The use of an
ashestos-containing filter is prohibited.

{73 FR 51932, Bept. 8. 2008]

Subpart E—Control of Compo-
nents and Drug Product Con-
tainers and Closures

§211.80 General requirements.

(a) There shall be written procedures
describing in sufficient detail the re-
ceipt. identification, storage, handling,
sampling, testing, and approval or re-
jection of components and drug prod-
uct containers and closures; such writ-
ten procedures shall be followed.

21 CFR Ch. | (4~-1-13 Edition)

(b) Components and drug product
containers and closares shall at all
times be handled and stored in 4 man-
ner to prevent contamination.

(c) Bagged or boxed components of
drug product containers, or closures
shall be stored off the floor and suit-
ably spaced to permit cleaning and in-

spection.
(d} Each container or grouping of
containers for components or drug

product containers, or closures shall be
identified with a distinctive code for
each lot in each shipment received.
This code shall be used in recording the
disposition of each lot. Bach lot shall
ke appropriately identified as to its
status (i.e.. quarantined, approved, or
rejected).

§211.82 Receipt and storage of untest-
ed components, drug product con-
tainers, and closures.

{a) Upon receipt and before accept-
ance, each container or grouping of
containers of compenents, drug prod-
uct containers, and closures shall be
examined visuaily for appropriate la-
beling as to contents, container dam-
age or broken seals, and contamina-
tion.

(hy Components, drug product con-
tainers, and closures shall be stored
under quarantine until they have been
tested or examined, whichever is appro-
priate, and released. Storage within
the area shall ¢onform to the require-
ments of §211.80.

{43 FR 45077, Sept. 29, 1978, as amended at 73
FR 519832, Sept. 8, 2008]

§211.84 Testing and approval or rejec-
tion of components, drug product
containers, and closures.

(a) Bach lot of components, drug
product containers, and closures shall
be withheld from use until the lot has
been sampled. tested. or examined, as
appropriate, and released for use by the
guality control unit.

{b) Representative samples of each
shipment of each lot shail be collected
for testing or examination. The num-
ber of containers to be sampled, and
the amount of material to be taken
from each container, shall be based
upon appropriate criteria such as sta-
fistical criteria for component varia-
bility, confidence levels, and degree of
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precision desired, the past quality his-
tory of the supplier, and the guantity
needed for analysis and reserve where
required by §211.170.

(¢} Samples shall be collected in ac-
cordance with the following proce-
dures:

(1) The containers of components se-
lected shall be cleaned when necessary
in & manner to prevent introduction of
contaminants into the component.

{2y The containers shall be opened,
sampled, and resealed in a manner de-
signed to prevent contamination of
their contents and contamination of
other components, drug produect con-
tainers, or closures.

(3) Sterile equipment and asgeptic
sampling technigues shall be used when
Necessary.

(4) IT it is necessary to sample a coimn-
ponent from the top, middle, and bot-
tom of its container, such sample sub-
divisions shall not be composited for
testing.

(by Sample containers shall be identi-
fied so that the following information
can be determined: name of the mate-
rial sampled, the lot number, the con-
taineyr from which the sample wasg
taken, the date on which the sample
was taken, and the name of the person
who collected the sample,

(6) Containers from which samples
have heen taken shall be marked to
show that samples have been removed
from them.

(d) Samples shall be examined and
tested as follows:

(1) At least one test shall be con-
ducted to verify the identity of each
compenent of a drug produact. Specific
identity tests, if they exisi, shall be
used.

{2} Fach component shall be tested
for conformity with all appropriate
written specifications for purity,
strength, and guality. In lieu of such
testing by the manufacturer, a report
of analysis may be accepted from the
supplier of a component, provided that
at least one specific identity test is
conducted on such component by the

manufacturer, and provided that the
manufacturer establishes the reli-
ability of the supplier's analyses

through appropriate validation of the
supplier's test results at appropriate
intervals.

§211.87

(3) Containers and closures shall be
tested for conformity with all appro-
priate written specifications. In lieu of
such testing by the manufacturer, a
certificate of testing may be accepted
from the supplier, provided that at
least a visual identification is con-
ducted on such containers/closures by
the manufacturer and provided that
the manufacturer establishes the reli-
ability of the supplier’s test results
through appropriate validation of the
supplier's test results at appropriate
intervals.

(4} When appropriate, components
shall be microscopically examined,

{6) Each lot of a component, druog
product container, or c¢losure that is
liable to contamination with filth, in-
sect infestation, or other extraneous
adulterant shall he examined against
established specifications for such con-
tamination.

{6y Bach iot of a component, drug
product container, or closure with po-
tential for microbiological contamina-
tion that is objectionable in view of its
intended use shall be subjected to
microbiological tests before use.

{e) Any lot of components, drug prod-
uct containers, or closures that meets
the appropriate written specifications
of identity, strength, quality, and pu-
rity and related tests under paragraph
() of this section may be approved and
released for use. Any lot of such mate-
rial that does not meet such specifica~
tions shall be rejected,

[43 FR 45077, Bept. 29, 1978, as amended at 63
FRL 14356, Mar. 26, 1998; 73 ¥R 51832, Sept. §,
20083

§211.86 Use of approved components,
drug product containers, and clo-
sures.

Components, drug product con-
tainers, and closures approved for use
shall be rotated so that the oldest ap-
proved stock is uged first. Deviation
from this requirement is permitted if
sach deviation is temporary angd appro-
priate.

§211.87 Retesting of approved compo-
nents, drug product containers, and
closures.

Components, drug product con-
tainers, ahd closures shall Be retested
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or reexamined. as appropriate, for iden-
tity. strength. guality, and purity and
approved or rejected by the quality
control unit in accordance with §211.84
as necessary. e.g., after storage for
long periods or after exposure to air,
heat or other conditions that might ad-
versely affect the component, drug
product container, or closure.

§211.8¢ Rejected components, drug
product containers, and closures.

Rejected components, drug product
containers. and closures shall be iden-
tified and controlled under a quar-
antine system designed to prevent
their use in manufacturing or proc-
essing operations for which they are
unsuitable.

§211.94 Drug product containers and
closures.

(a} Drug product conbainers and clo-
sures shall not be reactive, additive, or
absorptive so as to alter the safely,
identity, strength, guality. or purity of
the drug beyond the official or estab-
lished requirements,

(b} Container closure systems shall
provide adequate protection against
foresseable external factors in storage
and use that can cause deterioration or
contamination of the drug product.

(¢y Drug product containers and clo-
sures shall be c¢lean and, where indi-
cated by the nature of the drug, steri-
lized and processed to remove
pyvrogenic properties tc assure that
they are suitable for their intended
use, Buch depyrogenaticn processes
shall be validated.

(d) Standards or specifications, meth-
ods of testing, and, where indicated,
methods of cleaning, sterilizing, and
processing to remove pyrogenic prop-
erties shall be written and followed for
arizy product containers and closures.

{43 FR 45077, Sept. 28, 1878, as amended at 73
FR 51832, Sept. 8, 2008]

Subpart F—Production and
Process Confirols

$2311.100 Written devi-

ations.

procedures;

(a) There shall be written procedures
for production and process control de-
signed Lo assure that the drug products
have the identity, strength, quality,
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and purity they purpert or are rep-
regented to possess. Such procedures
shall include all requirements in this
subpart. These written procedures, in-
cluding any changes, shall be drafted,
raviewed, and approved by the appro-
priate organizational units and re-
viewed and approved by the quality
cantrol unit.

(h) Written production and process
control procedures shall be followed in
the execution of the various production
and process control functions and shall
be documented at the time of perform-
ance. Any deviation from the written
procedures shall be recorded and justi-
fied.

§211.101 Charge-in of components.

Written production and contrel pro-
cedures shall inclade the following,
which are designed to assure that the
drug products produced have the iden~
tity, strength, guality. and purity they
purporl or are represented to possess:

{a) The bkatch shall be formulated
with the intent to provide not less than
100 percent of the labeled or established
amount of active ingredient.

(b} Components for drug product
manufacturing shall be weighed, meas-
ured, or subdivided as appropriate. If a
component is removed from the origi-
nal container to another, the new con-
tainer shall be identified with the fol-
lowing information:

(1) Component name or item code;

(2) Receiving or control number;

(3) Weight or measure in new con-
ftainer;

(4) Batch for which component was
dispensed, including its product name.
strength, and lot number.,

(cy Weighing, measuring, or suhbdi-
viding operations for components shall
be adequately supervised, Fach con-
tainer of component dispensed to man-
ufacturing shall be examined by a sec-
ond person to assure thatl;

(1) The component was released by
the quality control unit;

(2 The weight or meagsure is correct
a3 stated in the batch production
records;

(3) The confainers are properly iden-
Lified. If the weighing, measuring. or
subdividing operations are performed
by antomated equipment under §211.68,
anly one person is needed to assure
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paragraphs (e)1}, (cy@), and (cH3) of
this section.

(3} Each component shall either be
added to the bateh by one person and
verified by a second person or, if the
components are added by automated
equipment under §211.68, only verified
by one person,

{43 FR 45077, Sept. 29, 1978, as amended at 73
FR 51832, Sept. 8, 2088]

§$211.103 Calculation of yield.

Actual yields and percentages of the-
oretical yield shall be determined at
the conclusion of each appropriate
phase of manufacturing, processing,
packaging, or holding of the drug prod-
uet, Such calculations shall either be
performed by one person and independ-
ently verified by a second person, or, if
the yield is calculated by automated
equipment under §211.68, be independ-
ently verified by one person.

[72 PR 51832, Sept. 8, 2008}

$211.105 Equipment identification.

(a) All compounding and storage con-
tainers, processing lines, and major
equipment used during the production
of a batch of a drug producs shall be
property identified at all times to indi-
cate their contents and, when nec-
essary, the phase of processing of the
batch.

(b} Major equipment shall be identi-
fied by a distinctive identification
number or code thaf shalil be recorded
izt the batcoh production record to show
the specific equipment used in the
manufacture of each batch of a drug
product. In cases where only one of a
particular type of equipment exists in
a manufacturing facility, the name of
the equipment may be used in lieu of a
distinctive identification number or
code.

§211.110 Sampling and testing of in-
process materials and drug prod-
uets.

{a) To assure batch uniformity and
integrity of drug products, written pro-
cedures shall be established and fol-
lowed that describe the in-process con-
trois. and tests, or examinations to be
conducted on appropriate samples of
in-process raterials of each batch,
Such control procedures shall be estab-

§211.101

iished to monitor the ouipui and to
validate the performance of those man-
ufacturing processes that may be re-
sponsible for causing variability in the
characteristics of in-process material
and the drug product. Such control
procedures shall include, but are not
limited to, the following, where appro-
priate:

(1) Tablet or capsule weight vari-
ation;

(2) Disintegration time:

3y Adequacy of mixing to assure uni-
formity and homogeneity;

(4) Dissolution time and rate;

(5) Clarity, completeness, or pH of so-
lutions.

(8) Bioburden testing.

(b) Valid in-process specifications for
such characteristics shall be consistent
with drug product final specifications
and shail be derived from previous ac-
ceptable process average and process
variability estimates where possible
and determined by the application of
suitable statistical procedures where
approypriate. Examination and tfesting
of samples shall assure that the drug
preduct and in-process material con-
form {o specifications.

(¢) In-process materials shall be test-
ed for identity. strength, quality. and
purity as appropriate, and approved or
rejected by the quality conircel unit,
during the production process, e.g., ab
commencement or completion of sig-
nificant phases or after storage for
leng periods.

(d) Rejected in-process materials
shall be identified and controlled under
a guarantine system designed to pre-
vent their use in manufacturing or
processing operations for which they
are unsuitable.

[43 FR 45077, Sept. 26, 1978, as amended at 73
FR 51032, Sept. B, 2008)

§211.111 Time limitations on produc-
tion.

When appropriate, time limits for the
completicn of each phase of production
shall be established to assure the gual-
ity of the drug product. Deviation from
established time limits may be accept-
able if such deviation does not com-
promise the guality of the drug prod-
uct, Such deviation shall he justified
and documented.
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§211.118 Control
contamination.

(a) Appropriate written procedures,
designed to prevent objectionable
microorganisms in drug producis not
reguired to be sterile, shall be estab-
lished and followed.

(b) Appropriate written procedures,
designed to prevent microhiclogical
coentamination of drug producis pur-
porting to bhe sterile, shall be estab-
Hahed and followed. Such procedures
shall inciude validation of all aseptic
and sterilization processes.

{43 ¥R 45077, Sept. 28, 1978, as amended at 73
FR 51932, Sept. 8, 2008]

of microbiological

§211.115 Reprocessing.

(a} Written procedures shall be estab-
lished and followed preseribing a sys-
tem for reprocessing batches that do
not conform to standards or specifica-
tions and the steps to be taken to in-
sure that the reprocessed batches will
conform with all established standards,
speciflications, and characteristies.

{b) Reprocessing shall not be per-
formed without the review and ap-
proval of the quality control unit.

Subpart G—Packaging and
Labeling Control

§211.122 Materials
usage criteria.

(a) There shall be written procedures
describing in sufficient detail the re-
ceipt, identification, storage, handling,
sampling, examination, and/or testing
of labeling and packaging materials;
such writien procedures shall be fol-
lowed. Labeling and packaging mate-
riais shall be representatively sampled.
and examined or tested upon receipt
and before usge in packaging or labeling
of a drug product.

{th} Any labeling or packaging mate-
rials meeting appropriate written spec-
ifications may be approved and re-
leased for use, Any labeling or pack-
aging materials that do not meet such
specifications shall be rejected to pre-
vent their use in operations for which
they are unsuitabie.

(¢) Records shall be maintained for
each shipment received of each dif-
ferent labeling and packaging material
indicating receipt, examination or

examination and
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testing. and whether accepted or re-
jected.

(dy Labels and other labeling mate-
rials for each different drug product,
strength, dosage form, or quantity of
contents shall be stored separately
with suitable identification. Access to
the storage area shall be limited to au-
thorized perscennel.

(ey Obsolete and outdated labels, la-
beling, and other packaging materials
shall he destroyed.

(f) Use of gang-printed labeling for
different drug products, or different
strengths or net contents of the same
drug product, is prohibited unless the
labeling from gang-printed sheets is
adequately  differentiated by  size,
shape, or color,

(g) If cut labeling is used for imme-
diate container labels, individueal unit
cartons, or maultiunit cartons con-
taining immediate containers that are
not packaged in individual unit car-
tons, packaging and labeling oper-
ations shall include one of the fol-
lowing special control procedures:

(1} Dedication of labeling and pack-
aging lines to each different strength
of each different drug produei;

(2y Use of appropriate electronic or
electromechanical equipment to con-
duct a 100-percent examination for cor-
rect labeling during or after comple-
tion of finishing operations; or

(3) Use of visual inspection to con-
duct a 100-percent examination for cor-
rect labeling during or after comple-
tion of finishing operations for hand-
applied labeling, Such examination
shall be performed by one person and
independently verified by a second per-
son.

(4) Use of any automated technigue,
inciuding differentiation by labeling
size and shape, that physically pre-
vents incorrect labeling from being
processed by labeling and packaging
equipment.

{h} Printing devices on, or associated
with, manufacturing lines used to im-
print labeling upon the drug product
unit tabel or case shall be monitored to
assure that all imprinting conforms to
the print specified in the batch produc-
tion record.

143 FR 45077, Sept. 29, 1978, as amended al 58

FR 41353, Aug. 3. 1593 77 FR 18163, Mar. 20,
2012}
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§211.125 Labeling issunance.

{a}) Birict control shall be exercised
over labeling issued for use in drug
product labeling operations.

(b) Labeling materials issued for a
bateh shall be carefully examined for
identity and conformity to the labeling
specified in the master or batch pro-
duction records.

(c} Procedures shall be used to rec-
oncile the quantities of labeling issued.
used, and returned. and shall require
evaluation of discrepancies found be-
tween the quantity of drug product fin-
ished and the quantity of labeling
issued when such discrepancies are out-
side narrow preset limits based on his-
torical operating data. Such discrep-
ancies shall be investigated in accord-
ance with §211.192, Labeling reconeili-
ation is waived for cut or roll labeling
if a 160-percent examination for correct
labeling is performed in accordance
with §211.122(gx 2},

(d) All excess labeling bearing lot or
control numbers shall be destroved.

(&) Returned labeling shall be main-
tained and stored in a manner to pre-
vent mixups and provide proper identi-
fication.

(f} Procedures shall be written de-
seribing in sufficient detail the control
procedures employed for the issunance
of labeling; such written procedures
shall be followed.

[43 FR 45077, Sept. 29, 1978, as amended at 58
R 41354, Aug. 3, 1593]

§211.130 Packaging and labeling oper-
ations.

There shall be written procedures de-
signed to assure that correct iabels, la-
beling, and packaging materials are
used for drug producis; such written
procedures shail be followed. These
procedures shall incorporate the fol-
lowing features:

(a) Prevention of mixups and cross-
contamination by physical or spatial
separation from operations on other
drug preducts.

() Identification and handling of
filled drug product containers that are
seb aside and held in unlabeled condi-
tion for future labeling operations to
preclude mislabeling of individual con-
tainers, lots, or portions of lots, Identi-
fication need not he applied to each in-

§211.132

dividual container but shall be suffi-
cient to determine name, strength,
quantity of contents, and lot or control
number of each container.

{c) Identification of the drug product
with a lot or control number that per-
mits determination of the history of
the manufacture and control of the
batch,

(@) Examination of packaging and la-

beling materials for suitability and
correctness  before packaging oper-

ations, and documentation of such ex-
amination in the batch producticn
record.

(e} Inspection of the packaging and
labeling facilities immediately bhefore
use to assure that all drug products
have been removed {rom previous oper-
ations. Inspection shall also be made to
assure that packaging and labeling ma-
terials not suitable for subsequent op-
erations have been removed. Results of
inspection shall be documented in the
batch production records.

f43 WR 45077, Bept. 29, 1978, as amended at 58
FR 41354, Aug. 3, 1993]

§211.132 Tamper-evident  packaging
requirements for over-the-counter
(OTC) human drug producis.

(a) General, The Food and Drug Ad-
ministration has the authority under
the Federal Food, Drug, and Cosmetic
Act (the act) to establish a gniform na-
tional requirement for tamper-evident
packaging of OTC drug products that
will improve the security of OTC drug
packaging and help assure the safeiy
and effectiveness of OTC drug prodacts.
An OTC drug product (except a der-
matological, dentifrice, insulin, or loz-
enge preduct) for retail sale that is not
packaged in a tamper-resistant pack-
age or that is not properly labeled
under this section is adulterated under
section 501 of the act or misbranded
under section 502 of the act, or both.

(h)  Regquiremenis for i{amper-evident
package. (1) Bach manufacturer and
packer who packages an OQTC drug
product (except a dermatological, den-
tifrice, insulin., or lozenge product) for
retail sale shall package the product in
a tamper-evident package, if this prod-
uct is accessible fto the public while
held for sale. A tamper-evident pack-
age 1s one having one or more indica-
tors or barriers to entry which, if
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§211.132

breached or missing, can reasonably be
expected to provide visible evidence to
consumers that tampering has oc-
curred. To reduce the likelihood of suc-
cessiuel tampering and to increase the
liketihood that consumers will discover
if a product has heen tampered with,
the package is required to be distinc-
tive by design or by the use of one or
more indicators or barriers to entry
that employ an identifying char-
acteristic (e.g.. a pattern, name, reg-
istered trademark, logo, or picture).
For purposes of this section, the term
“distinctive by design” means the
packaging cannot be duplicated with
commonly available materials or
through commonly available processes.
A tamper-evident package may involve
an immediate-container and closure
systemn or secondayy-container or car-
ton systermn or any combination of sys-
teéms intended te provide a visual indi-
cation of package integrity. The tam-
per-evident feature shall be designed to
and shall remain intact when handled
in a reasonable manner during manu-
facture, distribution, and retail dis-
play.

{2} In addition to the tamper-evident
packaging feature described in para-
graph (b}1) of this section. any two-
piece, hard gelatin capsule covered by
this section must be sealed using an ac-
ceptable tamper-evident techneology.

(¢cy Labeling. (1) In order to alert con-
sumers to the specific tamper-evident
feature(s) used, each retail package of
an OTC drug product covered by this
section {except ammonia inhalant in
crushable glass ampules, containers of
compressed medical oxygen, or aerosol
products that depend upon the power of
a liguefied or compressed gas to expel
the centents from the container) is re-
guired to bear a statement that:

(i) Identifies all tamper-evident fea~
tureds) and any capsule sealing tech-
nologies used to comply with para-
graph (b) of this section;

(ii) Is prominently placed on the
package; and

(iii) Is so placed that it will be unaf-
fected if the tamper-evident feature of
the package is breached or missing.

(2) If the tamper-evident feature cho-
sen to meet the requirements in para-
graph (b) of this section uses an identi-
fying characteristic, that char-
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acteristic is required to be referred to
in the labeling statement. For exam-
ple, the labeling statement on a bottle
with a shrink band could say “For vour
protection, this bottle has an im-
printed seal around the neck.”

(d) Request for exemptions from pack-
aging and labeling requirements. A man-
ufacturer or packer may request an ex-
emption from the packaging and label-
ing requirements of this section. A re-
quest for an exemption is required to
be submitted in the form of a citizen
petition under §10.30 of this chapter
and should be clearly identified on the
envelope as a “Request for Exemption
from the Tamper-Evident Packaging
Rule.” The petition is required to con-
tain the following:

(1) The name of the drug product or,
if the petition seeks an exemption for a
drug class, the name of the drug class.
and a list of products within that class.

(2) The reasons that the drug prod-
uct’'s compliance with the tamper-evi-
dent packaging or labeling require-
ments of this section is unnecessary or
cannot be achieved,

{3) A description of alternative steps
that are available, or that the peti-
tioner has already taken. to reduce the
likelihood that the product or drug
class will be the subject of malicious
adulteration.

(4y Other information justifying an
exemption.

(ey OFC drug products subject to ap-
proved new drug applications. Helders of
approved new drug appiications for
OTC drug products are required under
§314.70 of thig chapter to provide the
agency with notification of changes in
packaging and iabeling to comply with
the requirements of this section.
Changes in packaging and labeling re-
quired by this regulation may be made
before FDA approval, as provided under
§314.70(cy of this chapter. Manufac-
turing changes by which capsules are
to he sealed require prior FDA approval
under §314.70(b) of this chapter.

(f) Poisom Prevention Packaging Act of
1870, This section does not affect any
reguirements for “‘special packaging”
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as defined under §310.3(1) of this chap-
ter and required under the Pgison Pre-
vention Packaging Act of 1970.

(Approved by the Office of Management and
Budget under OMB control number 0§10-0149)

{54 FR 5228. Feb. 2. 1889, as amended at 63 FR
50470, Nov. 4, 19983

§211.134 Drug product inspection.

fa) Packaged and labeled products
shall be examined during finishing op-
erations to provide assurance that con-
tainers and packages in the lot have
the correct label.

(b} A representative sample of units
ghail be collected at the completion of
finishing operations and shall bhe vis-
ually examined for correct iabeling.

(¢) Results of these examinations
shall he recerded in the batch produc-
tion or control records.

§211.137

{(a) To assure that a drug product
meets applicable standards of identity,
strength, gquality, and purity at the
time of use, it shall bear an expiration
date determined by appropriate sta-
bility testing described in §211.166,

(h) Expiration dates shall be related
to any storage conditions stated on the
labeling, as determined by stability
studies descrihed in §211.1686,

(¢) If the drug product is to be recon-
stituted at the time of dispensing, its
labeling shall bear expiration informa-
tion for both the reconstituted and
unreconstituted drug products.

{d)y Expiration dates shall appear on
labeling in accordance with the re-
guirements of §201.17 of this chapter.

(e} Homeopathic drug products shall
be exempt from the requirements of
this section.

(I} Allergenic extracts that are la-
beled *No U.8. Standard of Potency”
are exempt from the requirements of
this section.

(g) New drug products for investiga-
tional use are exempt from the require-
ments of this section, provided that
they meel appropriate atandards or
apecifications as demonstrated by sta-
bility studies during their use in clin-
ical investigations. Where new drug
products for investigational use are to
e reconstituted at the time of dis-
pensing, their labeling shaill bear expi-

Expiration dating.

§211.160

ration information for the reconsti-
suted drug product.

{h) Pending consideration of a pro-
posed exemption, published in the FED-
ERAL RECGISTER of September 29, 1978,
the requirements in this section shali
not be enforced for human OTC drug
products if their labeling does not bear
dosage limitations and they are stable
for at least 3 years ag supported by ap-
propriate stability data.

{43 FR 45077. Sept. 29, 1978, as amended at 48
FR 56412, Nov. 17, 1881: 63 FR 4091. Jan. 20,
19857

Subpart H—Holding and
Distribution

§211.142 Warehousing procedures.

Written procedures desecribing the
warehousing of drug products shall be
established and followed. They shall in-
clude:

(a) Quarantine of drug preducts be-
fore release by the quality control
unit.

() Storage of drug products under
appropriate conditions of temperature,
humidity, and light so that the iden-
tity, strength, quality. and purity of
the drug products are not affected.

§211.150 Distribution procedures.

Written procedures shall be estab-
lished, and followed, describing the dis-
tribution of drug products. They shall
include:

{a) A procedure whereby the oldest
approved stock of a drug product is dis-
tributed first. Deviation from this re-
guirement is permitted if such devi-
ation is temporary and appropriate.

{b) A sysitem by which the distribu-
tion of each lot of drug product can be
readily determined to facilitate its re-
call if necessary.

Subpart i—Laboratory Condrols

§211.168 General requirements.

(a) The establishment of any speci-
fications., standards, sampling plans,
test procedures, or other laboratory
control mechanisms reguired by this
subpart, including any change in such
specifications, standards, sampling
plans, test procedares, or other labora-
tory contrel mechanisms, shall be

163



§211.165

drafted by the appropriate organiza-
tional unit and reviewed and approved
by the guality control unit. The re-
quirements in this subpart shall be fol-
lowed and shall be decumented at the
time of performance, Any deviation
from the written specifications, stand-
ards, sampling plans, test procedures,
or other laboratory control macha-
nisms shall be recorded and justified.

(b) Laboratory controls shall include
the establishmen$ of scientifically
sound and appropriate specifications,
standards, sampling plans, and test
procedures designed to  assure  that
cemponents, drug product containers,
closures, in-process materials, labeling,
and drug products conform to appro-
priate standards of identity. strength,
quality, and purity. Laboratory con-
trols shall include:

(1) Determination of conformity to
applicable written specifications for
the acceptance of each lot within each
shipment of components, drug product
containers, closures, and labeling used
in the manufacture, processing, pack-
ing, or holding of drug products. The
apecifications shall include a descrip-
tion of the sampling and vesting proce-
dures used. Samples shall be represent-
ative and adequately identified. Such
procedures shall also require appro-
priate retesting of any component,
drug produet container, or closure that
is subject to deterioration.

(2} Determination of conformance to
written specifications and a descrip-
tion of sampling and testing procedures
for in-process materiais. Such samples
shall be representative and properly
identified.

(3) Determination of conformance to
written descriptions of sampling proce-
dures and appropriate specifications
for drug products. Such samples shall
be representative and properly identi-
fied.

{4y The calibration of instruments,
apparatus, gauges, and recording de-
vices at suitable intervals in accord-
ance with an established written pro-
gram containing specific directions,
schedules, limits for accuracy and pre-
cision, and provisions for remedial ac-
tion in the event accuracy and/or preci-
sion limits are not met. Instruments,
apparatus, gauges, and recording de-
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vices not meeting established specifica-
tions shail not be used.

{43 FR 45077, Sept. 29, 1878, as amended at 73
FR 51832, Sept. 8, 2008]

§211.165 Testing and release for dis-
tribution.

(ay For each batch of drug product,
there shall be appropriate laboratory
determination of satisfactory conform-
ance to final specifications for the drug
product, including the identity and
strength of each active ingredient,
prior to release. Where sterility and/or
pyrogen testing are conducted on spe-
cifiec batches of shortlived radio-
pharmaceuticals, such batches may be
releagsed prior to completion of ste-
rility and/or pyrogen testing, provided
such testing is completed as soon as
possible.

{(b) There shall be appropriate labora-
tory testing, as necessary. of each
baich of drug product required to be
free of objectionable microorganisms.

(¢) Any sampling and testing plans
shall be described in written proce-
dures that shall include the method of
sampling and the number of units per
batch to be tested; such written proce-
dure shall be followed.

{d) Acceptance criteria for the sam-
pling and testing conducted by the
quality control unit shall be adequate
to assure that batches of drug products
meet each appropriate specification
and appropriate statistical guality con-
trol eriteria as a condition for their ap-
proval and release. The statistical
guality control criteria shall inciude
appropriate acceptance levels and/or
appropriate rejection levels.

(e The accuracy. sensitivity, speci-
ficity, and reproducibility of test
methods employed by the firm shall be
established and documented. Such vali-
dation and documentation may be ac-
complished in accordance with
§211.1%4(a}(2).

tf} Drug products failing to meet es-
tablished standards or specifications
and any other relevant quality control
criteria shall be rejected. Reprocessing
may be performed. Prior to acceptance
and use, reprocessed material must
meet appropriate standards, specifica-
ticns, and any other relevant critieria.
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§211.166 Stability testing.

(a) There shall be a written testing
program designed to assess the sta-
bility characteristics of drug products.
The results of such stability testing
shall be used in determining appro-
priate storage conditions and expira-
tion dates. The written program shall
be followed and shall include:

{1y Sample size and test intervals
based on statistical criteria for each
attribute examined to assure valid esti-
mates of stability;

(2} Btorage conditions for samples re-
tained for testing;

(3} Reliable, meaningful, and specific
test methods:

(4} Testing of the drug product in the
same container-closure system as that
in which the drug product is marketed;

(5} Testing of drug products for re-
constitution at the time of dispensing
(as directed in the labeling) as well as
after they are reconstituted.

(b} An adeguate number of batches of
each drug product shall be tested to de-
termine an appropriate expiration date
and a record of such data shall he
maintained. Accelerated studies, com-
bined with basic stability information
on the components, drag products, and
container-closure system, may be used
to support tentative expiration dates
provided f{ull shelf life studies are not
available and are being conducted.
Where data from accelerated studies
are used to project a tentative expira-
tion date that is beyond a date sup-
ported by actual shelf life studies,
there must be stability studies con-
ducted, including drug product testing
at appropriate intervals, antil the ten-
tative expiration date is verified or the
appropriate  expiration date deter-
mined.

(¢} For homeopathic drug products,
the requirements of this section are as
follows:

(1) There shall be a written assess-
ment of stability based at least on test-
ing or examination of the drug product
for compatibility of the ingredients,
and based on marketing experience
with the drug preduct to indicate that
there is no degradation of the product
for the normal or expected period of
use,

(2) Bvaluation of stability shall be
based on the same container-closure

§211.170

system in which the drug product is
being marketed.

{(dy Allergenic extracts that are la-
beled “No U.S5. Standard of Potency"
are exempt from the requirements of
this section.

{43 FR 456077, Sept. 29, 1978, as amended at 46
FR 56412, Nov. 17, 1981}

§211.187 Special testing requirements.

(a) For each batch of drug product
purporting to be sterile and/or pyrogen-
free, there shall be appropriate labora-
tory testing to determine conformance
to such reqguirements. The test proce-
dures shall be in writing and shall be
fellowed.

(b} For each bhatch of ophthalmic
ointment, there shall be appropriate
testing to determine conformance to
specifications regarding the presence of
foreign particles and harsh or abrasive
substances. The iest procedures shall
be in writing and shall be followed.

(¢} For each batch of controlled-re-
lease dosage form, there shall be appro-
priate laboratory testing fo determine
conformance to the specifications for
the rate of release of each active ingre-
dient. The test procedures shall be in
writing and shall be followed.

§211.170 Reserve samples.

{a) An appropriately identified re-
serve sample thal is representative of
each lot in each shipment of each ac-
tive ingredient shall be retained. The
reserve sample consists of at least
twice the gquantity necessary for all
tests required to determine whether
the active ingredient meets its estab-
lished specifications, except for ste-
rility and pyrogen testing. The reten-
tion time is as follows:

(1} Por an active ingredient in a drug
product. other than those described in
paragraphs (&) (2} and {3) of this sec-
tion, the reserve sample shall be re-
tained for 1 year after the expiration
date of the last lot of the drug product
containing the active ingredient.

(2) For an active ingredient in a ra-
dioactive drug product, except for non-
radioactive reagent kits, the reserve
sample shall be retained for:

(i) Three months after the expiration
date of the last jot of the drug product
contalning the active ingredient if the
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expiration dating period of the drug
product is 30 days or less; or

{i1) Bix months after the expiration
date of the last lot of the drug product
containing the active ingredient if the
expiration dating period of the drug
product is more than 30 days.

(3} For an active ingredient in an
OTC drug product that is exempt from
bearing an expiration date under
§211.137, the reserve sample shall be re-
tained for 3 yvears after distribution of
the last lot of the drug product con-
taining the active ingredient.

(bY An appropriately identified re-
serve sample that is representative of
each lot or batch of drug product shall
be retained and stored under conditions
consistent with product labeling. The
reserve sample shall be stored in the
same immediate container-closure sys-
tem in which the drug product is mar-
keted or in one that has essentiaily the
same characteristics. The reserve sam-
ple consists of at least twice the quan-
ity necessary to perform all the re-
quired tests, except those for sterility
ang pyrogens. Except for those for drug
products described in paragraph (bX2)
of this section, reserve samples from
representative sample lots or batches
selected by acceptablie statistical pro-
cedures shall be examined visually at
least once a year for evidence of dete-
rioraticn wunless visual examination
would affect the integrity of the re-
serve sample. Any evidence of reserve
sample deterioration shall be inves-
tigated in accordance with §211.192.
The results of the examination shatl be
recorded and wmaintained with other
stability data on the drug product. Re-
seyve samples of compressed medical
gases need not be retained. The reten-
tion time is as follows:

(1> For a drug product other than
those described in paragraphs (b} (2)
and (3) of this section, the reserve sam-
ple shall be retained for 1 year after
the expiration date of the drug prod-
uact.

(2) For a radicactive drug product,
except for nonradioactive reagent kits,
the reserve sample shall be retained
for:

{iy Three months after the expiration
date of the drug product if the expira-
tion dating period of the drug product
is 30 days or less: or
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{11y Six months after the expiration
date of the drug product if the expira-
tion dating period of the drug product
is more than 30 days,

{3) For an OTC drug product that is
exempt for bearing an expiration date
under §211.137, the reserve sample must
be retained for 3 years after the lot or
batch of drug product is distributed.

{48 FR 13025, Mar. 29, 1083, as amended at 60
¥R 4091, Jan. 20, 1995)

§211.178 Laboratory animals.

Animals used in testing components,
in-process materials, or drug products
for compliance with established speci-
fications shall be maintained and con-
trolled in a manner that assures their
suitability for their intended use. They
shall be identified, and adeguate
records shall be maintained showing
the history of their use.

§211.176 Penicillin contamination.

If a reasonable possibility exists that
a non-peniciliin drug produact has been
exposed to cross-contamination with
peniciliin, the non-penicillin drug prod-
uct shall be tested for the presence of
penicillin. Such drug product shall not
be marketed if detectable levels are
found when tested according to proce-
dures specified in ‘Procedures for De-
tecting and Measuring Penicillin Con-
tamination in Drugs,” which is incor-
porated by reference. Copies are avail-
able from the Division of Research and
Testing (HFD-470), Center for Drug
Evaluation and Research, Food and
Drug  Administration, 5100 Paint
Branch Pkwy., College Park, MD 20740,
or avallable for inspection at the Na-
tional Archives and Records Adminis-
tration (NARA) For information on
the availability of this material at
NARA., call 202-741--6030, or go to: hitp://
www.archives. gov/federal _register/
code of federal regulations/
thr  locations himl.

[43 FR 45077, Sept. 29, 1978. as amended at 47
FR 9396, Mar. 5, 1082; 50 F'R 8996, Mar. 6, 1885;
55 FR 11577, Mar. 29, 1990: 66 FR 56035, Nov. 6.
2001; 69 ¥R 18803, Apr. 9. 2004}
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Subpart J—Records and Reporis

§211.180 General requirements.

{a) Any production, control, or dis-
tribution record that is reguired to be
maintained in ceompliance with this
part and is specifically associated with
a batch eof a drug product shall be re-
tained for at least 1 year after the expi-
ration date of the batch or, in the case
of certain OTC drug products lacking
expiration dating because they meet
the criteria for exemption under
§211.137, 3 years after distribution of
the batch.

(b} Records shall be maintained for
all componenis, drug product con-
tainers, closures, and laheling for at
least 1 year after the expiration date
or, in the case of certain OTC drug
productis lacking expiration dating be-
cause they meet the criteria for exemp-
tion under §211.137. 3 vears after dis-
tribution of the iast lot of drug product
incorporating the component or using
the container, closure, or labeling.

(¢y All records required under this
part, or copies of such records, shali be
readily available for authorized inspec-
tion during the retention period at the
establishment where the activities de-
seribed in such records occurred. These
records or cepies thereof shall be sub-
ject to photocopying or other means of
reproduction as part of such inspec-
tion. Records that can be immediately
retrieved from another location by
computer or other electronic means
shall be considered as meeting the re-
quirements of this paragraph.

(d) Records reguired under this part
may be retained either as original
records or as true coples such as photo-
copies, microfilm, microfiche, or other
accurate reproductions of the original
records. Where reduction techniques,
such as microfilming. are used, suit-
able reader and photocopying equip-
ment shall be readily avatlable.

(e) Written records required by this
part shall be maintained so that data
therein can be used for evaluating, at
least annually, the guality standards of
each drug procduct ito determine the
need for changes in drug product speci-
fications or manufacturing or control
procedures. Written procedures shall be
established and followed for such eval-

§211.182

uations and shall
{or:

(13 A review of a representative num-
ber of batches, whether approved or re-
jected, and, where applicable, records
associated with the batch.

(2} A review of complaints, recalls,
returned or salvaged drug products,
and investigations conducted under
§211.192 for each drug product,

(fy Procedures shall be established to
agsure that the responsible officials of
the firm, if they are not personally in-
volved in or immediately aware of such
actions, are notified in writing of any
investigations conducted under
§§211.198, 211.204, or 211.208 of these reg-
ulations, any recalls, reports of
inspectional observations issued by the
Food and Drug Administration, or any
regulatory actions relating to good
manufacturing practices brought by
the Food and Drug Administration.

include provisions

{43 FR 45077, Sept. 29, 1878, as amended at 60
FR 4081, Jan. 20, 1595}

§211.182 Equipment cleaning and use
log.

A written record of major equipment
cileaning, maintenance {except routine
maintenance such as lubrication and
adjustments), and use shall be included
in individual equipment logs that show
the date. time, product. and lot number
of each batch processed. If eguipment
iz dedicated to manufacture of one
product, then individual eguipment
logs are not required, provided that
lots or batches of such product follow
in numerica! order and are manufac-
tured in numerical sequence. In cases
where dedicated eguipment is em-
ployed, the records of cleaning, main-
tenance, and use shall be part of the
batch record. The persons performing
and double-checking the cleaning and
maintenance (or, if the cleaning and
maintenance is performed using auto-
mated equipment under §211.68, just
the person verifying the cleaning and
maintenance done by the automated
equipment) shall date and sign or ini-
tial the log indicating that the work
was performed. Entries in the log shall
be in chronological order,

[73 ¥R 51833, Sept. 8, 2008]
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$211.184¢ Component,
container, closure,
records.

drug product
and labeling

These records shall include the fol-
lowing:

(a) The identity and quantity of each
shipment of each lot of components,
drug preduct centainers, closures, and
iabeling; the name of the supplier; the
supplier's lot numberis) if known; the
receiving code as specified in §211.80;
and the date of receipt. The name and
location of the prime manufacturer, if
different from the supplier, shall be
listed if known.

(b} The results of any test or exam-
ination performed {(including those per-
formed as required by §211.82(0),
§211.84¢0), or §211.122(a)) and the con-
clusions derived therefrom.

(¢} An individual inventory record of
each component, drug product con-
tainer, and closure and. for each com-
ponent, a reconciliation of the use of
each lot of such component. The inven-
tory record shall contain sufficient in-
formation to allow determination of
any batch or lot of drug product associ-
ated with the use of each component,
drug product container, and closure.

(d) Documentation of the examina-
tion and review of labels and labeling
for conformity with established speci-
fiecations in accord with §§211.122(¢) and
211.130(c),

(e¢) The disposition of rejected compo-
nents, drug product containers, clo-
sure, and labeling.

§211.186 Master production and econ-
trol records.

(a) To assure uniformity from batch
to batclh, master production and con-
trel records for each drug product, in-
cluding each batch size thereof, shall
be prepared, dated, and signed (full sig-
nature, handwritten) by one person and
independently checked, dated, and
signed by a second person., The prepara-
tion of master production and control
records shall be described in a written
procedure and such written procedure
shall be followed.

(b} Master preduction and control
records shall include:

(1) The name and strength of the
product and a deseription of the dosage
form:
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(2} The name and weight or measure
of each active ingredient per dosage
unit or per unit of weight or measure
of the drug product, and a statement of
the total weight or measure of any dos-
age unit;

3y A complete list of components
designated by names or codes suffi-
clently specific to indicate any special
quality characteristic;

(4} An accurate statement of the
weight or measure of each component,
using the same weight system (metrie,
aveirdupois, or apothecary) for each
component. Reasonable variations may
be permitied, however, in the amount
of components anecessary for the prepa-
raticn in the dosage form, provided
they are justified in the master produc-
tion and control records;

(8) A statement concerning any cal-
culated excess of component;

(6} A statement of theoretical weight
or measure at appropriate phases of
processing:

{7y A statermnent of theoretical yielgd,
including the maximum and minimum
percentages of theoretical yield beyvond
which investigation according to
§211.192 is required;

(8) A description of the drug product
containers, closures, and packaging
materials, inchading a specimen or
copy of each label and all other label-
ing signed and dated by the person or
persons  responsible  for approval of
such iabeling;

(8) Complete manufacturing and con-
trol instructions, sampling and testing
procedures, specifications, special no-
tations, and precautions o be followed.

§211.188 Batch production and control
records.

Batch production and control records
shall be prepared for each batch of drug
product preduced and shall include
complete information relating to the
production and control of each batch.
These records shall include:

(a) An accuralte reproduction of the
appropriate master preoduction or con-
trol record, checked for accuracy,
dated, and signed;

() Documentation that each signifi-
cant step in the manufacture, proc-
essing, packing, or holding of the batch
was accomplished, including:

(1) Dates;
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(27 Identity of individual
equipment and lines used;

{3y B8pecific identification of each
batch of component or in-process mate-
rial used;

(4) Weights and measures of compo-
nents used in the course of processing:;

(5) Tn-process and laboratory control
results:

(6) inspection of the packaging and
labeling area before and after use;

(7y A staterment of the actural yield
and a statement of the percentage of
theoretical yield at appropriate phases
of processing;

(8) Complete labeling control records,
including specimens or copies of all la-
beling used;

(%) Description of drug product con-
tainers and closures;

{10y Any sampling performed;

{11} Identification of the persons per-
forming and directly supervising or
checking each significant step in the
operation. or if a significant step in the
operation is performed by automated
equipment under §211.68, the identifica-
tion of the person checking the signifi-
cant step performed by the aulomated
eqguipment,

(12} Any investigation made accord-
ing to §211.192,

(13) Results of examinations made in
accordance with §211.134.

[43 FR 45077, Sept. 29, 1978, as amended at 73
FR 51933, Sept. 8, 2008]

major

§$211.192 Production record review.

All drug product produaction and con-
trol records, including those for pack-
aging and labeling, shall be reviewed
and approved by fthe guality control
unit to determine compliance with all
established, approved written proce-
dures before a batch is released or dis-
tributed. Any unexplained discrepancy
(including a percentage of theoretical
yvield exceeding the maximum or min-
imum percentages established in mas-
ter production and control records) or
the failure of a batch or any of its com-
ponents to meet any of its specifica-
tions shall be thoroughly investigated,
whether or not the batch has already
been distributed. The investigation
shall extend to other hatches of the
same drug product andéd other drug
products that may have bhesn associ-
ated with the specific failure or @is-

§211.194

crepancy. A written record of the in-
vestigation shall be made and shall in-
clude the conclusions and followup.

$211.194

(a} Laboratory records shall include
complete data derived from all tests
necessary to assare compliance with
established specifications and stand-
ards. including examinations and as-
says. as follows:

(1} A description of the sample re-
ceived for testing with identification of
source (that is, location from where
sample was obtained), quantity, lot
number or other distinctive code, date
sample was taken, and date sample was
received for testing.

(2} A statement of each method used
in the testing of the sample. The state-
ment shall indicate the location of
data that establish that the methods
used in the testing of the sample meet
proper standards of accuracy and reli-
ability as applied to the product tested.
{If the method employed is in the cur-
rent revision of the United States
Pharmacopeia, National Formulary,
AQAC INTERNATIONAL, Bock of
Methods,? or in other recognized stand-
ard references, or is detailed in an ap-
proved new drug application and the
referenced method is not modified, a
statement indicating the method and
reference will suffice). The suitahility
of all testing methods used shall be
verified under actual conditions of use.

(3) A statement of the weight or
measure of sample used for each test,
where appropriate.

(4) A complete record of all data se-
cured in the course of each test, includ-
ing all graphs, charts, and spectra from
lahoratory instrumentation, properly
identified to show the specific compo-
nent, drug product container, closure,
in-process material, or drug product,
and lot tested.

{6y A record of all calculations per-
formed in connection with the test, in-
ecluding units of measure, conversion
factors, and equivalency factors.

(6) A statement of the results of tests
and how the results compare with es-
tablished standards of  identity,

Laboratory records.

iCopies may be obiained from: AQAC
INTERNATIONAL, 481 North Frederick Ave.,
sgite 500, Gaithersburg, MD 20877,
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strength, gquality, and purity for Che
component, drug produact container,
closure, in-process material, or drug
product tested.

(7) The initials or signatare of the
person who performs each test and the
datels) the tests were performed.

{8) The initials or signature of a sec-
ond persen showing that the original
records have been reviewed for acou-
racy, complieteness, and compliance
with established standards,

{b) Complete records shall be main-
tained of any modification of an estab-
lished method employed in testing.
Such records shall include the reason
for the modification and data to verify
that the modification produced results
that are at least as accurate and reli-
able for the material being tested as
the established method.

(¢y Complete records shall be main-
tained of any testing and standardiza-
tion of laboratory reference standards,
reagents, and standard solutions.

(d) Coemplete records shall be main-
tained of the periodic calibration of
laboratory instruments, apparatus,
gauges, and recording devices required
by §211.160(b¥4).

{e} Compiete records shall be main-
tained of all stability testing per-
formed in accordance with §211,166.

{43 FR ABOTY, Bept. 28, 1978, as amended at 55
FR 11577, Mar. 26, 1590; 65 FR 18889, Apr. 10,
2000; 79 FR 40880, July 15, 2005; 70 FR 67651,
Nov. B, 2005]

§211.196 Distribution records.

Distribution records shall coniain
the name and strength of the product
and description of the dosage form,
name and address of the consignee,
date and guantity shipped. and lot or
control number of the drug product.
For compressed medical gas products,
distribution records are not required to
contain let or contrsl numbers.

(Approved by the Office of Management and
Budget under control number 0910-0138)

{49 FR 9865. Mar. 16, 1984}

§211.198 Complaint files,

{a) Written procedures describing the
handling of all written and oral com-
plaints regarding a drug product shall
be established and followed, Such pro-
cedures shall include provisions for re-
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view by the guality contrel unit, of any
complaint involving the possible fail-
ure of a drug product to meet any of its
specifications and, for such drug prod-
ucts, a determination as to the need for
an investigation in accordance with
§211.192. Such procedures shall include
provisions for review to determine
whether the complaint represents a se-
rious and unexpected adverse drug ex-
perience which is required to be re-
ported to the Foed and Drug Adminis-
tration in accordance with §§310.305
and 514.80 of this chapter.

(b A written record of each com-
plaint shall be maintained in a file des-
ignated for drug product complaints.
The file regarding such drug product
complaints shall be maintained at the
establishment where the drug product
involved was manufactured, processed,
or packed, or such file may be main-
tained at another facility if the written
records in such files are readily avail-
able for inspection at that other facil-
ity. Written records involving a drug
product shall be maintained untii at
least 1 vear after the expiration date of
the drug product, or 1 year after the
date that the complaint was received,
whichever is longer. In the case of cer-
tain OTC drug products lacking expira-
tion dating because they meet the cori-
teria for exemption under §211.137%, such
written records shall be maintained for
3 years after distribution of the drug

product.
(1} The written record shall include
the following information, where

known: the name and strength of the
drug product., lot number, name of
complainant, nature of complaint, and
reply o complainant.

{Z) Where an investigation under
§211.182 is conducted, the written
record shall include the findings of the
investigation and followup. The record
or copy of the record of the investiga-
tion shall be maintained at the estab-
lishment where the investigation oc-
curred in accordance with §211.180(c).

(3) Where an investigation under
§211.192 is not conducted, the written
record shall include the reason that an
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investigation was found not to be nec-
essary and the name of the responsible
persen making such a determination.

[43 FR 45077, Sept. 20, 1978, as amended at 51
FR 24479, July 3. 1986: 68 FR 15364, Mar. 31,
2003]

Subpart K—Returned and
Salvaged Drug Products

§211.204 Returned drug products.

Returned drug products shall be iden-
tified as such and held. If the condi-
tions under which returned drug prod-
ucts have been held. stored, or shipped
before or during their return, or if the
condition of the drug product, its con-
tainer. carton, or labeling, as a result
of storage or shipping. casts doubt on
the safety, ideniity, strength, quality
or purity of the drug product, the re-
turned drug product shall be destroyed
unless examination, testing, or other
investigations prove the drug product
meets appropriate standards of safety,
identity, strength, quality, or purity. A
drug product may be reprocessed pro-
vided the subsequent drug product
meets appropriate standards, specifica-
tions, and characteristics. Records of
returned drug products shall! be main-
tained and shall include the name andg
iabel potency of the drug product dos-
age form, lot number (ar control nam-
bker or batch number), reason for the re-
turn, quantity returned, date of dig-
position, and ultimate disposition of
the returned drug product. If the rea-
son for a drug product being returned
implicates associated batches, an ap-
propriate investigation shall be con-
ducted in accordance with the require-
ments of §211.192. Procedures for the
holding, testing, and reprocessing of re-
turned drug products shall be in writ-
ing and shall be followed.

§211.208 Drug product salvaging.

Brug products that have been sub-
jected to improper storage conditions
including extremes in temperature, hu-
midity, smoke, fumes, pressure, age, or
radiation due to natuaral disasters,
fires, accidents, or eguipment failures
shall not be salvaged and returned to
the marketplace. Whenever there is a
question whether drug products have
been sabjected to such conditions, sal-

Pt 212

vaging operations may be conducted
only if there is {(a) evidence from lab-
oratery tests and assays {including ani-
mal feeding studies where applicable)
that the drug products meet all appli-
cable standards of identity, strength,
quality, and purity and (b) evidence
from inspection of the premises that
the drug products and their associated
packaging were not subjected to im-
proper storage conditions as a result of
the disaster or accideni. Organoleptic
examinations shall be acceptable only
as supplemental evidence that the drug
products meet appropriate standards of
identity. strength. guality, and purity.
Records including name, lot number,
and disposition shall be maintained for
drug products subject to this seetion.

PART 212—CURRENT GOOCD MAN-
UFACTURING PRACTICE FOR
POSITRON EMISSION TOMOG-
RAPHY DRUGS

Subpart A--General Provisions

Sec.

212,1 What are the meanings of the tech-
nical terms used in these regulations?
212.2 What is current good manufacturing

practice for PET drugs?
212.6 To what drugs do the regulations in
this part apply?

Subpart B—Personnel and Resources

212.10 What personnei and resources must 1
have?

Subpart C~Qudlity Assurance

212.20 What activities must I perform to en-
sure drug gquality?

Subpart D—Facilities and Equipment

21230 What requirements must my facili-
ties and equipment meet?

Subpart E—Conirol of Compaonents,
Containers, and Closures

212,40 How must I control the components I
use to produce PET drugs and the con-
tainers and closures I package them in?

Subpart FProduction ond Process
Controls

212,50 What production and process controls
must T have?
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CHAPTER 2014-148
Committee Substitute for House Bill No. 7077

An act relating to nonresident sterile compounding permits; amending s.
465.003, F.8.; providing definitions; amending s. 465.0156, F.S.; conform-
mg provisions to changes made by the act; expanding penalties to apply to
injury to a nonhuman animal; deleting a requirement that the Board of
Pharmacy refer regulatory issues affecting a nonresident pharmacy to the
state where the pharmacy is located; providing that a pharmacy is subject
to certain health care fraud provisions; creating s. 465.0158, F.S.; requiring
registered nonresident pharmacies and outsourcing facilities to obtain a
permit in order to ship, mail, deliver, or dispense compounded sterile
products inte this state; requiring submission of an application and a
nonrefundable fee; providing application requirements; authorizing the
board to deny, revoke, or suspend a permit, or impose a fine or reprimand
for certain actions; providing dates by which certain nonresident phar-
macies must obtain a permit; authorizing the board to adopi rules;
amending s. 465.017, F.S,; authorizing the department to inspect
nonresident pharmacies and nonresident sterile compounding permittees:
requiring such pharmacies and permittees to pay for the costs of such
inspections; providing an effective date.

Be It Enacted by the Legislature of the State of Florida:

Section 1. Subsections {18), (19), and (20) are added to section 465.003,
Florida Statutes, to read:

465.003 Definitions.~—As used in this chapter, the term:

“*Compounding” means combining, mixing, or altering the ineredi-
ents of one or more drugs or products to create another dirug or product.

(A9 “Outsourcing facility” means g single physical location registered as

an outsourcing facility under the federal Drug Quality and Security Act, Pub.
L. No. 113-54, at which sterile compounding of a drug or product is

conducted.

(20) “Compounded sterile product” means a drug that is intended for
parenteral administration. an ophthalmic or oral inhalation drug in agueous
format, or a drug or product that is required to be sterile under federal or
state law or rule, which is produced through compounding, but is not

approved by the United States Food and Drug Administration.

Section 2. Subsections (4) and (5) of section 465.0156, Florida Statutes,
are amended, present subsections (6) through (8) are renumbered as
subsections (7) through {9), respectively, and a new subsection (6) is added
to that section, to read:

465.0156 Registration of nonresident pharmacies.—

1
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{4) The board may deny, revoke, or suspend registration of, or fine or
reprimand, a nonresident pharmacy for failure to comply with 5. 465.0158, s.
465 017(2), or s. 465.025, or with any requirement of this section in
accordance with the-provisions-ef this chapter.

() 1In addition to the prohibitions of subsection (4} the board may deny,
revoke, or suspend registration of, or fine or reprimand, a nonresident
pharmacy in accordance with the-provisionsof this chapter for conduct which
causes or could cause serious bodily injary or serisus psychologlcal injury to a
human or serious bodily injury te a nonhuman animal in resident-of this
state i#-the-beard-has-referred-the-moatterto-the-regulntory-or-licensing
ageﬁeyﬂﬂ—&he—s%ateﬂﬂwhleh%heﬂahamaeﬁyﬂs }%&%d—ﬂﬂé“—&h& Pegala%efy—e;

{6) __A nonresident pharmacy is subject to s. 456.0635.

Section 3. Section 465.0158, Florida Statutes, is created to read:

In_order to ship, mail, deliver, or dispense, in any manner, a

ompounded sterile product into this state, A nonresigjent pharm@gy

nonresident sterile ¢ ompoundmg permit.

2) _An application for a nonresident sterile compounding permit shall be
submitted on a form furnished by the board. The board mayv reguire such
information as it deems reasonably necessary to carry out the purposes of
this section. The fee for an initial permit and biennial renewal of the permit
shall be set by the board pursuant to s. 465.022(14).

{3) An applicant must submit the following to the board to obtain an
initial permit, or to the department to renew a permit:

(a) _Proof of registration as an outsourcing facility with the Secretary of
the United States Department of Health and Human Services if the

applicant is eligible for such registration pursuant to the federal Drug
Quality and Security Act, Pub. L, No. 113-54.

(b} Proof of registration as a nonresident pharmacy, pursuant to s,
465.0156, unless the applicant is an outsourcing facility and not a pharmacy,

in_which case the application must include proof of an active and

unencumbered license, permit, or registration issued by the state, territory,

T district in which the outsourcing facility is physically located which allows

the the outsourcing facility to engage in compounding and to ship, mail, deliver,
or dispense a compounded sterile product into this state.

(¢) Written attestation by an owner or officer of the applicant. and by the
applicant’s prescription department manager or pharmacist in charge, that:

2
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2.__A compounded sterile product shipped. mailed, delivered, or dispensed
into this state meets or exceeds this state’s standards for sterile compound-
ing.

3. A compounded sterile product shipped, mailed, delivered, or dispensed
into this state must not have been, and may not be, compounded in violation

of the laws and rules of the state, territory, or distriet in which the applicant
is_lacated.

(d)__The applicant’s existing policies and procedures for sterile compound-

United States Pharmacopoeia and any standards for sterile compounding

required by board rule or current good manufacturing practices for an
outsourcing facility.

{e) A current inspection report from an inspection conducted by the
regulatory or licensing agency of the state, territory, or district in which the

applicant is located. The inspection report must reflect comphiance with this

section. An_inspection report is current if the inspection was conducted
within 6 months before the date of submitting the application for the initial

permit or within 1 year before the date of submitiing an application for
permit renewal. If the applicant is unable to submit a current inspection
report conducted by the regulatory or licensing agency of the state, territory,
or distriel in which the applicant is located, due to acceptable circumstances,
as established by rule, or if an inspection has not been performed, the
department shall;

1. Conduct, or contract with an entity to conduct, an onsite inspection for
which all costs shall be borne by the applicant;

2. _Accept a current and satisfactory inspection report, as determined by
rule, from an entity approved by the board; or

3. Accept a current inspection report from the United States Food and

Drug Administration conducted pursuant to the federal Drug Quality and
Security Act, Pub. 1.. No. 113-54.

4) A permittee may not ship, mail, deliver, or dispense a compounded
sterile product into this state if the product was compounded in viclation of

the laws or rules of the state, territory, or district in which the permittee jis
located or does not meet or exceed this state’s sterile compounding standards.

(5} _In accordance with this chapter, the board mav deny, revoke. or
suspend the permit of, fine, or reprimand a permittee for:

(a) Failure to comply with this section;

CODING: Words strieken are deletions; words underlined are additions.
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(b) A violation listed under s, 456,0635, 5. 456.065. or 8. 456.072, except s,
456.072(1)s) or (1))

{c) A violation under s. 465.0156(5); or

{d) A violation lisied under 5. 465.016.

(63 _A nonresident pharmacy registered under s. 465.0156 which ships,
mailg, delivers, or dispenses a compounded sterile product into this state

compounding in this state, the product is not compounded in violation of any

law or rule of the state, territory, or district where the pharmacy is located
and the pharmacy 1s issued a permit under this section on or before February
28, 2015,

{73 An applicant registering on or after October 1, 2014, as a nonresident
pharmacy under s. 465.0156 mayv not ship, mail. deliver, or dispense a
compounded stertle produet into this state until the applicant is registered as

{8)_ The board shall adopt rules as necessary to administer this section,
inchading rules for:

(a) Submiitting an application for the permit required by this section.

of a nonresident sterile compounding permitiee must be conducied,

{c) _Evalating and approving entities from which a satisfactory inspec-
tion report will be accepted in lieu of an onsite inspection by the department
or an inspection by the licensing or regulatory agency of the state, territory,

or district where the applicant is located.
Section 4. Section 465.017, Florida Statutes, is amended to read:

465.017 Authority to inspect; disposal.—

(1) Duly authorized agents and employees of the department may shall
have-the pewer-to inspect in a lawful manner at all reasonable hours any
pharmacy, hospital, clinic, wholesale establishment, manufacturer, physi-
cian’s office, or any other place in the state in which drugs and medical
supplies are compounded, manufactured, packed, packaged, made, stored,
sold, offered for sale, exposed for sale, or kept for sale for the purpose of:

{a) Determining if any provision ef-the-previsiens of this chapter or any
rule adopted premulgated under its authority is being violated;

(b} Securing samples or specimens of any drug or medical supply after
paying or offering to pay for such sample or specimen; or

c) Securing such other evidence as may be needed for prosecution under
this chapter.

4
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anonresident pharmacy registered under s. 465.0156 or a nonresident sierile
compounding permittee under s, 4650158 pursuant to this section. The costs
of such inspections shall be borne by such pharmacy or permittee.

(3¥2er  Except as permitted by this chapter, and chapters 406, 409, 456,
499, and 893, records maintained in a pharmacy relating to the filling of
prescriptions and the dispensing of medicinal drugs may shall-net be
furnished only to eny-persen—-ether-than-te the patient for whom the drugs
were dispensed, or her or his legal representative, or to the department
pursuant to existing law, or, if in-the-event-that the patient is incapacitated

written authorization of such patient.

(a) Buch records may be furnished in any civil or criminal proceeding,
upon the issuance of a subpoena from a court of competent jurisdiction and
proper notice to the patient or her or his legal representative by the party
seeking such records.

{b) The board shall adopt rules establishing to-establish practice guide-
lines for pharmacies to dispose of records maintained in a pharmacy relating
to the filling of prescriptions and the dispensing of medicinal drugs. Such
rules must skall be consistent with the duty to preserve the confidentiality of
such records in accordance with applicable state and federal law.

Section 5. This act shall take effect October 1, 2014.
Approved by the Governor June 13, 2014.
Filed in Office Secretary of State June 13, 2014.
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64B16-27.708 Defnition of Compounding.

“Compounding™ is the professional act by a pharmacist or other practitioner authorized by law, employing the science or art of any
branch of the profession of pharmacy, incorporating ingredients to create a finished product for dispensing to a patient or for
administration by a practitioner or the practitioner’s agent; and shall specifically include the professional act of preparing 2 unique
finished product containing any ingredient or device defined by Sections 465.003(7) and (8), F.8. The term also includes the
preparation of nuclear pharmaceuticals and diagnostic kits incident to use of such nuclear pharmaceuticals. The term “commercially
available products,” as used in this section, means any medicinal product as defined by Sections 465.003(7) and (8), F.S., that are
legally distributed in the State of Florida by a drug manufacturer or wholesaler.

{1} Compounding includes:

{a) The preparation of drugs or devices in anticipation of prescriptions based on routine, regularly observed prescribing patterns.

{b) The preparation pursuant to a prescription of drugs or devices which are not commercially available.

{c) The preparation of commercially available products from bulk when the prescribing practitioner has prescribed the
compounded product on a per prescription basis and the patient has been made aware that the compounded product will be prepared
by the pharmacist. The reconstitution of commercially available products pursuant to the manufacturer’s guidelines is permissible
without notice to the practitioner.

{2) The preparation of drugs or devices for sale or transfer to pharmacies, practitioners. or entities for purposes of dispensing or
distribution is not compounding and is not within the practice of the profession of pharmacy, except that the supply of patient
specific compounded prescriptions fo another pharmacy under the provisions of Section 465.0265, F.S., and Rule 64B16-28.450,
F.A.C., is authorized.

{3) Office use compounding, “Office use” means the provision and administration of a compounded drug to a patient by a
practitioner in the practitioner’s office or by the practitioner in a health care facility or treatment setting, inciuding a hospital,
ambulatory surgical center, or pharmacy. A pharmacist may dispense and deliver a quantity of a compounded drug to a practitioner
for office use by the practitioner in accordance with this section provided:

(a) The quantity of compounded drug does not exceed the amount a practitioner anticipates may be used in the practitioner’s
oftice before the expiration date of the drug;

{b) The quantity of compounded drug is reasonable considering the intended use of the compounded drug and the nature of the
practitioner’s practice,

{c) The quantity of compounded drug for any practitioner and all practitioners as a whole, is not greater than an amount the
pharmacy is capable of compounding in compliance with pharmaceutical standards for identity, strength, quality, and purity of the
compeunded drug that are consistent with United States Pharmacopoeia guidelines and accreditation practices.

(d) The pharmacy and the practitioner enter into a written agreement. The agreement shall specifically provide:

1. That the compounded drug may only be administered to the patient and may not be dispensed to the patient or sold to any
other person or entity;

2. That the practitioner shall include on the patient’s chart, medication order, or medication administration record the Jot number
and the beyond-use-date of any compounded drug administered to the patient that was provided by the pharmacy;

3. That the practitioner will provide notification to the patient for the reporting of any adverse reaction or complaint in order to
facilitate any recall of batches of compounded drugs.

{e) The pharmacy shali maintain readily retrievable records of all compounded drugs ordered by practitioners for office use. The
records must be maintained for a minimum of four (4) vears and shall include:

1. The name, address and phone number of the practitioner ordering the compounded drug for office use and the date of the
order;

2. The name, strength, and quantity of the compounded drug provided, including the number of containers and quantity in each;

3. The date the drug was compounded;

4. The date the compounded drug was provided to the practitioner;

5. The lot number and beyond use date.

{f) The pharmacy shall affix a fabel to any compounded drug that is provided for office use. The fabel shall include:
1. The name, address, and phone number of the compounding pharmacy;

2. The name and strength of the preparation of a list of active ingredients and strengths;

3. The pharmacy’s lot number and beyond-use-date;



4. The quantity or amount in the container;

5. The appropriate ancillary instructions such as storage instructions, cautionary statements, or hazardous drug warning labels
wete appropriate; and

6. The statement “Tor Instituttonal or Office Use Only — Not for Resale,” or if the drug is provided to a veterinarian the
statement “*Compounded Drug.”

(g} In the case of compounded sterile products intended for human use, the pharmacy must be in full compliance with 21 U.S.C.
§ 353b, including being registered as an Outsourcing Facility. 21 U.S.C. § 353b (eff. Nov. 27. 2013) is hereby adopted and

Rulemaking Awthority 465005 FS. Law Implemented 465.003, 4650155, 463.0265 FS. History-New 10-1-92, Formerly 215-27.700. 61Fi(-
27700, 39X-27.700, Amended 11-2-03, 10-7-08, 3-2]-13, 6-22-14,
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