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21 CFR - SELECTED PARTS

PART 7, Subpart C - Recalls (Including
Product Corrections) - Guidance on Policy,
Procedures, and Industry Responsibilities

SOURCE: 43 FR 26218, June 16, 1978, unless otherwise noted.

7.40 Recall policy.

(a) Recall is an effective method of removing or correct-
ing consumer products that are in violation of laws admin-
istered by the Food and Drug Administration. Recall is a
voluntary action that takes place because manufacturers
and distributors carry out their responsibility to protect the
public health and well-being from products that present a
risk of injury or gross deception or are otherwise defective.
This section and 7.41 through 7.59 recognize the voluntary
nature of recall by providing guidance so that responsible
firms may effectively discharge their recall responsibilities.
These sections also recognize that recall is an alternative to
a Food and Drug Administration-initiated court action for
removing or correcting violative, distributed products by set-
ting forth specific recall procedures for the Food and Drug
Administration to monitor recalls and assess the adequacy
of a firm’s efforts in recall.

(b) Recall may be undertaken voluntarily and at any time
by manufacturers and distributors, or at the request of the
Food and Drug Administration. A request by the Food and
Drug Administration that a firm recall a product is reserved
for urgent situations and is to be directed to the firm that
has primary responsibility for the manufacture and market-
ing of the product that is to be recalled.

(c) Recall is generally more appropriate and affords bet-
ter protection for consumers than seizure, when many lots
of product have been widely distributed.

Seizure, multiple seizure, or other court action is indicat-
ed when a firm refuses to undertake a recall requested by
the Food and Drug Administration, or where the agency has
reason to believe that a recall would not be effective, deter-
mines that a recall is ineffective, or discovers that a viola-
tion is continuing.

[43CFR26218, June 16, 1978, as amended at 65 FR 56476, Sept.
19, 2000]

7.41 Health hazard evaluation and recall
classification.

(a) An evaluation of the health hazard presented by a
product being recalled or considered for recall will be con-
ducted by an ad hoc committee of Food and Drug
Administration scientists and will take into account, but
need not be limited to, the following factors:

(1) Whether any disease or injuries have already
occurred from the use of the product.

(2) Whether any existing conditions could contribute to a
clinical situation that could expose humans or animals to a
health hazard. Any conclusion shall be supported as com-
pletely as possible by scientific documentation and/or state-
ments that the conclusion is the opinion of the individual(s)
making the health hazard determination.
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(3) Assessment of hazard to various segments of the
population, e.g., children, surgical patients, pets, livestock,
etc., who are expected to be exposed to the product being
considered, with particular attention paid to the hazard to
those individuals who may be at greatest risk.

(4) Assessment of the degree of seriousness of the
health hazard to which the populations at risk would be
exposed.

(5) Assessment of the likelihood of occurrence of the
hazard.

(6) Assessment of the consequences (immediate or
long-range) of occurrence of the hazard.

(b) On the basis of this determination, the Food and Drug
Administration will assign the recall a classification, i.e.,
Class |, Class Il, or Class lll, to indicate the relative degree
of health hazard of the product being recalled or considered
for recall.

7.42 Recall strategy.

(a) General.

(1) A recall strategy that takes into account the following
factors will be developed by the agency for a Food and
Drug Administration-requested recall and by the recalling
firm for a firm-initiated recall to suit the individual circum-
stances of the particular recall:

(i)  Results of health hazard evaluation.

(i) Ease in identifying the product.

(iii) Degree to which the product’s deficiency is obvious
to the consumer or user.

(iv) Degree to which the product remains unused in the
market place.

(v) Continued availability of essential products.

(2) The Food and Drug Administration will review the
adequacy of a proposed recall strategy developed by a
recalling firm and recommend changes as appropriate. A
recalling firm should conduct the recall in accordance with
an approved recall strategy but need not delay initiation of
a recall pending review of its recall strategy.

(b) Elements of a recall strategy. A recall strategy will
address the following elements regarding the conduct of
the recall:

(1) Depth of recall. Depending on the product’s degree of
hazard and extent of distribution, the recall strategy will
specify the level in the distribution chain to which the recall
is to extend, as follows:

(i)  Consumer or user level, which may vary with prod-
uct, including any intermediate wholesale or retail level; or

(i)  Retail level, including any intermediate wholesale
level; or

(iii) Wholesale level.

(2) Public warning. The purpose of a public warning is to
alert the public that a product being recalled presents a
serious hazard to health. It is reserved for urgent situations
where other means for preventing use of the recalled prod-
uct appear inadequate. The Food and Drug Administration
in consultation with the recalling firm will ordinarily issue
such publicity. The recalling firm that decides to issue its
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own public warning is requested to submit its proposed
public warning and plan for distribution of the warning for
review and comment by the Food and Drug Administration.
The recall strategy will specify whether a public warning is
needed and whether it will issue as:

(i) General public warning through the general news
media, either national or local as appropriate, or

(i) Public warning through specialized news media, e.g.,
professional or trade press, or to specific segments of the
population such as physicians, hospitals, etc.

(3) Effectiveness checks. The purpose of effectiveness
checks is to verify that all consignees at the recall depth
specified by the strategy have received notification about
the recall and have taken appropriate action. The method
for contacting consignees may be accomplished by per-
sonal visits, telephone calls, letters, or a combination there-
of. A guide entitled “Method for Conducting Recall
Effectiveness Checks” that describes the use of these dif-
ferent methods is available upon request from the Dockets
Management Branch (HFA-305), Food and Drug
Administration, rm. 1-23, 12420 Parklawn Dr., Rockville,
MD 20857. The recalling firm will ordinarily be responsible
for conducting effectiveness checks, but the Food and Drug
Administration will assist in this task where necessary and
appropriate. The recall strategy will specify the method(s) to
be used for and the level of effectiveness checks that will
be conducted, as follows:

(i) Level A - 100 percent of the total number of con-
signees to be contacted;

(i) Level B - Some percentage of the total number of
consignees to be contacted, which percentage is to be
determined on a case-by-case basis, but is greater that 10
percent and less than 100 percent of the total number of
consignees;

(iii) Level C - 10 percent of the total number of con-
signees to be contacted;

(iv) Level D - 2 percent of the total number of consignees
to be contacted; or

(v) Level E - No effectiveness checks.

[43 FR 26218, June 16, 1978, as amended at 46 FR 8455, Jan.
27,1981; 59 FR 14363, Mar. 28, 1994]

7.45 Food and Drug Administration -
requested recall.

(a) The Commissioner of Food and Drugs or his
designee under 5.20 of this chapter may request a firm to
initiate a recall when the following determinations have
been made:

(1) That a product that has been distributed presents a
risk of illness or injury or gross consumer deception.

(2) That the firm has not initiated a recall of the product.

(3) That an agency action is necessary to protect the
public health and welfare.

(b) The Commissioner or his designee will notify the firm
of this determination and of the need to begin immediately
a recall of the product. Such natification will be by letter or
telegram to a responsible official of the firm, but may be
preceded by oral communication or by a visit from an
authorized representative of the local Food and Drug

Administration district office, with formal, written confirma-
tion from the Commissioner or his designee afterward. The
notification will specify the violation, the health hazard clas-
sification of the violative product, the recall strategy, and
other appropriate instructions for conducting the recall.

(c) Upon receipt of a request to recall, the firm may be
asked to provide the Food and Drug Administration any or
all of the information listed in 7.46(a). The firm, upon agree-
ing to the recall request, may also provide other information
relevant to the agency’s determination of the need for the
recall or how the recall should be conducted.

7.46 Firm-initiated recall.

(a) A firm may decide of its own volition and under any
circumstances to remove or correct a distributed product. A
firm that does so because it believes the product to be
violative is requested to notify immediately the appropriate
Food and Drug Administration district office listed in 5.115
of this chapter. Such removal or correction will be consid-
ered a recall only if the Food and Drug Administration
regards the product as involving a violation that is subject
to legal action, e.g., seizure. In such cases, the firm will be
asked to provide the Food and Drug Administration the fol-
lowing information:

(1) Identity of the product involved.

(2) Reason for the removal or correction and the date
and circumstances under which the product deficiency or
possible deficiency was discovered.

(3) Evaluation of the risk associated with the deficiency
or possible deficiency.

(4) Total amount of such products produced and/or the
time span of the production.

(5) Total amount of such products estimated to be in dis-
tribution channels.

(6) Distribution information, including the number of
direct accounts and, where necessary, the identity of the
direct accounts.

(7) A copy of the firm’s recall communication if any has
issued, or a proposed communication if none has issued.

(8) Proposed strategy for conducting the recall.

(9) Name and telephone number of the firm official who
should be contacted concerning the recall.

(b) The Food and Drug Administration will review the
information submitted, advise the firm of the assigned recall
classification, recommend any appropriate changes in the
firm’s strategy for the recall, and advise the firm that its
recall will be placed in the weekly FDA Enforcement Report.
Pending this review, the firm need not delay initiation of its
product removal or correction.

(c) A firm may decide to recall a product when informed
by the Food and Drug Administration that the agency has
determined that the product in question violates the law, but
the agency has not specifically requested a recall. The
firm’s action also is considered a firm-initiated recall and is
subject to paragraphs (a) and (b) of this section.

(d) Afirm that initiates a removal or correction of its prod-
uct which the firm believes is a market withdrawal should
consult with the appropriate Food and Drug Administration
district office when the reason for the removal or correction
is not obvious or clearly understood but where it is appar-
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ent, e.g., because of complaints or adverse reactions
regarding the product, that the product is deficient in some
respect. In such cases, the Food and Drug Administration
will assist the firm in determining the exact nature of the
problem.

7.49 Recall communications.

(a) General. A recalling firm is responsible for promptly
notifying each of its affected direct accounts about the
recall. The format, content, and extent of a recall communi-
cation should be commensurate with the hazard of the
product being recalled and the strategy developed for that
recall. In general terms, the purpose of a recall communi-
cation is to convey:

(1) That the product in question is subject to a recall.

(2) That further distribution or use of any remaining prod-
uct should cease immediately.

(3) Where appropriate, that the direct account should in
turn notify its customers who received the product about the
recall.

(4) Instructions regarding what to do with the product.

(b) Implementation. A recall communication can be ac-
complished by telegrams, mailgrams, or first class letters
conspicuously marked, preferably in bold red type, on the
letter and the envelope: “DRUG [or FOOD, BIOLOGIC,
etc.] RECALL [or CORRECTION]". The letter and the enve-
lope should be also marked: “URGENT” for class | and
class Il recalls and, when appropriate, for class Il recalls.
Telephone calls or other personal contacts should ordinari-
ly be confirmed by one of the above methods and/or docu-
mented in an appropriate manner.

(c) Contents.

(1) A recall communication should be written in accor-
dance with the following guidelines:

(i) Be brief and to the point;

(i) Identify clearly the product, size, lot number(s),
code(s) or serial number(s) and any other pertinent descrip-
tive information to enable accurate and immediate identifi-
cation of the product;

(iii) Explain concisely the reason for the recall and the
hazard involved, if any;

(iv) Provide specific instructions on what should be done
with respect to the recalled products; and

(v) Provide a ready means for the recipient of the com-
munication to report to the recalling firm whether it has any
of the product, e.g., by sending a postage-paid, self-
addressed postcard or by allowing the recipient to place a
collect call to the recalling firm.

(2) The recall communication should not contain irrele-
vant qualifications, promotional materials, or any other
statement that may detract from the message. Where nec-
essary, follow up communications should be sent to those
who fail to respond to the initial recall communication.

(d) Responsibility of recipient. Consignees that receive a
recall communication should immediately carry out the
instructions set forth by the recalling firm and, where nec-
essary, extend the recall to its consignees in accordance
with paragraphs (b) and (c) of this section.
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7.50 Public notification of recall.

The Food and Drug Administration will promptly make
available to the public in the weekly FDA Enforcement
Report a descriptive listing of each new recall according to
its classification, whether it was Food and Drug
Administration-requested or firm-initiated, and the specific
action being taken by the recalling firm. The Food and
Drug Administration will intentionally delay public notifica-
tion of recalls of certain drugs and devices where the
agency determines that public notification may cause
unnecessary and harmful anxiety in patients and that initial
consultation between patients and their physicians is
essential. The report will not include a firm’s product
removals or corrections which the agency determines to be
market withdrawals or stock recoveries. The report, which
also includes other Food and Drug Administration regula-
tory actions, e.g., seizures that were effected and injunc-
tions and prosecutions that were filed, is available upon
request from the Office of Public Affairs (HFI-1), Food and
Drug Administration, 5600 Fishers Lane, Rockville, MD
20857.

7.53 Recall status reports.

(a) The recalling firm is requested to submit periodic
recall status reports to the appropriate Food and Drug
Administration district office so that the agency may assess
the progress of the recall. The frequency of such reports will
be determined by the relative urgency of the recall and will
be specified by the Food and Drug Administration in each
recall case; generally the reporting interval will be between
2 and 4 weeks.

(b) Unless otherwise specified or inappropriate in a given
recall case, the recall status report should contain the fol-
lowing information:

(1) Number of consignees notified of the recall, and date
and method of notification.

(2) Number of consignees responding to the recall com-
munication and quantity of products on hand at the time it
was received.

(3) Number of consignees that did not respond (if need-
ed, the identity of non-responding consignees may be
requested by the Food and Drug Administration).

(4) Number of products returned or corrected by each
consignee contacted and the quantity of products account-
ed for.

(5) Number and results of effectiveness checks that were
made.

(6) Estimated time frames for completion of the recall.

(c) Recall status reports are to be discontinued when the
recall is terminated by the Food and Drug Administration.

7.55 Termination of a recall.

(a) A recall will be terminated when the Food and Drug
Administration determines that all reasonable efforts have
been made to remove or correct the product in accordance
with the recall strategy, and when it is reasonable to
assume that the product subject to the recall has been
removed and proper disposition or correction has been
made commensurate with the degree of hazard of the
recalled product. Written notification that a recall is termi-
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nated will be issued by the appropriate Food and Drug
Administration district office to the recalling firm.

(b) A recalling firm may request termination of its recall
by submitting a written request to the appropriate Food and
Drug Administration district office stating that the recall is
effective in accordance with the criteria set forth in para-
graph (a) of this section, and by accompanying the request
with the most current recall status report and a description
of the disposition of the recalled product.

7.59 General industry guidance.

A recall can be disruptive of a firm’s operation and busi-
ness, but there are several steps a prudent firm can take in
advance to minimize this disruptive effect. Notwithstanding
similar specific requirements for certain products in other
parts of this chapter, the following is provided by the Food and
Drug Administration as guidance for a firm’s consideration:

(a) Prepare and maintain a current written contingency
plan for use in initiating and effecting a recall in accordance
with 7.40 through 7.49, 7.53, and 7.55.

(b) Use sulfficient coding of regulated products to make
possible positive lot identification and to facilitate effective
recall of all violative lots.

(c) Maintain such product distribution records as are
necessary to facilitate location of products that are being
recalled. Such records should be maintained for a period of
time that exceeds the shelf life and expected use of the
product and is at least the length of time specified in other
applicable regulations concerning records retention.

PART 19 - STANDARDS OF CONDUCT AND
CONFLICTS OF INTEREST

Subpart A - General Provisions

AUTHORITY: 21 U.S.C. 371. SOURCE: 42FR 15615; Mar 22,
1977 unless otherwise noted.

19.1 Scope.

This part governs the standards of conduct for, and
establishes regulations to prevent conflicts of interest by, all
Food and Drug Administration employees.

19.5 Reference to Department regulations.

(a) The provisions of 45 CFR part 73, establishing stan-
dards of conduct for all Department employees, are fully
applicable to all Food and Drug Administration employees,
except that such regulations shall be applicable to special
government employees, i.e., consultants to the Food and
Drug Administration, only to the extent stated in subpart L
of 45 CFR part 73.

(b) The provisions of 45 CFR part 73a supplement the
Department standards of conduct and apply only to Food
and Drug Administration employees except special govern-
ment employees.

19.6 Code of ethics for government service.

The following code of ethics, adopted by Congress on
July 11, 1958, shall apply to all Food and Drug
Administration employees:

CODE OF ETHICS FOR GOVERNMENT
SERVICE

Any person in Government service should:

1.  Put loyalty to the highest moral principles and to
country above loyalty to persons, party, or Government
department.

2. Uphold the Constitution, laws, and legal regulations
of the United States and of all governments therein and
never be a party to their evasion.

3. Give a full day’s labor for a full day’s pay; giving to
the performance of his duties his earnest effort and best
thought.

4. Seek to find and employ more efficient and eco-
nomical ways of getting tasks accomplished.

5. Never discriminate unfairly by the dispensing of
special favors or privileges to anyone, whether for remu-
neration or not; and never accept, for himself or his family,
favors or benefits under circumstances which might be con-
strued by reasonable persons as influencing the perform-
ance of his governmental duties.

6. Make no private promises of any kind binding upon
the duties of office, since a Government employee has no
private word which can be binding on public duty.

7.  Engage in no business with the Government, either
directly or indirectly, which is inconsistent with the consci-
entious performance of his governmental duties.

8.  Never use any information coming to him confiden-
tially in the performance of governmental duties as a means
for making private profit.

9.  Expose corruption wherever discovered.

10. Uphold these principles, ever conscious that public
office is a public trust.

19.10 Food and Drug Administration Conflict
of Interest Review Board.

(a) The Commissioner shall establish a permanent five-
member Conflict of Interest Review Board, which shall
review and make recommendations to the Commissioner
on all specific or policy matters relating to conflicts of inter-
est arising within the Food and Drug Administration that are
forwarded to it by: (1) The Associate Commissioner for
Management and Operations or (2) anyone who is the sub-
ject of an adverse determination by the Associate
Commissioner for Management and Operations on any
matter arising under the conflict of interest laws, except a
determination of an apparent violation of law. The Director,
Division of Ethics and Program Integrity, Office of
Management and Operations, shall serve as executive sec-
retary of the Review Board.

(b) It shall be the responsibility of every Food and Drug
Administration employee with whom any specific or policy
issue relating to conflicts of interest is raised, or who other-
wise wishes to have any such matter resolved, to forward
the matter to the Associate Commissioner for Management
and Operations for resolution, except that reporting of
apparent violations of law are governed by 19.21.

(c) All general policy relating to conflicts of interest shall
be established in guidance pursuant to the provisions of
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10.90(b) of this chapter and whenever feasible shall be
incorporated in regulations in this subpart.

(d) All decisions relating to specific individuals shall be
placed in a public file established for this purpose by the
Freedom of Information Staff, e.g., a determination that a
consultant may serve on an advisory committee with spe-
cific limitations or with public disclosure of stock holdings,
except that such determination shall be written in a way
that does not identify the individual in the following situa-
tions:

(1) A determination that an employee must dispose of
prohibited financial interests or refrain from incompatible
outside activities in accordance with established
Department or agency regulations.

(2) A determination that a proposed consultant is not eli-
gible for employment by the agency.

(3) A determination that public disclosure of any informa-
tion would constitute an unwarranted invasion of personal
privacy in violation of 20.63 of this chapter.

[42 FR 15615, Mar.22, 1977, as amended at 46 FR 8456, Jan. 27,
1981, 50 FR 52278, Dec. 23, 1985; 55 FR 1404, Jan. 16, 1990;
65 FR 56479, Sept. 19, 2000]

Subpart B - Reporting of Violations

19.21 Duty to report violations.

(a) The Office of Internal Affairs, Office of the
Commissioner, is responsible for obtaining factual informa-
tion for the Food and Drug Administration on any matter
relating to allegations of misconduct, impropriety, conflict of
interest, or other violations of Federal statutes by agency
personnel.

(b) Any Food and Drug Administration employee who
has factual information showing or who otherwise believes
that any present or former Food and Drug Administration
employee has violated or is violating any provision of this
subpart or of 45 CFR parts 73 or 73a or of any statute list-
ed in Appendix A to 45 CFR part 73 should report such
information directly to the Office of Internal Affairs. Any such
reports shall be in writing or shall with the assistance of the
Office of Internal Affairs, be reduced to writing, and shall be
promptly investigated.

(c) Any report pursuant to paragraph (b) of this section
and any records relating to an investigation of such reports
shall be maintained in strict confidence in the files of the
Office of Internal Affairs, shall be exempt from public dis-
closure, and may be reviewed only by authorized Food and
Drug Administration employees who are required to do so
in the performance of their duties.

[42 FR 15615, Mar. 22, 1977, as amended at 46 FR 8456, Jan. 27,
1981; 50 FR 52278, Dec. 23, 1985; 60 FR 47478, Sept. 13, 1995]

Subpart C - Disqualification Conditions

19.45 Temporary disqualification of former
employees.

Within 1 year after termination of employment with the
Food and Drug Administration, no former Food and Drug
Administration employee, including a special government
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employee, shall appear personally before the Food and
Drug Administration or other federal agency or court as
agent or attorney for any person other than the United
States in connection with any proceeding or matter in which
the United States is a party or has a direct and substantial
interest and which was under his official responsibility at
any time within one year preceding termination of such
responsibility. The term official responsibility means the
direct administrative or operating authority, whether inter-
mediate or final, and either exercisable alone or with others,
and either personally or through subordinates, to approve,
disapprove, or otherwise direct government action.

19.55 Permanent disqualification of former
employees.

No former Food and Drug Administration employee,
including a special government employee, shall knowingly
act as agent or attorney for anyone other than United
States in connection with any judicial or other proceeding,
application, request for a ruling or other determination, con-
tract, claim, controversy, charge, accusation, or other par-
ticular matter involving a specific party or parties in which
the United States is a party or has a direct and substantial
interest and in which he participated personally and sub-
stantially through decision, approval, disapproval, recom-
mendation, rendering of advice, investigation, or otherwise
as a Food and Drug Administration employee.

PART 110-CURRENT GOOD MANUFACTURING
PRACTICE IN MANUFACTURING, PACKING,
OR HOLDING HUMAN FOOD

AUTHORITY: 21 U.S.C. 342, 371, 374; 42 U.S.C. 264. SOURCE:
51 FR 24475, June 19, 1986, unless otherwise noted

Subpart A - General Provisions

110.3 Definitions.

The definitions and interpretations of terms in section
201 of the Federal Food, Drug, and Cosmetic Act (the act)
are applicable to such terms when used in this part. The fol-
lowing definitions shall also apply:

(a) Acid foods or acidified foods means foods that have
an equilibrium pH of 4.6 or below.

(b) Adequate means that which is needed to accomplish
the intended purpose in keeping with good public health
practice.

(c) Batter means a semi-fluid substance, usually com-
posed of flour and other ingredients, into which principal
components of food are dipped or with which they are coat-
ed, or which may be used directly to form bakery foods.

(d) Blanching, except for tree nuts and peanuts, means
a prepackaging heat treatment of foodstuffs for a sufficient
time and at a sufficient temperature to partially or com-
pletely inactivate the naturally occurring enzymes and to
effect other physical or biochemical changes in the food.

(e) Critical control point means a point in a food process
where there is a high probability that improper control may
cause, allow, or contribute to a hazard or to filth in the final
food or decomposition of the final food.
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(f) Food means food as defined in section 201(f) of the
act and includes raw materials and ingredients.

(g) Food-contact surfaces are those surfaces that con-
tact human food and those surfaces from which drainage
onto the food or onto surfaces that contact the food ordi-
narily occurs during the normal course of operations. Food-
contact surfaces includes utensils and food-contact sur-
faces of equipment.

(h) Lot means the food produced during a period of time
indicated by a specific code.

(i) Microorganisms means yeasts, molds, bacteria, and
viruses and includes, but is not limited to, species having
public health significance. The term “undesirable microor-
ganisms” includes those microorganisms that are of public
health significance, that subject food to decomposition, that
indicate that food is contaminated with filth, or that other-
wise may cause food to be adulterated within the meaning
of the act. Occasionally in these regulations, FDA used the
adjective " microbial” instead of using an adjectival phrase
containing the word microorganism.

(j) Pest refers to any objectionable animals or insects
including, but not limited to, birds, rodents, flies, and larvae.

(k) Plant means the building or facility or parts thereof,
used for or in connection with the manufacturing, packag-
ing, labeling, or holding of human food.

() Quality control operation means a planned and sys-
tematic procedure for taking all actions necessary to pre-
vent food from being adulterated within the meaning of the
act.

(m) Rework means clean, unadulterated food that has
been removed from processing for reasons other than
insanitary conditions or that has been successfully recondi-
tioned by reprocessing and that is suitable for use as food.

(n) Safe-moisture level is a level of moisture low enough
to prevent the growth of undesirable microorganisms in the
finished product under the intended conditions of manufac-
turing, storage, and distribution. The maximum safe mois-
ture level for a food is based on its water activity (a,,). An
ayy will be considered safe for a food if adequate data are
available that demonstrate that the food at or below the
given a,, will not support the growth of undesirable microor-
ganisms.

(o) Sanitize means to adequately treat food-contact sur-
faces by a process that is effective in destroying vegetative
cells of microorganisms of public health significance, and in
substantially reducing numbers of other undesirable
microorganisms, but without adversely affecting the product
or its safety for the consumer.

(p) Shall is used to state mandatory requirements.

(g) Should is used to state recommended or advisory
procedures or identify recommended equipment.

(r) Water activity (a,,) is a measure of the free moisture
in a food and is the quotient of the water vapor pressure of
the substance divided by the vapor pressure of pure water
at the same temperature.

110.5 Current good manufacturing practice.
(a) The criteria and definitions in this part shall apply in

determining whether a food is adulterated (1) within the

meaning of section 402(a)(3) of the act in that the food has

been manufactured section 402(a)(4) of the act in that the
food has been prepared, packed, or held under insanitary
conditions whereby it may have become contaminated with
filth, or whereby it may have been rendered injurious to
health. The criteria and definitions in this part also apply in
determining whether a food is in violation of section 361 of
the Public Health Service Act (42 U.S.C. 264).

(b) Food covered by specific current good manufacturing
practice regulations also is subject to the requirements of
those regulations.

110.10 Personnel.

The plant management shall take all reasonable meas-
ures and precautions to ensure the following:

(a) Disease control. Any person who, by medical exami-
nation or supervisory observation, is shown to have, or
appears to have, an illness, open lesion, including boils,
sores, or infected wounds, or any other abnormal source of
microbial contamination by which there is a reasonable
possibility of food, food-contact surfaces, or food-packaging
materials becoming contaminated, shall be excluded from
any operations which may be expected to result in such
contamination until the condition is corrected. Personnel
shall be instructed to report such health conditions to their
supervisors.

(b) Cleanliness. All persons working in direct contact with
food, food-contact surfaces, and food-packaging materials
shall conform to hygienic practices while on duty to the
extent necessary to protect against contamination of food.
The methods for maintaining cleanliness include, but are
not limited to:

(1) Wearing outer garments suitable to the operation in a
manner that protects against the contamination of food,
food-contact surfaces, or food-packaging materials.

(2) Maintaining adequate personal cleanliness.

(3) Washing hands thoroughly (and sanitizing if neces-
sary to protect against contamination with undesirable
microorganisms) in an adequate hand-washing facility
before starting work, after each absence from the work sta-
tion, and at any other time when the hands may have
become soiled or contaminated.

(4) Removing all unsecured jewelry and other objects
that might fall into food, equipment, or containers, and
removing hand jewelry that cannot be adequately sanitized
during periods in which food is manipulated by hand. If such
hand jewelry cannot be removed, it may be covered by
material which can be maintained in an intact, clean, and
sanitary condition and which effectively protects against the
contamination by these objects of the food, food-contact
surfaces, or food-packaging materials.

(5) Maintaining gloves, if they are used in food handling,
in an intact, clean, and sanitary condition. The gloves
should be of an impermeable material.

(6) Wearing, where appropriate, in an effective manner,
hair nets, headbands, caps, beard covers, or other effective
hair restraints.

(7) Storing clothing or other personal belongings in areas
other than where food is exposed or where equipment or
utensils are washed.

(8) Confining the following to areas other than where
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food may be exposed or where equipment or utensils are
washed: eating food, chewing gum, drinking beverages, or
using tobacco.

(9) Taking any other necessary precautions to protect
against contamination of food, food-contact surfaces, or
food-packaging materials with microorganisms or foreign
substances including, but not limited to, perspiration, hair,
cosmetics, tobacco, chemicals, and medicines applied to
the skin.

(c) Education and training. Personnel responsible for
identifying sanitation failures or food contamination should
have a background of education or experience, or a combi-
nation thereof, to provide a level of competency necessary
for production of clean and safe food. Food handlers and
supervisors should receive appropriate training in proper
food handling techniques and food-protection principles
and should be informed of the danger of poor personal
hygiene and insanitary practices.

(d) Supervision. Responsibility for assuring compliance
by all personnel with all requirements of this part shall be
clearly assigned to competent supervisory personnel.

[51 FR 24475, June 19, 1986, as amended at 54 FR 24892, June
12, 1989]

110.19 Exclusions.

(a) The following operations are not subject to this part:
Establishments engaged solely in the harvesting, storage,
or distribution of one or more “raw agricultural commodi-
ties,” as defined in section 201(r) of the act, which are ordi-
narily cleaned, prepared, treated, or otherwise processed
before being marketed to the consuming public.

(b) FDA, however, will issue special regulations if it is
necessary to cover these excluded operations.

Subpart B - Buildings and Facilities

110.20 Plant and grounds.

(a) Grounds. The grounds about a food plant under the
control of the operator shall be kept in a condition that will
protect against the contamination of food. The methods for
adequate maintenance of grounds include, but are not lim-
ited to:

(1) Properly storing equipment, removing litter and
waste, and cutting weeds or grass within the immediate
vicinity of the plant buildings or structures that may consti-
tute an attractant, breeding place, or harborage for pests.

(2) Maintaining roads, yards, and parking lots so that
they do not constitute a source of contamination in areas
where food is exposed.

(3) Adequately draining areas that may contribute con-
tamination to food by, foot-borne filth, or providing a breed-
ing place for pests.

(4) Operating systems for waste treatment and disposal
in an adequate manner so that they do not constitute a
source of contamination in areas where food is exposed.
If the plant grounds are bordered by grounds not under the
operator’s control and not maintained in the manner
described in paragraph (a) (1) through (3) of this section,
care shall be exercised in the plant by inspection, extermi-
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nation, or other means to exclude pests, dirt, and filth that
may be a source of food contamination.

(b) Plant construction and design. Plant buildings and
structures shall be suitable in size, construction, and design
to facilitate maintenance and sanitary operations for food-
manufacturing purposes. The plant and facilities shall:

(1) Provide sufficient space for such placement of equip-
ment and storage of materials as is necessary for the main-
tenance of sanitary operations and the production of safe
food.

(2) Permit the taking of proper precautions to reduce the
potential for contamination of food, food-contact surfaces,
or food-packaging materials with microorganisms, chemi-
cals, filth, or other extraneous material. The potential for
contamination may be reduced by adequate food safety
controls and operating practices or effective design, includ-
ing the separation of operations in which contamination is
likely to occur, by one or more of the following means: loca-
tion, time, partition, air flow, enclosed systems, or other
effective means.

(3) Permit the taking of proper precautions to protect
food in outdoor bulk fermentation vessels by any effective
means, including:

(i) Using protective coverings.

(i) Controlling areas over and around the vessels to
eliminate harborages for pests.

(iii) Checking on a regular basis for pests and pest infes-
tation.

(iv) Skimming the fermentation vessels, as necessary.

(4) Be constructed in such a manner that floors, walls,
and ceilings may be adequately cleaned and kept clean
and kept in good repair; that drip or condensate from fix-
tures, ducts and pipes does not contaminate food, food-
contact surfaces, or food-packaging materials; and that
aisles or working spaces are provided between equipment
and walls and are adequately unobstructed and of ade-
quate width to permit employees to perform their duties and
to protect against contaminating food or food-contact sur-
faces with clothing or personal contact.

(5) Provide adequate lighting in hand-washing areas,
dressing and locker rooms, and toilet rooms and in all areas
where food is examined, processed, or stored and where
equipment or utensils are cleaned; and provide safety-type
light bulbs, fixtures, skylights, or other glass suspended
over exposed food in any step of preparation or otherwise
protect against food contamination in case of glass break-
age.

(6) Provide adequate ventilation or control equipment to
minimize odors and vapors (including steam and noxious
fumes) in areas where they may contaminate food; and
locate and operate fans and other air-blowing equipment in
a manner that minimizes the potential for contaminating
food, food-packaging materials, and food-contact surfaces.

(7) Provide, where necessary, adequate screening or
other protection against pests.

110.35 Sanitary operations.

(a) General maintenance. Buildings, fixtures, and other
physical facilities of the plant shall be maintained in a sani-
tary condition and shall be kept in repair sufficient to pre-
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vent food from becoming adulterated within the meaning of
the act. Cleaning and sanitizing of utensils and equipment
shall be conducted in a manner that protects against con-
tamination of food, food-contact surfaces, or food-packag-
ing materials.

(b) Substances used in cleaning and sanitizing; storage
of toxic materials.

(1) Cleaning compounds and sanitizing agents used in
cleaning and sanitizing procedures shall be free from unde-
sirable microorganisms and shall be safe and adequate
under the conditions of use. Compliance with this require-
ment may be verified by any effective means including pur-
chase of these substances under a supplier’s guarantee or
certification, or examination of these substances for con-
tamination. Only the following toxic materials may be used
or stored in a plant where food is processed or exposed:

(i) Those required to maintain clean and sanitary condi-
tions;

(il) Those necessary for use in laboratory testing proce-
dures;

(iiiy Those necessary for plant and equipment mainte-
nance and operation; and

(iv) Those necessary for use in the plant’s operations.

(2) Toxic cleaning compounds, sanitizing agents, and
pesticide chemicals shall be identified, held, and stored in a
manner that protects against contamination of food, food-
contact surfaces, or food-packaging materials. All relevant
regulations promulgated by other Federal, State, and local
government agencies for the application, use, or holding of
these products should be followed.

(c) Pest control. No pests shall be allowed in any area of
a food plant. Guard or guide dogs may be allowed in some
areas of a plant if the presence of the dogs is unlikely to
result in contamination of food, food-contact surfaces, or
food-packaging materials. Effective measures shall be
taken to exclude pests from the processing areas and to
protect against the contamination of food on the premises
by pests. The use of insecticides or rodenticides is permit-
ted only under precautions and restrictions that will protect
against the contamination of food, food-contact surfaces,
and food-packaging materials.

(d) Sanitation of food-contact surfaces. All food-contact
surfaces, including utensils and food-contact surfaces of
equipment, shall be cleaned as frequently as necessary to
protect against contamination of food.

(1) Food-contact surfaces used for manufacturing or
holding low-moisture food shall be in a dry, sanitary condi-
tion at the time of use. When the surfaces are wet-cleaned,
they shall, when necessary, be sanitized and thoroughly
dried before subsequent use.

(2) In wet processing, when cleaning is necessary to pro-
tect against the introduction of microorganisms into food, all
food-contact surfaces shall be cleaned and sanitized before
use and after any interruption during which the food-contact
surfaces may have become contaminated. Where equip-
ment and utensils are used in a continuous production
operation, the utensils and food-contact surfaces of the
equipment shall be cleaned and sanitized as necessary.

(3) Non-food-contact surfaces of equipment used in the
operation of food plants should be cleaned as frequently as

necessary to protect against contamination of food.

(4) Single-service articles (such as utensils intended for
one-time use, paper cups, and paper towels) should be
stored in appropriate containers and shall be handled, dis-
pensed, used, and disposed of in a manner that protects
against contamination of food or food-contact surfaces.

(5) Sanitizing agents shall be adequate and safe under
conditions of use. Any facility, procedure, or machine is
acceptable for cleaning and sanitizing equipment and uten-
sils if it is established that the facility, procedure, or machine
will routinely render equipment and utensils clean and pro-
vide adequate cleaning and sanitizing treatment.

(e) Storage and handling of cleaned portable equipment
and utensils. Cleaned and sanitized portable equipment
with food-contact surfaces and utensils should be stored in
a location and manner that protects food-contact surfaces
from contamination.

[51 FR 24475, June 19, 1986, as amended at 54 FR 24892, June
12, 1989]

110.37 Sanitary facilities and controls.

Each plant shall be equipped with adequate sanitary
facilities and accommodations including, but not limited to:

(a) Water supply. The water supply shall be sufficient for
the operations intended and shall be derived from an ade-
quate source. Any water that contacts food or food-contact
surfaces shall be safe and of adequate sanitary quality.
Running water at a suitable temperature, and under pres-
sure as needed, shall be provided in all areas where
required for the processing of food, for the cleaning of
equipment, utensils, and food-packaging materials, or for
employee sanitary facilities.

(b) Plumbing. Plumbing shall be of adequate size and
design and adequately installed and maintained to:

(1) Carry sufficient quantities of water to required loca-
tions throughout the plant.

(2) Properly convey sewage and liquid disposable waste
from the plant.

(3) Avoid constituting a source of contamination to food,
water supplies, equipment, or utensils or creating an
unsanitary condition.

(4) Provide adequate floor drainage in all areas where
floors are subject to flooding-type cleaning or where normal
operations release or discharge water or other liquid waste
on the floor.

(5) Provide that there is not backflow from, or cross-con-
nection between, piping systems that discharge waste
water or sewage and piping systems that carry water for
food or food manufacturing.

(c) Sewage disposal. Sewage disposal shall be made
into an adequate sewerage system or disposed of through
other adequate means.

(d) Toilet facilities. Each plant shall provide its employ-
ees with adequate, readily accessible toilet facilities.
Compliance with this requirement may be accomplished by:

(1) Maintaining the facilities in a sanitary condition.

(2) Keeping the facilities in good repair at all times.

(3) Providing self-closing doors.

(4) Providing doors that do not open into areas where
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food is exposed to airborne contamination, except where
alternate means have been taken to protect against such
contamination (such as double doors or positive air-flow
systems).

(e) Hand-washing facilities. Hand-washing facilities shall
be adequate and convenient and be furnished with running
water at a suitable temperature. Compliance with this
requirement may be accomplished by providing:

(1) Hand-washing and, where appropriate, hand-sanitiz-
ing facilities at each location in the plant where good sani-
tary practices require employees to wash and/or sanitize
their hands.

(2) Effective hand-cleaning and sanitizing preparations.
(3) Sanitary towel service or suitable drying devices.

(4) Devices or fixtures, such as water control valves, so
designed and constructed to protect against recontamina-
tion of clean, sanitized hands.

(5) Readily understandable signs directing employees
handling unprotected food, unprotected food-packaging
materials, or food-contact surfaces to wash and, where
appropriate, sanitize their hands before they start work,
after each absence from post of duty, and when their hands
may have become soiled or contaminated. These signs
may be posted in the processing room(s) and in all other
areas where employees may handle such food, materials,
or surfaces.

(6) Refuse receptacles that are constructed and main-
tained in a manner that protects against contamination of
food.

(f) Rubbish and offal disposal. Rubbish and any offal
shall be so conveyed, stored, and disposed of as to mini-
mize the development of odor, minimize the potential for the
waste becoming an attractant and harborage or breeding
place for pests, and protect against contamination of food,
food-contact surfaces, water supplies, and ground sur-
faces.

Subpart C - Equipment

110.40 Equipment and utensils.

(a) All plant equipment and utensils shall be so designed
and of such material and workmanship as to be adequate-
ly cleanable, and shall be properly maintained. The design,
construction, and use of equipment and utensils shall pre-
clude the adulteration of food with lubricants, fuel, metal
fragments, contaminated water, or any other contaminants.
All equipment should be so installed and maintained as to
facilitate the cleaning of the equipment and of all adjacent
spaces. Food-contact surfaces shall be corrosion-resistant
when in contact with food. They shall be made of nontoxic
materials and designed to withstand the action of food, and,
if applicable, cleaning compounds and sanitizing agents.
Food-contact surfaces shall be maintained to protect food
from being contaminated by any source, including unlawful
indirect food additives.

(b) Seams on food-contact surfaces shall be smoothly
bonded or maintained so as to minimize accumulation of
food particles, dirt, and organic matter and thus minimize
the opportunity for growth of microorganisms.

(c) Equipment that is in the manufacturing or food-han-
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dling area and that does not come into contact with food
shall be so constructed that it can be kept in a clean condi-
tion.

(d) Holding, conveying, and manufacturing systems,
including gravimetric, pneumatic, closed, and automated
systems, shall be of a design and construction that enables
them to be maintained in an appropriate sanitary condition.

(e) Each freezer and cold storage compartment used to
store and hold food capable of supporting growth of
microorganisms shall be fitted with an indicating ther-
mometer, temperature-measuring device, or temperature-
recording device so installed as to show the temperature
accurately within the compartment, and should be fitted
with an automatic control for regulating temperature or with
an automatic alarm system to indicate a significant temper-
ature change in a manual operation.

(f) Instruments and controls used for measuring, regulat-
ing, or recording temperatures, pH, acidity, water activity, or
other conditions that control or prevent the growth of unde-
sirable microorganisms in food shall be accurate and ade-
quately maintained, and adequate in number for their des-
ignated uses.

(g) Compressed air or other gases mechanically intro-
duced into food or used to clean food-contact surfaces or
equipment shall be treated in such a way that food is not
contaminated with unlawful indirect food additives.

110.80 Processes and controls.

All operations in the receiving, inspecting, transporting,
segregating, preparing, manufacturing, packaging, and
storing of food shall be conducted in accordance with ade-
quate sanitation principles. Appropriate quality control oper-
ations shall be employed to ensure that food is suitable for
human consumption and that food-packaging materials are
safe and suitable. Overall sanitation of the plant shall be
under the supervision of one or more competent individuals
assigned responsibility for this function. All reasonable pre-
cautions shall be taken to ensure that production proce-
dures do not contribute contamination from any source.
Chemical, microbial, or extraneous-material testing proce-
dures shall be used where necessary to identify sanitation
failures or possible food contamination. All food that has
become contaminated to the extent that it is adulterated
within the meaning of the act shall be rejected, or if permis-
sible, treated or processed to eliminate the contamination.

(a) Raw materials and other ingredients.

(1) Raw materials and other ingredients shall be inspect-
ed and segregated or otherwise handled as necessary to
ascertain that they are clean and suitable for processing
into food and shall be stored under conditions that will pro-
tect against contamination and minimize deterioration. Raw
materials shall be washed or cleaned as necessary to
remove soil or other contamination. Water used for wash-
ing, rinsing, or conveying food shall be safe and of ade-
quate sanitary quality. Water may be reused for washing,
rinsing, or conveying food if it does not increase the level of
contamination of the food. Containers and carriers of raw
materials should be inspected on receipt to ensure that
their condition has not contributed to the contamination or
deterioration of food.
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(2) Raw materials and other ingredients shall either not
contain levels of microorganisms that may produce food
poisoning or other disease in humans, or they shall be pas-
teurized or otherwise treated during manufacturing opera-
tions so that they no longer contain levels that would cause
the product to be adulterated within the meaning of the act.
Compliance with this requirement may be verified by any
effective means, including purchasing raw materials and
other ingredients under a supplier’s guarantee or certifica-
tion.

(3) Raw materials and other ingredients susceptible to
contamination with aflatoxin or other natural toxins shall
comply with current Food and Drug Administration regula-
tions, and action levels for poisonous or deleterious sub-
stances before these materials or ingredients are incorpo-
rated into finished food. Compliance with this requirement
may be accomplished by purchasing raw materials and
other ingredients under a supplier’s guarantee or certifica-
tion, or may be verified by analyzing these materials and
ingredients for aflatoxins and other natural toxins.

(4) Raw materials, other ingredients, and rework sus-
ceptible to contamination with pests, undesirable microor-
ganisms, or extraneous material shall comply with applica-
ble Food and Drug Administration regulations, and defect
action levels for natural or unavoidable defects if a manu-
facturer wishes to use the materials in manufacturing food.
Compliance with this requirement may be verified by any
effective means, including purchasing the materials under a
supplier’s guarantee or certification, or examination of
these materials for contamination.

(5) Raw materials, other ingredients, and rework shall be
held in bulk, or in containers designed and constructed so
as to protect against contamination and shall be held at
such temperature and relative humidity and in such a man-
ner as to prevent the food from becoming adulterated with-
in the meaning of the act. Material scheduled for rework
shall be identified as such.

(6) Frozen raw materials and other ingredients shall be
kept frozen. If thawing is required prior to use, it shall be
done in a manner that prevents the raw materials and other
ingredients from becoming adulterated within the meaning
of the act.

(7) Liquid or dry raw materials and other ingredients
received and stored in bulk form shall be held in a manner
that protects against contamination.

(b) Manufacturing operations.

(1) Equipment and utensils and finished food containers
shall be maintained in an acceptable condition through
appropriate cleaning and sanitizing, as necessary. Insofar
as necessary, equipment shall be taken apart for thorough
cleaning.

(2) All food manufacturing, including packaging and stor-
age, shall be conducted under such conditions and controls
as are necessary to minimize the potential for the growth of
microorganisms, or for the contamination of food. One way
to comply with this requirement is careful monitoring of
physical factors such as time, temperature, humidity, ayy,
pH, pressure, flow rate, and manufacturing operations such
as freezing, dehydration, heat processing, acidification, and
refrigeration to ensure that mechanical breakdowns, time

delays, temperature fluctuations, and other factors do not
contribute to the decomposition or contamination of food.

(3) Food that can support the rapid growth of undesirable
microorganisms, particularly those of public health signifi-
cance, shall be held in a manner that prevents the food
from becoming adulterated within the meaning of the act.
Compliance with this requirement may be accomplished by
any effective means, including:

(i) Maintaining refrigerated foods at 45 deg.F (7.2 deg.C)
or below as appropriate for the particular food involved.

(i) Maintaining frozen foods in a frozen state.

(iii) Maintaining hot foods at 140 deg.F (60 deg.C) or
above.

(iv) Heat treating acid or acidified foods to destroy
mesophilic microorganisms when those foods are to be
held in hermetically sealed containers at ambient tempera-
tures.

(4) Measures such as sterilizing, irradiating, pasteuriz-
ing, freezing, refrigerating, controlling pH or controlling pH
or controlling ayy that are taken to destroy or prevent the
growth of undesirable microorganisms, particularly those of
public health significance, shall be adequate under the con-
ditions of manufacture, handling, and distribution to prevent
food from being adulterated within the meaning of the act.

(5) Work-in-process shall be handled in a manner that
protects against contamination.

(6) Effective measures shall be taken to protect finished
food from contamination by raw materials, other ingredi-
ents, or refuse. When raw materials, other ingredients, or
refuse are unprotected, they shall not be handled simulta-
neously in a receiving, loading, or shipping area if that han-
dling could result in contaminated food. Food transported
by conveyor shall be protected against contamination as
necessary.

(7) Equipment, containers, and utensils used to convey,
hold, or store raw materials, work-in-process, rework, or
food shall be constructed, handled, and maintained during
manufacturing or storage in a manner that protects against
contamination.

(8) Effective measures shall be taken to protect against
the inclusion of metal or other extraneous material in food.
Compliance with this requirement may be accomplished by
using sieves, traps, magnets, electronic metal detectors, or
other suitable effective means.

(9) Food, raw materials, and other ingredients that are
adulterated within the meaning of the act shall be disposed
of in a manner that protects against the contamination of
other food. If the adulterated food is capable of being recon-
ditioned, it shall be reconditioned using a method that has
been proven to be effective or it shall be reexamined and
found not to be adulterated within the meaning of the act
before being incorporated into other food.

(10) Mechanical manufacturing steps such as washing,
peeling, trimming, cutting, sorting and inspecting, mashing,
dewatering, cooling, shredding, extruding, drying, whipping,
defatting, and forming shall be performed so as to protect
food against contamination. Compliance with this require-
ment may be accomplished by providing adequate physical
protection of food from contaminants that may drip, drain,
or be drawn into the food. Protection may be provided by
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adequate cleaning and sanitizing of all food-contact sur-
faces, and by using time and temperature controls at and
between each manufacturing step.

(11) Heat blanching, when required in the preparation of
food, should be effected by heating the food to the required
temperature, holding it at this temperature for the required
time, and then either rapidly cooling the food or passing it
to subsequent manufacturing without delay. Thermophilic
growth and contamination in blanchers should be mini-
mized by the use of adequate operating temperatures and
by periodic cleaning. Where the blanched food is washed
prior to filling, water used shall be safe and of adequate
sanitary quality.

(12) Batters, breading, sauces, gravies, dressings, and
other similar preparations shall be treated or maintained in
such a manner that they are protected against contamina-
tion. Compliance with this requirement may be accom-
plished by any effective means, including one or more of
the following:

(i) Using ingredients free of contamination.

(il) Employing adequate heat processes where applicable.

(iii) Using adequate time and temperature controls.

(iv) Providing adequate physical protection of compo-
nents from contaminants that may drip, drain, or be drawn
into them.

(v) Cooling to an adequate temperature during manufac-
turing.

(vi)Disposing of batters at appropriate intervals to protect
against the growth of microorganisms.

(13) Filling, assembling, packaging, and other operations
shall be performed in such a way that the food is protected
against contamination. Compliance with this requirement
may be accomplished by any effective means, including:

(i) Use of a quality control operation in which the critical
control points are identified and controlled during manufac-
turing.

(il) Adequate cleaning and sanitizing of all food-contact
surfaces and food containers.

(iii) Using materials for food containers and food- pack-
aging materials that are safe and suitable, as defined in
Sec. 130.3(d) of this chapter.

(iv) Providing physical protection from contamination,
particularly airborne contamination.

(v) Using sanitary handling procedures.

(14) Food such as, but not limited to, dry mixes, nuts,
intermediate moisture food, and dehydrated food, that
relies on the control of aw for preventing the growth of
undesirable microorganisms shall be processed to and
maintained at a safe moisture level.

(15) Compliance with this requirement may be accom-
plished by any effective means, including employment of
one or more of the following practices:

(i) Monitoring the ayy; of food.

(ii) Controlling the soluble solids-water ratio in finished
food.

(iii) Protecting finished food from moisture pickup, by use
of a moisture barrier or by other means, so that the ayy; of
the food does not increase to an unsafe level.

(16) Food such as, but not limited to, acid and acidified
food, that relies principally on the control of pH for prevent-
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ing the growth of undesirable microorganisms shall be
monitored and maintained at a pH of 4.6 or below.
Compliance with this requirement may be accomplished by
any effective means, including employment of one or more
of the following practices:

(i) Monitoring the pH of raw materials, food in process,
and finished food.

(i) Controlling the amount of acid or acidified food added
to low-acid food.

(17) When ice is used in contact with food, it shall be
made from water that is safe and of adequate sanitary qual-
ity, and shall be used only if it has been manufactured in
accordance with current good manufacturing practice as
outlined in this part.

(18) Food-manufacturing areas and equipment used for
manufacturing human food should not be used to manufac-
ture nonhuman food-grade animal feed or inedible prod-
ucts, unless there is no reasonable possibility for the con-
tamination of the human food.

[51 FR 24475, June 19, 1986, as amended at 65 FR 56479, Sept.
19, 2000]

110.93 Warehousing and distribution.

Storage and transportation of finished food shall be
under conditions that will protect food against physical,
chemical, and microbial contamination as well as against
deterioration of the food and the container.

Subpart F-[Reserved]
Subpart G-Defect Action Levels

110.110 Natural or unavoidable defects in
food for human use that present no health
hazard.

(a) Some foods, even when produced under current
good manufacturing practice, contain natural or unavoid-
able defects that at low levels are not hazardous to health.
The Food and Drug Administration establishes maximum
levels for these defects in foods produced under current
good manufacturing practice and uses these levels in
deciding whether to recommend regulatory action.

(b) Defect action levels are established for foods when-
ever it is necessary and feasible to do so. These levels are
subject to change upon the development of new technolo-
gy or the availability of new information.

(c) Compliance with defect action levels does not excuse
violation of the requirement in section 402(a)(4) of the act
that food not be prepared, packed, or held under unsanitary
conditions or the requirements in this part that food manu-
facturers, distributors, and holders shall observe current
good manufacturing practice. Evidence indicating that such
a violation exists causes the food to be adulterated within
the meaning of the act, even though the amounts of natural
or unavoidable defects are lower than the currently estab-
lished defect action levels. The manufacturer, distributor,
and holder of food shall at all times utilize quality control
operations that reduce natural or unavoidable defects to the
lowest level currently feasible.
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(d) The mixing of a food containing defects above the
current defect action level with another lot of food is not
permitted and renders the final food adulterated within the
meaning of the act, regardless of the defect level of the final
food.

(e) A compilation of the current defect action levels for
natural or unavoidable defects in food for human use that
present no health hazard may be obtained upon request
from the Center for Food Safety and Applied Nutrition
(HFS-565), Food and Drug Administration, 5100 Paint
Branch Pkwy., Colege Park, MD 20740.

[51 FR 24475, June 19,1986, as amended at 61 CFR 14480, Apr.
2, 1996; 66 FR 56035, Nov. 6, 2001]

PART 210-CURRENT GOOD MANUFACTURING
PRACTICE IN MANUFACTURING,
PROCESSING, PACKING, OR HOLDING

OF DRUGS; GENERAL

AUTHORITY: 21 U.S.C. 321, 351, 352, 355, 360b, 371, 374.
SOURCE: 43 FR 45076, Sept, 29, 1978, unless otherwise noted.

210.1 Status of current good manufacturing
practice regulations.

(a) The regulations set forth in this part and in Parts 211
through 226 of this chapter contain the minimum current
good manufacturing practice for methods to be used in, and
the facilities or controls to be used for, the manufacture,
processing, packing, or holding of a drug to assure that
such drug meets the requirements of the act as to safety,
and has the identity and strength and meets the quality and
purity characteristics that it purports or is represented to
possess.

(b) The failure to comply with any regulation set forth in
this part and in Parts 211 through 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)(2)(B) of the act and such drug, as well as the person
who is responsible for the failure to comply, shall be subject
to regulatory action.

210.2 Applicability of current good
manufacturing practice regulations.

(a) The regulations in this part and in Parts 211 through
226 of this chapter as they may pertain to a drug and in
Parts 600 through 680 of this chapter as they may pertain
to a biological product for human use, shall be considered
to supplement, not supersede, each other, unless the regu-
lations explicitly provide otherwise. In the event that it is
impossible to comply with all applicable regulations in these
parts, the regulations specifically applicable to the drug in
question shall supersede the more general.

(b) If a person engages in only some operations subject
to the regulations in this part and in Parts 211 through 226
and Parts 600 through 680 of this chapter, and not in
others, that person need only comply with those regulations
applicable to the operations in which he or she is engaged.

210.3 Definitions.

(a) The definitions and interpretations contained in sec-
tion 201 of the act shall be applicable to such terms when
used in this part and in Parts 211 through 226 of this chap-
ter.

(b) The following definitions of terms apply to this part
and to Parts 211 through 226 of this chapter.

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

(2) Batch means a specific quantity of a drug or other
material that is intended to have uniform character and
quality, within specified limits, and is produced according to
a single manufacturing order during the same cycle of man-
ufacture.

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

(4) Drug product means a finished dosage form, for
example, tablet, capsule, solution, etc., that contains an
active drug ingredient generally, but not necessarily, in
association with inactive ingredients. The term also
includes a finished dosage form that does not contain an
active ingredient but is intended to be used as a placebo.

(5) Fiber means any particulate contaminant with a
length at least three times greater than its width.

(6) Non-fiber-releasing filter means any filter, which after
any appropriate pre-treatment such as washing or flushing,
will not release fibers into the component or drug product
that is being filtered. All filters composed of asbestos are
deemed to be fiber-releasing filters.

(7) Active ingredient means any component that is
intended to furnish pharmacological activity or other direct
effect in the diagnosis, cure, mitigation, treatment, or pre-
vention of disease, or to affect the structure or any function
of the body of man or other animals. The term includes
those components 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) Inactive ingredient means any component other than
an active ingredient.

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

(10) Lot means a batch, or a specific identified portion of
a batch, having uniform character and quality within speci-
fied limits; or, in the case of a drug product produced by con-
tinuous process, it is a specific identified amount produced
in a unit of time or quantity in a manner that assures its hav-
ing uniform character and quality 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 com-
plete history of the manufacture, processing, packing, hold-
ing, and distribution of a batch 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 products.
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(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 defined in section
201(g) of the act. The manufacture of medicated feeds is
subject to the requirements of Part 225 of this chapter.

(14) The term medicated premix means a Type A med-
icated 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 manufacture of medicated premixes is subject
to the requirements of Part 226 of this chapter.

(15) Quality control unit means any person or organiza-
tional element designated by the firm to be responsible for
the duties relating to quality control.

(16) Strength means:

(i) The concentration of the drug substance (for example,
weight/weight, weight/volume, or unit dose/volume basis),
and/or

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

(17) Theoretical yield means the quantity that would be
produced at any appropriate phase of manufacture, pro-
cessing, or packing of a particular drug product, based
upon the quantity of components to be used, in the absence
of any loss or error in actual production.

(18) Actual yield means the quantity that is actually pro-
duced at any appropriate phase of manufacture, process-
ing, or packing of a particular drug product.

(19) Percentage of theoretical 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 percent-
age.

(20) Acceptance criteria means the product specifica-
tions and acceptance/rejection criteria, such as acceptable
quality level and unacceptable quality level, with an associ-
ated sampling plan, that are necessary for making a deci-
sion to accept or reject a lot or batch (or any other conven-
ient subgroups of manufactured units).

(21) Representative sample means a sample that con-
sists of a number of units that are drawn based on rational
criteria such as random sampling and intended to assure
that the sample accurately portrays the material being sam-
pled.

(22) Gang-printed labeling means labeling derived from
a sheet of material on which more than one item of labeling
is printed.

[43 FR 45076, Sept. 29, 1978, as amended at 51 FR 7389, Mar.
3, 1986; 58 FR 41353, Aug. 3, 1993]

PART 211 - CURRENT GOOD
MANUFACTURING PRACTICE FOR
FINISHED PHARMACEUTICALS

AUTHORITY: 21 U.S.C. 321, 351, 352, 355, 360b, 371, 374.
SOURCE: 43 FR 45077, Sept. 29; 1978, unless otherwise noted.
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Subpart A - General Provisions

211.1 Scope.

(a) The regulations in this part contain the minimum cur-
rent good manufacturing practice for preparation of drug
products for administration to humans or animals.

(b) The current good manufacturing practice regulations
in this chapter, as they pertain to drug products, and in
Parts 600 through 680 of this chapter, as they pertain to
biological products for human use, shall be considered to
supplement, not supersede, the regulations in this part
unless the regulations explicitly provide otherwise. In the
event it is impossible to comply with applicable regulations
both in this part and in other parts of this chapter or in Parts
600 through 680 of this chapter, the regulation specifically
supersede the regulation in this part.

(c) Pending consideration of a proposed exemption,
published in the FEDERAL REGISTER of September 29,
1978, the requirements in this part shall not be enforced
for OTC drug products if the products and all their ingre-
dients are ordinarily marketed and consumed as human
foods, and which products may also fall within the legal
definition of drugs by virtue of their intended use.
Therefore, until further notice, 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 foods are manufactured,
processed, packed, or held under current good manufac-
turing practice.

[FR 45077, Sept. 29, 1978, as amended at 62 FR 66522, Dec. 19,
1997]

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 quality control
unit.

(a) There shall be a quality control unit that shall have
the responsibility and authority to approve or reject all com-
ponents, drug product containers, closures, in-process
materials, packaging material, labeling, and drug products,
and the authority to review production records to assure
that no errors have occurred or, if errors have occurred, that
they have been fully investigated. The quality control unit
shall be responsible for approving or rejecting drug prod-
ucts manufactured, processed, packed, or held under con-
tract by another company.

(b) Adequate laboratory facilities for the testing and
approval (or rejection) of components, drug product con-
tainers, closures, packaging materials, in-process materi-
als, and drug products shall be available to the quality con-
trol unit.

(c) The quality control unit shall have the responsibility
for approving or rejecting all procedures or specifications
impacting on the identity, strength, quality, and purity of the
drug product.
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(d) The responsibilities and procedures applicable to the
quality control unit shall be in writing; such written proce-
dures shall be followed.

211.25 Personnel qualifications.

(a) Each person engaged in the manufacture, process-
ing, packing, or holding of a drug product shall have edu-
cation, training, and experience, or any combination there-
of, to enable that person to perform the assigned functions.
Training shall be in the particular operations that the
employee performs and in current good manufacturing
practice (including the current good manufacturing practice
regulations in this chapter and written procedures required
by these regulations) as they relate to the employee’s func-
tions. Training in current good manufacturing practice shall
be conducted by qualified individuals on a continuing basis
and with sufficient frequency to assure that employees
remain familiar with CGMP requirements applicable to
them.

(b) Each person responsible for supervising the manu-
facture, processing, packing, or holding of a drug product
shall have the education, training, and experience, or any
combination thereof, to perform assigned functions in such
a manner as to provide assurance that the drug product has
the safety, identity, strength, quality, and purity that it pur-
ports or is represented to possess.

(c) There shall be an adequate number of qualified per-
sonnel to perform and supervise the manufacture, process-
ing, packing, or holding of each drug product.

211.28 Personnel responsibilities.

(a) Personnel engaged in the manufacture, processing,
packing, or holding of a drug product shall wear clean cloth-
ing appropriate for the duties they perform. Protective
apparel, such as head, face, hand, and arm coverings, shall
be worn as necessary to protect drug products from con-
tamination.

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

(c) Only personnel authorized by supervisory personnel
shall enter those areas of the buildings and facilities desig-
nated as limited-access areas.

(d) Any person shown at any time (either by medical
examination or supervisory observation) to have an appar-
ent illness or open lesions that may adversely affect the
safety or quality of drug products 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 quality of drug
products. All personnel shall be instructed to report to
supervisory personnel any health conditions that may have
an adverse effect on drug products.

211.34 Consultants.

Consultants advising on the manufacture, processing,
packing, or holding of drug products shall have sufficient
education, training, and experience, or any combination
thereof, to advise on the subject for which they are retained.
Records shall be maintained stating the name, address,

and qualifications of any consultants and the type of serv-
ice they provide.

Subpart C - Buildings and Facilities

211.42 Design and construction features.

(a) Any building or buildings used in the manufacture,
processing, packing, or holding of a drug product shall be
of suitable size, construction and location to facilitate clean-
ing, maintenance, and proper operations.

(b) Any such building shall have adequate space for the
orderly placement of equipment and materials to prevent
mixups between different components, drug product con-
tainers, closures, labeling, in-process materials, or drug
products, and to prevent contamination. The flow of com-
ponents, 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 specifically
defined areas of adequate size. There shall be separate or
defined areas or such other control systems for the firm’s
operations as are necessary to prevent contamination or
mixups during the course of the following procedures:

(1) Receipt, identification, storage, and withholding from
use of components, drug product containers, closures, and
labeling, pending the appropriate sampling, testing, or
examination by the quality control unit before release for
manufacturing or packaging;

(2) Holding rejected components, drug product contain-
ers, closures, and labeling before disposition;

(3) Storage of released components, drug product con-
tainers, closures, and labeling;

(4) Storage of in-process materials;

5) Manufacturing and processing operations;

6) Packaging and labeling operations;

7) Quarantine storage before release of drug products;
8) Storage of drug products after release;

9) Control and laboratory operations;

10) Aseptic processing, which includes as appropriate:

(i) Floors, walls, and ceilings of smooth, hard surfaces
that are easily cleanable;

(i) Temperature and humidity controls;

(iii) An air supply filtered through high-efficiency particu-
late air filters under positive pressure, regardless of
whether flow is laminar or nonlaminar;

(iv) A system for monitoring environmental conditions;

(v) A system for cleaning and disinfecting the room and
equipment to produce aseptic conditions;

(vi) A system for maintaining any equipment used to con-
trol the aseptic conditions.

(d) Operations relating to the manufacture, processing,
and packing of penicillin shall be performed in facilities sep-
arate from those used for other drug products for human
use.

(
(
(
(
(
(

[43 FR 45077, Sept. 29, 1978, as amended at 60 FR 4091, Jan.
20, 1995]

211.44 Lighting.
Adequate lighting shall be provided in all areas.
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211.46 Ventilation, air filtration, air heating
and cooling.

(a) Adequate ventilation shall be provided.

(b) Equipment for adequate control over air pressure,
micro-organisms, dust, humidity, and temperature shall be
provided when appropriate for the manufacture, process-
ing, packing, or holding of a drug product.

(c) Air filtration systems, including pre-filters and particu-
late matter air filters, shall be used when appropriate on air
supplies to production areas. If air is recirculated to pro-
duction areas, measures shall be taken to control recircula-
tion of dust from production. In areas where air contamina-
tion occurs during production, there shall be adequate
exhaust systems or other systems adequate to control con-
taminants.

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

211.48 Plumbing.

(a) Potable water shall be supplied under continuous
positive pressure in a plumbing system free of defects that
could contribute contamination to any drug product.
Potable water shall meet the standards prescribed in the
Environmental Protection Agency’s Primary Drinking Water
Regulations set forth in 40 CFR Part 141. Water not meet-
ing such standards shall not be permitted in the potable
water system.

(b) Drains shall be of adequate size and, where con-
nected directly to a sewer, shall be provided with an air
break or other mechanical device to prevent back-
siphonage.

[43 FR 45077, Sept. 29, 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.

Adequate washing facilities shall be provided, including
hot and cold water, soap or detergent, air driers or single-
service towels, and clean toilet facilities easily accessible to
working areas.

211.56 Sanitation.

(a) Any building used in the manufacture, processing,
packing, or holding of a drug product shall be maintained in
a clean and sanitary condition, Any such building shall be
free of infestation by rodents, birds, insects, and other ver-
min (other than laboratory animals). Trash and organic
waste matter shall be held and disposed of in a timely and
sanitary manner.

(b) There shall be written procedures assigning respon-
sibility for sanitation and describing in sufficient detail the
cleaning schedules, methods, equipment, and materials to
be used in cleaning the buildings and facilities; such written
procedures shall be followed.
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(c) There shall be written procedures for use of suitable
rodenticides, insecticides, fungicides, fumigating agents,
and cleaning and sanitizing agents. Such written proce-
dures shall be designed to prevent the contamination of
equipment, components, drug product containers, closures,
packaging, labeling materials, or drug products and shall be
followed. Rodenticides, insecticides, and fungicides shall
not be used unless registered and used in accordance with
the Federal Insecticide, Fungicide, and Rodenticide Act (7
U.S.C. 135).

(d) Sanitation procedures shall apply to work performed
by contractors or temporary employees as well as work per-
formed by full-time employees during the ordinary course of
operations.

211.58 Maintenance.

Any building used in the manufacture, processing, pack-
ing, or holding of a drug product shall be maintained in a
good state of repair.

Subpart D-Equipment

211.63 Equipment design, size, and location.

Equipment used in the manufacture, processing, pack-
ing, or holding of a drug product shall be of appropriate
design, adequate size, and suitably located to facilitate
operations for its intended use and for its cleaning and
maintenance.

211.65 Equipment construction.

(a) Equipment shall be constructed so that surfaces that
contact components, in-process materials, or drug products
shall not be reactive, additive, or absorptive so as to alter
the safety, identity, strength, quality, or purity of the drug
product beyond the official or other established require-
ments.

(b) Any substances required for operation, such as lubri-
cants or coolants, shall not come into contact with compo-
nents, drug product containers, closures, in-process mate-
rials, or drug products so as to alter the safety, identity,
strength, quality, or purity of the drug product beyond the
official or other established requirements.

211.67 Equipment cleaning and maintenance.

(a) Equipment and utensils shall be cleaned, maintained,
and sanitized at appropriate intervals to prevent malfunc-
tions or contamination that would alter the safety, identity,
strength, quality, or purity of the drug product beyond the
official or other established requirements.

(b) Written procedures shall be established and followed
for cleaning and maintenance of equipment, including uten-
sils, used in the manufacture, processing, packing, or hold-
ing of a drug product. These procedures shall include, but
are not necessarily limited to, the following:

(1) Assignment of responsibility for cleaning and main-
taining equipment;

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

(3) A description in sufficient detail of the methods,
equipment, and materials used in cleaning and mainte-
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nance operations, and the methods of disassembling and
reassembling equipment as necessary to assure proper
cleaning and maintenance;

(4) Removal or obliteration of previous batch identifica-
tion;

(5) Protection of clean equipment from contamination
prior to use;

(6) Inspection of equipment for cleanliness immediately
before use.

(c) Records shall be kept of maintenance, cleaning, san-
itizing, and inspection as specified in 211.180 and 211.182.

211.68 Automatic, mechanical, and electronic
equipment.

(a) Automatic, mechanical, or electronic equipment or
other types of equipment, including computers, or related
systems that will perform a function satisfactorily, may be
used in the manufacture, processing, packing, and holding
of a drug product. If such equipment is so used, it shall be
routinely calibrated, inspected, or checked according to a
written program designed to assure proper performance.
Written records of those calibration checks and inspections
shall be maintained.

(b) Appropriate controls shall be exercised over comput-
er or related systems to assure that changes in master pro-
duction and control records or other records are instituted
only by authorized 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 fre-
quency of input/output verification shall be based on the
complexity and reliability of the computer or related system.
A backup file of data entered into the computer or related
system shall be maintained except where certain data,
such as calculations performed in connection with laborato-
ry analysis, are eliminated by computerization or other
automated processes. In such instances a written record of
the program shall be maintained along with appropriate val-
idation data. Hard copy or alternative systems, 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 main-
tained.

[43 FR 45077, Sept. 29, 1978, as amended at 60 FR 4091, Jan.
20, 1995]

211.72 Filters.

Filters for liquid filtration used in the manufacture, pro-
cessing, or packing of injectable drug products intended for
human use shall not release fibers into such products.
Fiber-releasing filters may not be used in the manufacture,
processing, or packing of these injectable drug products
unless it is not possible to manufacture such drug products
without the use of such filters. If use of a fiber-releasing fil-
ter is necessary, an additional non-fiber-releasing filter of
0.22 micron maximum mean porosity (0.45 micron if the
manufacturing conditions so dictate) shall subsequently be
used to reduce the content of particles in the injectable drug
product. Use of an asbestos-containing filter, with or without
subsequent use of a specific non-fiber-releasing filter, is

permissible only upon submission of proof to the appropri-
ate bureau of the Food and Drug Administration that use of
a non-fiber-releasing filter will, or is likely to, compromise
the safety or effectiveness of the injectable drug product.

[51 FR 24475, June 19,1986, as amended at 61 CFR 14480, Apr.
2, 1996]

Subpart E - Control of Components and Drug
Product Containers and Closures

211.80 General requirements.

(a) There shall be written procedures describing in suffi-
cient detail the receipt, identification, storage, handling,
sampling, testing, and approval or rejection of components
and drug product containers and closures; such written pro-
cedures shall be followed.

(b) Components and drug product containers and clo-
sures shall at all times be handled and stored in a manner
to prevent contamination.

(c) Bagged or boxed components of drug product con-
tainers, or closures shall be stored off the floor and suitably
spaced to permit cleaning and inspection.

(d) Each container or grouping of containers for compo-
nents or drug product containers, or closures shall be iden-
tified with a distinctive code for each lot in each shipment
received. This code shall be used in recording the disposi-
tion of each lot. Each lot shall be appropriately identified as
to its status (i.e., quarantined, approved, or rejected).

211.82 Receipt and storage of untested
components, drug product containers, and
closures.

(a) Upon receipt and before acceptance, each container
or grouping of containers of components, drug product con-
tainers, and closures shall be examined visually for appro-
priate labeling as to contents, container damage or broken
seals, and contamination.

(b) Components, drug product containers, and closures
shall be stored under quarantine until they have been test-
ed or examined, as appropriate, and released. Storage
within the area shall conform to the requirements of 211.80.

211.84 Testing and approval or rejection of
components, drug product containers, and
closures.

(a) Each 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 quality control unit.

(b) Representative samples of each shipment of each lot
shall be collected for testing or examination. The number of
containers to be sampled, and the amount of material to be
taken from each container, shall be based upon appropriate
criteria such as statistical criteria for component variability,
confidence levels, and degree of precision desired, the past
quality history of the supplier, and the quantity needed for
analysis and reserve where required by 211.170.

(c) Samples shall be collected in accordance with the fol-
lowing procedures:
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(1) The containers of components selected shall be
cleaned where necessary, by appropriate means.

(2) The containers shall be opened, sampled, and
resealed in a manner designed to prevent contamination of
their contents and contamination of other components,
drug product containers, or closures.

(3) Sterile equipment and aseptic sampling techniques
shall be used when necessary.

(4) If it is necessary to sample a component from the top,
middle, and bottom of its container, such sample subdivi-
sions shall not be composited for testing.

(5) Sample containers shall be identified so that the fol-
lowing information can be determined: name of the material
sampled, the lot number, the container from which the sam-
ple was taken, the data on which the sample was taken, and
the name of the person who collected the sample.

(6) Containers from which samples have been 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 conducted to verify the iden-
tity of each component of a drug product. Specific identity
tests, if they exist, shall be used.

(2) Each component shall be tested for conformity with
all appropriate written specifications for purity, strength, and
quality. In lieu of such testing by the manufacturer, a report
of analysis may be accepted from the supplier of a compo-
nent, provided that at least one specific identity test is con-
ducted on such component by the manufacturer, and pro-
vided that the manufacturer establishes the reliability of the
supplier’s analyses through appropriate validation of the
supplier’s test results at appropriate intervals.

(3) Containers and closures shall be tested for confor-
mance with all appropriate written procedures. 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 conducted on such containers/clo-
sures by the manufacturer and provided that the manufac-
turer establishes the reliability of the supplier’s test results
through appropriate validation of the supplier’s test results
at appropriate intervals.

(4) When appropriate, components shall be microscopi-
cally examined.

(5) Each lot of a component, drug product container, or
closure that is liable to contamination with filth, insect infes-
tation, or other extraneous adulterant shall be examined
against established specifications for such contamination.

(6) Each lot of a component, drug product container, or
closure that is liable to microbiological contamination that is
objectionable in view of its intended use shall be subjected
to microbiological tests before use.

(e) Any lot of components, drug product containers, or
closures that meets the appropriate written specifications of
identity, strength, quality, and purity and related tests under
paragraph (d) of this section may be approved and
released for use. Any lot of such material that does not
meet such specifications shall be rejected.

[43 FR 45077, Sept. 29, 1978, as amended at 63 FR 14356, Mar.
25, 1998]
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211.86 Use of approved components, drug
product containers, and closures.

Components, drug product containers, and closures
approved for use shall be rotated so that the oldest
approved stock is used first. Deviation from this require-
ment is permitted if such deviation is temporary and appro-
priate.

211.87 Retesting of approved components,
drug product containers, and closures.
Components, drug product containers, and closures
shall be retested or reexamined, as appropriate, for identi-
ty, strength, quality, and purity and approved or rejected by
the quality control unit in accordance with 211.84 as neces-
sary, e.g., after storage for long periods or after exposure to
air, heat or other conditions that might adversely affect the
component, drug product container, or closure.

211.89 Rejected components, drug product
containers, and closures.

Rejected components, drug product containers, and clo-
sures shall be identified and controlled under a quarantine
system designed to prevent their use in manufacturing or
processing operations for which they are unsuitable.

211.94 Drug product containers and
closures.

(a) Drug product containers and closures shall not be
reactive, additive, or absorptive so as to alter the safety,
identity, strength, quality, or purity of the drug beyond the
official or established requirements.

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

(c) Drug product containers and closures shall be clean
and, where indicated by the nature of the drug, sterilized
and processed to remove pyrogenic properties to assure
that they are suitable for their intended use.

(d) Standards or specifications, methods of testing, and,
where indicated, methods of cleaning, sterilizing, and pro-
cessing to remove pyrogenic properties shall be written and
followed for drug product containers and closures.

Subpart F-Production and Process Controls

211.100 Written procedures; deviations.

(a) There shall be written procedures for production and
process control designed to assure that the drug products
have the identity, strength, quality, and purity they purport or
are represented to possess. Such procedures shall include
all requirements in this subpart. These written procedures,
including any changes, shall be drafted, reviewed, and
approved by the appropriate organizational units and
reviewed and approved by the quality control unit.

(b) 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 performance. Any deviation from the written pro-
cedures shall be recorded and justified.
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211.101 Charge - in of components.

Written production and control procedures shall include
the following, which are designed to assure that the drug
products produced have the identity, strength, quality, and
purity they purport or are represented to possess:

(a) The batch shall be formulated with the intent to pro-
vide not less than 100 percent of the labeled or established
amount of active ingredient.

(b) Components for drug product manufacturing shall be
weighed, measured, or subdivided as appropriate. If a com-
ponent is removed from the original container to another,
the new container shall be identified with the following infor-
mation:

(1) Component name or item code;

(2) Receiving or control number;

(3) Weight or measure in new container;

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

(c) Weighing, measuring, or subdividing operations for
components shall be adequately supervised. Each contain-
er of component dispensed to manufacturing shall be
examined by a second person to assure that:

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

(2) The weight or measure is correct as stated in the
batch production records;

(3) The containers are properly identified.

(d) Each component shall be added to the batch by one
person and verified by a second person.

211.103 Calculation of yield.

Actual yields and percentages of theoretical yield shall
be determined at the conclusion of each appropriate phase
of manufacturing, processing, packaging, or holding of the
drug product. Such calculations shall be performed by one
person and independently verified by a second person.

211.105 Equipment identification.

(a) All compounding and storage containers, processing
lines, and major equipment used during the production of a
batch of a drug product shall be properly identified at all
times to indicate their contents and, when necessary, the
phase of processing of the batch.

(b) Major equipment shall be identified by a distinctive
identification number or code that shall be recorded in the
batch 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 equip-
ment may be used in lieu of a distinctive identification num-
ber or code.

211.110 Sampling and testing of in-process
materials and drug products.

(a) To assure batch uniformity and integrity of drug prod-
ucts, written procedures shall be established and followed
that describe the in-process controls, and tests, or exami-
nations to be conducted on appropriate samples of in-
process materials of each batch. Such control procedures
shall be established to monitor the output and to validate

the performance of those manufacturing processes that
may be responsible for causing variability in the character-
istics of in-process material and the drug product. Such
control procedures shall include, but are not limited to, the
following, where appropriate:

(1) Tablet or capsule weight variation;

(2) Disintegration time;

(3) Adequacy of mixing to assure uniformity and homo-
geneity;

(4) Dissolution time and rate;

(5) Clarity, completeness, or pH of solutions.

(b) Valid in-process specifications for such characteris-
tics shall be consistent with drug product final specifications
and shall be derived from previous acceptable process
average and process variability estimates where possible
and determined by the application of suitable statistical pro-
cedures where appropriate. Examination and testing of
samples shall assure that the drug product and in-process
material conform to specifications.

() In-process materials shall be tested for identity,
strength, quality, and purity as appropriate, and approved or
rejected by the quality control unit, during the production
process, e.g., at commencement or completion of signifi-
cant phases or after storage for long periods.

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

211.111 Time limitations on production.

When appropriate, time limits for the completion of each
phase of production shall be established to assure the qual-
ity of the drug product. Deviation from established time lim-
its may be acceptable if such deviation does not compro-
mise the quality of the drug product. Such deviation shall be
justified and documented.

211.113 Control of microbiological
contamination.

(a) Appropriate written procedures, designed to prevent
objectionable microorganisms in drug products not required
to be sterile, shall be established and followed.

(b) Appropriate written procedures, designed to prevent
microbiological contamination of drug products purporting
to be sterile, shall be established and followed. Such pro-
cedures shall include validation of any sterilization process.

211.115 Reprocessing.

(a) Written procedures shall be established and followed
prescribing a system for reprocessing batches that do not
conform to standards or specifications and the steps to be
taken to insure that the reprocessed batches will conform
with all established standards, specifications, and charac-
teristics.

(b) Reprocessing shall not be performed without the
review and approval of the quality control unit.
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Subpart G-Packaging and Labeling Control

211.122 Materials examination and usage
criteria.

(a) There shall be written procedures describing in suffi-
cient detail the receipt, identification, storage, handling,
sampling, examination, and/or testing of labeling and pack-
aging materials; such written procedures shall be followed.
Labeling and packaging materials shall be representatively
sampled, and examined or tested upon receipt and before
use in packaging or labeling of a drug product.

(b) Any labeling or packaging materials meeting appro-
priate written specifications may be approved and released
for use. Any labeling or packaging materials that do not
meet such specifications shall be rejected to prevent their
use in operations for which they are unsuitable.

(c) Records shall be maintained for each shipment
received of each different labeling and packaging material
indicating receipt, examination or testing, and whether
accepted or rejected.

(d) Labels and other labeling materials 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 authorized
personnel.

(e) Obsolete and outdated labels, labeling, and other
packaging materials shall be destroyed.

(f) Use of gang-printed labeling for different drug prod-
ucts, 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, packaging and labeling opera-
tions shall include one of the following special control pro-
cedures:

(1) Dedication of labeling and packaging lines to each
different strength of each different drug product;

(2) Use of appropriate electronic or electromechanical
equipment to conduct a 100-percent examination for cor-
rect labeling during or after completion of finishing opera-
tions; or

(3) Use of visual inspection to conduct a 100-percent
examination for correct labeling during or after completion
of finishing operations for hand-applied labeling. Such
examination shall be performed by one person and inde-
pendently verified by a second person.

(h) Printing devices on, or associated with, manufactur-
ing lines used to imprint labeling upon the drug product unit
label or case shall be monitored to assure that all imprint-
ing conforms to the print specified in the batch production
record.

[43 FR 45077, Sept. 29, 1978, as amended at 58 FR 41353, Aug.
3, 1993]

211.125 Labeling issuance.

(a) Strict control shall be exercised over labeling issued
for use in drug product labeling operations.

(b) Labeling materials issued for a batch shall be care-
fully examined for identity and conformity to the labeling
specified in the master or batch production records.
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(c) Procedures shall be utilized to reconcile the quanti-
ties of labeling issued, used, and returned, and shall require
evaluation of discrepancies found between the quantity of
drug product finished and the quantity of labeling issued
when such discrepancies are outside narrow preset limits
based on historical operating data. Such discrepancies
shall be investigated in accordance with 211.192. Labeling
reconciliation is waived for cut or roll a labeling if a 100-per-
cent examination for correct labeling is performed in accor-
dance with 211.122(g)(2).

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

(e) Returned labeling shall be maintained and stored in a
manner to prevent mixups and provide proper identification.

(f) Procedures shall be written describing in sufficient
detail the control procedures employed for the issuance of
labeling; such written procedures shall be followed.

[43 FR 45077, Sept. 29, 1978, as amended at 58 FR 41354, Aug.
3, 1993]

211.130 Packaging and labeling operations.

There shall be written procedures designed to assure
that correct labels, labeling, and packaging materials are
used for drug products; such written procedures shall be
followed. These procedures shall incorporate the following
features:

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

(b) Identification and handling of filled drug product con-
tainers that are set aside and held in unlabeled condition for
future labeling operations to preclude mislabeling of indi-
vidual containers, lots, or portions of lots. Identification
need not be applied to each individual container but shall
be sufficient to determine name, strength, quantity of con-
tents, and lot or control number of each container.

(c) Identification of the drug product with a lot or control
number that permits determination of the history of the
manufacture and control of the batch.

(d) Examination of packaging and labeling materials for
suitability and correctness before packaging operations,
and documentation of such examination in the batch pro-
duction record.

(e) Inspection of the packaging and labeling facilities
immediately before use to assure that all drug products
have been removed from previous operations. Inspection
shall also be made to assure that packaging and labeling
materials not suitable for subsequent operations have been
removed. Results of inspection shall be documented in the
batch production records.

[43 FR 45077, Sept. 29, 1978, as amended at 58 FR 41354, Aug.
3, 1993]

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

(a) General. The Food and Drug Administration has the
authority under the Federal Food, Drug, and Cosmetic Act
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(the act) to establish a uniform national requirement for
tamper-evident packaging of OTC drug products that will
improve the security of OTC drug packaging and help
assure the safety and effectiveness of OTC drug products.
An OTC drug product (except a dermatological, dentifrice,
insulin, or throat lozenge product) for retail sale that is not
packaged in a tamper-resistant package or that is not prop-
erly labeled under this section is adulterated under section
501 of the act or misbranded under section 502 of the act,
or both.

(b) Requirements for tamper-evident package.

(1) Each manufacturer and packer who packages an
OTC drug product (except a dermatological, dentifrice,
insulin, or lozenge product) for retail sale shall package the
product in a tamper-evident package, if this product is
accessible to the public while held for sale. A tamper-evi-
dent package is one having one or more indicators or bar-
riers to entry which, if breached or missing, can reasonably
be expected to provide visible evidence to consumers that
tampering has occurred. To reduce the likelihood of suc-
cessful tampering and to increase the likelihood that con-
sumers will discover if a product has been tampered with,
the package is required to be distinctive by design or by the
use of one or more indicators or barriers to entry that
employ an identifying characteristic (e.g., a pattern, name,
registered trademark, logo or picture). For purposes of this
section, the term “distinctive by design” means the packag-
ing cannot be duplicated with commonly available materials
or through commonly available processes. A tamper evi-
dent package may involve an immediate-container and clo-
sure system or secondary-container or carton system or
any combination of systems intended to provide visual indi-
cation of package integrity. The tamper-evident feature
shall be designed to and shall remain intact when handled
in a reasonable manner during manufacture, distribution
and retail display.

(2) In addition to the tamper-evident packaging feature
described in paragraph (b)(1) of this section, any two-piece,
hard gelatin capsule, covered by this section must be
sealed using an acceptable tamper-evident technology.

(c) Labeling.

(1) In order to alert consumers 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 com-
pressed medical oxygen, or aerosol products that depend
upon the power of liquefied or compressed gas to expel the
contents from the container) is required to bear a statement
that:

(i) Identifies all tamper-evident feature(s) and any cap-
sule sealing technologies used to comply with paragraph
(b) of this section;

(ii) Is prominently placed on the package; and

(iii) 1s so placed that it will be unaffected if the tamper-
evident feature of the package is breached or missing.

(2) If the tamper-evident feature chosen to meet the
requirements in paragraph (b) of this section uses an iden-
tifying characteristic, that characteristic is required to be
referred to in the labeling statement. For example, the
labeling statement on a bottle with a shrink band could say,

“For your protection, this bottle has an imprinted seal
around the neck.”

(d) Request for exemptions from packaging and labeling
requirements. A manufacturer or packer may request an
exemption from the packaging and labeling requirements of
this section. A request for exemption is required to be sub-
mitted 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 contain the fol-
lowing:

(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 product’s compliance with
the tamper-evident packaging or labeling requirements of
this section is unnecessary or can’t be achieved.

(3) A description of alternative steps that are available, or
that the petitioner has already taken, to reduce the likeli-
hood that the product or drug class will be the subject of
malicious adulteration.

(4) Other information justifying an exemption.

(e) OTC drug products subject to approved new drug
applications. Holders of approved new drug applications for
OTC drug products are required under 314.70 of this chap-
ter to provide the agency with notification of changes in
packaging and labeling to comply with the requirements of
this section. Changes in packaging and labeling required by
this regulation may be made before FDA approval, as pro-
vided under 314. 70 of this chapter. Manufacturing changes
by which capsules are to be sealed require prior FDA
approval under 314. 70(b) of this chapter.

(f) Poison Prevention Packaging Act of 1970. This sec-
tion does not affect any requirements for “special packag-
ing” as defined under 310.3(I) of this chapter and required
under the Poison Prevention Packaging Act of 19707.

(Approved by the Office of Management and Budget under OMB
control number 0910-0149)

[54 FR 5228, Feb. 2, 1989, as amended at 63 FR 59470, Nov. 4,
1998]

211.134 Drug product inspection.

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

(b) A representative sample of units shall be collected at
the completion of finishing operations and shall be visually
examined for correct labeling.

(c) Results of these examinations shall be recorded in
the batch production or control records.

211.137 Expiration dating.

(a) To assure that a drug product meets applicable stan-
dards of identity, strength, quality, and purity at the time of
use, it shall bear an expiration date determined by appro-
priate stability testing described in 211.166.

(b) Expiration dates shall be related to any storage con-
ditions stated on the labeling, as determined by stability
studies described in 211.166.
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(c) If the drug product is to be reconstituted at the time of
dispensing, its labeling shall bear expiration information for
both the reconstituted and unreconstituted drug products.

(d) Expiration dates shall appear on labeling in accor-
dance with the requirements of 201.17 of this chapter.

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

(f) Allergenic extracts that are labeled “No U.S. Standard
of Potency” are exempt from the requirements of this sec-
tion.

(9) New drug products for investigational use are exempt
from the requirements of this section, provided that they
meet appropriate standards or specifications as demon-
strated by stability studies during their use in clinical inves-
tigations. Where new drug products for investigational use
are to be reconstituted at the time of dispensing, their label-
ing shall bear expiration information for the reconstituted
drug product.

(h) Pending consideration of a proposed exemption,
published in the Federal Register of September 29, 1978,
the requirements in this section shall 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
as supported by appropriate stability data.

[43 FR 45077, Sept. 29, 1978, as amended at 46 FR 56412, Nov.
17, 1981; 60 FR 4091, Jan. 20, 1995]

Subpart H - Holding and Distribution

211.142 Warehousing procedures.

Written procedures describing the warehousing of drug
products shall be established and followed. They shall
include:

(a) Quarantine of drug products before release by the
quality control unit.

(b) Storage of drug products under appropriate condi-
tions of temperature, humidity, and light so that the identity,
strength, quality, and purity of the drug products are not
affected.

211.150 Distribution procedures.

Written procedures shall be established, and followed,
describing the distribution of drug products. They shall
include:

(a) A procedure whereby the oldest approved stock of a
drug product is distributed first. Deviation from this require-
ment is permitted if such deviation is temporary and appro-
priate.

(b) A system by which the distribution of each lot of drug
product can be readily determined to facilitate its recall if
necessary.

Subpart | - Laboratory Controls

211.160 General requirements.

(a) The establishment of any specifications, standards,
sampling plans, test procedures, or other laboratory control
mechanisms required by this subpart, including any change
in such specifications, standards, sampling plans, test pro-
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cedures, or other laboratory control mechanisms, shall be
drafted by the appropriate organizational unit and reviewed
and approved by the quality control unit. The requirements
in this subpart shall be followed and shall be documented
at the time of performance. Any deviation from the written
specifications, standards, sampling plans, test procedures,
or other laboratory control mechanisms shall be recorded
and justified.

(b) Laboratory controls shall include the establishment of
scientifically sound and appropriate specifications, stan-
dards, sampling plans, and test procedures designed to
assure that components, drug product containers, closures,
in-process materials, labeling, and drug products conform
to appropriate standards of identity, strength, quality, and
purity. Laboratory controls shall include:

(1) Determination of conformance to appropriate written
specifications for the acceptance of each lot within each
shipment of components, drug product containers, clo-
sures, and labeling used in the manufacture, processing,
packing, or holding of drug products. The specifications
shall include a description of the sampling and testing pro-
cedures used. Samples shall be representative and ade-
quately identified. Such procedures shall also require
appropriate retesting of any component, drug product con-
tainer, or closure that is subject to deterioration.

(2) Determination of conformance to written specifica-
tions and a description of sampling and testing procedures
for in-process materials. Such samples shall be represen-
tative and properly identified.

(3) Determination of conformance to written descriptions
of sampling procedures and appropriate specifications for
drug products. Such samples shall be representative and
properly identified.

(4) The calibration of instruments, apparatus, gauges,
and recording devices at suitable intervals in accordance
with an established written program containing specific
directions, schedules, limits for accuracy and precision, and
provisions for remedial action in the event accuracy and/or
precision limits are not met. Instruments, apparatus,
gauges, and recording devices not meeting established
specifications shall not be used.

211.165 Testing and release for distribution.

(a) For each batch of drug product, there shall be appro-
priate laboratory determination of satisfactory conformance
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 conduct-
ed on specific batches of short-lived radiopharmaceuticals,
such batches may be released prior to completion of steril-
ity and/or pyrogen testing, provided such testing is com-
pleted as soon as possible.

(b) There shall be appropriate laboratory testing, as nec-
essary, of each batch of drug product required to be free of
objectionable microorganisms.

(c) Any sampling and testing plans shall be described in
written procedures that shall include the method of sam-
pling and the number of units per batch to be tested; such
written procedure shall be followed.

(d) Acceptance criteria for the sampling and testing con-
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ducted by the quality control unit shall be adequate to
assure that batches of drug products meet each appropri-
ate specification and appropriate statistical quality control
criteria as a condition for their approval and release. The
statistical quality control criteria shall include appropriate
acceptance levels and/or appropriate rejection levels.

(e) The accuracy, sensitivity, specificity, and reproducibil-
ity of test methods employed by the firm shall be estab-
lished and documented. Such validation and documenta-
tion may be accomplished in accordance with
211.194(a)(2).

(f) Drug products failing to meet established 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, specifications, and any other rele-
vant criteria.

211.166 Stability testing.

(a) There shall be a written testing program designed to
assess the stability characteristics of drug products. The
results of such stability testing shall be used in determining
appropriate storage conditions and expiration dates. The
written program shall be followed and shall include:

(1) Sample size and test intervals based on statistical cri-
teria for each attribute examined to assure valid estimates
of stability;

(2) Storage conditions for samples retained for testing;

(3) Reliable, meaningful, and specific test methods;

(4) Testing of the drug product in the same container-clo-
sure system as that in which the drug product is marketed;

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

(b) An adequate number of batches of each drug product
shall be tested to determine an appropriate expiration date
and a record of such data shall be maintained. Accelerated
studies, combined with basic stability information on the
components, drug products, and container-closure system,
may be used to support tentative expiration dates provided
full shelf life studies are not available and are being con-
ducted. Where data from accelerated studies are used to
project a tentative expiration date that is beyond a date sup-
ported by actual shelf life studies, there must be stability
studies conducted, including drug product testing at appro-
priate intervals, until the tentative expiration date is verified
or the appropriate expiration date determined.

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

(1) There shall be a written assessment of stability based
at least on testing or examination of the drug product for
compatibility of the ingredients, and based on marketing
experience with the drug product to indicate that there is no
degradation of the product for the normal or expected peri-
od of use.

(2) Evaluation of stability shall be based on the same
container-closure system in which the drug product is being
marketed.

(d) Allergenic extracts that are labeled “No U.S. Standard
of Potency” are exempt from the requirements of this section.

[43 FR 45077, Sept. 29, 1978, as amended at 46 FR 56412, Nov.
17, 1981]

211.167 Special testing requirements.

(a) For each batch of drug product purporting to be ster-
ile and/or pyrogen-free, there shall be appropriate laborato-
ry testing to determine conformance to such requirements.
The test procedures shall be in writing and shall be fol-
lowed.

(b) For each batch of ophthalmic ointment, there shall be
appropriate testing to determine conformance to specifica-
tions regarding the presence of foreign particles and harsh
or abrasive substances. The test procedures shall be in
writing and shall be followed.

(c) For each batch of controlled-release dosage form,
there shall be appropriate laboratory testing to determine
conformance to the specifications for the rate of release of
each active ingredient. The test procedures shall be in writ-
ing and shall be followed.

211.170 Reserve samples.

(a) An appropriately identified shipment of each active
ingredient shall be retained. The reserve sample consists of
at least twice the quantity necessary for all tests required to
determine whether the active ingredient meets its estab-
lished specifications, except for sterility and pyrogen test-
ing. The retention time is as follows:

(1) For an active ingredient in a drug product other than
those described in paragraphs (a) (2) and (3) of this sec-
tion, the reserve sample shall be retained for 1 year after
the expiration date of the last lot of the drug product con-
taining the active ingredient.

(2) For an active ingredient in a radioactive 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 lot of
the drug product containing the active ingredient if the expi-
ration dating period of the drug product is 30 days or less;
or

(i) Six months after the expiration date of the last lot of
the drug product containing the active ingredient if the expi-
ration 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 retained for 3 years after distri-
bution of the last lot of the drug product containing the
active ingredient.

(b) An appropriately identified reserve sample that is rep-
resentative of each lot or batch of drug product shall be
retained and stored under conditions consistent with prod-
uct labeling. The reserve sample shall be stored in the
same immediate container-closure system in which the
drug product is marketed or in one that has essentially the
same characteristics. The reserve sample consists of at
least twice the quantity necessary to perform all the
required tests, except those for sterility and pyrogens.
Except for those for drug products described in paragraph
(b)(2) of this section, reserve samples from representative
sample lots or batches selected by acceptable statistical
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procedures shall be examined visually at least once a year
for evidence of deterioration unless visual examination
would affect the integrity of the reserve samples. Any evi-
dence of reserve sample deterioration shall be investigated
in accordance with 211.192. The results of the examination
shall be recorded and maintained with other stability data on
the drug product. Reserve samples of compressed medical
gases need not be retained. The retention 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 product.

(2) For a radioactive drug product, except for non-
radioactive reagent kits, the reserve sample shall be
retained for:

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

(i) Six months after the expiration date of the drug prod-
uct if the expiration 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, 1983, as amended at 60 FR 4091, Jan 20,
1995]

211.173 Laboratory animals.

Animals used in testing components, in-process materi-
als, or drug products for compliance with established spec-
ifications shall be maintained and controlled in a manner
that assures their suitability for their intended use. They
shall be identified, and adequate records shall be main-
tained showing the history of their use.

211.176 Penicillin contamination.

If a reasonable possibility exists that a non-penicillin drug
product has been exposed to cross contamination with
penicillin, the non-penicillin drug product shall be tested for
the presence of penicillin. Such drug product shall not be
marketed if detectable levels are found when tested
according to procedures specified in ‘Procedures for
Detecting and Measuring Penicillin Contamination in
Drugs,” which is incorporated by reference. Copies are
available 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 available for inspection at the Office of
the Federal Register, 800 North Capitol Street, NW, Suite
700, Washington, DC 20408.

[43 FR 45077, Sept. 29, 1978, as amended at 47 FR 9396, Mar.
5, 1982; 50 FR 8996, Mar. 6, 1985; 55 FR 11577, Mar. 29, 1990,
Nov 6, 2001]

Subpart J - Records and Reports

211.180 General requirements.
(a) Any production, control, or distribution record that is
required to be maintained in compliance with this part and
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is specifically associated with a batch of a drug product
shall be retained for at least 1 year after the expiration 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 components, drug
product containers, closures, and labeling for at least 1 year
after the expiration date 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 distribu-
tion of the last lot of drug product incorporating the compo-
nent or using the container, closure, or labeling.

(c) All records required under this part, or copies of such
records, shall be readily available for authorized inspection
during the retention period at the establishment where the
activities described in such records occurred. These
records or copies thereof shall be subject to photocopying
or other means of reproduction as part of such inspection.
Records that can be immediately retrieved from another
location by computer or other electronic means shall be
considered as meeting the requirements of this paragraph.

(d) Records required under this part may be retained
either as original records or as true copies such as photo-
copies, microfilm, microfiche, or other accurate reproduc-
tions of the original records. Where reduction techniques,
such as microfilming, are used, suitable reader and photo-
copying equipment shall be readily available.

(e) Written records required by this part shall be main-
tained so that data therein can be used for evaluating, at
least annually, the quality standards of each drug product to
determine the need for changes in drug product specifica-
tions or manufacturing or control procedures. Written pro-
cedures shall be established and followed for such evalua-
tions and shall include provisions for:

(1) A review of representative number of batches,
whether approved or rejected, 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.

(f) Procedures shall be established to assure that the
responsible officials of the firm, if they are not personally
involved in or immediately aware of such actions, are noti-
fied in writing of any investigations conducted under
211.198, 211.204, or 211.208 of these regulations, 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.

[43 FR 45077, Sept. 29, 1978, as amended at 60 FR 4091, Jan.
20, 1995]

211.182 Equipment cleaning and use log.

A written record of major equipment cleaning, mainte-
nance (except routine maintenance such as lubrication and
adjustments), and use shall be included in individual equip-
ment logs that show the date, time, product, and lot number
of each batch processed. If equipment is dedicated to man-
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ufacture of one product, then individual equipment logs are
not required, provided that lots or batches of such product
follow in numerical order and are manufactured in numeri-
cal sequence. In cases where dedicated equipment is
employed, the records of cleaning, maintenance, and use
shall be part of the batch record. The persons performing
and double-checking the cleaning and maintenance shall
date and sign or initial the log indicating that the work was
performed. Entries in the log shall be in chronological order.

211.184 Component, drug product container,
closure, and labeling records.

These records shall include the following:

(a) The identity and quantity of each shipment of each lot
of components, drug product containers, closures, and
labeling; the name of the supplier; the supplier’s lot num-
ber(s) 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 examination performed
(including those performed as required by 211.82(a),
211.84(d), or 211.122(a)) and the conclusions derived
therefrom.

(c) An individual inventory record of each component,
drug product container, and closure and, for each compo-
nent, a reconciliation of the use of each lot of such compo-
nent. The inventory record shall contain sufficient informa-
tion to allow determination of any batch or lot of drug prod-
uct associated with the use of each component, drug prod-
uct container, and closure.

(d) Documentation of the examination and review of
labels and labeling for conformity with established specifi-
cations in accord with 211.122(c) and 211.130(c).

(e) The disposition of rejected components, drug product
containers, closure, and labeling.

211.186 Master production and control
records.

(a) To assure uniformity from batch to batch, master pro-
duction and control records for each drug product, including
each batch size thereof, shall be prepared, dated, and
signed (full signature, handwritten) by one person and inde-
pendently checked, dated, and signed by a second person.
The preparation of master production and control records
shall be described in a written procedure and such written
procedure shall be followed.

(b) Master production and control records shall include:

(1) The name and strength of the product and a descrip-
tion of the dosage form;

(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 dosage unit;

(3) A complete list of components designated by names
or codes sufficiently specific to indicate any special quality
characteristic;

(4) An accurate statement of the weight or measure of
each component, using the same weight system (metric,
avoirdupois, or apothecary) for each component.

Reasonable variations may be permitted, however, in the
amount of components necessary for the preparation in the
dosage form, provided they are justified in the master pro-
duction and control records;

(5) A statement concerning any calculated excess of
component;

(6) A statement of theoretical weight or measure at
appropriate phases of processing;

(7) A statement of theoretical yield, including the maxi-
mum and minimum percentages of theoretical yield beyond
which investigation according to 211.192 is required;

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

(9) Complete manufacturing and control instructions,
sampling and testing procedures, specifications, special
notations, and precautions to be followed.

211.188 Batch production and control
records.

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

(a) An accurate reproduction of the appropriate master
production or control record, checked for accuracy, dated,
and signed;

(b) Documentation that each significant step in the man-
ufacture, processing, packing, or holding of the batch was
accomplished, including:

(1) Dates;

(2) Identity of individual major equipment and lines used;

(3) Specific identification of each batch of component or
in-process material used;

(4) Weights and measures of components used in the
course of processing;

(5) In-process and laboratory control results;

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

(7) A statement of the actual yield and a statement of the
percentage of theoretical yield at appropriate phases of
processing;

(8) Complete labeling control records, including speci-
mens or copies of all labeling used;

(9) Description of drug product containers and closures;

(10) Any sampling performed;

(11) Identification of the persons performing and directly
supervising or checking each significant step in the opera-
tion;

(12) Any investigation made according to 211.192.

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

211.192 Production record review.

All drug product production and control records, includ-
ing those for packaging and labeling, shall be reviewed and
approved by the quality control unit to determine compli-
ance with all established, approved written procedures
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before a batch is released or distributed. Any unexplained
discrepancy (including a percentage of theoretical yield
exceeding the maximum or minimum percentages estab-
lished in master production and control records) or the fail-
ure of a batch or any of its components to meet any of its
specifications shall be thoroughly investigated, whether or
not the batch has already been distributed. The investiga-
tion shall extend to other batches of the same drug product
and other drug products that may have been associated
with the specific failure or discrepancy. A written record of
the investigation shall be made and shall include the con-
clusions and follow up.

211.194 Laboratory records.

(a) Laboratory records shall include complete data
derived from all tests necessary to assure compliance with
established specifications and standards, including exami-
nations and assays, as follows:

(1) A description of the sample received 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 statement shall indicate the location of data
that establish that the methods used in the testing of the
sample meet proper standards of accuracy and reliability as
applied to the product tested. (If the method employed is in
the current revision of the United States Pharmacopoeia,
National Formulary, Association of Official Analytical
Chemists, Book of Methods**, or in other recognized stan-
dard references, or is detailed in an approved new drug
application and the referenced method is not modified, a
statement indicating the method and reference will suffice).
The suitability of all testing methods used shall be verified
under actual conditions of use.

[Footnote: **Copies may be obtained from: Association of Official
Analytical Chemists, 2200 Wilson Blvd., Suite 400, Arlington, VA
22201-3301.]

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

(4) A complete record of all data secured in the course of
each test, including all graphs, charts, and spectra from lab-
oratory instrumentation, properly identified to show the spe-
cific component, drug product container, closure, in-
process material, or drug product, and lot tested.

(5) A record of all calculations performed in connection
with the test, including units of measure, conversion fac-
tors, and equivalency factors.

(6) A statement of the results of tests and how the results
compare with established standards of identity, strength,
quality, and purity for the component, drug product contain-
er, closure, in-process material, or drug product tested.

(7) The initials or signature of the person who performs
each test and the date(s) the tests were performed.

(8) The initials or signature of a second person showing
that the original records have been reviewed for accuracy,
completeness, and compliance with established standards.
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(b) Complete records shall be maintained of any modifi-
cation of an established 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 reliable for the material being test-
ed as the established method.

(c) Complete records shall be maintained of any testing
and standardization of laboratory reference standards,
reagents, and standard solutions.

(d) Complete records shall be maintained of the periodic
calibration of laboratory instruments, apparatus, gauges,
and recording devices required by 211.160(b)(4).

(e) Complete records shall be maintained of all stability
testing performed in accordance with 211.166.

[43 FR 45077, Sept. 29, 1978, as amended at 55 FR 11577, Mar.
29, 1990; 65 FR 1889, APR 10,2000]

211.196 Distribution records.

Distribution records shall contain the name and strength
of the product and description of the dosage form, name
and address of the consignee, date and quantity shipped,
and lot or control number of the drug product. For com-
pressed medical gas products, distribution records are not
required to contain lot or control numbers.

(Approved by the Office of Management and Budget under control
number 0910 0139) [49 FR 9865, Mar. 16, 1984]

211.198 Complaint files.

(a) Written procedures describing the handling of all writ-
ten and oral complaints regarding a drug product shall be
established and followed. Such procedures shall include
provisions for review by the quality control unit, of any com-
plaint involving the possible failure of a drug product to
meet any of its specifications and, for such drug products,
a determination as to the need for an investigation in accor-
dance with 211.192. Such procedures shall include provi-
sions for review to determine whether the complaint repre-
sents a serious and unexpected adverse drug experience
which is required to be reported to the Food and Drug
Administration in accordance with 310.305 and 514.80 of
this chapter.

(b) A written record of each complaint shall be main-
tained in a file designated for drug product complaints. The
file regarding such drug product complaints shall be main-
tained at the establishment where the drug product
involved was manufactured, processed, or packed, or such
file may be maintained at another facility if the written
records in such files are readily available for inspection at
that other facility. Written records involving a drug product
shall be maintained until at least 1 year 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
certain OTC drug products lacking expiration dating
because they meet the criteria 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 infor-
mation, where known: the name and strength of the drug
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product, lot number, name of complainant, nature of com-
plaint, and reply to complainant.

(2) Where an investigation under 211.192 is conducted,
the written record shall include the findings of the investi-
gation and follow up. The record or copy of the record of the
investigation shall be maintained at the establishment
where the investigation occurred in accordance with
211.180(c).

(3) Where an investigation under 211.192 is not con-
ducted, the written record shall include the reason that an
investigation was found not to be necessary and the name
of the responsible person making such a determination.

[43 FR 45077, Sept. 29, 1978, as amended at 51 FR 24479, July
3, 1986]

EFFECTIVE DATE NOTE: At 68 FR 15364, Mar.31, 2003,
211.198 was amended in paragraph (a) in the last sentence
by removing “in accordance with 310.305 of this chapter”
and adding in its place “in accordance with 310.305 and
514.80 of this chapter,” effective June 30,2003.

Subpart K - Returned and Salvaged Drug
Products

211.204 Returned drug products.

Returned drug products shall be identified as such and
held. If the conditions under which returned drug products
have been held, stored, or shipped before or during their
return, or if the condition of the drug product, its container,
carton, or labeling, as a result of storage or shipping, casts
doubt on the safety, identity, strength, quality or purity of the
drug product, the returned 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 provided the subsequent drug product meets
appropriate standards, specifications, and characteristics.
Records of returned drug products shall be maintained and
shall include the name and label potency of the drug prod-
uct dosage form, lot number (or control number or batch
number), reason for the return, quantity returned, date of
disposition, and ultimate disposition of the returned drug
product. If the reason for a drug product being returned
implicates associated batches, an appropriate investigation
shall be conducted in accordance with the requirements of
211.192. Procedures for the holding, testing, and repro-
cessing of returned drug products shall be in writing and
shall be followed.

211.208 Drug product salvaging.

Drug products that have been subjected to improper
storage conditions including extremes in temperature,
humidity, smoke, fumes, pressure, age, or radiation due to
natural disasters, fires, accidents, or equipment failures
shall not be salvaged and returned to the marketplace.
Whenever there is a question whether drug products have
been subjected to such conditions, salvaging operations
may be conducted only if there is (a) evidence from labora-
tory tests and assays (including animal feeding studies

where applicable) that the drug products meet all applica-
ble 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 subject-
ed to improper storage conditions as a result of the disas-
ter or accident. Organoleptic examinations shall be accept-
able only as supplemental evidence that the drug products
meet appropriate standards of identity, strength, quality,
and purity. Records including name, lot number, and dispo-
sition shall be maintained for drug products subject to this
section.

PART 225 - CURRENT GOOD MANUFACTUR-
ING PRACTICE FOR MEDICATED FEEDS

AUTHORITY: 21 U.S.C. 351, 352 360b, 371, 374.
SOURCE: 41 FR 52618, Nov. 30, 1976, unless otherwise noted.

Subpart A-General Provisions

225.1 Current good manufacturing practice.

(a) Section 501(a)(2)(B) of the Federal Food, Drug, and
Cosmetic Act provides that a drug (including a drug con-
tained in a medicated feed) shall be deemed to be adulter-
ated if 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 conform-
ity with current good manufacturing practice to assure that
such drug meets the requirement of the act as to safety and
has the identity and strength, and meets the quality and
purity characteristics, which it purports or is represented to
possess.

(b)(1) The provisions of this part set forth the criteria for
determining whether the manufacture of a medicated feed
is in compliance with current good manufacturing practice.
These regulations shall apply to all types of facilities and
equipment used in the production of medicated feeds, and
they shall also govern those instances in which failure to
adhere to the regulations has caused non-medicated feeds
that are manufactured, processed, packed, or held to be
adulterated. In such cases, the medicated feed shall be
deemed to be adulterated within the meaning of section
501(a)(2)(B) of the act, and the non-medicated feed shall
be deemed to be adulterated within the meaning of section
402(a)(2)(D) of the act.

(2) The regulations in 225.10 through 225.115 apply to
facilities manufacturing one or more medicated feeds for
which an approved medicated feed application is required.
The regulations in 225.120 through 225.202 apply to facili-
ties manufacturing solely medicated feeds for which an
approved license is not required.

(c) In addition to the recordkeeping requirements in this
part, Type B and Type C medicated feeds made from Type
A articles or Type B feeds under approved NADA’s and a
medicated feed mill license are subject to the requirements
of § 510.301 of this chapter.

[41 FR 52618, Nov. 30, 1976, as amended at 51 FR 7389, Mar. 3,
1986; 64 FR 63203, Nov. 19, 1999]
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225.10 Personnel.

(a) Qualified personnel and adequate personnel training
and supervision are essential for the proper formulation,
manufacture, and control of medicated feeds. Training and
experience leads to proper use of equipment, maintenance
of accurate records, and detection and prevention of possi-
ble deviations from current good manufacturing practices.

(b)(1) All employees involved in the manufacture of med-
icated feeds shall have an understanding of the manufac-
turing or control operation(s) which they perform, including
the location and proper use of equipment.

(2) The manufacturer shall provide an on-going program
of evaluation and supervision of employees in the manu-
facture of medicated feeds.

[41 FR 52618, Nov. 30, 1976, as amended at 42 FR 12426, Mar.
4, 1977]

Subpart B - Construction and Maintenance of
Facilities and Equipment

225.20 Buildings.

(a) The location, design, construction, and physical size
of the buildings and other production facilities are factors
important to the manufacture of medicated feed. The fea-
tures of facilities necessary for the proper manufacture of
medicated feed include provision for ease of access to
structures and equipment in need of routine maintenance;
ease of cleaning of equipment and work areas; facilities to
promote personnel hygiene; structural conditions for control
and prevention of vermin and pest infestation; adequate
space for the orderly receipt and storage of drugs and feed
ingredients and the controlled flow of these materials
through the processing and manufacturing operations; and
the equipment for the accurate packaging and delivery of a
medicated feed of specified labeling and composition.

(b) The construction and maintenance of buildings in
which medicated feeds are manufactured, processed,
packaged, labeled, or held shall conform to the following:

(1) The building grounds shall be adequately drained
and routinely maintained so that they are reasonably free
from litter, waste, refuse, uncut weeds or grass, standing
water, and improperly stored equipment.

(2) The building(s) shall be maintained in a reasonably
clean and orderly manner.

(3) The building(s) shall be of suitable construction to
minimize access by rodents, birds, insects, and other pests.

(4) The buildings shall provide adequate space and light-
ing for the proper performance of the following medicated
feed manufacturing operations:

() The receipt, control, and storage of components.

(ii) Component processing.

(iii) Medicated feed manufacturing.

(iv) Packaging and labeling.

(v) Storage of containers, packaging materials, labeling
and finished products.

(vi) Routine maintenance of equipment.

225.30 Equipment.
(a) Equipment which is designed to perform its intended
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function and is properly installed and used is essential to
the manufacture of medicated feeds. Such equipment per-
mits production of feeds of uniform quality, facilitates clean-
ing, and minimizes spillage of drug components and fin-
ished product.

(b)(1) All equipment shall possess the capability to pro-
duce a medicated feed of intended potency, safety, and
purity.

(2) All equipment shall be maintained in a reasonably
clean and orderly manner.

(3) All equipment, including scales and liquid metering
devices, shall be of suitable size, design, construction, pre-
cision, and accuracy for its intended purpose.

(4) All scales and metering devices shall be tested for
accuracy upon installation and at least once a year there-
after, or more frequently as may be necessary to insure
their accuracy.

(5) All equipment maintained as to prevent lubricants and
coolants from becoming unsafe additives in feed compo-
nents or medicated feed.

(6) All equipment shall be designed, constructed,
installed and maintained so as to facilitate inspection and
use of clean out procedure(s).

225.35 Use of work areas, equipment, and
storage areas for other manufacturing and
storage purpose.

(a) Many manufacturers of medicated feeds are also
involved in the manufacture, storage, or handling of prod-
ucts which are not intended for animal feed use, such as
fertilizers, herbicides, insecticides, fungicides, rodenticides,
and other pesticides. Manufacturing, storage, or handling of
non-feed and feed products in the same facilities may
cause adulteration of feed products with toxic or otherwise
unapproved feed additives.

(b) Work areas and equipment used for the manufacture
or storage of medicated feeds or components thereof shall
not be used for, and shall be physically separated from,
work areas and equipment used for the manufacture of fer-
tilizers, herbicides, insecticides, fungicides, rodenticides,
and other pesticides unless such articles are approved
drugs or approved food additives intended for use in the
manufacture of medicated feed.

Subpart C-Product Quality Control

225.42 Components.

(a) A medicated feed, in addition to providing nutrients, is
a vehicle for the administration of a drug, or drugs, to ani-
mals. To ensure proper safety and effectiveness, such med-
icated feeds must contain the labeled amounts of drugs. It
is necessary that adequate procedures be established for
the receipt, storage, and inventory control for all such drugs
to aid in assuring their identity, strength, quality, and purity
when incorporated into products.

(b) The receipt, storage, and inventory of drugs, includ-
ing undiluted drug components, medicated premixes, and
semi-processed (i.e., intermediate premixes, in plant pre-
mixes and concentrates) intermediate mixes containing
drugs, which are used in the manufacture and processing
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of medicated feeds shall conform to the following:

(1) Incoming shipments of drugs shall be visually exam-
ined for identity and damage. Drugs which have been sub-
jected to conditions which may have adversely affected
their identity, strength, quality, or purity shall not be accept-
ed for use.

(2) Packaged drugs in the storage areas shall be stored
in their original closed containers.

(3) Bulk drugs shall be identified and stored in a manner
such that their identity, strength, quality, and purity will be
maintained.

(4) Drugs in the mixing areas shall be properly identified,
stored, handled, and controlled to maintain their integrity
and identity. Sufficient space shall be provided for the loca-
tion of each drug.

(5) A receipt record shall be prepared and maintained for
each lot of drug received. The receipt record shall accu-
rately indicate the identity and quantity of the drug, the
name of the supplier, the supplier’s lot number or an identi-
fying number assigned by the feed manufacturer upon
receipt which relates to the particular shipment, the date of
receipt, the condition of the drug when received, and the
return of any damaged drugs.

(6) A daily inventory record for each drug used shall be
maintained and shall list by manufacturer’s lot number or
the feed manufacturer’s shipment identification number at
least the following information:

(i) The quantity of drug on hand at the beginning and end
of the work day (the beginning amount being the same as
the previous day’s closing inventory if this amount has been
established to be correct); the quantity shall be determined
by weighing, counting, or measuring, as appropriate.

(ii) The amount of each drug used, sold, or otherwise dis-
posed of.

(iii) The batches or production runs of medicated feed in
which each drug was used.

(iv) When the drug is used in the preparation of a semi-
processed intermediate mix intended for use in the manu-
facture of medicated feed, any additional information which
may be required for the purpose of paragraph (b)(7) of this
section.

(v) Action taken to reconcile any discrepancies in the
daily inventory record.

(7) Drug inventory shall be maintained of each lot or
shipment of drug by means of a daily comparison of the
actual amount of drug used with the theoretical drug usage
in terms of the semi-processed, intermediate and finished
medicated feeds manufactured. Any significant discrepancy
shall be investigated and corrective action taken. The med-
icated feed(s) remaining on the premises which are affect-
ed by this discrepancy shall be detained until the discrep-
ancy is reconciled.

(8) All records required by this section shall be main-
tained on the premises for at least one year after complete
use of a drug component of a specific lot number or feed
manufacturer’s shipment identification number.

225.58 Laboratory controls.
(a) The periodic assay of medicated feeds for drug com-
ponents provides a measure of performance of the manu-

facturing process in manufacturing a uniform product of
intended potency.

(b) The following assay requirements shall apply to med-
icated feeds:

(1) For feeds requiring approved Medicated Feed
Applications (Form FDA 3448) for their manufacture and
marketing, at least three representative samples of med-
icated feed containing each drug or drug combination used
in the establishment shall be collected and assayed by
approved official methods, at periodic intervals during the
calendar year, unless otherwise specified in this chapter. At
least one of these assays shall be performed on the first
batch using the drug. If a medicated feed contains a com-
bination of drugs, only one of the drugs need be subject to
analysis each time, provided the one tested is different from
the one(s) previously tested.

(2) Reserved

(c) The originals or copies of all results of assays, includ-
ing those from State feed control officials and any other
governmental agency, shall be maintained on the premises
for a period of not less than 1 year after distribution of the
medicated feed. The results of assays performed by State
feed control officials may be considered toward fulfillment of
the periodic assay requirements of this section.

(d) Where the results of assays indicate that the med-
icated feed is not in accord with label specifications or is not
within permissible assay limits as specified in this chapter,
investigation and corrective action shall be implemented
and an original or copy of the record of such action main-
tained on the premises.

(e) Corrective action shall include provisions for discon-
tinuing distribution where the medicated feed fails to meet
the labeled drug potency. Distribution of subsequent pro-
duction of the particular feed shall not begin until it has
been determined that proper control procedures have been
established.

[41 FR 52618, Nov. 30, 1976, as amended at 51 FR 7390, Mar. 3,
1986; 55 FR 11577, Mar. 29, 1990;64FR 63203, Nov.19,1999]

225.65 Equipment cleanout procedures.

(a) Adequate clean out procedures for all equipment
used in the manufacture and distribution of medicated
feeds are essential to maintain proper drug potency and
avoid unsafe contamination of feeds with drugs. Such pro-
cedures may consist of cleaning by physical means, e.g.,
vacuuming, sweeping, washing, etc. Alternatively, flushing
or sequencing or other equally effective techniques may be
used whereby the equipment is cleaned either through use
of a feed containing the same drug(s) or through use of
drug free feedstuffs.

(b) All equipment, including that used for storage,
processing, mixing, conveying, and distribution that
comes in contact with the active drug component, feeds in
process, or finished medicated feed shall be subject to all
reasonable and effective procedures to prevent unsafe
contamination of manufactured feed. The steps used to
prevent unsafe contamination of feeds shall include one
or more of the following, or other equally effective proce-
dures:
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(1) Such procedures shall, where appropriate, consist of
physical means (vacuuming, sweeping, or washing), flush-
ing, and/or sequential production of feeds.

(2) If flushing is utilized, the flush material shall be prop-
erly identified, stored, and used in a manner to prevent
unsafe contamination of other feeds.

(3) If sequential production of medicated feeds is utilized,
it shall be on a predetermined basis designed to prevent
unsafe contamination of feeds with residual drugs.

Subpart D - Packaging and Labeling

225.80 Labeling.

(a) Appropriate labeling identifies the medicated feed,
and provides the user with directions for use which, if
adhered to, will assure that the article is safe and effective
for its intended purposes.

(b)(1) Labels and labeling, including placards, shall be
received, handled, and stored labeling mixups and assures
that correct labeling is employed for the medicated feed.

(2) Labels and labeling, including placards, upon receipt
from the printer shall be proofread against the Master
Record File to verify their suitability and accuracy. The
proofread label shall be dated, initialed by a responsible
individual, and kept for 1 year after all the labels from that
batch have been used.

(3) In those instances where medicated feeds are dis-
tributed in bulk, complete labeling shall accompany the
shipment and be supplied to the consignee at the time of
delivery. Such labeling may consist of a placard or other
labels attached to the invoice or delivery ticket, or manu-
facturer’s invoice that identifies the medicated feed and
includes adequate information for the safe and effective
use of the medicated feed.

(4) Label stock shall be reviewed periodically and dis-
continued labels shall be discarded.

Subpart E-Records and Reports

225.102 Master record file and production
records.

(a) The Master Record File provides the complete pro-
cedure for manufacturing a specific product, setting forth
the formulation, theoretical yield, manufacturing proce-
dures, assay requirements, and labeling of batches or pro-
duction runs. The production record(s) includes the com-
plete history of a batch or production run. This record
includes the amounts of drugs used, the amount of med-
icated feed manufactured, and provides a check for the
daily inventory record of drug components.

(b) The Master Record File and production records shall
comply with the following provisions:

(1) A Master Record File shall be prepared, checked,
dated, and signed or initialed by a qualified person and
shall be retained for not less than 1 year after production of
the last batch or production run of medicated feed to which
it pertains. The Master Record File or card shall include at
least the following:

(i) The name of the medicated feed.

(il) The name and weight percentage or measure of each
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drug or drug combination and each non-drug ingredient to
be used in manufacturing a stated weight of the medicated
feed.

(ii) A copy or description of the label or labeling that will
accompany the medicated feed.

(iv) Manufacturing instructions or reference thereto that
have been determined to yield a properly mixed medicated
feed of the specified formula for each medicated feed pro-
duced on a batch or continuous operation basis, including
mixing steps, mixing times and, in the case of medicated
feeds produced by continuous production run, any addi-
tional manufacturing directions including, when indicated,
the settings of equipment.

(v) Appropriate control directions or reference thereto,
including the manner and frequency of collecting the
required number of samples for specified laboratory assay.

(2) The original production record or copy thereof shall
be prepared by qualified personnel for each batch or run of
medicated feed produced and shall be retained on the
premises for not less than 1 year. The production record
shall include at least the following:

(i) Product identification, date of production, and a writ-
ten endorsement in the form of a signature or initials by a
responsible individual.

(i) The quantity and name of drug components used.

(iii) The theoretical quantity of medicated feed to be pro-
duced.

(iv) The actual quantity of medicated feed produced. In
those instances where the finished feed is stored in bulk
and actual yield cannot be accurately determined, the firm
shall estimate the quantity produced and provide the basis
for such estimate in the Master Record File.

(3) In the case of a custom formula feed made to the
specifications of a customer, the Master Record File and
production records required by this section shall consist
either of such records or of copies of the customer’s pur-
chase orders and the manufacturer’s invoices bearing the
information required by this section. When a custom order
is received by telephone, the manufacturer shall prepare
the required production records.

(4) Batch production records shall be checked by a
responsible individual at the end of the working day in
which the product was manufactured to determine whether
all required production steps have been performed. If sig-
nificant discrepancies are noted, an investigation shall be
instituted immediately, and the production record shall
describe the corrective action taken.

(5) Each batch or production run of medicated feed shall
be identified with its own individual batch or production run
number, code, date, or other suitable identification applied
to the label, package, invoice or shipping document. This
identification shall permit the tracing of the complete and
accurate manufacturing history of the product by the man-
ufacturer.

225.110 Distribution records.

(a) Distribution records permit the manufacturer to relate
complaints to specific batches and/or production runs of
medicated feed. This information may be helpful in institut-
ing a recall.
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(b) Distribution records for each shipment of a medicat-
ed feed shall comply with the following provisions:

(1) Each distribution record shall include the date of ship-
ment, the name and address of purchaser, the quantity
shipped, and the name of the medicated feed. A lot or con-
trol number, or date of manufacture or other suitable identi-
fication shall appear on the distribution record or the label
issued with each shipment.

(2) The originals or copies of the distribution records
shall be retained on the premises for not less than one year
after the date of shipment of the medicated feed.

225.115 Complaint files.

(a) Complaints and reports of experiences of product
defects relative to the drug’s efficacy or safety may provide
an indicator as to whether or not medicated feeds have
been manufactured in conformity with current good manu-
facturing practices. These complaints and experiences may
reveal the existence of manufacturing problems not other-
wise detected through the normal quality control proce-
dures. Timely and appropriate follow-up action can serve to
correct a problem and minimize future problems.

(b) The medicated feed manufacturer shall maintain on
the premises a file which contains the following information:

(1) The original or copy of a record of each oral and writ-
ten complaint received relating to the safety and effective-
ness of the product produced. The record shall include the
date of the complaint, the complainant’s name and
address, name and lot or control number or date of manu-
facture of the medicated feed involved, and the specific
details of the complaint. This record shall also include all
correspondence from the complainant and/or memoranda
of conversations with the complainant, and a description of
all investigations made by the manufacturer and of the
method of disposition of the complaint.

(2) For medicated feeds whose manufacture require a
feed mill license (Form FDA 3448), records and reports of
clinical and other experience with the drug shall be main-
tained and reported, under section 510.301 of this chapter.

[41 FR 52618, Nov. 30, 1976, as amended at 51 FR 7390, Mar. 3,
1986; 57 FR 6475, Feb. 25, 1992; 64 FR 63203, Nov.19,1999]

Subpart F - Facilities and Equipment

SOURCE: 51 FR 7390, Mar. 3, 1986, unless otherwise noted.

225.120 Buildings and grounds.

Buildings used for production of medicated feed shall pro-
vide adequate space for equipment, processing, and orderly
receipt and storage of medicated feed. Areas shall include
access for routine maintenance and cleaning of equipment.
Buildings and grounds shall be constructed and maintained
in a manner to minimize vermin and pest infestation.

225.130 Equipment.

Equipment shall be capable of producing a medicated
feed of intended potency and purity, and shall be main-
tained in a reasonably clean and orderly manner. Scales
and liquid metering devices shall be accurate and of suit-

able size, design, construction, precision, and accuracy for
their intended purposes. All equipment shall be designed,
constructed, installed, and maintained so as to facilitate
inspection and use of clean out procedure(s).

225.135 Work and storage areas.

Work areas and equipment used for the production or
storage of medicated feeds or components thereof shall not
be used for, and shall be physically separated from, work
areas and equipment used for the manufacture and storage
of fertilizers, herbicides, insecticides, fungicides, rodenti-
cides, and other pesticides unless such articles are
approved for use in the manufacture of animal feed.

Subpart G - Product Quality Assurance

SOURCE: 51 FR 7390, Mar. 3, 1986, unless otherwise noted.

225.142 Components.

Adequate procedures shall be established and main-
tained for the identification, storage, and inventory control
(receipt and use) of all Type A medicated articles and Type
B medicated feeds intended for use in the manufacture of
medicated feeds to aid in assuring the identity, strength,
quality, and purity of these drug sources. Packaged Type A
medicated articles and Type B medicated feeds shall be
stored in designated areas in their original closed contain-
ers. Bulk Type A medicated articles and bulk Type B med-
icated feeds shall be identified and stored in a manner such
that their identity, strength, quality, and purity will be main-
tained. All Type A medicated articles and Type B medicated
feeds shall be used in accordance with their labeled mixing
directions.

225.158 Laboratory assays.

Where the results of laboratory assays of drug compo-
nents, including assays by State feed control officials, indi-
cate that the medicated feed is not in accord with the per-
missible limits specified in this chapter, investigation and
corrective action shall be implemented immediately by the
firm and such records shall be maintained on the premises
for a period of 1 year.

225.165 Equipment clean out procedures.

Adequate procedures shall be established and used for
all equipment used in the production and distribution of
medicated feeds to avoid unsafe contamination of medicat-
ed and non-medicated feeds.

Subpart H - Labeling

225.180 Labeling.

Labels shall be received, handled, and stored in a man-
ner that prevents label mixups and assures that the correct
labels are used for the medicated feed. All deliveries of
medicated feeds, whether bagged or in bulk, shall be ade-
quately labeled to assure that the feed can be properly
used.

[51 FR 7390, Mar. 3, 1986]
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Subpart | - Records

225.202 Formula, production, and
distribution records.

Records shall be maintained identifying the formulation,
date of mixing, and if not for own use, date of shipment. The
records shall be adequate to facilitate the recall of specific
batches of medicated feed that have been distributed. Such
records shall be retained on the premises for 1 year follow-
ing the date of last distribution.

(Approved by the Office of Management and Budget under control
number 0910- 0152) [51 FR 7390, Mar. 3, 1986]

226 - CURRENT GOOD MANUFACTURING
PRACTICE FOR TYPE A MEDICATED ARTI-
CLES

AUTHORITY: 21 U.S.C. 351, 352, 360b, 371, 374.

SOURCE: 40 FR 14031, Mar. 27, 1975, unless otherwise noted.
Editorial Note: Nomenclature change to Part 226 appears at 51
FR 7390, Mar. 3, 1986.

Subpart A - General Provisions

226.1 Current good manufacturing practice.

The criteria in 226.10 through 226.115, inclusive, shall
apply in determining whether the methods used in, or the
facilities and controls used for the manufacture, processing,
packing, or holding of a Type A medicated article(s) con-
form to or are operated or administered in conformity with
current good manufacturing practice to assure that a Type
A medicated article(s) meets the requirements of the act as
to safety, and has the identity and strength, and meets the
quality and purity characteristics which it purports or is rep-
resented to possess, as required by section 501(a) (2)(B) of
the act. The regulations in this Part 226 permit the use of
precision, automatic, mechanical, or electronic equipment
in the production of a Type A medicated article(s) when
adequate inspection and checking procedures or other
quality control procedures are used to assure proper per-
formance.

Effective Date Note: At 68 FR 15364, Mar. 31, 2003,
Sec. 226.1 was amended by redesignating the

existing text as paragraph (a) and by adding paragraph
(b), effective June 30, 2003. For the

convenience of the user, the added text is set forth as
follows:

Sec. 226.1 Current good manufacturing practice.

(b) In addition to maintaining records and reports
required in this part, Type A medicated

articles requiring approved NADAs are subject to the
requirements of Sec. 514.80 of this chapter.

226.10 Personnel.

The key personnel and any consultants involved in the
manufacture and control of the Type A medicated article(s)
shall have a background of appropriate education or appro-
priate experience or combination thereof for assuming
responsibility to assure that the Type A medicated article(s)
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has the proper labeling and the safety, identity, strength,
quality, and purity that it purports to possess.

Subpart B - Construction and Maintenance of
Facilities and Equipment

226.20 Buildings.

Buildings in which Type A medicated article(s) are man-
ufactured, processed, packaged, labeled, or held shall be
maintained in a clear and orderly manner and shall be of
suitable size, construction and location in relation to sur-
roundings to facilitate maintenance and operation for their
intended purpose. The building shall:

(a) Provide adequate space for the orderly placement of
equipment and materials used in any of the following oper-
ations for which they are employed to minimize risk of mix-
ups between different Type A medicated article(s), their
components, packaging, or labeling:

(1) The receipt, sampling, control, and storage of com-
ponents.

(2) Manufacturing and processing operations performed
on the Type A medicated article(s).

(3) Packaging and labeling operations.

(4) Storage of containers, packaging materials, labeling,
and finished products.

(5) Control laboratory operations.

(b) Provide adequate lighting and ventilation, and when
necessary for the intended production or control purposes,
adequate screening, dust and temperature controls, to
avoid contamination of Type A medicated article(s), and to
avoid other conditions unfavorable to the safety, identity,
strength, quality, and purity of the raw materials and Type A
medicated article(s) before, during, and after production.

(c) Provide for adequate washing, cleaning, toilet, and
locker facilities.

Work areas and equipment used for the production of
Type A medicated article(s) or for the storage of the com-
ponents of Type A medicated article(s) shall not be used for
the production, mixing or storage of finished or unfinished
insecticides, fungicides, rodenticides, or other pesticides or
their components unless such materials are recognized as
approved drugs intended for use in animal feeds.

226.30 Equipment.

Equipment used for the manufacture, processing, pack-
aging, bulk shipment, labeling, holding, or control of Type A
medicated article(s) or their components shall be main-
tained in a clean and orderly manner and shall be of suit-
able design, size, construction, and location to facilitate
maintenance and operation for its intended purpose. The
equipment shall:

(a) Be so constructed that any surfaces that come into
contact with Type A medicated article(s) are suitable, in that
they are not reactive, additive, or absorptive to an extent
that significantly affects the identity, strength, quality, or
purity of the Type A medicated article(s) or its components.

(b) Be so constructed that any substance required for the
operation of the equipment, such as lubricants, coolants,
etc.,, may be employed without hazard of becoming an
unsafe additive to the Type A medicated article(s).
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(c) Be constructed to facilitate adjustment, cleaning, and
maintenance, and to assure uniformity of production and
reliability of control procedures and to assure the exclusion
from Type A medicated article(s) of contamination, including
cross-contamination from manufacturing operations.

(d) Be suitably grounded electrically to prevent lack of
uniform mixing due to electrically charged particles.

(e) Be of suitable size and accuracy for use in any
intended measuring, mixing, or weighing operations.

Subpart C - Product Quality Control

226.40 Production and control procedures.

Production and control procedures shall include all rea-
sonable precautions, including the following, to assure that
the Type A medicated article(s) produced have the identity,
strength, quality, and purity they purport to possess:

(a) Each critical step in the process, such as the selec-
tion, weighing, and measuring of components; the addition
of drug components during the process; weighing and
measuring during various stages of the processing; and the
determination of the finished yield, shall be performed by
one or more competent, responsible individuals. If such are
controlled by precision, automatic, mechanical, or electron-
ic equipment, their proper performance shall be adequate-
ly checked by one or more competent, responsible individ-
uals.

(b) All containers to be used for undiluted drugs, drug
components, intermediate mixtures thereof, and Type A
medicated article(s) shall be received, adequately identi-
fied, and properly stored and handled in a manner ade-
quate to avoid mixups and contamination.

(c) Equipment, including dust-control and other equip-
ment, such as that used for holding and returning recovered
or flush-out materials back into production, shall be main-
tained and operated in a manner to avoid contamination of
the Type A medicated article(s) and to insure the integrity of
the finished product.

(d) Competent and responsible personnel shall check
actual against theoretical yield of a batch of Type A med-
icated article(s), and, in the event of any significant dis-
crepancies, key personnel shall prevent distribution of the
batch in question and other associated batches of Type A
medicated article(s) that may have been involved in a
mixup with it.

(e) Adequate procedures for cleaning of those parts of
storage, mixing conveying and other equipment coming in
contact with the drug component of the Type A medicated
article(s) shall be used to avoid contamination of Type A
medicated article(s).

(f) If there is sequential production of batches of a Type
A medicated article(s) containing the same drug component
(or components) at the same or lower levels, there shall be
sufficient safeguards to avoid any build up above the spec-
ified levels of the drug components in any of the batches of
the Type A medicated article(s).

(g) Production and control procedures shall include pro-
vision for discontinuing distribution of any Type A medicat-
ed article(s) found by the assay procedures, or other con-
trols performed to fail to conform to appropriate specifica-

tions. Distribution of subsequent production of such Type A
medicated article(s) shall not begin until it has been deter-
mined that proper control procedures have been estab-
lished.

226.42 Components.

(a) Drug components, including undiluted drugs and any
intermediate mixes containing drugs used in the manufac-
ture and processing of Type A medicated article(s), shall be
received, examined or tested, stored, handled, and other-
wise controlled in a manner to maintain the integrity and
identification of such articles. Appropriate receipt and
inventory records shall be maintained for 2 years, and such
records shall show the origin of any drug components, the
manufacturer’s control number (if any), the dates and
batches in which they were used, and the results of any
testing of them.

(b) Non-drug components shall be stored and otherwise
handled in a manner to avoid contamination, including
cross-contamination from manufacturing operations.

226.58 Laboratory controls.

Laboratory controls shall include the establishment of
adequate specifications and test procedures to assure that
the drug components and the Type A medicated article(s)
conform to appropriate standards of identity, strength, qual-
ity, and purity. Laboratory controls shall include:

(a) The establishment of master records containing
appropriate specifications and a description of the test pro-
cedures used to check them for each kind of drug compo-
nent used in the manufacture of Type A medicated arti-
cle(s). This may consist of the manufacturer’s or supplier’s
statement of specifications and methods of analyses.

(b) The establishment of specifications for Type A med-
icated article(s) and a description of necessary laboratory
test procedures to check such specifications.

(c) Assays which shall be made of representative sam-
ples of finished Type A medicated article(s) in accordance
with the following schedule:

(1) Each batch of a Type A medicated article(s) manu-
factured from an undiluted drug shall be assayed for its
drug component(s).

(2) In the case of Type A medicated article(s) which are
manufactured by dilution of Type A medicated article(s)
assayed in accordance with paragraph (c)(1) of this sec-
tion, each batch shall be assayed for its drug component(s)
with the first five consecutive batches assaying within the
limitations, followed thereafter by assay of representative
samples of not less than 5 percent of all batches produced.
When any batch does not assay within limitations, each
batch should again be assayed until five consecutive batch-
es are within limitations.

(d) A determination establishing that the drug compo-
nents remain uniformly dispersed and stable in the Type A
medicated article(s) under ordinary conditions of shipment,
storage, and use. This may consist of a determination on a
Type A medicated article(s) of substantially the same for-
mula and characteristics. Suitable expiration dates shall
appear on the labels of the Type A medicated article(s) to
assure that the articles meet the appropriate standards of
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identity, strength, quality, and purity at the time of use.

(e) Adequate provision to check the reliability, accuracy,
and precision of any laboratory test procedure used. The
official methods in “Methods of Analysis of the Association
of Official Analytical Chemists,”* methods described in an
official compendium, and any method submitted as a part of
a food additive petition or new-drug application that has
been accepted by the Food and Drug Administration shall
be regarded as meeting this provision.

[Footnote: **Copies may be obtained from: Association of Official
Analytical Chemists, 2200 Wilson Blvd., Suite 400, Arlington, VA
22201 3301.]

(f) Provisions for the maintenance of the results of any
assays, including dates and endorsement of analysts. Such
records shall be retained in the possession of the manufac-
turer and shall be maintained for a period of at least 2 years
after distribution by the manufacturer of the Type A med-
icated article(s) has been completed.

[40 FR 14031, Mar. 27, 1975, as amended at 55 FR 11577, Mar.
29, 1990 5; 55 FR 23703, June 12, 1990]

Subpart D-Packaging and Labeling

226.80 Packaging and labeling.

(a) Packaging and labeling operations shall be ade-
quately controlled:

(1) To assure that only those Type A medicated article(s)
that have met the specifications established in the master-
formula records shall be distributed.

(2) To prevent mixups during the packaging and labeling
operations.

(3) To assure that correct labeling is employed for each
Type A medicated article(s).

(4) To identify Type A medicated article(s) with lot or con-
trol numbers that permit determination of the history of the
manufacture and control of the batch of Type A medicated
article(s).

(b) Packaging and labeling operations shall provide:

(1) For storage of labeling in a manner to avoid mixups.

(2) For careful checking of labeling for identity and con-
formity to the labeling specified in the batch-production
records.

(3) For adequate control of the quantities of labeling
issued for use with the Type A medicated article(s).

(c) Type A medicated article(s) shall be distributed in suit-
able containers to insure the safety, identity, strength, and
quality of the finished product.

Subpart E - Records and Reports

226.102 Master-formula and batch-production
records.

(a) For each Type A medicated article(s) master-formula
records shall be prepared, endorsed, and dated by a com-
petent and responsible individual and shall be independ-
ently checked, reconciled, endorsed, and dated by a sec-
ond competent and responsible individual. The record shall
include:

(1) The name of the Type A medicated article(s) and a
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specimen copy of its label.

(2) The weight or measure of each ingredient, adequate-
ly identified, to be used in manufacturing a stated weight of
the Type A medicated article(s).

(3) A complete formula for each batch size, or of appro-
priate size in the case of continuous systems to be pro-
duced from the master-formula record, including a com-
plete list of ingredients designated by names or codes suf-
ficiently specific to indicate any special quality characteris-
tics; an accurate statement of the weight or measure of
each ingredient, except that reasonable variations may be
permitted in the amount of ingredients necessary in the
preparation of the Type A medicated article(s), provided that
the variations are stated in the master formula; an appro-
priate statement concerning any calculated excess of an
ingredient; and a statement of the theoretical yield.

(4) Manufacturing instructions for each type of Type A
medicated article(s) produced on a batch or continuous
operation basis, including mixing steps and mixing times
that have been determined to yield an the case of Type A
medicated article(s) produced by continuous production
run, any additional manufacturing directions including,
when indicated, the settings of equipment that have been
determined to yield an adequately mixed Type A medicated
article(s) of the specified formula.

(5) Control instructions, procedures, specifications, spe-
cial notations, and precautions to be followed.

(b) A separate batch-production and control record shall
be prepared for each batch or run of Type A medicated arti-
cle(s) produced and shall be retained for at least 2 years
after distribution by the manufacturer has been completed.
The batch-production and control record shall include:

(1) Product identification, date of production, and
endorsement by a competent and responsible individual.

(2) Records of each step in the manufacturing, packag-
ing, labeling, and controlling of the batch, including dates,
specific identification of drug components used, weights or
measures of all components, laboratory-control results,
mixing times, and the endorsements of the individual
actively performing or the individual actively supervising or
checking each step in the operation.

(3) A batch number that permits determination of all lab-
oratory-control procedures and results on the batch and all
lot or control numbers appearing on the labels of the Type
A medicated article(s).

226.110 Distribution records.

Complete records shall be maintained for each shipment
of Type A medicated article(s) in a manner that will facilitate
the recall, diversion, or destruction of the Type A medicated
article(s), if necessary. Such records shall be retained for at
least 2 years after the date of the shipment by the manu-
facturer and shall include the name and address of the con-
signee, the date and quantity shipped, and the manufactur-
ing dates, control numbers, or marks identifying the Type A
medicated article(s) shipped.

226.115 Complaint files.
Records shall be maintained for a period of 2 years of all
written or verbal complaints concerning the safety or effica-
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cy of each Type A medicated article(s). Complaints shall be
evaluated by competent and responsible personnel and,
where indicated, appropriate action shall be taken. The
record shall indicate the evaluation and the action.

PART 589 - SUBSTANCES PROHIBITED
FROM USE IN ANIMAL FOOD OR FEED

AUTHORITY: 21 U.S.C. 321, 342, 343, 348, 371
Subpart A-General Provisions

589.1 Substances prohibited from use in
animal food or feed.

(a) The substances listed in this part have been prohibit-
ed from use in animal food or feed by the Food and Drug
Administration because of a determination that they pres-
ent a potential risk to the public health or have not been
shown by adequate scientific data to be safe for use in such
food or feed. Use of any of these substances in violation of
this part causes the animal food or feed involved to be adul-
terated and in violation of the Act.

(b) This part includes only a partial list of substances pro-
hibited from use in animal food or feed; it is for easy refer-
ence purposes and is not a complete list of substances that
may not lawfully be used in such animal food or feed. No
substance may be used in animal food or feed unless it
meets all applicable requirements of the Act.

(c) The Food and Drug Administration either on its own
initiative or on behalf of any interested person who has sub-
mitted a petition, may publish a proposal to establish,
amend, or repeal a regulation under this part on the basis
of new scientific evaluation or information. Any such petition
shall include an adequate scientific basis to support the
petition, shall be the form set forth in Sec. 571.1 of this
chapter, and will be published in the FEDERAL REGISTER
for comment if it contains reasonable ground.

[45 FR 28319, Apr. 29, 1980]

Subpart B-Listing of Specific Substances
Prohibited from Use in Animal Food or Feed

Sec. 589.1000 Gentian violet.

The Food and Drug Administration has determined that
gentian violet has not been shown by adequate scientific
data to be safe for use in animal feed. Use of gentian violet
in animal feed causes the feed to be adulterated and in vio-
lation of the Federal Food, Drug, and Cosmetic Act (the
act), in the absence of a regulation providing for its safe
uses s a food additive under section 409 of the act, unless
it is subject to an effective notice of claimed investigational
exemption for a food additive under Sec. 570.17 of this
chapter, or unless the substance is intended for use as a
new animal drug and is subject to an approved
application under section 512 of the act or an effective
notice of claimed investigational exemption for a new ani-
mal drug under part 511 of this chapter.

[56 FR 40507, Aug. 15, 1991]

Sec. 589.1001 Propylene glycol in or on cat
food.

The Food and Drug Administration has determined that
propylene glycol in or on cat food has not been shown by
adequate scientific data to be safe for use. Use of propy-
lene glycol in or on cat food causes the feed to be adulter-
ated and in violation of the Federal Food, Drug, and
Cosmetic Act (the act), in the absence of a regulation pro-
viding for its safe use as a food additive under section 409
of the act, unless it is subject to an effective notice of
claimed investigational exemption for a food additive under
Sec. 570.17 of this chapter, or unless the substance is
intended for use as a new animal drug and is subject to an
approved application under section 512 of the act or an
effective notice of claimed investigational exemption for a
new animal drug under part 511 of this chapter.

[61 FR 19544, May 2, 1996

589.2000 Animal proteins prohibited in
ruminant feed.

(a) Definitions

(1) Protein derived from mammalian tissues means any
protein-containing portion of mammalian animals, exclud-
ing: Blood and blood products; gelatin; inspected meat
products which have been cooked and offered for human
food and further heat processed for feed (such as plate
waste and used cellulosic food casings); milk products (milk
and milk proteins); and any product whose only mammalian
protein consists entirely of porcine or equine protein.

(2) Renderer means any firm or individual that process-
es slaughter byproducts, animals unfit for human consump-
tion, or meat scraps. The term includes persons who collect
such materials and subject them to minimal processing, or
distribute them to firms other than renderers (as defined
here) whose intended use for the products may include ani-
mal feed. The term includes renderers that also blend ani-
mal protein products.

(3) Blender means any firm or individual which obtains
processed animal protein from more than one source or
from more than one species, and subsequently mixes
(blends) or redistributes an animal protein product.

(4) Feed manufacturer includes manufacturers of com-
plete and intermediate feeds intended for animals, and
includes on-farm in addition to off-farm feed manufacturing
and mixing operations.

(5) Nonmammalian protein includes proteins from non-
mammalian animals.

(6) Distributor includes persons who distribute or trans-
port feeds or feed ingredients intended for animals.

(7) Ruminant includes any member of the order of ani-
mals which has a stomach with four chambers (rumen,
reticulum, omasum, and abomasum) through which feed
passes in digestion. The order includes, but is not limited to,
cattle, buffalo, sheep, goats, deer, elk, and antelopes.

(b) Food additive status. The Food and Drug
Administration has determined that protein derived from
mammalian tissues for use in ruminant feed is a food addi-
tive subject to section 409 of the Federal Food, Drug, and
Cosmetic Act (the act). The use or intended use in ruminant
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feed of any material that contains protein derived from
mammalian tissues causes the feed to be adulterated and
in violation of the act, unless it is the subject of an effective
notice of claimed investigational exemption for a food addi-
tive under Sec. 570.17 of this chapter.

(c) Requirements for renderers that are not included in
paragraph (e) of this section.

(1) Renderers that manufacture products that contain or
may contain protein derived from mammalian tissues and
that are intended for use in animal feed shall take the fol-
lowing measures to ensure that materials identified in para-
graph (b) of this section are not used in the feed of rumi-
nants:

(i) Label the materials as follows: “Do not feed to cattle
or other ruminants”; and

(ii) Maintain records sufficient to track the materials
throughout their receipt, processing, and distribution, and
make the copies available for inspection and copying by the
Food and Drug Administration.

(2) Renderers described in paragraph (c)(1) of this sec-
tion will be exempted from the requirements of paragraphs
(€)(1)(i) and (c)(1)(ii) of this section if they:

(i) Use exclusively a manufacturing method that has
been validated by the Food and Drug Administration to
deactivate the agent that causes transmissible spongiform
encephalopathy (TSE) and whose design has been made
available to the public;

(i) Use routinely a test method that has been validated
by the Food and Drug Administration to detect the presence
of the agent that causes TSE’s and whose design has been
made available to the public. Renderers whose products
test positive for agents that cause TSE’s must comply with
paragraphs (c)(1)(i) and (c)(1)(ii) of this section. Records of
the test results shall be made available for inspection by the
Food and Drug Administration; or

(iii) Use exclusively a method for controlling the manu-
facturing process that minimizes the risk of the TSE agent
entering the product and whose design has been made
available to the public and validated by the Food and Drug
Administration.

(3) Renderers described in paragraph (c)(1) of this sec-
tion will be exempted from the requirements of paragraph
(c)(1)(ii) of this section if they use a permanent method,
approved by FDA, to make a mark indicating that the prod-
uct contains or may contain protein derived from mam-
malian tissue. If the marking is by the use of an agent that
cannot be detected on visual inspection, the renderer must
use an agent whose presence can be detected by a method
that has been validated by the Food and Drug
Administration and whose design has been made available
to the public.

(d) Requirements for protein blenders, feed manufactur-
ers, and distributors that are not included in paragraph (e)
of this section.

(1) Protein blenders, feed manufacturers, and distribu-
tors that manufacture, blend, process, and distribute prod-
ucts that contain or may contain protein derived from mam-
malian tissues shall comply with paragraph (c)(1) of this
section.

(2) Protein blenders, feed manufacturers, and distribu-
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tors, shall be exempt from paragraphs (d)(1) of this section
if they:

(i) Purchase animal products from renderers that certi-
fied compliance with paragraph (c)(2) of this section or pur-
chase such materials from parties that certify that the mate-
rials were purchased from renderers that certified compli-
ance with paragraph (c)(2) of this section; or

(i) Comply with the requirements of paragraph (c)(2) of
this section where appropriate.

(3) Protein blenders, feed manufacturers, and distribu-
tors, shall be exempt from paragraph (c)(1)(ii) of this sec-
tion if they:

(i) Purchase animal protein products that are marked in
accordance with paragraph (c)(3) of this section or pur-
chase such materials from renderers that certified compli-
ance with paragraph (c)(3) of this section, or purchase such
materials from parties that certify that the materials were
purchased from renderers that certified compliance with
paragraph (c)(3) of this section; or

(i) Comply with the requirements of paragraph (c)(3) of
this section where appropriate.

(4) Pet food products that are sold or are intended for
sale at retail and feeds for nonruminant laboratory animals
are exempt from the labeling requirements in paragraphs
(c) and (d) of this section. However, if the pet food products
or feeds for nonruminant laboratory animals are sold or are
intended for sale as distressed or salvage items, then such
products shall be labeled in accordance with paragraph (c)
or (d) of this section, as appropriate.

(5) Copies of certifications as described in paragraphs
(d)(2) and (d)(3) of this section, shall be made available for
inspection and copying by the Food and Drug
Administration.

(e) Requirements for persons that intend to separate
mammalian and nonmammalian materials.

(1) Renderers, protein blenders, feed manufacturers,
distributors, and others that manufacture, process, blend
and distribute both products that contain or may contain
protein derived from mammalian tissues or feeds contain-
ing such products, and protein products from other animal
tissues or feeds containing such products, and that intend
to keep those products separate shall:

(i) Comply with paragraphs (c)(1) or (d)(1) of this section
as appropriate except that the labeling requirement shall
apply only to products that contain or may contain protein
derived from mammalian tissues or feeds containing such
products;

(i) In the case of a renderer, obtain nonmammalian or
pure porcine or pure equine materials only from single-
species slaughter facilities;

(iii) Provide for measures to avoid commingling or cross-
contamination;

(A) Maintain separate equipment or facilities for the man-
ufacture, processing, or blending of such materials; or

(B) Use clean-out procedures or other means adequate
to prevent carry-over of products that contain or may con-
tain protein derived from mammalian tissues into animal
protein or feeds that may be used for ruminants; and

(iv) Maintain written procedures specifying the clean-out
procedures or other means, and specifying the procedures
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for separating products that contain or may contain protein
derived from mammalian tissue from all other protein prod-
ucts from the time of receipt until the time of shipment.

(2) Renderers, blenders, feed manufacturers, and dis-
tributors will be exempted from applicable requirements of
paragraph (e)(1) of this section, if they meet the criteria for
exemption under paragraphs (c)(2) or (c)(3) of this section,
and (d)(2) or (d)(3) of this section.

(f) Requirements for establishments and individuals that
are responsible for feeding ruminant animals. Estab-
lishments and individuals that are responsible for feeding
ruminant animals shall maintain copies of purchase invoic-
es and labeling for all feeds containing animal protein prod-
ucts received, and make the copies available for inspection
and copying by the Food and Drug Administration.

(g) Adulteration and misbranding.

(1) Animal protein products, and feeds containing such
products, that are not in compliance with paragraphs (c)
through (f) of this section, excluding labeling requirements,
will be deemed adulterated under section 402(a)(2)(C) or
402(a)(4) of the act.

(2) Animal protein products, and feeds containing such
products, that are not in compliance with the labeling
requirements of paragraphs (c) through (f) of this section
will be deemed misbranded under section 403(a)(1) or
403(f) of the act.

(h) Inspection; records retention.

(1) Records that are to be made available for inspection
and copying, as required by this section, shall be kept for a
minimum of 1 year.

(2) Written procedures required by this section shall be
made available for inspection and copying by the Food and
Drug Administration.

[62 FR 30976, June 5, 1997] Effective Date Note: At 62 FR 30976,
June 5, 1997, Sec. 589.2000 was added. Paragraph (e)(1)(iv) of
this section contains information collection and recordkeeping
requirements and will not become effective until approval has
been given by the Office of Management and Budget.

PART 606 - CURRENT GOOD
MANUFACTURING PRACTICE FOR BLOOD
AND BLOOD COMPONENTS

AUTHORITY: 21 U.S.C. 321, 331,351,352,355,360,360j, 371,374;
42 U.S.C. 216,262,263a,264. SOURCE: 40 FR 53532, Nov. 18,
1975, unless otherwise noted.

Subpart A - General Provisions

606.3 Definitions.

As used in this part:

(a) Blood means whole blood collected from a single donor
and processed either for transfusion or further manufacturing.

(b) Unit means the volume of blood or one of its compo-
nents in a suitable volume of anticoagulant obtained from a
single collection of blood from one donor.

(c) Component means that part of a single-donor unit of
blood separated by physical or mechanical means.

(d) Plasma for further manufacturing means that liquid
portion of blood separated and used as material to prepare

another product.

(e) Plasmapheresis means the procedure in which blood
is removed from the donor, the plasma is separated from
the formed elements and at least the red blood cells are
returned to the donor. This process may be immediately
repeated, once.

(f) Plateletpheresis means the procedure in which blood
is removed from the donor, a platelet concentrate is sepa-
rated, and the remaining formed elements are returned to
the donor along with a portion of the residual plasma.

(g) Leukapheresis means the procedure in which blood
is removed from the donor, a leukocyte concentrate is sep-
arated, and the remaining formed elements and residual
plasma are returned to the donor.

(h) Facilities means any area used for the collection, pro-
cessing, compatibility testing, storage or distribution of
blood and blood components.

(i) Processing means any procedure employed after col-
lection and before compatibility testing of blood and
includes the identification of a unit of donor blood, the
preparation of components from such unit of donor blood,
serological testing, labeling and associated recordkeeping.

(j) Compatibility testing means the procedures per-
formed to establish the matching of a donor’s blood or
blood components with that of a potential recipient.

(k) Distributed means:

(1) The blood or blood components have left the control
of the licensed manufacturer, unlicensed registered blood
establishment, or transfusion service; or

(2) The licensed manufacturer has provided Source
Plasma or any other blood component for use in the manu-
facture of a licensed biological product.

(I) Control means having responsibility for maintaining
the continued safety, purity, and potency of the product and
for compliance with applicable product and establishment
standards, and for compliance with current good manufac-
turing practices.

[40 FR 53532, Nov. 18, 1975, as amended at 64 FR 45370, Aug.
19, 1999; 65 FR 66635, Nov. 7, 2000; 66 FR 1835, Jan. 10, 2001;
66 FR 40889, Aug. 6, 2001]

Subpart B - Organization and Personnel

606.20 Personnel.

(a) [Reserved]

(b) The personnel responsible for the collection, pro-
cessing, compatibility testing, storage or distribution of
blood or blood components shall be adequate in number,
educational background, training and experience, including
professional training as necessary, or combination thereof,
to assure competent performance of their assigned func-
tions, and to ensure that the final product has the safety,
purity, potency, identity and effectiveness it purports or is
represented to possess. All personnel shall have capabili-
ties commensurate with their assigned functions, a thor-
ough understanding of the procedures or control operations
they perform, the necessary training or experience, and
adequate information concerning the application of perti-
nent provisions of this part to their respective functions.
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(c) Persons whose presence can adversely affect the safe-
ty and purity of the products shall be excluded from areas
where the collection, processing, compatibility testing, storage
or distribution of blood or blood components is conducted.

[40 FR 53532, Nov. 18, 1975, as amended at 49 FR 23833, June
8, 1984; 55 FR 11014, Mar. 26, 1990; 62 FR 53538, Oct.15, 1997]

Subpart C - Plant and Facilities

606.40 Facilities.

Facilities shall be maintained in a clean and orderly man-
ner, and shall be of suitable size, construction and location
to facilitate adequate cleaning, maintenance and proper
operations. The facilities shall:

(a) Provide adequate space for the following when appli-
cable:

(1) Private and accurate examinations of individuals to
determine their suitability as blood donors.

(2) The withdrawal of blood from donors with minimal risk
of contamination, or exposure to activities and equipment
unrelated to blood collection.

(3) The storage of blood or blood components pending
completion of tests.

(4) The quarantine storage of blood or blood compo-
nents in a designated location pending repetition of those
tests that initially gave questionable serological results.

(5) The storage of finished products prior to distribution.

(6) The quarantine storage, handling and disposition of
products and reagents not suitable for use.

(7) The orderly collection, processing, compatibility test-
ing, storage and distribution of blood and blood compo-
nents to prevent contamination.

(8) The adequate and proper performance of all steps in

plasmapheresis, plateletpheresis and leukapheresis proce-
dures.

(9) The orderly conduction of all packaging, labeling and
other finishing operations.

(b) Provide adequate lighting, ventilation and screening
of open windows and doors.

(c) Provide adequate, clean, and convenient handwashing
facilities for personnel, and adequate, clean, and convenient
toilet facilities for donors and personnel. Drains shall be of
adequate size and, where connected directly to a sewer,
shall be equipped with traps to prevent back-siphonage.

(d) Provide for safe and sanitary disposal for the following:

(1) Trash and items used during the collection, processing
and compatibility testing of blood and blood components.

(20 Blood and blood components not suitable for use or
distribution.

Subpart D - Equipment
606.60 Equipment.

(a) Equipment used in the collection, processing, com-
patibility testing, storage and distribution of blood and blood
components shall be maintained in a clean and orderly
manner and located so as to facilitate cleaning and mainte-
nance. The equipment shall be observed, standardized and
calibrated on a regularly scheduled basis as prescribed in
the Standard Operating Procedures Manual and shall per-
form in the manner for which it was designed so as to
assure compliance with the official requirements prescribed
in this chapter for blood and blood products.

(b) Equipment that shall be observed, standardized and
calibrated with at least the following frequency, include but
are not limited to:

Equipment Performance check Frequency Frequency of Calibration
Temp. Recorder Compare to thermometer Daily As necessary
Refrigerated Check speed & temperature | Each day of use | As necessary.
Centrifuge

Standardize before initial use, after repairs or

Hematocrit Centrifuge

adjustments, and annually. Timer every 3 months

Tachometer every 6 mo.

General lab centrifuge

Observe controls for correct
results

Automated blood-
typing machine

Each day of use

Hemoglobinometer Standardize against Each day of use
cyanmethemoglobin
standard

Refractometer Standardize against distilled | Each day of use
water

Standardize against
container of known weight

Blood container scale

Each day of use

As necessary

container of blood filled for
correct results

Water Bath Observe temperature Each day of use | As necessary
Rh view box Observed temperature Each day of use | As necessary
Autoclave Observe temperature Each time of use | As necessary
Serologic rotators Observe controls for correct Each day of use | Speed as necessary
results
Laboratory Before initial use.
thermometers
Electronic Monthly
thermometers
Vacuum blood agitator | Observe weight of the first Each day of use | Standardize with container of known mass or volume

before initial use, and after repairs or adjustments.
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(c) Equipment employed in the sterilization of materials
used in blood collection or for disposition of contaminated
products shall be designed, maintained and utilized to
ensure the destruction of contaminating microorganisms.
The effectiveness of the sterilization procedure shall be no
less than that achieved by an attained temperature of 121.5
C (251 F) maintained for 20 minutes by saturated steam or
by an attained temperature of 170 C (338 F) maintained for
2 hours with dry heat.

[40 FR 53532, Nov. 18, 1975; 40 FR 55849, Dec. 2, 1975, as
amended at 45 FR 9261, Feb 12, 1980; 57 FR 11263, Apr. 2,
1992; 57 FR 12862, Apr. 13, 1992]

606.65 Supplies and reagents.

All supplies and reagents used in the collection, pro-
cessing, compatibility testing, storage and distribution of
blood and blood components shall be stored in a safe, san-
itary and orderly manner.

(a) All surfaces coming in contact with blood and blood
components intended for transfusion shall be sterile, pyro-
gen-free, and shall not interact with the product in such a
manner as to have an adverse effect upon the safety, puri-
ty, potency or effectiveness of the product. All final contain-
ers and closures for blood and blood components not
intended for transfusion shall be clean and free of surface
solids and other contaminants.

(b) Each blood collecting container and its satellite con-
tainer(s), if any, shall be examined visually for damage or
evidence of contamination prior to its use and immediately
after filling. Such examination shall include inspection for
breakage of seals, when indicated, and abnormal discol-
oration. Where any defect is observed, the container shall
not be used, or, if detected after filling, shall be properly
discarded.

(c) Representative samples of each lot of the following
reagents or solutions shall be tested on a regularly sched-
uled basis by methods described in the Standard Operating
Procedures Manual to determine their capacity to perform
as required:

Reagent or Solution
Anti-human globulin

Blood grouping reagents
Lectins

Antibody screening and
reverse grouping cells
Hepatitis test reagents
Syphilis serology reagents
Enzymes

Frequency of “Testing”
Each day of use
Each day of use
Each day of use

Each day of use
Each run
Each run
Each day of use

(d) Supplies and reagents that do not bear an expiration
date shall be stored in such a manner that the oldest is
used first.

(e) Supplies and reagents shall be used in a manner
consistent with instructions provided by the manufacturer.

(f) Items that are required to be sterile and come into con-
tact with blood should be disposable whenever possible.

[40 FR 53532, Nov. 18, 1975, as amended at 59 FR 23636, May
6, 1994]

Subpart E - [Reserved]
Subpart F - Production and Process Controls

606.100 Standard operating procedures.

(a) In all instances, except clinical investigations, stan-
dard operating procedures shall comply with published
additional standards in Part 640 of this chapter for the prod-
ucts being processed; except that, references in Part 640
relating to licenses, licensed establishments and submis-
sion of material or data to or approval by the Director,
Center for Biologics Evaluation and Research, are not
applicable to establishments not subject to licensure under
section 351 of the Public Health Service Act.

(b) Written standard operating procedures shall be main-
tained and shall include all steps to be followed in the col-
lection, processing, compatibility testing, storage and distri-
bution of blood and blood components for transfusion and
further manufacturing purposes. Such procedures shall be
available to the personnel for use in the areas where the
procedures are performed. The written standard operating
procedures shall include, but are not limited to, descriptions
of the following, when applicable:

(1) Criteria used to determine donor suitability, including
acceptable medical history criteria.

(2) Methods of performing donor qualifying tests and
measurements, including minimum and maximum values
for a test or procedure when a factor in determining accept-
ability.

(3) Solutions and methods used to prepare the site of
phlebotomy to give maximum assurance of a sterile con-
tainer of blood.

(4) Method of accurately relating the product(s) to the
donor.

(5) Blood collection procedure, including in-process pre-
cautions taken to measure accurately the quantity of blood
removed from the donor.

(6) Methods of component preparation, including any
time restrictions for specific steps in processing.

(7) All tests and repeat tests performed on blood and
blood components during manufacturing.

(8) Pretransfusion testing, where applicable, including
precautions to be taken to identify accurately the recipient
blood samples and crossmatched donor units.

(9) Procedures for investigating adverse donor and
recipient reactions.

(10) Storage temperatures and methods of controlling
storage temperatures for all blood products and reagents
as prescribed in 600.15 and 610.53 of this chapter.

(11) Length of expiration dates, if any, assigned for all
final products as prescribed in 610.53 of this chapter.

(12) Criteria for determining whether returned blood is
suitable for reissue.

(13) Procedures used for relating a unit of blood or blood
component from the donor to its final disposition.

(14) Quality control procedures for supplies and
reagents employed in blood collection, processing and pre-
transfusion testing.

(15)Schedules and procedures for equipment mainte-
nance and calibration.
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(16) Labeling procedures, including safeguards to avoid
labeling mixups.

(17) Procedures of plasmapheresis, plateletpheresis,
and leukapheresis, if performed, including precautions to
be taken to ensure reinfusion of a donor’s own cells.

(18) Procedure for preparing recovered plasma, if per-
formed, including details of separation, pooling, labeling,
storage and distribution.

(19) Procedures in accordance with 610.46 of this chap-
ter to look at prior donations of Whole Blood, blood compo-
nents, Source Plasma and Source Leukocytes from a
donor who has donated blood and subsequently tests
repeatedly reactive for antibody to human immunodeficien-
cy virus (HIV) or otherwise is determined to be unsuitable
when tested in accordance with 610.45 of this chapter.
Procedures to quarantine in-house Whole Blood, blood
components, Source Plasma and Source Leukocytes
intended for further manufacture into injectable products
that were obtained from such donors; procedures to notify
consignees regarding the need to quarantine such prod-
ucts; procedures to determine the suitability for release of
such products from quarantine; procedures to notify con-
signees of Whole Blood, blood components, Source
Plasma and Source Leukocytes from such donors of the
results of the antibody testing of such donors; and proce-
dures in accordance with 610.47 of this chapter to notify
attending physicians so that transfusion recipients are
informed that they may have received Whole Blood and,
blood components at increased risk for transmitting human
immunodeficiency virus.

(20) Procedures for donor deferral as prescribed in
610.41 of this chapter; and procedures for donor natifica-
tion and autologous donor referring physician notification,
including procedures for the appropriate followup if the ini-
tial attempt at notification fails, as prescribed in 630.6 of this
chapter.

(c) All records pertinent to the lot or unit maintained pur-
suant to these regulations shall be reviewed before the
release or distribution of a lot or unit of final product. The
review or portions of the review may be performed at appro-
priate periods during or after blood collecting, processing,
compatibility testing and storing. A thorough investigation,
including the conclusions and follow up, of any unexplained
discrepancy or the failure of a lot or unit to meet any of its
specifications shall be made and recorded.

(d) In addition to the requirements of this subpart and in
conformity with this section, any facility may utilize current
standard operating procedures such as the manuals of the
following organizations, as long as such specific proce-
dures are consistent with, and at least as stringent as, the
requirements contained in this part.

(1) American Association of Blood Banks.

(2) American National Red Cross.

(3) Other organizations or individual blood banks, sub-
ject to approval by the Director, Center for Biologics
Evaluation and Research.

[40 FR 53532, Nov. 18, 1975, as amended at 49 FR 23833, June
8, 1984; 55 FR 11013, Mar. 26, 1990; 61FR47422, Sept.9, 1996;
64 FR 45370,Aug. 19, 1999; 66FR 31176, June 11, 2001]
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606.110 Plateletpheresis, leukapheresis, and
plasmapheresis.

(a) The use of plateletpheresis and leukapheresis proce-
dures to obtain a product for a specific recipient may be at
variance with the additional standards for specific products
prescribed in this part provided that:

(1) A physician has determined that the recipient must be
transfused with the leukocytes or platelets from a specific
donor, and

(2) the procedure is performed under the supervision of
a qualified licensed physician who is aware of the health
status of the donor, and the physician has certified in writ-
ing that the donor’s health permits plateletpheresis or
leukapheresis.

(b) Plasmapheresis of donors who do not meet the donor
requirements of 640.63, 640.64 and 640.65 of this chapter
for the collection of plasma containing rare antibodies shall
be permitted only with the prior approval of the Director,
Center for Biologics Evaluation and Research.

[40 FR 53532, Nov. 18, 1975, as amended at 49 FR 23833, June
8, 1984; 55 FR 11013, Mar. 26, 1990]

Subpart G - Finished Product Control

606.120 Labeling, general requirements.

(a) Labeling operations shall be separated physically or
spatially from other operations in a manner adequate to
prevent mixups.

(b) The labeling operation shall include the following
labeling controls:

(1) Labels shall be held upon receipt, pending review
and proofing against an approved final copy, to ensure
accuracy regarding identity, content, and conformity with
the approved copy.

(2) Each type of label representing different products
shall be stored and maintained in a manner to prevent mix-
ups, and stocks of obsolete labels shall be destroyed.

(3) All necessary checks in labeling procedures shall be
utilized to prevent errors in translating test results to con-
tainer labels.

(c) All labeling shall be clear and legible.

[50 FR 35469, Aug. 30, 1985]

606.121 Container label.

(a) The container label requirements are designed to
facilitate the use of a uniform container label for blood and
blood components (except Source Plasma) by all blood
establishments.

(b) The label provided by the collecting facility and the
initial processing facility shall not be removed, altered, or
obscured, except that the label may be altered to indicate
the proper name and other information required to identify
accurately the contents of a container after blood compo-
nents have been prepared.

(c) The container label shall include the following infor-
mation, as well as other specialized information as required
in this section for specific products:

(1) The proper name of the product in a prominent posi-
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tion, and modifier(s), if appropriate.

(2) The name, address, registration number, and, if a
licensed product, the license number of each manufacturer.

(3) The donor, pool, or lot number relating the unit to the
donor.

(4) The expiration date, including the day, month, and
year, and, if the dating period for the product is 72 hours or
less, the hour of expiration.

(5) If the product is intended for transfusion, the appro-
priate donor classification statement, i.e., “paid donor” or
“volunteer donor”, in no less prominence than the proper
name of the product.

(i) A paid donor is a person who receives monetary pay-
ment for a blood donation.

(i) A volunteer donor is a person who does not receive
monetary payment for a blood donation.

(iii) Benefits, such as time off from work, membership in
blood assurance programs, and cancellation of nonre-
placement fees that are not readily convertible to cash, do
not constitute monetary payment within the meaning of this
paragraph.

(6) For Whole Blood, Plasma, Platelets, and partial units
of Red Blood Cells, the volume of the product, accurate to
within plus or minus 10 percent; or optionally for Platelets,
the volume range within reasonable limits.

(7) The recommended storage temperature (in degrees
Celsius).

(8) If the product is intended for transfusion, the state-
ments:

(i) “Rx only.”

(i) “See circular of information for indications, contraindi-
cations, cautions, and methods of infusion.”

(iii) “Properly identify intended recipient.”

(9) The statement: “This product may transmit infectious
agents.”

(10) Where applicable, the name and volume of source
material.

(11) The statement: “Caution: For Manufacturing Use
Only”, when applicable.

(12) If the product is intended for transfusion, the ABO
and Rh groups of the donor shall be designated conspicu-
ously. For Cryoprecipitated AHF, the Rh group may be omit-
ted. The Rh group shall be designated as follows:

(i) If the test using Anti-D Blood Grouping Reagent is
positive, the product shall be labeled: “Rh positive.”

(i) If the test using Anti-D Blood Grouping Reagent is
negative but the test for Du is positive, the product shall be
labeled: “Rh positive.”

(iii) If the test using Anti-D Blood Grouping Reagent is
negative and the test for Du is negative, the product shall
be labeled: “Rh negative.”

(13) The container label may bear encoded information
in the form of machine-readable symbols approved for use
by the Director, Center for Biologics Evaluation and
Research (HFB 1).

(d) Except for recovered plasma intended for manufac-
turing use or as otherwise approved by the Director, Center
for Biologics Evaluation and Research (HFB 1), the paper
of the container label shall be white and print shall be solid
black, with the following additional exceptions:

(1) The Rh blood group shall be printed as follows:

(i) Rh positive: Use black print on white background.

(i) Rh negative: Use white print on black background.

(2) The proper name of the product, any appropriate
modifier(s), the donor classification statement, and the
statement “properly identify intended recipient” shall be
printed in solid red or in solid black.

(3) The following color scheme may be used optionally
for differentiating ABO Blood groups:

Blood Group Color of label paper
O Blue

A Yellow

B Pink

AB White

(4) Ink colors used for the optional color coding system
described in paragraph (d)(3) of this section shall be a visu-
al match to specific color samples designated by the
Director, Center for Biologics Evaluation and Research
(HFB 1).

(5) Special labels, such as those described in para-
graphs (h) and (i) of this section, may be color coded using
the colors recommended in the guideline (see paragraph
(a) of this section), or colors otherwise approved for use by
the Director, Center for Biologics Evaluation and Research
(HFB 1).

(e) Container label requirements for particular products
or groups of products.

(1) Whole Blood labels shall include:

(i) The volume of anticoagulant.

(ii) The name of the applicable anticoagulant immediate-
ly preceding and of no less prominence than the proper
name approved for use by the Director, Center for Biologics
Evaluation and Research.

(iii) If tests for unexpected antibodies are positive, blood
intended for transfusion shall be labeled: “Contains (name
of antibody).”

(2) Except for frozen, deglycerolized, or washed Red
Blood Cell products, red blood cell labels shall include:

(i) The volume and kind of Whole Blood, including the
type of anticoagulant, from which the product was prepared.

(i) If tests for unexpected antibodies are positive and the
product is intended for transfusion, the statement:
“Contains (name of antibody).”

(3) Labels for products with a dating period of 72 hours
or less, including any product prepared in a system that
may compromise sterility, shall bear the hour of expiration.

(4) If tests for unexpected antibodies are positive,
Plasma intended for transfusion shall be labeled: “Contains
(name of antibody).”

(5) Recovered plasma labels shall include:

(i) In lieu of an expiration date, the date of collection of
the oldest material in the container.

(i) The statement: “Caution: For Manufacturing Use
Only”; or “Caution: For Use in Manufacturing Noninjectable
Products Only”, as applicable. If the recovered plasma has
a reactive screening test for evidence of infection due to a
communicable disease agent(s) under Sec. 610.40 of this
chapter, or is collected from a donor with a previous record
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of a reactive screening test for evidence of infection due to
a communicable disease agent(s) under Sec. 610.40 of this
chapter, the recovered plasma must be labeled as required
under Sec. 610.40(h)(2)(ii)(E) of this chapter.

(iii) For recovered plasma not meeting the requirements
for manufacture into licensable products, the statement:
“Not for Use in Products Subject to License Under Section
351 of the Public Health Service Act.”

(f) Blood and blood components determined to be unsuit-
able for transfusion shall be prominently labeled: “NOT
FOR TRANSFUSION”, and the label shall state the reason
the unit is considered unsuitable. The provision does not
apply to recovered plasma labeled according to paragraph
(e)(5) of this section.

(g) [Reserved]

(h) The following additional information shall appear on
the label for blood or blood components shipped in an
emergency, prior to completion of required tests, in accor-
dance with 640.2(f) of this chapter:

(1) The statement: “FOR EMERGENCY USE ONLY BY

”

(2) Results of any tests prescribed under 610.40, and
640.5 (a), (b), or (c) of this chapter completed before ship-
ment.

(3) Indication of any tests prescribed under 610.40, and
640.5 (a), (b) or (c) of this chapter and not completed
before shipment.

(i) The following additional information shall appear on
the label for Whole Blood or Red Blood Cells intended for
autologous infusion:

(1) Information adequately identifying the patient, e.g.,
name, blood group, hospital, and identification number.

(2) Date of donation.

(3) The statement: “FOR AUTOLOGOUS USE ONLY.”

(4) In place of the blood group label, each container of
blood intended for autologous use and obtained from a
donor who fails to meet any of the donor suitability require-
ments under 640.3 of this chapter or who is reactive in the
hepatitis tests prescribed under 610.40 of this chapter shall
be prominently and permanently labeled: “FOR AUTOLO-
GOUS USE ONLY.”

(5) Units of blood originally intended for autologous use,
except those labeled as prescribed under paragraph (i)(4)
of this section, may be issued for homologous transfusion
provided the container label complies with all applicable
provisions of paragraphs (b) through (e) of this section. In
such case, the special label required under paragraph (i)
(1), (2), and (3) of this section shall be removed or other-
wise obscured.

(j) A tie-tag attached to the container may be used for
providing the information required by paragraph (e) (1)(iii),
(2)(ii), and (4), (h), or (i)(1), (2), and (3) of this section.

[50 FR 35469, Aug. 30, 1985, as amended at 53 FR 116, Jan. 5,
1988; 55 FR 11014, Mar. 26, 1990; 57 FR 10814, Mar. 31, 1992;
59 FR 23636, May 6, 1994, 63 FR 16685, Apr. 6, 1998; 64 FR
45371, Aug. 19, 1999; 66 FR 31162, June 11, 2001; 67 FR 4907,
Feb. 1, 2002]

EFFECTIVE DATE NOTE: The information collection
requirements contained in 606.121 will not become effec-
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tive until OMB approval has been obtained. FDA will pub-
lish a notice of OMB approval in the FEDERAL REGISTER.

606.122 Instruction circular.

An instruction circular shall be available for distribution if
the product is intended for transfusion. The instruction cir-
cular shall provide adequate directions for use, including
the following information:

(a) Instructions to mix the product before use.

(b) Instructions to use a filter in the administration equip-
ment.

(c) The statement “Do Not Add Medications” or an expla-
nation concerning allowable additives.

(d) A description of the product, its source, and prepara-
tion, including the name and proportion of the anticoagulant
used in collecting the Whole Blood from each product is
prepared.

(e) Statements that the product was prepared from blood
that was negative when tested for antibody to Human
Immunodeficiency Virus (HIV) and nonreactive for hepatitis
B surface antigen by FDA required tests and nonreactive
when tested for syphilis by a serologic test for syphilis
(STS).

(f) The statements: “Warning. The risk of transmitting
infectious agents is present. Careful donor selection and
available laboratory tests do not eliminate the hazard.”

(g) The names of cryoprotective agents and other addi-
tives that may still be present in the product.

(h) The names and results of all tests performed when
necessary for safe and effective use.

(i) The use of the product, indications, contraindications,
side effects and hazards, dosage and administration rec-
ommendations.

(j) [Reserved]

(k) For Red Blood Cells, the instruction circular shall con-
tain:

(1) Instructions to administer a suitable plasma volume
expander if Red Blood Cells are substituted when Whole
Blood is the indicated product.

(2) A warning not to add Lactated Ringer’s Injection
U.S.P. solution to Red Blood Cell products.

() For Platelets, the instruction circular shall contain:

(1) The approximate volume of plasma from which a
sample unit of Platelets is prepared.

(2) Instructions to begin administration as soon as possi-
ble, but not more than 4 hours after entering the container.
(m) For Plasma, the instruction circular shall contain:

(1) A warning against further processing of the frozen
product if there is evidence of breakage or thawing.

(2) Instructions to thaw the frozen product at a tempera-
ture between 30 degrees and 37 degrees C.

(3) When applicable, instructions to begin administration
of the product within 6 hours after thawing.

(4) Instructions to administer to ABO-group-compatible
recipients.

(5) A statement that this product has the same hepatitis
risk as Whole Blood; other plasma volume expanders with-
out this risk are available for treating hypovolemia.

(n) For Cryoprecipitated AHF, the instruction circular
shall contain:
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(1) A statement that the average potency is 80 or more
International Units of antihemophilic factor.

(2) The statement: “Usually contains at least 150 mil-
ligrams of fibrinogen”; or, alternatively, the average fibrino-
gen level determined by assay of representative units.

(3) A warning against further processing of the product if
there is evidence of breakage or thawing.

(4) Instructions to thaw the product for no more than 15
minutes at a temperature between 30 and 37 degrees C.

(5) Instructions to store at room temperature after thaw-
ing and to begin administration as soon as possible but no
more than 4 hours after entering the container or after pool-
ing and within 6 hours after thawing.

(6) A statement that 0.9 percent Sodium Chloride
Injection U.S.P. is the preferred diluent.

(7) Adequate instructions for pooling to ensure complete
removal of all concentrated material from each container.

(8) The statement: “Good patient management requires
monitoring treatment responses to Cryoprecipitated AHF
transfusions with periodic plasma factor VIII or fibrinogen
assays in hemophilia A and hypofibrinogenemic recipients,
respectively.”

[50 FR 35470, Aug. 30, 1985, as amended at 53 FR 116, Jan. 5,
1988; 64 FR 45371, Aug. 19, 1999]

EFFECTIVE DATE NOTE: The information collection
requirements contained in 606.122 will not become effec-
tive until OMB approval has been obtained. FDA will pub-
lish a notice of OMB approval in the FEDERAL REGISTER

Sljbpart H - Laboratory Controls

606.140 Laboratory controls.

Laboratory control procedures shall include:

(a) The establishment of scientifically sound and appro-
priate specifications, standards and test procedures to
assure that blood and blood components are safe, pure,
potent and effective.

(b) Adequate provisions for monitoring the reliability,
accuracy, precision and performance of laboratory test pro-
cedures and instruments.

(c) Adequate identification and handling of all test sam-
ples so that they are accurately related to the specific unit
of product being tested, or to its donor, or to the specific
recipient, where applicable.

606.151 Compatibility testing.

Standard operating procedures for compatibility testing
shall include the following:

(a) A method of collecting and identifying the blood sam-
ples of recipients to ensure positive identification.

(b) The use of fresh recipient serum samples less than
3-days old for all pretransfusion testing if the recipient has
been pregnant or transfused within the previous 3 months.

(c) The testing of the donor’s cell type with the recipient’s
serum type by a method that will demonstrate incompatibil-
ity.

(d) A provision that, if the unit of donor’s blood has not
been screened by a method that will demonstrate aggluti-

nating, coating and hemolytic antibodies, the recipient’s
cells shall be tested with the donor’s serum (minor cross-
match) by a method that will so demonstrate.

(e) Procedures to expedite transfusions in life-threaten-
ing emergencies. Records of all such incidents shall be
maintained, including complete documentation justifying
the emergency action, which shall be signed by a physi-
cian.

40 FR 53532, Nov. 18, 1975, as amended at 64 FR 45371, Aug.
19, 1999; 66 FR 1835, Jan 10, 2001;66 FR 40889, Aug.6, 2001]

Subpart | - Records and Reports
606.160 Records.

(a)(1) Records shall be maintained concurrently with the
performance of each significant step in the collection, pro-
cessing, compatibility testing, storage and distribution of
each unit of blood and blood components so that all steps
can be clearly traced. All records shall be legible and indeli-
ble, and shall identify the person performing the work,
include dates of the various entries, show test results as
well as the interpretation of the results, show the expiration
date assigned to specific products, and be as detailed as
necessary to provide a complete history of the work per-
formed.

(2) Appropriate records shall be available from which to
determine lot numbers of supplies and reagents used for
specific lots or units of the final product.

(b) Records shall be maintained that include, but are not
limited to, the following when applicable:

(1) Donor records:

(i) Donor selection, including medical interview and
examination and where applicable, informed consent.

(i) Permanent and temporary deferrals for health rea-
sons including reason(s) for deferral.

(iii) Donor adverse reaction complaints and reports,
including results of all investigations and follow up.

(iv) Therapeutic bleedings, including signed requests
from attending physicians, the donor’s disease and dispo-
sition of units.

(v) Immunization, including informed consent, identifica-
tion of the antigen, dosage and route of administration.

(vi) Blood collection, including identification of the phle-
botomist.

(vii) Records to relate the donor with the unit number of
each previous donation from that donor.

(viii) Records of quarantine, notification, testing and dis-
position performed pursuant to 610.46 and 610.47 of this
chapter.

(ix) Records of notification of donors deferred or deter-
mined not to be suitable for donation, including appropriate
followup if the initial attempt at notification fails, performed
under 630.6 of this chapter.

(x) The donor’s address provided at the time of donation
where the donor may be contacted within 8 weeks after
donation.

(xi) Records of notification of the referring physician of a
deferred autologous donor, including appropriate followup if
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the initial notification attempt fails, performed under 630.6
of this chapter.

(2) Processing records:

(i) Blood processing, including results and interpretation
of all tests and retests.

(i) Component preparation, including all relevant dates
and times.

(iii) Separation and pooling of recovered plasma.

(iv) Centrifugation and pooling of source plasma.

(v) Labeling, including initials of person(s) performing the
procedure.

(3) Storage and distribution records:

(i) Distribution and disposition, as appropriate, of blood
and blood products.

(i) Visual inspection of whole blood and red blood cells
during storage and immediately before distribution.

(iii) Storage temperature, including initialed temperature
recorder charts.

(iv) Reissue, including records of proper temperature
maintenance.

(v) Emergency release of blood, including signature of
requesting physician obtained before or after release.

(4) Compatibility test records:

(i) Results of all compatibility tests, including cross-
matching, testing of patient samples, antibody screening
and identification.

(i) Results of confirmatory testing.

(5) Quality control records:

(i) Calibration and standardization of equipment.

(i) Performance checks of equipment and reagents.

(iii) Periodic check on sterile technique.

(iv) Periodic tests of capacity of shipping containers to
maintain proper temperature in transit.

(v) Proficiency test results.

(6) Transfusion reaction reports and complaints, includ-
ing records of investigations and follow up.

(7) General records:

(i) Sterilization of supplies and reagents prepared within
the facility, including date, time interval, temperature and
mode.

(i) Responsible personnel.

(iii) Biological product deviations.

(iv) Maintenance records for equipment and general
physical plant.

(v) Supplies and reagents, including name of manufac-
turer or supplier, lot numbers, expiration date and date of
receipt.

(vi) Disposition of rejected supplies and reagents used in
the collection, processing and compatibility testing of blood
and blood components.

(c) A donor number shall be assigned to each accepted
donor, which relates the unit of blood collected to that
donor, to his medical record, to any component or blood
product from that donor’s unit of blood, and to all records
describing the history and ultimate disposition of these
products.

(d) Records shall be retained for such interval beyond
the expiration date for the blood or blood component as
necessary to facilitate the reporting of any unfavorable clin-
ical reactions. The retention period shall be no less than 5
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years after the records of processing have been completed
or 6 months after the latest expiration date for the individual
product, whichever is a later date. When there is no expira-
tion date, records shall be retained indefinitely.

(e) A record shall be available from which unsuitable
donors may be identified so that products from such indi-
viduals will not be distributed.

[40 FR 53532, Nov.18, 1975, as amended at 61 FR 47422, Sept.
9, 1996; 64 FR 45371, Aug 19, 1999; 69 FR 66635, Nov. 7, 2000;
66 FR 31176, June 11, 2001]]

606.165 Distribution and receipt; procedures
and records.

(a) Distribution and receipt procedures shall include a
system by which the distribution or receipt of each unit can
be readily determined to facilitate its recall, if necessary.

(b) Distribution records shall contain information to read-
ily facilitate the identification of the name and address of the
consignee, the date and quantity delivered, the lot number
of the unit(s), the date of expiration or the date of collection,
whichever is applicable, or for crossmatched blood and
blood components, the name of the recipient.

(c) Receipt records shall contain the name and address
of the collecting facility, date received, donor or lot number
assigned by the collecting facility and the date of expiration
or the date of collection, whichever is applicable.

606.170 Adverse reaction file.

(a) Records shall be maintained of any reports of com-
plaints of adverse reactions regarding each unit of blood or
blood product arising as a result of blood collection or trans-
fusion. A thorough investigation of each reported adverse
reaction shall be made. A written report of the investigation
of adverse reactions, including conclusions and follow up,
shall be prepared and maintained as part of the record for
that lot or unit of final product by the collecting or transfus-
ing facility. When it is determined that the product was at
fault in causing a transfusion reaction, copies of all such
written reports shall be forwarded to and maintained by the
manufacturer or collecting facility.

(b) When a complication of blood collection or transfu-
sion is confirmed to be fatal, the Director, Office of
Compliance and Biologics Quality, Center for Biologics
Evaluation and Research, shall be notified by telephone,
facsimile, express mail, or electronically transmitted mail as
soon as possible; a written report of the investigation shall
be submitted to the Director, Office of Compliance and
Biologics Quality, Center for Biologics Evaluation and
Research, within 7 days after the fatality by the collecting
facility in the event of a donor reaction, or by the facility that
performed the compatibility tests in the event of a transfu-
sion reaction.

[40 FR 53532, Nov. 18, 1975, as amended at 49 FR 23833, June
8, 1984; 50 FR 35471, Aug. 30, 1985; 55 FR 11014, Mar. 26,
1990; 64 FR 45371, Aug. 19, 1999; 67 FR 9586, Mar. 4, 2002]
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606.171 Reporting of product deviations by
licensed manufacturers, unlicensed
registered blood establishmkents, and
transfusion services.

(a2) Who must report under this section? You, a licensed
manufacturer of blood and blood components, including
Source Plasma; an unlicensed registered blood establish-
ment; or a transfusion service who had control over the
product when the deviation occurred, must report under this
section. If you arrange for another person to perform a
manufacturing, holding, or distribution step, while the prod-
uct is in your control, that step is performed under your con-
trol. You must establish, maintain, and follow a procedure
for receiving information from that person on all deviations,
complaints, and adverse events concerning the affected
product.

(b) What do | report under this section? You must report
any event, and information relevant to the event, associat-
ed with the manufacturing, to include testing, processing,
packing, labeling, or storage, or with the holding or distribu-
tion, of both licensed and unlicensed blood or blood com-
ponents, including Source Plasma, if that event meets all
the following criteria:

(1) Either:

(i) Represents a deviation from current good manufac-
turing practice, applicable regulations, applicable stan-
dards, or established specifications that may affect the
safety, purity, or potency of that product; or

(i) Represents an unexpected or unforeseeable event that
may affect the safety, purity, or potency of that product; and

(2) Occurs in your facility or another facility under con-
tract with you; and

(3) Involves distributed blood or blood components.

(c) When do | report under this section? You should
report a biological product deviation as soon as possible
but you must report at a date not to exceed 45-calendar
days from the date you, your agent, or another person who
performs a manufacturing, holding, or distribution step
under your control, acquire information reasonably sug-
gesting that a reportable event has occurred.

(d) How do | report under this section? You must report
on Form FDA-3486.

(e) Where do | report under this section? You must send
the completed Form FDA-3486 to the Director, Office of
Compliance and Biologics Quality (HFM-600), 1401
Rockville Pike, Suite 200N, Rockville, MD 20852-1448, by
either a paper or electronic filing:

(1) If you make a paper filing, you should identify on the
envelope that a BPDR (biological product deviation report)
is enclosed; or

(2) If you make an electronic filing, you may submit the
completed Form FDA-3486 electronically through CBER’s
website at www.fda.gov/cber.

(f) How does this regulation affect other FDA regula-
tions? This part supplements and does not supersede other
provisions of the regulations in this chapter. All biological
product deviations, whether or not they are required to be
reported under this section, should be investigated in
accordance with the applicable provisions of parts 211, 606,
and 820 of this chapter.

[65 FR 66635, Nov. 7, 2000]

PART 803 - MEDICAL DEVICE REPORTING

AUTHORITY: 21 U.S.C. 352, 360, 360i, 360j, 371, 374. SOURCE:
60 FR 63597, Dec. 11, 1995, unless otherwise noted.

Subpart A - General Provisions

803.1 Scope

(a) This part establishes requirements for medical device
reporting. Under this part, medical device user facilities,
importers, and manufacturers, as defined in 803.3, must
report deaths and serious injuries to which a device has or
may have caused or contributed, must establish and main-
tain adverse event files, and must submit to FDA specified
followup and summary reports. Medical device distributors,
as defined in 803.3, are also required to maintain records of
incidents (files). Furthermore, manufacturers and importers
are also required to report certain device malfunctions.
These reports will assist FDA in protecting the public health
by helping to ensure that devices are not adulterated or
misbranded and are safe and effective for their intended
use.

(b) This part supplements and does not supersede other
provisions of this subchapter, including the provisions of
part 820 of this chapter.

(c) References in this part to regulatory sections of the
Code of Federal Regulations are to Chapter | of title 21
unless otherwise noted.

[60 FR 63597, Dec 11, 1995, as amended at 62 FR 13306, Mar
20, 1997; 65 FR 4118, Jan. 26, 2000]

803.3 Definitions.

(a) Act means the Federal Food, Drug, and Cosmetic Act.

(b) Ambulatory surgical facility (ASF) means a distinct
entity that operates for the primary purpose of furnishing
same day outpatient surgical services to patients. An ASF
may be either an independent entity (i.e., not a part of a
provider of services or any other facility) or operated by
another medical entity (e.g., under the common ownership,
licensure or control of an entity). An ASF is subject to this
regulation regardless of whether it is licensed by a Federal,
State, municipal, or local government or regardless of
whether it is accredited by a recognized accreditation
organization. If an adverse event meets the criteria for
reporting, the ASF must report that event regardless of the
nature or location of the medical service provided by the
ASF.

(c) Become aware means that an employee of the entity
required to report has acquired information reasonably sug-
gesting a reportable adverse event has occurred.

(1) Device user facilities are considered to have “become
aware” when medical personnel, as defined in paragraph
(s) of this section, who are employed by or otherwise for-
mally affiliated with the facility, acquire such information
about a reportable event.

(2) Manufacturers are considered to have become aware
of an event when:
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(i) Any employee becomes aware of a reportable event
that is required to be reported within 30 days or that is
required to be reported within 5 days under a written
request from FDA under Sec. 803.53(b); and

(il) Any employee, who is a person with management or
supervisory responsibilities over persons with regulatory,
scientific, or technical responsibilities, or a person whose
duties relate to the collection and reporting of adverse
events, becomes aware that a reportable MDR event
or events, from any information, including any trend analy-
sis, necessitate remedial action to prevent an unreasonable
risk of substantial harm to the public health.

(3) Importers are considered to have become aware of
an event when any employee becomes aware of a
reportable event that is required to be reported by an
importer within 30 days.

(d) Caused or contributed means that a death or serious
injury was or may have been attributed to a medical device,
or that a medical device was or may have been a factor in
a death or serious injury, including events occurring as a
result of:

1) Failure;

2) Malfunction;

3) Improper or inadequate design;
4) Manufacture;

5) Labeling; or

6) User error.

(e)(1) Device family means a group of one or more
devices manufactured by or for the same manufacturer and
having the same:

(i) Basic design and performance characteristics related
to device safety and effectiveness,

(i) Intended use and function, and

(iii) Device classification and product code.

(2) Devices that differ only in minor ways not related to
safety or effectiveness can be considered to be in the same
device family. Factors such as brand name and common
name of the device and whether the devices were intro-
duced into commercial distribution under the same 510(k)
or premarket approval application (PMA), may be consid-
ered in grouping products into device families.

(f) Device user facility means a hospital, ambulatory sur-
gical facility, nursing home, outpatient diagnostic facility, or
outpatient treatment facility as defined in paragraphs (b),
(1), (1), (u), and (v), respectively, of this section, which is not
a “physician’'s office,” as defined in paragraph (x) of this
section. School nurse offices and employee health units are
not device user facilities.

(g) Distributor means, for the purposes of this part, any
person (other than the manufacturer or importer) who fur-
thers the marketing of a device from the original place of
manufacture to the person who makes final delivery or sale
to the ultimate user, but who does not repackage
or otherwise change the container, wrapper or labeling of
the device or device package. One who repackages or oth-
erwise changes the container, wrapper, or labeling, is a
manufacturer under paragraph (o) of this section.

(h) [Reserved]

(i) Expected life of a device (required on the manufactur-
er s baseline report) means the time that a device is expect-
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ed to remain functional after it is placed into use. Certain
implanted devices have specified “end of life” (EOL) dates.
Other devices are not labeled as to their respective EOL, but
are expected to remain operational through maintenance,
repair, upgrades, etc., for an estimated period of time.

(j) FDA means the Food and Drug Administration.

(k) Five-day report means a medical device report that
must be submitted by a manufacturer to FDA pursuant to
Sec. 803.53, on FDA Form 3500A or electronic equivalent
as approved under Sec. 803.14, within 5 work days.

() Hospital means a distinct entity that operates for the
primary purpose of providing diagnostic, therapeutic (med-
ical, occupational, speech, physical, etc.), surgical and other
patient services for specific and general medical conditions.
Hospitals include general, chronic disease, rehabilitative,
psychiatric, and other special-purpose facilities. A hospital
may be either independent (e.g., not a part of a provider of
services or any other facility) or may be operated by anoth-
er medical entity (e.g., under the common ownership, licen-
sure or control of another entity). A hospital is covered by
this regulation regardless of whether it is licensed by a
Federal, State, municipal or local government or whether it
is accredited by a recognized accreditation organization. If
an adverse event meets the criteria for reporting, the hospi-
tal must report that event regardless of the nature or location
of the medical service provided by the hospital.

(m) Importer means, for the purposes of this part, any
person who imports a device into the United States and
who furthers the marketing of a device from the original
place of manufacture to the person who makes final deliv-
ery or sale to the ultimate user, but who does not repack-
age or otherwise change the container, wrapper, or labeling
of the device or device package. One who repackages or
otherwise changes the container, wrapper, or labeling, is a
manufacturer under paragraph (o) of this section.

(n) Malfunction means the failure of a device to meet its
performance specifications or otherwise perform as intend-
ed. Performance specifications include all claims made in the
labeling for the device. The intended performance of a device
refers to the intended use for which the device is labeled or
marketed, as defined in Sec. 801.4 of this chapter.

(0) Manufacturer means any person who manufactures,
prepares, propagates, compounds, assembles, or process-
es a device by chemical, physical, biological, or other pro-
cedure. The term includes any person who:

(1) Repackages or otherwise changes the container,
wrapper or labeling of a device in furtherance of the distri-
bution of the device from the original place of manufacture;

(2) Initiates specifications for devices that are manufac-
tured by a second party for subsequent distribution by the
person initiating the specifications;

(3) Manufactures components or accessories which are
devices that are ready to be used and are intended to be
commercially distributed and intended to be used as is, or
are processed by a licensed practitioner or other qualified
person to meet the needs of a particular patient; or

(4) Is the U.S. agent of a foreign manufacturer.

(p) Manufacturer or importer report number means the
number that uniquely identifies each individual adverse
event report submitted by a manufacturer or importer. This



INVESTIGATIONS OPERATIONS MANUAL

APPENDIX B

number consists of three parts as follows:

(1) The FDA registration number for the manufacturing
site of the reported device, or the registration number for
the importer. (If the manufacturing site or the importer does
not have a registration number, FDA will assign a temporary
MDR reporting number until the site is officially registered.
The manufacturer or importer will be informed of the tem-
porary number.);

(2) The four-digit calendar year in which the report is
submitted; and

(3) The five-digit sequence number of the reports sub-
mitted during the year, starting with 00001. (For example,
the complete number will appear 1234567-1995-00001.)

(q) MDR means medical device report.

(r) MDR reportable event (or reportable event ) means:

(1) An event about which user facilities become aware of
information that reasonably suggests that a device has or
may have caused or contributed to a death or serious
injury; or

(2) An event about which manufacturers or importers
have received or become aware of information that reason-
ably suggests that one of their marketed devices:

(i) May have caused or contributed to a death or serious
injury; or

(i) Has malfunctioned and that the device or a similar
device marketed by the manufacturer or importer would be
likely to cause or contribute to a death or serious injury if
the malfunction were to recur.

(s) Medical personnel , as used in this part, means an
individual who:

(1) Is licensed, registered, or certified by a State, territo-
ry, or other governing body, to administer health care;

(2) Has received a diploma or a degree in a profession-
al or scientific discipline;

(3) Is an employee responsible for receiving medical
complaints or adverse event reports; or

(4) Is a supervisor of such persons.

(t)(1) Nursing home means an independent entity (i.e.,
not a part of a provider of services or any other facility) or
one operated by another medical entity (e.g., under the
common ownership, licensure, or control of an entity) that
operates for the primary purpose of providing:

(i) Skilled nursing care and related services for persons
who require medical or nursing care;

(i) Hospice care to the terminally ill; or

(iii) Services for the rehabilitation of the injured, disabled,
or sick.

(2) A nursing home is subject to this regulation regard-
less of whether it is licensed by a Federal, State, municipal,
or local government or whether it is accredited by a recog-
nized accreditation organization. If an adverse event meets
the criteria for reporting, the nursing home must report that
event regardless of the nature, or location of the medical
service provided by the nursing home.

(u)(1) Outpatient diagnostic facility means a distinct enti-
ty that:

(i) Operates for the primary purpose of conducting med-
ical diagnostic tests on patients;

(i) Does not assume ongoing responsibility for patient
care; and

(iii) Provides its services for use by other medical per-
sonnel. (Examples include diagnostic radiography, mam-
mography, ultrasonography, electrocardiography, magnetic
resonance imaging, computerized axial tomography and in-
vitro testing).

(2) An outpatient diagnostic facility may be either inde-
pendent (i.e., not a part of a provider of services or any
other facility) or operated by another medical entity (e.g.,
under the common ownership, licensure, or control of an
entity). An outpatient diagnostic facility is covered by this
regulation regardless of whether it is licensed by a Federal,
State, municipal, or local government or whether it is
accredited by a recognized accreditation organization. If an
adverse event meets the criteria for reporting, the outpa-
tient diagnostic facility must report that event regardless of
the location of the medical service provided by the outpa-
tient diagnostic facility.

(v)(1) Outpatient treatment facility means a distinct enti-
ty that operates for the primary purpose of providing non-
surgical therapeutic (medical, occupational, or physical)
care on an outpatient basis or home health care setting.
Outpatient treatment facilities include ambulance providers,
rescue services, and home health care groups. Examples
of services provided by outpatient treatment facilities
include: Cardiac defibrillation, chemotherapy, radiotherapy,
pain control, dialysis, speech or physical therapy, and treat-
ment for substance abuse.

(2) An outpatient treatment facility may be either inde-
pendent (i.e., not a part of a provider of services or any
other facility) or operated by another medical entity (e.g.,
under the common ownership, licensure, or control of an
entity). An outpatient treatment facility is covered by this
regulation regardless of whether it is licensed by a
Federal, State, municipal, or local government or whether it
is accredited by a recognized accreditation organization. If
an adverse event meets the criteria for reporting, the out-
patient treatment facility must report that event regardless
of the nature or location of the medical service provided by
the outpatient treatment facility.

(w) Patient of the facility means any individual who is
being diagnosed or treated and/or receiving medical care at
or under the control or authority of the facility. For the pur-
poses of this part, the definition encompasses employees
of the facility or individuals affiliated with the facility, who in
the course of their duties suffer a device-related death or
serious injury that has or may have been caused or con-
tributed to by a device used at the facility.

(x) Physician's office means a facility that operates as
the office of a physician or other health care professional
(e.g., dentist, chiropractor, optometrist, nurse practitioner,
school nurse offices, school clinics, employee health clin-
ics, or free-standing care units) for the primary purpose of
examination, evaluation, and treatment or referral of
patients. A physician's office may be independent, a group
practice, or part of a Health Maintenance Organization.

(y) [Reserved]

(z) Remedial action means, for the purposes of this sub-
part, any action other than routine maintenance or servic-
ing, of a device where such action is necessary to prevent
recurrence of a reportable event.
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(aa) [Reserved]

(bb)(1) Serious injury means an injury or iliness that:

(i) Is life-threatening;

(i) Results in permanent impairment of a body function
or permanent damage to body structure; or

(iii) Necessitates medical or surgical intervention to pre-
clude permanent impairment of a body function or perma-
nent damage to a body structure.

(2) Permanent means, for purposes of this subpart, irre-
versible impairment or damage to a body structure or func-
tion, excluding trivial impairment or damage.

(cc) Shelf life , as required on the manufacturer s base-
line report, means the maximum time a device will remain
functional from the date of manufacture until it is used in
patient care. Some devices have an expiration date on
their labeling indicating the maximum time they can be
stored before losing their ability to perform their intended
function.

(dd) [Reserved]

(ee)(1) User facility report number means the number
that uniquely identifies each report submitted by a user
facility to manufacturers and FDA. This number consists of
three parts as follows:

(i) The user facility's 10-digit Health Care Financing
Administration (HCFA) number (if the HCFA number has
fewer than 10 digits, fill the remaining spaces with zeros);

(i) The four-digit calendar year in which the report is sub-
mitted; and

(iii) The four-digit sequence number of the reports sub-
mitted for the year, starting with 0001. (For example, a com-
plete number will appear as follows: 1234560000-1995-
0001.)

(2) If a facility has more than one HCFA number, it must
select one that will be used for all of its MDR reports. If a
facility has no HCFA number, it should use all zeros in the
appropriate space in its initial report (e.g., 0000000000-
1995-0001) and FDA will assign a number for future use.
The number assigned will be used in FDA's record of that
report and in any correspondence with the user facility. All
zeros should be used subsequent to the first report if the
user does not receive FDA’s assigned number before the
next report is submitted. If a facility has multiple sites, the
primary site can report centrally and use one reporting
number for all sites if the primary site provides the name,
address and HCFA number for each respective site.

(ff) Work day means Monday through Friday, excluding
Federal holidays.

[60 FR 63597, Dec. 11, 1995, as amended at 65 FR 4118, Jan. 26,
2000; 66 FR 23156, May 8, 2001]

Effective Date Note: At 61 FR 38347, July 23, 1996, in Sec.
803.3, paragraph (n)(4) was stayed indefinitely.

803.9 Public availability of reports.

(a) Any report, including any FDA record of a telephone
report, submitted under this part is available for public dis-
closure in accordance with part 20 of this chapter.

(b) Before public disclosure of a report, FDA will delete
from the report:
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(1) Any information that constitutes trade secret or confi-
dential commercial or financial information under Sec.
20.61 of this chapter;

(2) Any personal, medical, and similar information
(including the serial number of implanted devices), which
would constitute an invasion of personal privacy under Sec.
20.63 of this chapter. FDA will disclose to a patient who
requests a report, all the information in the report concern-
ing that patient, as provided in Sec. 20.61 of this chapter;
and

(3) Any names and other identifying information of a third
party voluntarily submitting an adverse event report.

(c) FDA may not disclose the identity of a device user
facility which makes a report under this part except in con-
nection with:

(1) An action brought to enforce section 301(q) of the act,
including the failure or refusal to furnish material or infor-
mation required by section 519 of the act;

(2) A communication to a manufacturer of a device which
is the subject of a report required by a user facility under
Sec. 803.30; or (3) A disclosure to employees of the
Department of Health and Human Services, to the
Department of Justice, or to the duly authorized committees
and subcommittees of the Congress.

[60 FR 63597, Dec. 11, 1995, as amended at 65 FR 4119, Jan. 26,
2000]

803.10 General description of reports
required from user facilities, importers, and
manufacturers.

(a) Device user facilities. User facilities must submit the
following reports, which are described more fully in subpart
C of this part.

(1) User facilities must submit MDR reports of individual
adverse events within 10 days after the user facility
becomes aware of an MDR reportable event as described
in Secs. 803.30 and 803.32.

(i) User facilities must submit reports of device-related
deaths to FDA and to the manufacturer, if known.

(i) User facilities must submit reports of device-related
serious injuries to manufacturers, or to FDA, if the manu-
facturer is unknown.

(2) User facilities must submit annual reports as
described in Sec. 803.33.(b) Importers must submit MDR
reports of individual adverse events within 30 days after the
importer becomes aware of an MDR reportable event as
described in Sec. 803.3. Importers must submit reports of
device-related deaths or serious injuries to FDA and to the
manufacturer and reports of malfunctions to the manufac-
turer.

(b) Device importers. Importers must submit the follow-
ing reports, which are described more fully in subpart D of
this part.

(1) Importers must submit MDR reports of individual
adverse events within 30 days after the importer becomes
aware of an MDR reportable event as described in Secs.
803.40 and 803.42.

(i) Importers must submit reports of device-related
deaths or serious injuries to FDA and to the manufacturer.
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(i) Importers must submit reports of malfunctions to the
manufacturer.

(2) [Reserved]

(c) Device manufacturers. Manufacturers must submit
the following reports as described more fully in subpart E of
this part:

(1) MDR reports of individual adverse events within 30
days after the manufacturer becomes aware of a reportable
death, serious injury, or malfunction as described in Secs.
803.50 and 803.52.

(2) MDR reports of individual adverse events within 5
days of:

(i) Becoming aware that a reportable MDR event
requires remedial action to prevent an unreasonable risk of
substantial harm to the public health or,

(i) Becoming aware of an MDR reportable event for
which FDA has made a written request, as described in
Sec. 803.53.

(3) Annual baseline reports as described in Sec. 803.55.

(4) Supplemental reports if they obtain information that
was not provided in an initial report as described in Sec.
803.56.

(5) Annual certification to FDA of the number of MDR
reports filed during the preceding year as described in Sec.
803.57.

[60 FR 63597, Dec. 11, 1995, as amended at 65 FR 4119, Jan. 26,
2000; 66 FR 23157, May 8, 2001]

Sec. 803.11 Obtaining the forms.

User facilities and manufacturers must submit all reports
of individual adverse events on FDA Form 3500A (MED-
WATCH form) or in an electronic equivalent as approved
under Sec. 803.14. This form and all other forms refer-
enced in this section can also be obtained from the
Consolidated Forms and Publications Office, Washington
Commerce Center, 3222 Hubbard Rd., Landover, MD
20875; from the Food and Drug Administration, MED-
WATCH (HF-2), 5600 Fishers Lane, Rockville, MD 20857,
301-827-7240; from the Division of Small Manufacturers
Assistance, Office of Health and Industry Programs, Center
for Devices and Radiological Health (HFZ-220), 1350
Piccard Dr. Rockville, MD 20850, FAX 301-443-8818; or
from http://www.fda.gov/opacom/morechoices/fdaforms/
cdrh.html on the Internet.

[65 FR 17136, Mar. 31, 2000]

Sec. 803.12 Where to submit reports.

(a) Any written report or additional information required
under this part shall be submitted to: Food and Drug
Administration, Center for Devices and Radiological Health,
Medical Device Reporting, PO Box 3002, Rockville, MD
20847-3002.

(b) Each report and its envelope shall be specifically
identified, e.g., “User Facility Report,” “Annual Report,”
“Importer Report,” “Manufacturer Report,” “5-Day Report,”
“Baseline Report,” etc. (c) If an entity is confronted with a
public health emergency, this can be brought to FDA’'s
attention by contacting the FDA Emergency Operations

Branch (HFC-162), Office of Regional Operations, at 301-
443- 1240, and should be followed by the submission of a
FAX report to 301- 443-3757.

(c) A voluntary telephone report may be submitted to, or
information regarding voluntary reporting may be obtained
from, the MEDWATCH hotline at 800-FDA-1088.

[60 FR 63597, Dec. 11, 1995, as amended at 65 FR 4119, Jan. 26,
2000]

803.13 English reporting requirement.

(a) All reports required in this part which are submitted in
writing or electronic equivalent shall be submitted to FDA in
English.

(b) All reports required in this part which are submitted
on an electronic medium shall be submitted to FDA in a
manner consistent with 803.14.

803.14 Electronic reporting.

(a) Any report required by this part may be submitted
electronically with prior written consent from FDA. Such
consent is revocable. Electronic report submissions include
alternative reporting media (magnetic tape, disc, etc.) and
computer-to-computer communication.

(b) Any electronic report meeting electronic reporting
standards, guidance documents, or other procedures
developed by the agency for MDR reporting will be deemed
to have prior approval for use.

[60 FR 63597, Dec. 11, 1995, as amended at 65 FR 56480,
Sept. 19, 2000]

803.15 Requests for additional information.
(a) FDA may determine that protection of the public
health requires additional or clarifying information for med-
ical device reports submitted to FDA under this part. In
these instances, and in cases when the additional informa-
tion is beyond the scope of FDA reporting forms or is not
readily accessible, the agency will notify the reporting enti-
ty in writing of the additional information that is required.
(b) Any request under this section shall state the reason
or purpose for which the information is being requested,
specify the date that the information is to be submitted and
clearly relate the request to a reported event. All verbal
requests will be confirmed in writing by the agency.

803.16 Disclaimers.

A report or other information submitted by a reporting
entity under this part, and any release by FDA of that report
or information, does not necessarily reflect a conclusion by
the party submitting the report or by FDA that the report or
information constitutes an admission that the device, or the
reporting entity or its employees, caused or contributed to
the reportable event. The reporting entity need not admit
and may deny that the report or information submitted
under this part constitutes an admission that the device, the
party submitting the report, or employees thereof, caused
or contributed to a reportable event.

803.17 Written MDR procedures.
User facilities, importers, and manufacturers shall devel-
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op, maintain, and implement written MDR procedures for
the following:

(a) Internal systems that provide for:

(1) Timely and effective identification, communication,
and evaluation of events that may be subject to medical
device reporting requirements;

(2) A standardized review process/procedure for deter-
mining when an event meets the criteria for reporting under
this part; and

(3) Timely transmission of complete medical device
reports to FDA and/or manufacturers;

(b) Documentation and recordkeeping requirements for:

(1) Information that was evaluated to determine if an
event was reportable;

(2) All medical device reports and information submitted
to FDA and manufacturers;

(3) Any information that was evaluated for the purpose of
preparing the submission of semiannual reports or certifi-
cation; and

(4) Systems that ensure access to information that facil-
itates timely followup and inspection by FDA.

[60 FR 63597, Dec. 11, 1995, as amended at 65 FR 4119, Jan. 26,
2000]

803.18 Files and distributor records.

(a) User facilities, importers, and manufacturers shall
establish and maintain MDR event files. All MDR event files
shall be prominently identified as such and filed to facilitate
timely access.

(b)(1) For purposes of this part, “MDR event files” are
written or electronic files maintained by user facilities,
importers, and manufacturers. MDR event files may incor-
porate references to other information, e.g., medical
records, patient files, engineering reports, etc., in lieu of
copying and maintaining duplicates in this file. MDR event
files must contain:

(i) Information in the possession of the reporting entity or
references to information related to the adverse event,
including all documentation of the entity’s deliberations and
decision making processes used to determine if a device-
related death, serious injury, or malfunction was or was not
reportable under this part.

(i) Copies of all MDR forms, as required by this part, and
other information related to the event that was submitted to
FDA and other entities (e.g., an importer, distributor, or
manufacturer).

(2) User facilities, importers, and manufacturers shall
permit any authorized FDA employee during all reasonable
times to access, to copy, and to verify the records required
by this part.

(c) User facilities shall retain an MDR event file relating
to an adverse event for a period of 2 years from the date of
the event. Manufacturers and importers shall retain an
MDR event file relating to an adverse event for a period of
2 years from the date of the event or a period of time equiv-
alent to the expected life of the device, whichever is greater.
MDR event files must be maintained for the time periods
described in this paragraph even if the device is no longer
distributed.
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(d)(1) A device distributor shall establish and maintain
device complaint records containing any incident informa-
tion, including any written, electronic, or oral communica-
tion, either received by or generated by the firm, that
alleges deficiencies related to the identity (e.g., labeling),
quality, durability, reliability, safety, effectiveness, or per-
formance of a device. Information regarding the evaluation
of the allegations, if any, shall also be maintained in the inci-
dent record. Device incident records shall be prominently
identified as such and shall be filed by device, and may be
maintained in written or electronic form. Files maintained in
electronic form must be backed up.

(2) A device distributor shall retain copies of the records
required to be maintained under this section for a period of
2 years from the date of inclusion of the record in the file or
for a period of time equivalent to the expected life of the
device, whichever is greater, even if the distributor has
ceased to distribute the device that is the subject of the
record.

(3) A device distributor shall maintain the device com-
plaint files established under this section at the distributor’s
principal business establishment. A distributor that is also a
manufacturer may maintain the file at the same location as
the manufacturer maintains its complaint file under Secs.
820.180 and 820.198 of this chapter. A device distributor
shall permit any authorized FDA employee, during all rea-
sonable times, to have access to, and to copy and verify,
the records required by this part.

(e) The manufacturer may maintain MDR event files as
part of its complaint file, under Sec. 820.198 of this chapter,
provided that such records are prominently identified as
MDR reportable events. A report submitted under this sub-
part A shall not be considered to comply with this part
unless the event has been evaluated in accordance with
the requirements of Secs. 820.162 and 820.198 of this
chapter. MDR files shall contain an explanation of why any
information required by this part was not submitted or could
not be obtained. The results of the evaluation of each event
are to be documented and maintained in the manufactur-
er’'s MDR event file.

[60 FR 63597, Dec. 11, 1995, as amended at 65 FR 4119, Jan. 26,
2000]

803.19 Exemptions, variances, and
alternative reporting requirements.

(a) The following persons are exempt from the reporting
requirements under this part.

(1) An individual who is a licensed practitioner who pre-
scribes or administers devices intended for use in humans
and who manufactures or imports devices solely for use in
diagnosing and treating persons with whom the practitioner
has a “physician-patient” relationship.

(2) An individual who manufactures devices intended for
use in humans solely for such person’s use in research or
teaching and not for sale, including any person who is sub-
ject to alternative reporting requirements under the investi-
gational device exemption regulations, parts 812 and 813
of this chapter, which require reporting of all adverse device
effects.
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(3) Dental laboratories, or optical laboratories.

(b) Manufacturers, importers, or user facilities may
request exemptions or variances from any or all of the
reporting requirements in this part. The request shall be in
writing and include information necessary to identify the
firm and device, a complete statement of the request for
exemption, variance, or alternative reporting, and an expla-
nation why the request is justified.

(c) FDA may grant in writing, to a manufacturer, importer,
or user facility, an exemption, variance, or alternative from,
or to, any or all of the reporting requirements in this part and
may change the frequency of reporting to quarterly, semi-
annually, annually, or other appropriate time period. These
modifications may be initiated by a request as specified in
this section, or at the discretion of FDA. When granting
such modifications, FDA may impose other reporting
requirements to ensure the protection of public health.

(d) FDA may revoke or modify in writing an exemption,
variance, or alternative reporting requirements if FDA
determines that protection of the public health justifies the
modification or a return to the requirements as stated in this
part.

(e) Firms granted a reporting modification by FDA shall
provide any reports or information required by that
approval. The conditions of the approval will replace and
supersede the reporting requirement specified in this part
until such time that FDA revokes or modifies the alternative
reporting requirements in accordance with paragraph (d) of
this section.

[60 FR 63597, Dec. 11, 1995, as amended at 61 FR 44615, Aug.
28, 1996; 65 FR 4119, Jan. 26, 2000; 65 FR 17136, Mar. 31, 2000;
65 FR 23157, May 8, 2001]

Subpart B - Generally Applicable
Requirements for Individual Adverse Event
Reports

803.20 How to report.

(a) Description of form. There are two versions of the
MEDWATCH form for individual reports of adverse events.
FDA Form 3500 is available for use by health professionals
and consumers for the submission of voluntary reports
regarding FDA-regulated products. FDA Form 3500A is the
mandatory reporting form to be used for submitting reports
by user facilities and manufacturers of FDA-regulated prod-
ucts. The form has sections that must be completed by all
reporters and other sections that must be completed only
by the user facility, importer, or manufacturer.

(1) The front of FDA Form 3500A is to be filled out by all
reporters. The front of the form requests information regard-
ing the patient, the event, the device, and the “initial
reporter” (i.e., the first person or entity that submitted the
information to the user facility, manufacturer, or importer).

(2) The back part of the form contains sections to be
completed by user facilities, importers, and manufacturers.
User facilities must complete section F; device manufactur-
ers must complete sections G and H. Manufacturers are not
required to recopy information submitted to them on a Form
3500A unless the information is being copied onto an elec-

tronic medium. If the manufacturer corrects or supplies
information missing from the other reporter’s 3500A form, it
should attach a copy of that form to the manufacturer’s
report form. If the information from the other reporter’s
3500A form is complete and correct, the manufacturer can
fill in the remaining information on the same form.

(b) Reporting standards.

(1) User facilities are required to submit MDR reports to:

(i) The device manufacturer and to FDA within 10 days of
becoming aware of information that reasonably suggests
that a device has or may have caused or contributed to a
death; or

(i) The manufacturer within 10 days of becoming aware
of information that reasonably suggests that a device has or
may have caused or contributed to a serious injury. Such
reports shall be submitted to FDA if the device manufactur-
er is not known.

(2) Importers are required to submit death and serious
injury reports to FDA and the device manufacturer and
submit malfunction reports to the manufacturer only:

(i) Within 30 days of becoming aware of information that
reasonably suggests that a device has or may have caused
or contributed to a death or serious injury.

(i) Within 30 days of receiving information that a device
marketed by the importer has malfunctioned and that such
a device or a similar device marketed by the importer would
be likely to cause or contribute to a death or serious injury
if the malfunction were to recur.

(3) Manufacturers are required to submit MDR reports to
FDA:

(i) Within 30 days of becoming aware of information that
reasonably suggests that a device may have caused or
contributed to a death or serious injury; or

(if) Within 30 days of becoming aware of information that
reasonably suggests a device has malfunctioned and that
device or a similar device marketed by the manufacturer
would be likely to cause a death or serious injury if the mal-
function were to recur; or

(iii) Within 5 days if required by Sec. 803.53.

(c) Information that reasonably suggests a reportable
event occurred.

(1) Information that reasonably suggests that a device
has or may have caused or contributed to an MDR
reportable event (i.e., death, serious injury, and, for manu-
facturers, a malfunction that would be likely to cause or con-
tribute to a death or serious injury if the malfunction were to
recur) includes any information, such as professional, scien-
tific or medical facts and observations or opinions, that
would reasonably suggest that a device has caused or may
have caused or contributed to a reportable event.

(2) Entities required to report under this part do not have
to report adverse events for which there is information that
would cause a person who is qualified to make a medical
judgment (e.g., a physician, nurse, risk manager, or bio-
medical engineer) to reach a reasonable conclusion that a
device did not cause or contribute to a death or serious
injury, or that a malfunction would not be likely to cause or
contribute to a death or serious injury if it were to recur.
Information which leads the qualified person to determine
that a device-related event is or is not reportable must be
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contained in the MDR event files, as described in Sec.
803.18.

[60 FR 63597, Dec. 11, 1995, as amended at 65 FR 4119, Jan. 26,
2000; 66 FR 23157, May 8, 2001]

803.21 Reporting codes.

(a) FDA has developed a MEDWATCH Mandatory
Reporting Form Coding Manual for use with medical device
reports. This manual contains codes for hundreds of
adverse events for use with FDA Form 3500A. The coding
manual is available from the Division of Small Manufacturer
Assistance, Center for Devices and Radiological Health,
1350 Piccard Dr., Rockville, MD 20850, FAX 301-443-8818.

(b) FDA may use additional coding of information on the
reporting forms or modify the existing codes on an ad hoc
or generic basis. In such cases, FDA will ensure that the
new coding information is available to all reporters.

803.22 When not to file.

(a) Only one medical device report from the user facility,
importer, or manufacturer is required under this part if the
reporting entity becomes aware of information from multiple
sources regarding the same patient and same event.

(b) A medical device report that would otherwise be
required under this section is not required if:

(1) The user facility, importer, or manufacturer deter-
mines that the information received is erroneous in that a
device-related adverse event did not occur. Documentation
of such reports shall be retained in MDR files for time peri-
ods specified in Sec. 803.18.

(2) The manufacturer or importer determines that the
device was manufactured or imported by another manufac-
turer or importer. Any reportable event information that is
erroneously sent to a manufacturer or importer shall be for-
warded to FDA, with a cover letter explaining that the
device in question was not manufactured or imported by
that firm.

[60 FR 63597, Dec. 11, 1995, as amended at 65 FR 4120, Jan.
26, 2000]

Subpart C -User Facility Reporting
Requirements

803.30 Individual adverse event reports; user
facilities.

(a) Reporting standard. A user facility shall submit the
following reports to the manufacturer or to FDA, or both, as
specified below:

(1) Reports of death. Whenever a user facility receives
or otherwise becomes aware of information, from any
source, that reasonably suggests that a device has or may
have caused or contributed to the death of a patient of the
facility, the facility shall as soon as practicable, but not later
than 10 work days after becoming aware of the information,
report the information required by 803.32 to FDA, on FDA
Form 3500A, or an electronic equivalent as approved under
803.14, and if the identity of the manufacturer is known, to
the device manufacturer.
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(2) Reports of serious injury. Whenever a user facility
receives or otherwise becomes aware of information, from
any source, that reasonably suggests that a device has or
may have caused or contributed to a serious injury to a
patient of the facility, the facility shall, as soon as practica-
ble but not later than 10 work days after becoming aware of
the information, report the information required by 803.32,
on FDA Form 3500A or electronic equivalent, as approved
under 803.14, to the manufacturer of the device. If the iden-
tity of the manufacturer is not known, the report shall be
submitted to FDA.

(b) Information that is reasonably known to user facilities.
User facilities must provide all information required in this
subpart C that is reasonably known to them. Such informa-
tion includes information found in documents in the pos-
session of the user facility and any information that
becomes available as a result of reasonable followup with-
in the facility. A user facility is not required to evaluate or
investigate the event by obtaining or evaluating information
that is not reasonably known to it.

803.32. Individual adverse event report data
elements.

User facility reports shall contain the following informa-
tion. reasonably known to them as described in 803.30(b),
which corresponds to the format of FDA Form 3500A:

(a) Patient information (Block A) shall contain the following:
1) Patient name or other identifier;

2) Patient age at the time of event, or date of birth;
3) Patient gender; and
4) Patient weight.

(b) Adverse event or product problem (Block B) shall
contain the following:

(1) Identification of adverse event or product problem;

(2) Outcomes attributed to the adverse event, e.g.,
death; or serious injury, that is:

(i) Life threatening injury or illness;

(i) Disability resulting in permanent impairment of a body
function or permanent damage to a body structure; or

(iii) Injury or iliness that requires intervention to prevent
permanent impairment of a body structure or function;

(3) Date of event;

(4) Date of report by the initial reporter;

(5) Description of event or problem, including a discus-
sion of how the device was involved, nature of the problem,
patient followup or required treatment, and any environ-
mental conditions that may have influenced the event;

(6) Description of relevant tests including dates and lab-
oratory data; and

(7) Description of other relevant history including pre-
existing medical conditions.

(c) Device information (Block D) shall contain the following:
1) Brand name;

2) Type of device;

3) Manufacturer name and address;

4) Operator of the device (health professional, patient,
lay user, other);

(5) Expiration date;

(6) Model number, catalog number serial number, lot
number, or other identifying number;
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(7) Date of device implantation (month, day, year);

(8) Date of device explantation (month, day, year);

(9) Whether device was available for evaluation and
whether device was returned to the manufacturer; if so, the
date it was returned to the manufacturer; and

(10) Concomitant medical products and therapy dates.
(Do not list products that were used to treat the event.)

(d) Initial reporter information (Block E) shall contain the
following:

(1) Name, address, and telephone number of the
reporter who initially provided information to the user facili-
ty, manufacturer, or distributor;

(2) Whether the initial reporter is a health professional;

(3) Occupation; and

(4) Whether initial reporter also sent a copy of the report
to FDA, if known.

(e) User facility information (Block F) shall contain the
following:

(1) Whether reporter is a user facility;

(2) User facility number;

(3) User facility address;

(4) Contact person;

(5) Contact person’s telephone number;

(6) Date the user facility became aware of the event
(month, day, year);

(7) Type of report (initial or followup; if followup, include
report number of initial report);

(8) Date of the user facility report (month, day, year);

(9) Approximate age of device;

(10) Event problem codes”patient code and device code
(refer to FDA “Coding Manual For Form 3500A”);

(11) Whether a report was sent to FDA and the date it
was sent (month, day, year);

(12) Location, where event occurred;

(13) Whether report was sent to the manufacturer and
the date it was sent (month, day, year); and

(14) Manufacturer name and address; if available.

803.33 Annual reports.

(a) Each user facility shall submit to FDA an annual
report on FDA Form 3419, or electronic equivalent as
approved by FDA under Sec. 803.14. Annual reports shall
be submitted by January 1 of each year. The annual report
and envelope shall be clearly identified and submitted to
FDA with information that includes:

(1) User facility’s HCFA provider number used for med-
ical device reports, or number assigned by FDA for report-
ing purposes in accordance with Sec. 803.3(ee);

) Reporting year;
) Facility’s name and complete address;
) Total number of reports attached or summarized;

(5) Date of the annual report and the lowest and highest
user facility report number of medical device reports sub-
mitted during the report period, e.g., 1234567890-1995-
0001 through 1000;

(6) Name, position title, and complete address of the
individual designated as the facility contact person respon-
sible for reporting to FDA and whether that person is a new
contact for that facility; and

(7) Information for each reportable event that occurred

@
(3
(4

during the annual reporting period including:

(i) User facility report number;

(i) Name and address of the device manufacturer;

(iii) Device brand name and common name;

(iv) Product model, catalog, serial and lot number;

(v) A brief description of the event reported to the manu-
facturer and/or FDA; and

(vi) Where the report was submitted, i.e., to FDA, manu-
facturer, distributor, importer, etc.

(b) In lieu of submitting the information in paragraph
(a)(7) of this section, a user facility may submit a copy of
FDA Form 3500A, or an electronic equivalent as approved
under section 803.14, for each medical device report sub-
mitted to FDA and/or manufacturers by that facility during
the reporting period.

(c) If no reports are submitted to either FDA or manufac-
turers during these time periods, no annual report is
required.

[60 FR 63597, Dec. 11, 1995, as amended at 65 FR 4120, Jan.
26, 2000]

Subpart D - Importer Reporting
Requirements

Source: 65 FR 4120, Jan. 26, 2000, unless otherwise noted

803.40 Individual adverse event reporting
requirements; importers.

(a) An importer shall submit to FDA a report, and a copy
of such report to the manufacturer, containing the informa-
tion required by Sec. 803.42 on FDA form 3500A as soon
as practicable, but not later than 30 days after the importer
receives or otherwise becomes aware of information from
any source, including user facilities, individuals, or medical
or scientific literature, whether published or unpublished,
that reasonably suggests that one of its marketed devices
may have caused or contributed to a death or serious injury.

(b) An importer shall submit to the manufacturer a report
containing information required by Sec. 803.42 on FDA
form 3500A, as soon as practicable, but not later than 30
days after the importer receives or otherwise becomes
aware of information from any source, including user facili-
ties, individuals, or through the importer’'s own research,
testing, evaluation, servicing, or maintenance of one of its
devices, that one of the devices marketed by the importer
has malfunctioned and that such device or a similar device
marketed by the importer would be likely to cause or con-
tribute to a death or serious injury if the malfunction were to
recur.

803.42 Individual adverse event report data
elements.

Individual medical device importer reports shall contain
the following information, in so far as the information is
known or should be known to the importer, as described in
Sec. 803.40, which corresponds to the format of FDA Form
3500A:

(a) Patient information (Block A) shall contain the follow-

ing:
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(1) Patient name or other identifier;

(2) Patient age at the time of event, or date of birth;

3) Patient gender; and

) Patient weight.

) Adverse event or product problem (Block B) shall
ain the following:

(1) Adverse event or product problem;

(2) Outcomes attributed to the adverse event, that is:

(i) Death;

(i) Life threatening injury or iliness;

(iii) Disability resulting in permanent impairment of a
body function or permanent damage to a body structure; or

(iv) Injury or iliness that requires intervention to prevent
permanent impairment of a body structure or function;

(3) Date of event;

(4) Date of report by the initial reporter;

(5) Description of the event or problem to include a dis-
cussion of how the device was involved, nature of the prob-
lem, patient followup or required treatment, and any envi-
ronmental conditions that may have influenced the event;

(6) Description of relevant tests, including dates and lab-
oratory data; and

(7) Other relevant patient history including preexisting
medical conditions.

(c) Device information (Block D) shall contain the following:

(1) Brand name;

(2) Type of device;

(3) Manufacturer name and address;

(4) Operator of the device (health professional, patient,
lay user, other);

(5) Expiration date;

(6) Model number, catalog number, serial number, lot
number or other identifying number;

(7) Date of device implantation (month, day, year);

(8) Date of device explantation (month, day, year);

(9) Whether the device was available for evaluation, and
whether the device was returned to the manufacturer, and
if so, the date it was returned to the manufacturer; and

(10) Concomitant medical products and therapy dates.
(Do not list products that were used to treat the event.)

(d) Initial reporter information (Block E) shall contain the
following:

(1) Name, address, and phone number of the reporter
who initially provided information to the user facility, manu-
facturer, or distributor;

(2) Whether the initial reporter is a health professional;

(3) Occupation; and

(4) Whether the initial reporter also sent a copy of the
report to FDA, if known.

(e) Importer information (Block F) shall contain the fol-
lowing:

(1) Whether reporter is an importer;

(2) Importer report number;

(3) Importer address;

(4) Contact person;

(5) Contact person’s telephone number;

(6) Date the importer became aware of the event (month,
day, year);

(7) Type of report (initial or followup (if followup, include
report number of initial report));
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(8) Date of the importer report (month, day, year);
(9) Approximate age of device;

(10) Event problem codes—patient code and device
code (refer to FDA “Coding Manual For Form 3500A”);

(11) Whether a report was sent to FDA and the date it
was sent (month, day, year);

(12) Location, where event occurred;

(13) Whether a report was sent to the manufacturer and
the date it was sent (month, day, year); and

(14) Manufacturer name and address; if available.

Subpart E - Manufacturer Reporting
Requirements

803.50 Individual adverse event reports;
manufacturers

(a) Reporting standards. Device manufacturers are
required to report within 30 days whenever the manufactur-
er receives or otherwise becomes aware of information,
from any source, that reasonably suggests that a device
marketed by the manufacturer:

(1) May have caused or contributed to a death or serious
injury; or

(2) Has malfunctioned and such device or similar device
marketed by the manufacturer would be likely to cause or
contribute to a death or serious injury, if the malfunction
were to recur.

(b) Information that is reasonably known to manufactur-
ers.

(1) Manufacturers must provide all information required
in this subpart E that is reasonably known to them. FDA
considers the following information to be reasonably known
to the manufacturer:

(i) Any information that can be obtained by contacting a
user facility, distributor and/or other initial reporter;

(i) Any information in a manufacturer’s possession; or

(iii) Any information that can be obtained by analysis,
testing or other evaluation of the device.

(2) Manufacturers are responsible for obtaining and pro-
viding FDA with information that is incomplete or missing
from reports submitted by user facilities, distributors, and
other initial reporters. Manufacturers are also responsible
for conducting an investigation of each event, and evaluat-
ing the cause of the event. If a manufacturer cannot provide
complete information on an MDR report, it must provide a
statement explaining why such information was incomplete
and the steps taken to obtain the information. Any required
information not available at the time of the report, which is
obtained after the initial filing, must be provided by the man-
ufacturer in a supplemental report under 803.56.

803.52 Individual adverse event report data
elements.

Individual medical device manufacturer reports shall
contain the following information, known or reasonably
known to them as described in 803.50(b), which corre-
sponds to the format of FDA Form 3500A:

(a) Patient information (Block A) shall contain the follow-
ing:

(1) Patient name or other identifier
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(2) Patient age at the time of event, or date of birth;

(3) Patient gender; and

(4) Patient weight.

(b) Adverse event or product problem (Block B) shall
contain the following:

(1) Adverse event or product problem

(2) Outcomes attributed to the adverse event, e.g.,
death; or serious injury, that is:

(i) Life threatening injury or illness;

(ii) Disability resulting in permanent impairment of a body
function or permanent damage to a body structure, or

(iii) Injury or illness that requires intervention to prevent
permanent impairment of a body structure or function;

(3) Date of event;

(4) Date of report by the initial reporter;

(5) Description of the event or problem to include a dis-
cussion of how the device was involved, nature of the prob-
lem, patient followup or required treatment, and any envi-
ronmental conditions that may have influenced the event;

(6) Description of relevant tests, including dates and lab-
oratory data, and

(7) Other relevant patient history including pre-existing
medical conditions.

(c) Device information (Block D) shall contain the following:
1) Brand name;

2) Type of device

3) Manufacturer name and address

4) Operator of the device (health professional, patient,
lay user, other);

(5) Expiration date;

(6) Model number, catalog number serial number, lot
number or other identifying number;

(7) Date of device implantation (month, day, year);

(8) Date of device explantation (month, day, year);

(9) Whether the device was available for evaluation, and
whether the device was returned to the manufacturer, and
if so, the date it was returned to the manufacturer; and

(10) Concomitant medical products and therapy dates.
(Do not list products that were used to treat the event.)

(d) Initial reporter information (Block E) shall contain the
following:

(1) Name, address, and phone number of the reporter
who initially provided information to the user facility, manu-
facturer, or distributor;

(2) Whether the initial reporter is a health professional;

(8) Occupation, and

(4) Whether the initial reporter also sent a copy of the
report to FDA, if known.

(e) All manufacturers (Block G) shall contain the follow-
ing:

(1) Contact office name and address and device manu-
facturing site;

(2) Telephone number;

(3) Report sources;

(4) Date received by manufacturer (month, day, year);

(5) Type of report being submitted (e.g., 5-day, initial,
supplemental); and

(6) Manufacturer report number.

(f) Device manufacturers (Block H) shall contain the fol-
lowing:

Py

(1) Type of reportable event (death serious injury, mal-
function, etc.)

(2) Type of followup report, if applicable (e.g., correction,
response to FDA request, etc.);

(3) If the device was returned to the manufacturer and
evaluated by the manufacturer, a summary of the evalua-
tion. If no evaluation was performed, provide an explana-
tion why no evaluation was performed

(4) Device manufacture date (month, day, year);

(5) Was device labeled for single use;

(6) Evaluation codes (including event codes, method of
evaluation, result and conclusion codes) (refer to FDA
“Coding Manual for Form 3500A”)

(7) Whether remedial action was taken and type

(8) Whether use of device was initial reuse, or unknown;

(9) Whether remedial action was reported as a removal
or correction under section 519(f) of the act (list the correc-
tion/removal report number); and

(10) Additional manufacturer narrative; and/or

(11) Corrected data, including:

(i) Any information missing on the user facility report or
distributor report, including missing event codes, or infor-
mation corrected on such forms after manufacturer verifica-
tion;

(i) For each event code provided by the user facility
under 803.32(d)(10) or a distributor, a statement of whether
the type of the event represented by the code is addressed
in the device labeling; and

(iii) If any required information was not provided, an
explanation of why such information was not provided and
the steps taken to obtain such information.

803.53 Five-day reports.

A manufacturer shall submit a 5-day report to FDA, on
Form 3500A or electronic equivalent as approved by FDA
under 803.14 within 5 workdays of:

(a) Becoming aware that a reportable MDR event or
events, from any information, including any trend analysis,
necessitates remedial action to prevent an unreasonable
risk of substantial harm to the public health; or

(b) Becoming aware of an MDR reportable event for
which FDA has made a written request for the submission
of a 5-day report. When such a request is made, the man-
ufacturer shall submit, without further requests, a 5-day
report for all subsequent events of the same nature that
involve substantially similar devices for the time period
specified in the written request. The time period stated in
the original written request can be extended by FDA if it is
in the interest of the public health.

803.55 Baseline report.

(a) A manufacturer shall submit a baseline report on FDA
Form 3417, or electronic equivalent as approved by FDA
under 803.14 for a device when the device model is first
reported under 803.50.

(b) Each baseline report shall be updated annually, on
the anniversary month of the initial submission, after the ini-
tial baseline report is submitted. Changes to baseline infor-
mation shall be reported in the manner described in 803.56
(i.e., include only the new, changed, or corrected informa-
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tion in the appropriate portion(s) of the report form).
Baseline reports shall contain the following:

(1) Name, complete address, and registration number of
the manufacturer’s reporting site. If the reporting site is not
registered, FDA will assign a temporary registration number
until the reporting site officially registers. The manufacturer
will be informed of the temporary registration number;

(2) FDA registration number of each site where the
device is manufactured;

(3) Name, complete address, and telephone number of
the individual who has been designated by the manufactur-
er as its MDR contact and date of the report. For foreign
manufacturers, a confirmation that the individual submitting
the report is the agent of the manufacturer designated
under 803.58(a) is required;

(4) Product identification, including device family, brand
name, generic name, model number, catalog number, prod-
uct code and any other product identification number or
designation;

(5) Identification of any device previously reported in a
baseline report that is substantially similar (e.g., same
device with a different model number, or same device
except for cosmetic differences in color or shape) to the
device being reported, including the identification of the
previously reported device by model number, catalog num-
ber or other product identification, and the date of the base-
line report for the previously reported device;

(6) Basis for marketing, including 510(k) premarket noti-
fication number or PMA number, if applicable, and whether
the device is currently the subject of an approved post-mar-
ket study under section 522 of the act;

(7) Date the device was initially marketed and, if appli-
cable, the date on which the manufacturer ceased market-
ing the device;

(8) Shelf life, if applicable, and expected life of the
device;

(9) The number of devices manufactured and distributed
in the last 12 months and, an estimate of the number of
devices in current use; and

(10) Brief description of any methods used to estimate
the number of devices distributed and the method used to
estimate the number of devices in current use. If this infor-
mation was provided in a previous baseline report, in lieu of
resubmitting the information, it may be referenced by pro-
viding the date and product identification for the previous
baseline report.

EFFECTIVE DATE NOTE: At 61 FR 39869, July 31, 1996,
in 803.55, paragraphs (b)(9) and (10) were stayed indefi-
nitely.

803.56 Supplemental reports.

When a manufacturer obtains information required under
this part that was not provided because it was not known or
was not available when the initial report was submitted, the
manufacturer shall submit to FDA the supplemental infor-
mation within 1 month following receipt of such information.
In supplemental reports, the manufacturer shall:

(a) Indicate on the form and the envelope, that the
reporting form being submitted is a supplemental report. If
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the report being supplemented is an FDA Form 3500A
report, the manufacturer must select, in ltem H-2, the
appropriate code for the type of supplemental information
being submitted

(b) Provide the appropriate identification numbers of the
report that will be updated with the supplemental informa-
tion, e.g., original manufacturer report number and user
facility report number, if applicable;

(c) For reports that cross reference previous reports,
include only the new, changed, or corrected information in
the appropriate portion(s) of the respective form(s).

803.58 Foreign Manufacturers

(a) Every foreign manufacturer whose devices are dis-
tributed in the United States shall designate a U.S. agent to
be responsible for reporting in accordance with 807.40 of
this chapter. The U.S. designated agent accepts responsi-
bility for the duties that Such designation entails. Upon the
effective date of this regulation, foreign manufacturers shall
inform FDA, by letter, of the name and address of the U.S.
agent designated under this section and 807.40 of this
chapter, and shall update this information as necessary.
Such updated information shall be submitted to FDA, with-
in 5 days of a change in the designated agent information.

(b) U.S.-designated agents of foreign manufacturers are
required to:

(1) Report to FDA in accordance with 803.50, 803.52,
803.53, 803.55, and 803.56;

(2) Conduct, or obtain from the foreign manufacturer the
necessary information regarding, the investigation and
evaluation of the event to comport with the requirements of
803.50;

(3) Certify in accordance with 803.57;

(4) Forward MDR complaints to the foreign manufactur-
er and maintain documentation of this requirement;

(5) Maintain complaint files in accordance with 803.18;

EFFECTIVE DATE NOTE: At 61 FR 38347, July 23,1996,
803.58 was stayed indefinitely.

PART 820 - QUALITY SYSTEM REGULATION

AUTHORITY: 21 U.S.C. 351, 352, 360, 360c, 360d, 360e, 360h,
360j, 360l, 371, 374, 381, 383.
SOURCE: 61 FR 52654, Oct 7, 1996, unless otherwise noted.

Subpart A - General Provisions

820.1 Scope.

(a) Applicability.

(1) Current good manufacturing practice (CGMP)
requirements are set forth in this quality system regulation.
The requirements in this part govern the methods used in,
and the facilities and controls used for, the design, manu-
facture, packaging, labeling, storage, installation, and serv-
icing of all finished devices intended for human use. The
requirements in this part are intended to ensure that fin-
ished devices will be safe and effective and otherwise in
compliance with the Federal Food, Drug, and Cosmetic Act
(the act). This part establishes basic requirements applica-
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ble to manufacturers of finished medical devices. If a man-
ufacturer engages in only some operations subject to the
requirements in this part, and not in others, that manufac-
turer need only comply with those requirements applicable
to the operations in which it is engaged. With respect to
class | devices, design controls apply only to those devices
listed in Sec. 820.30(a)(2). This regulation does not apply to
manufacturers of components or parts of finished devices,
but such manufacturers are encouraged to use appropriate
provisions of this regulation as guidance. Manufacturers of
human blood and blood components are not subject to this
part, but are subject to part 606 of this chapter.

(2) The provisions of this part shall be applicable to any
finished device as defined in this part, intended for human
use, that is manufactured, imported, or offered for import in
any State or Territory of the United States, the District of
Columbia, or the Commonwealth of Puerto Rico.

(3) In this regulation the term “where appropriate” is used
several times. When a requirement is qualified by "where
appropriate,” it is deemed to be “appropriate” unless the
manufacturer can document justification otherwise. A
requirement is “appropriate” if nonimplementation could
reasonably be expected to result in the product not meeting
its specified requirements or the manufacturer not being
able to carry out any necessary corrective action.

(b) Limitations. The quality system regulation in this part
supplements regulations in other parts of this chapter
except where explicitly stated otherwise. In the event that it
is impossible to comply with all applicable regulations, both
in this part and in other parts of this chapter, the regulations
specifically applicable to the device in question shall super-
sede any other generally applicable requirements.

(c) Authority. Part 820 is established and issued under
authority of sections 501, 502, 510, 513, 514, 515, 518,
519, 520, 522, 701, 704, 801, 803 of the act (21 U.S.C. 351,
352, 360, 360c, 360d, 360e, 360h, 360i, 360j, 360I, 371,
374, 381, 383). The failure to comply with any applicable
provision in this part renders a device adulterated under
section 501(h) of the act. Such a device, as well as any per-
son responsible for the failure to comply, is subject to regu-
latory action.

(d) Foreign manufacturers. If a manufacturer who offers
devices for import into the United States refuses to permit
or allow the completion of a Food and Drug Administration
(FDA) inspection of the foreign facility for the purpose of
determining compliance with this part, it shall appear for
purposes of section 801(a) of the act, that the methods
used in, and the facilities and controls used for, the design,
manufacture, packaging, labeling, storage, installation, or
servicing of any devices produced at such facility that are
offered for import into the United States do not conform to
the requirements of section 520(f) of the act and this part
and that the devices manufactured at that facility are adul-
terated under section 501(h) of the act.

(e) Exemptions or variances.

(1) Any person who wishes to petition for an exemption
or variance from any device quality system requirement is
subject to the requirements of section 520(f)(2) of the act.
Petitions for an exemption or variance shall be submitted
according to the procedures set forth in Sec. 10.30 of this

chapter, the FDA’s administrative procedures. Guidance is
available from the Center for Devices and Radiological
Health, Division of Small Manufacturers Assistance (HFZ-
220), 1350 Piccard Dr., Rockville, MD 20850, U.S.A., tele-
phone 1-800-638-2041 or 1-301-443-6597, FAX 301-443-
8818.

(2) FDA may initiate and grant a variance from any
device quality system requirement when the agency deter-
mines that such variance is in the best interest of the pub-
lic health. Such variance will remain in effect only so long
as there remains a public health need for the device and
the device would not likely be made sufficiently available
without the variance.

[61 FR 52654, Oct. 7, 1996, as amended at 65 FR 17136, Mar. 31,
2000; 65 FR 66636, Nov. 7, 2000]

820.3 Definitions.

(a) Act means the Federal Food, Drug, and Cosmetic
Act, as amended (secs. 201-903, 52 Stat. 1040 et seq., as
amended ( 21 U.S.C. 321-394)). All definitions in section
201 of the act shall apply to the regulations in this part.

(b) Complaint means any written, electronic, or oral com-
munication that alleges deficiencies related to the identity,
quality, durability, reliability, safety, effectiveness, or per-
formance of a device after it is released for distribution.

(c) Component means any raw material, substance,
piece, part, software, firmware, labeling, or assembly which
is intended to be included as part of the finished, packaged,
and labeled device.

(d) Control number means any distinctive symbols, such
as a distinctive combination of letters or numbers, or both,
from which the history of the manufacturing, packaging,
labeling, and distribution of a unit, lot, or batch of finished
devices can be determined.

(e) Design history file (DHF) means a compilation of
records which describes the design history of a finished
device.

(f) Design input means the physical and performance
requirements of a device that are used as a basis for device
design.

(g) Design output means the results of a design effort at
each design phase and at the end of the total design effort.
The finished design output is the basis for the device mas-
ter record. The total finished design output consists of the
device, its packaging and labeling, and the device master
record.

(h) Design review means a documented, comprehen-
sive, systematic examination of a design to evaluate the
adequacy of the design requirements, to evaluate the capa-
bility of the design to meet these requirements, and to iden-
tify problems.

(i) Device history record (DHR) means a compilation of
records containing the production history of a finished
device.

(j) Device master record (DMR) means a compilation of
records containing the procedures and specifications for a
finished device.

(k) Establish means define, document (in writing or elec-
tronically), and implement.
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() Finished device means any device or accessory to
any device that is suitable for use or capable of functioning,
whether or not it is packaged, labeled, or sterilized.

(m) Lot or batch means one or more components or fin-
ished devices that consist of a single type, model, class,
size, composition, or software version that are manufac-
tured under essentially the same conditions and that are
intended to have uniform characteristics and quality within
specified limits.

(n) Management with executive responsibility means
those senior employees of a manufacturer who have the
authority to establish or make changes to the manufactur-
er’s quality policy and quality system.

(o) Manufacturer means any person who designs, man-
ufactures, fabricates, assembles, or processes a finished
device. Manufacturer includes but is not limited to those
who perform the functions of contract sterilization, installa-
tion, relabeling, remanufacturing, repacking, or specifica-
tion development, and U.S. designated agents of foreign
entities performing these functions.

(p) Manufacturing material means any material or sub-
stance used in or used to facilitate the manufacturing
process, a concomitant constituent, or a byproduct con-
stituent produce during the manufacturing process, which is
present in or on the finished device as a residue or impuri-
ty not by design or intent of the manufacturer.

(a) Nonconformity means the nonfulfillment of a speci-
fied requirement.

(r) Product means components, manufacturing materials,
in-process devices, finished devices, and returned devices.

(s) Quality means the totality of features and character-
istics that bear on the ability of a device to satisfy fithess-
for-use, including safety and performance.

(t) Quality audit means a systematic, independent exami-
nation of a manufacturer’s quality system that is performed at
defined intervals and at sufficient frequency to determine
whether both quality system activities and the results of such
activities comply with quality system procedures, that these
procedures are implemented effectively, and that these pro-
cedures are suitable to achieve quality system objectives.

(u) Quality policy means the overall intentions and direc-
tion of an organization with respect to quality, as estab-
lished by management with executive responsibility.

(v) Quality system means the organizational structure,
responsibilities, procedures, processes, and resources for
implementing quality management.

(w) Remanufacturer means any person who processes,
conditions, renovates, repackages, restores, or does any
other act to a finished device that significantly changes the
finished device’s performance or safety specifications, or
intended use.

(x) Rework means action taken on a nonconforming
product so that it will fulfill the specified DMR requirements
before it is released for distribution.

(y) Specification means any requirement with which a
product, process, service, or other activity must conform.

(z) Validation means confirmation by examination and
provision of objective evidence that the particular require-
ments for a specific intended use can be consistently ful-
filled.
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(1) Process validation means establishing by objective
evidence that a process consistently produces a result or
product meeting its predetermined specifications.

(2) Design validation means establishing by objective
evidence that device specifications conform with user
needs and intended use(s).

(aa) Verification means confirmation by examination and
provision of objective evidence that specified requirements
have been fulfilled.

Subpart B - Quality System Requirements

820.5 Quality system.

Each manufacturer shall establish and maintain a quali-
ty system that is appropriate for the specific medical
device(s) designed or manufactured, and that meets the
requirements of this part.

820.20 Management responsibility.

(a) Quality policy. Management with executive responsi-
bility shall establish its policy and objectives for, and com-
mitment to, quality. Management with executive responsi-
bility shall ensure that the quality policy is understood,
implemented, and maintained at all levels of the organiza-
tion.

(b) Organization . Each manufacturer shall establish and
maintain an adequate organizational structure to ensure
that devices are designed and produced in accordance with
the requirements of this part.

(1) Responsibility and authority. Each manufacturer shall
establish the appropriate responsibility, authority, and inter-
relation of all personnel who manage, perform, and assess
work affecting quality, and provide the independence and
authority necessary to perform these tasks.

(2) Resources. Each manufacturer shall provide ade-
quate resources, including the assignment of trained per-
sonnel, for management, performance of work, and
assessment activities, including internal quality audits, to
meet the requirements of this part.

(3) Management representative. Management with
executive responsibility shall appoint, and document such
appointment of, a member of management who, irrespec-
tive of other responsibilities, shall have established author-
ity over and responsibility for:

(i) Ensuring that quality system requirements are effec-
tively established and effectively maintained in accordance
with this part; and

(i) Reporting on the performance of the quality system to
management with executive responsibility for review.

(c) Management review. Management with executive
responsibility shall review the suitability and effectiveness
of the quality system at defined intervals and with sufficient
frequency according to established procedures to ensure
that the quality system satisfies the requirements of this
part and the manufacturer’s established quality policy and
objectives. The dates and results of quality system reviews
shall be documented.

(d) Quality planning. Each manufacturer shall establish a
quality plan which defines the quality practices, resources ,
and activities relevant to devices that are designed and
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manufactured. The manufacturer shall establish how the
requirements for quality will be met.

(e) Quality system procedures . Each manufacturer shall
establish quality system procedures and instructions. An
outline of the structure of the documentation used in the
quality system shall be established where appropriate.

820.22 Quality audit.

Each manufacturer shall establish procedures for quality
audits and conduct such audits to assure that the quality
system is in compliance with the established quality system
requirements and to determine the effectiveness of the
quality system. Quality audits shall be conducted by indi-
viduals who do not have direct responsibility for the matters
being audited. Corrective action(s), including a reaudit of
deficient matters, shall be taken when necessary. A report
of the results of each quality audit, and reaudit(s) where
taken, shall be made and such reports shall be reviewed by
management having responsibility for the matters audited.
The dates and results of quality audits and reaudits shall be
documented.

820.25 Personnel.

(a) General. Each manufacturer shall have sufficient per-
sonnel with the necessary education, background, training,
and experience to assure that all activities required by this
part are correctly performed.

(b) Training. Each manufacturer shall establish proce-
dures for identifying training needs and ensure that all per-
sonnel are trained to adequately perform their assigned
responsibilities. Training shall be documented.

(1) As part of their training, personnel shall be made
aware of device defects which may occur from the improp-
er performance of their specific jobs.

(2) Personnel who perform verification and validation
activities shall be made aware of defects and errors that
may be encountered as part of their job functions.

Subpart C - Design Controls

820.30 Design controls.

(a) General.

(1) Each manufacturer of any class Il or class Il device,
and the class | devices listed in paragraph (a)(2) of this sec-
tion, shall establish and maintain procedures to control the
design of the device in order to ensure that specified design
requirements are met.

(2) The following class | devices are subject to design
controls:

(i) Devices automated with computer software; and

(ii) The devices listed in the following chart:

Section Device

868.6810 Catheter, Tracheobronchial Suction
878.4460 | Glove, Surgeon’s

880.6760 Restraint, Protective

892.5650 System, Applicator, Radionuclide, Manual
892.5740 Source, Radionuclide Teletherapy

(b) Design and development planning. Each manufactur-
er shall establish and maintain plans that describe or refer-
ence the design and development activities and define
responsibility for implementation. The plans shall identify
and describe the interfaces with different groups or activi-
ties that provide, or result in, input to the design and devel-
opment process. The plans shall be reviewed, updated,
and approved as design and development evolves.

(c) Design input. Each manufacturer shall establish and
maintain procedures to ensure that the design require-
ments relating to a device are appropriate and address the
intended use of the device, including the needs of the user
and patient. The procedures shall include a mechanism for
addressing incomplete, ambiguous, or conflicting require-
ments. The design input requirements shall be documented
and shall be reviewed and approved by a designated indi-
vidual(s). The approval, including the date and signature of
the individual(s) approving the requirements, shall be doc-
umented.

(c) Design output. Each manufacturer shall establish and
maintain procedures for defining and documenting design
output in terms that allow an adequate evaluation of con-
formance to design input requirements. Design output pro-
cedures shall contain or make reference to acceptance cri-
teria and shall ensure that those design outputs that are
essential for the proper functioning of the device are identi-
fied. Design output shall be documented, reviewed, and
approved before release. The approval, including the date
and signature of the individual(s) approving the output,
shall be documented.

(e) Design review. Each manufacturer shall establish
and maintain procedures to ensure that formal documented
reviews of the design results are planned and conducted at
appropriate stages of the device’s design development.
The procedures shall ensure that participants at each
design review include representatives of all functions con-
cerned with the design stage being reviewed and an indi-
vidual(s) who does not have direct responsibility for the
design stage being reviewed, as well as any specialists
needed. The results of a design review, including identifica-
tion of the design, the date, and the individual(s) performing
the review, shall be documented in the design history file
(the DHF).

(f) Design verification. Each manufacturer shall establish
and maintain procedures for verifying the device design.
Design verification shall confirm that the design output
meets the design input requirements. The results of the
design verification, including identification of the design,
method(s), the date, and the individual(s) performing the
verification, shall be documented in the DHF.

(9) Design validation. Each manufacturer shall establish
and maintain procedures for validating the device design.
Design validation shall be performed under defined operat-
ing conditions on initial production units, lots, or batches, or
their equivalents. Design validation shall ensure that
devices conform to defined user needs and intended uses
and shall include testing of production units under actual or
simulated use conditions. Design validation shall include
software validation and risk analysis, where appropriate.
The results of the design validation, including identification
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of the design, method(s), the date, and the individual(s)
performing the validation, shall be documented in the DHF.

(h) Design transfer. Each manufacturer shall establish
and maintain procedures to ensure that the device design
is correctly translated into production specifications.

(i) Design changes. Each manufacturer shall establish
and maintain procedures for the identification, documenta-
tion, validation or where appropriate verification, review,
and approval of design changes before their implementa-
tion.

(j) Design history file. Each manufacturer shall establish
and maintain a DHF for each type of device. The DHF shall
contain or reference the records necessary to demonstrate
that the design was developed in accordance with the
approved design plan and the requirements of this part.

Subpart D - Document Controls

820.40 Document controls.

Each manufacturer shall establish and maintain proce-
dures to control all documents that are required by this part.
The procedures shall provide for the following:

(a) Document approval and distribution. Each manufac-
turer shall designate an individual(s) to review for adequa-
cy and approve prior to issuance all documents established
to meet the requirements of this part. The approval, includ-
ing the date and signature of the individual(s) approving the
document, shall be documented. Documents established to
meet the requirements of this part shall be available at all
locations for which they are designated, used, or otherwise
necessary, and all obsolete documents shall be promptly
removed from all points of use or otherwise prevented from
unintended use.

(b) Document changes. Changes to documents shall be
reviewed and approved by an individual(s) in the same
function or organization that performed the original review
and approval, unless specifically designated otherwise.
Approved changes shall be communicated to the appropri-
ate personnel in a timely manner. Each manufacturer shall
maintain records of changes to documents. Change
records shall include a description of the change, identifi-
cation of the affected documents, the signature of the
approving individual(s), the approval date, and when the
change becomes effective.

Subpart E - Purchasing Controls

820.50 Purchasing controls.

Each manufacturer shall establish and maintain proce-
dures to ensure that all purchased or otherwise received
product and services conform to specified requirements.

(a) Evaluation of suppliers, contractors, and consultants.
Each manufacturer shall establish and maintain the
requirements, including quality requirements, that must be
met by suppliers, contractors, and consultants. Each man-
ufacturer shall:

(1) Evaluate and select potential suppliers, contractors,
and consultants on the basis of their ability to meet speci-
fied requirements, including quality requirements. The eval-
uation shall be documented.
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(2) Define the type and extent of control to be exercised
over the product, services, suppliers, contractors, and con-
sultants, based on the evaluation results.

(3) Establish and maintain records of acceptable suppli-
ers, contractors, and consultants.

(b) Purchasing data. Each manufacturer shall establish
and maintain data that clearly describe or reference the
specified requirements, including quality requirements, for
purchased or otherwise received product and services.
Purchasing documents shall include, where possible, an
agreement that the suppliers, contractors, and consultants
agree to notify the manufacturer of changes in the product
or service so that manufacturers may determine whether
the changes may affect the quality of a finished device.
Purchasing data shall be approved in accordance with
820.40.

Subpart F - Identification and Traceability

820.60 Identification.

Each manufacturer shall establish and maintain proce-
dures for identifying product during all stages of receipt,
production, distribution, and installation to prevent mixups.

820.65 Traceability.

Each manufacturer of a device that is intended for surgi-
cal implant into the body or to support or sustain life and
whose failure to perform when properly used in accordance
with instructions for use provided in the labeling can be rea-
sonably expected to result in a significant injury to the user
shall establish and maintain procedures for identifying with
a control number each unit, lot, or batch of finished devices
and where appropriate components. The procedures shall
facilitate corrective action. Such identification shall be doc-
umented in the DHR.

Subpart G - Production and Process
Controls

820.70 Production and process controls.

(a) General. Each manufacturer shall develop, conduct,
control, and monitor production processes to ensure that a
device conforms to its specifications. Where deviations
from device specifications could occur as a result of the
manufacturing process, the manufacturer shall establish
and maintain process control procedures that describe any
process controls necessary to ensure conformance to
specifications. Where process controls are needed they
shall include:

(1) Documented instructions, standard operating proce-
dures (SOP’s), and methods that define and control the
manner of production;

(2) Monitoring and control of process parameters and
component and device characteristics during production;

(3) Compliance with specified reference standards or
codes;

(4) The approval of processes and process equipment;
and

(5) Criteria for workmanship which shall be expressed in
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documented standards or by means of identified and
approved representative samples.

(b) Production and process changes. Each manufactur-
er shall establish and maintain procedures for changes to a
specification, method, process, or procedure. Such
changes shall be verified or where appropriate validated
according to 820.75, before implementation and these
activities shall be documented. Changes shall be approved
in accordance with 820.40.

(c) Environmental control. Where environmental condi-
tions could reasonably be expected to have an adverse
effect on product quality, the manufacturer shall establish
and maintain procedures to adequately control these envi-
ronmental conditions. Environmental control system(s)
shall be periodically inspected to verify that the system,
including necessary equipment, is adequate and function-
ing properly. These activities shall be documented and
reviewed.

(d) Personnel. Each manufacturer shall establish and
maintain requirements for the health, cleanliness, personal
practices, and clothing of personnel if contact between
such personnel and product or environment could reason-
ably be expected to have an adverse effect on product
quality. The manufacturer shall ensure that maintenance
and other personnel who are required to work temporarily
under special environmental conditions are appropriately
trained or supervised by a trained individual.

(e) Contamination control. Each manufacturer shall
establish and maintain procedures to prevent contamina-
tion of equipment or product by substances that could rea-
sonably be expected to have an adverse effect on product
quality.

(f) Buildings. Buildings shall be of suitable design and
contain sufficient space to perform necessary operations,
prevent mixups, and assure orderly handling.

(g) Equipment. Each manufacturer shall ensure that all
equipment used in the manufacturing process meets spec-
ified requirements and is appropriately designed, construct-
ed, placed, and installed to facilitate maintenance, adjust-
ment, cleaning, and use.

(1) Maintenance schedule. Each manufacturer shall
establish and maintain schedules for the adjustment, clean-
ing, and other maintenance of equipment to ensure that
manufacturing specifications are met. Maintenance activi-
ties, including the date and individual(s) performing the
maintenance activities, shall be documented.

(2) Inspection. Each manufacturer shall conduct period-
ic inspections in accordance with established procedures to
ensure adherence to applicable equipment maintenance
schedules. The inspections, including the date and individ-
ual(s) conducting the inspections, shall be documented.

(3) Adjustment. Each manufacturer shall ensure that any
inherent limitations or allowable tolerances are visibly post-
ed on or near equipment requiring periodic adjustments or
are readily available to personnel performing these adjust-
ments.

(h) Manufacturing material. Where a manufacturing
material could reasonably be expected to have an adverse
effect on product quality, the manufacturer shall establish
and maintain procedures for the use and removal of such

manufacturing material to ensure that it is removed or limit-
ed to an amount that does not adversely affect the device’s
quality. The removal or reduction of such manufacturing
material shall be documented.

(i) Automated processes. When computers or automated
data processing systems are used as part of production or
the quality system, the manufacturer shall validate comput-
er software for its intended use according to an established
protocol. All software changes shall be validated before
approval and issuance. These validation activities and
results shall be documented.

820.72 Inspection, measuring, and test
equipment.

(a) Control of inspection, measuring, and test equipment.
Each manufacturer shall ensure that all inspection, meas-
uring, and test equipment, including mechanical, automat-
ed, or electronic inspection and test equipment, is suitable
for its intended purposes and is capable of producing valid
results. Each manufacturer shall establish and maintain
procedures to ensure that equipment is routinely calibrated,
inspected, checked, and maintained. The procedures shall
include provisions for handling, preservation, and storage
of equipment, so that its accuracy and fitness for use are
maintained. These activities shall be documented.

(b) Calibration. Calibration procedures shall include spe-
cific directions and limits for accuracy and precision. When
accuracy and precision limits are not met, there shall be
provisions for remedial action to reestablish the limits and
to evaluate whether there was any adverse effect on the
device’s quality. These activities shall be documented.

(1) Calibration standards. Calibration standards used for
inspection, measuring, and test equipment shall be trace-
able to national or international standards. If national or
international standards are not practical or available, the
manufacturer shall use an independent reproducible stan-
dard. If no applicable standard exists, the manufacturer
shall establish and maintain an in-house standard.

(2) Calibration records. The equipment identification, cal-
ibration dates, the individual performing each calibration,
and the next calibration date shall be documented. These
records shall be displayed on or near each piece of equip-
ment or shall be readily available to the personnel using
such equipment and to the individuals responsible for cali-
brating the equipment.

820.75 Process validation.

(a) Where the results of a process cannot be fully veri-
fied by subsequent inspection and test, the process shall be
validated with a high degree of assurance and approved
according to established procedures. The validation activi-
ties and results, including the date and signature of the indi-
vidual(s) approving the validation and where appropriate
the major equipment validated, shall be documented.

(b) Each manufacturer shall establish and maintain pro-
cedures for monitoring and control of process parameters
for validated processes to ensure that the specified require-
ments continue to be met.

(1) Each manufacturer shall ensure that validated
processes are performed by qualified individual(s).
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(2) For validated processes, the monitoring and control
methods and data, the date performed, and, where appro-
priate, the individual(s) performing the process or the major
equipment used shall be documented.

(c) When changes or process deviations occur, the man-
ufacturer shall review and evaluate the process and per-
form revalidation where appropriate. These activities shall
be documented.

Subpart H - Acceptance Activities

820.80 Receiving, in-process, and finished
device acceptance.

(a) General. Each manufacturer shall establish and
maintain procedures for acceptance activities. Acceptance
activities include inspections, tests, or other verification
activities.

(b) Receiving acceptance activities. Each manufacturer
shall establish and maintain procedures for acceptance of
incoming product. Incoming product shall be inspected,
tested, or otherwise verified as conforming to specified
requirements. Acceptance or rejection shall be document-
ed.

(c) In-process acceptance activities . Each manufacturer
shall establish and maintain acceptance procedures, where
appropriate, to ensure that specified requirements for in-
process product are met. Such procedures shall ensure
that in-process product is controlled until the required
inspection and tests or other verification activities have
been completed, or necessary approvals are received, and
are documented.

(d) Final acceptance activities. Each manufacturer shall
establish and maintain procedures for finished device
acceptance to ensure that each production run, lot, or batch
of finished devices meets acceptance criteria. Finished
devices shall be held in quarantine or otherwise adequate-
ly controlled until released. Finished devices shall not be
released for distribution until:

(1) The activities required in the DMR are completed;

(2) The associated data and documentation is reviewed;

(3) the release is authorized by the signature of a desig-
nated individual(s); and

(4) the authorization is dated.

(e) Acceptance records. Each manufacturer shall docu-
ment acceptance activities required by this part. These
records shall include:

(1) The acceptance activities performed;

(2) the dates acceptance activities are performed;

(3) the results;

(4) the signature of the individual(s) conducting the
acceptance activities; and

(5) where appropriate the equipment used. These
records shall be part of the DHR.

820.86 Acceptance status.

Each manufacturer shall identify by suitable means the
acceptance status of product, to indicate the conformance
or nonconformance of product with acceptance criteria. The
identification of acceptance status shall be maintained
throughout manufacturing, packaging, labeling, installation,
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and servicing of the product to ensure that only product
which has passed the required acceptance activities is dis-
tributed, used, or installed.

Subpart | - Nonconforming Product

820.90 Nonconforming product.

(a) Control of nonconforming product. Each manufactur-
er shall establish and maintain procedures to control prod-
uct that does not conform to specified requirements. The
procedures shall address the identification, documentation,
evaluation, segregation, and disposition of nonconforming
product. The evaluation of nonconformance shall include a
determination of the need for an investigation and notifica-
tion of the persons or organizations responsible for the non-
conformance. The evaluation and any investigation shall be
documented.

(b) Nonconformity review and disposition.

(1) Each manufacturer shall establish and maintain pro-
cedures that define the responsibility for review and the
authority for the disposition of nonconforming product. The
procedures shall set forth the review and disposition
process. Disposition of nonconforming product shall be
documented. Documentation shall include the justification
for use of nonconforming product and the signature of the
individual(s) authorizing the use.

(2) Each manufacturer shall establish and maintain pro-
cedures for rework, to include retesting and reevaluation of
the nonconforming product after rework, to ensure that the
product meets its current approved specifications. Rework
and reevaluation activities, including a determination of any
adverse effect from the rework upon the product, shall be
documented in the DHR.

Subpart J - Corrective and Preventive Action

820.100 Corrective and preventive action.

(a) Each manufacturer shall establish and maintain pro-
cedures for implementing corrective and preventive action.
The procedures shall include requirements for:

(1) Analyzing processes, work operations, concessions,
quality audit reports, quality records, service records, com-
plaints, returned product, and other sources of quality data
to identify existing and potential causes of honconforming
product, or other quality problems. Appropriate statistical
methodology shall be employed where necessary to detect
recurring quality problems;

(2) Investigating the cause of nonconformities relating to
product, processes, and the quality system;

(3) Identifying the action(s) needed to correct and pre-
vent recurrence of nonconforming product and other quali-
ty problems;

(4) Verifying or validating the corrective and preventive
action to ensure that such action is effective and does not
adversely affect the finished device;

(5) Implementing and recording changes in methods and
procedures needed to correct and prevent identified quality
problems;

(6) Ensuring that information related to quality problems
or nonconforming product is disseminated to those directly
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responsible for assuring the quality of such product or the
prevention of such problems; and

(7) Submitting relevant information on identified quality
problems, as well as corrective and preventive actions, for
management review.

(b) All activities required under this section, and their
results, shall be documented.

Subpart K- Labeling and Packaging Control

820.120 Device labeling.

Each manufacturer shall establish and maintain proce-
dures to control labeling activities.

(a) Label integrity. Labels shall be printed and applied so
as to remain legible and affixed during the customary con-
ditions of processing, storage, handling, distribution, and
where appropriate use.

(b) Labeling inspection. Labeling shall not be released
for storage or use until a designated individual(s) has
examined the labeling for accuracy including, where appli-
cable, the correct expiration date, control number, storage
instructions, handling instructions, and any additional pro-
cessing instructions. The release, including the date and
signature of the individual(s) performing the examination,
shall be documented in the DHR.

(c) Labeling storage. Each manufacturer shall store
labeling in a manner that provides proper identification and
is designed to prevent mixups.

(d) Labeling operations. Each manufacturer shall control
labeling and packaging operations to prevent labeling mix-
ups. The label and labeling used for each production unit,
lot, or batch shall be documented in the DHR.

(e) Control number. Where a control number is required
by 820.65, that control number shall be on or shall accom-
pany the device through distribution.

820.130 Device packaging.

Each manufacturer shall ensure that device packaging
and shipping containers are designed and constructed to
protect the device from alteration or damage during the
customary conditions of processing, storage, handling, and
distribution.

Subpart L - Handling, Storage, Distribution,
and Installation

820.140 Handling.

Each manufacturer shall establish and maintain proce-
dures to ensure that mixups, damage, deterioration, con-
tamination, or other adverse effects to product do not occur
during handling.

820.150 Storage.

(a) Each manufacturer shall establish and maintain pro-
cedures for the control of storage areas and stock rooms for
product to prevent mixups, damage, deterioration, contam-
ination, or other adverse effects pending use or distribution
and to ensure that no obsolete, rejected, or deteriorated
product is used or distributed. When the quality of product
deteriorates over time, it shall be stored in a manner to facil-

itate proper stock rotation, and its condition shall be
assessed as appropriate.

(b) Each manufacturer shall establish and maintain pro-
cedures that describe the methods for authorizing receipt
from and dispatch to storage areas and stock rooms.

820.160 Distribution.

(a) Each manufacturer shall establish and maintain pro-
cedures for control and distribution of finished devices to
ensure that only those devices approved for release are
distributed and that purchase orders are reviewed to
ensure that ambiguities and errors are resolved before
devices are released for distribution. Where a device’s fit-
ness for use or quality deteriorates over time, the proce-
dures shall ensure that expired devices or devices deterio-
rated beyond acceptable fitness for use are not distributed.

(b) Each manufacturer shall maintain distribution records
which include or refer to the location of:

(1) The name and address of the initial consignee;

(2) The identification and quantity of devices shipped;

(3) The date shipped; and

(4) Any control number(s) used.

820.170 Installation.

(a) Each manufacturer of a device requiring installation
shall establish and maintain adequate installation and inspec-
tion instructions, and where appropriate test procedures.
Instructions and procedures shall include directions for ensur-
ing proper installation so that the device will perform as
intended after installation. The manufacturer shall distribute
the instructions and procedures with the device or otherwise
make them available to the person(s) installing the device.

(b) The person installing the device shall ensure that the
installation, inspection, and any required testing are per-
formed in accordance with the manufacturer’s instructions
and procedures and shall document the inspection and any
test results to demonstrate proper installation.

Subpart M - Records

820.180 General requirements

All records required by this part shall be maintained at
the manufacturing establishment or other location that is
reasonably accessible to responsible officials of the manu-
facturer and to employees of FDA designated to perform
inspections. Such records, including those not stored at the
inspected establishment, shall be made readily available
for review and copying by FDA employee(s). Such records
shall be legible and shall be stored to minimize deteriora-
tion and to prevent loss. Those records stored in automat-
ed data processing systems shall be backed up.

(a) Confidentiality. Records deemed confidential by the
manufacturer may be marked to aid FDA in determining
whether information may be disclosed under the public
information regulation in part 20 of this chapter.

(b) Record retention period. All records required by this
part shall be retained for a period of time equivalent to the
design and expected life of the device, but in no case less
than 2 years from the date of release for commercial distri-
bution by the manufacturer.
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(c) Exceptions. This section does not apply to the reports
required by 820.20(c) Management review, 820.22 Quality
audits, and supplier audit reports used to meet the require-
ments of 820.50(a) Evaluation of suppliers, contractors, and
consultants, but does apply to procedures established under
these provisions. Upon request of a designated employee of
FDA, an employee in management with executive responsi-
bility shall certify in writing that the management reviews
and quality audits required under this part, and supplier
audits where applicable, have been performed and docu-
mented, the dates on which they were performed, and that
any required corrective action has been undertaken.

820.181 Device master record.

Each manufacturer shall maintain device master records
(DMR’s). Each manufacturer shall ensure that each DMR is
prepared and approved in accordance with 820.40. The
DMR for each type of device shall include, or refer to the
location of, the following information:

(a) Device specifications including appropriate drawings,
composition, formulation, component specifications, and
software specifications;

(b) Production process specifications including the
appropriate equipment specifications, production methods,
production procedures, and production environment speci-
fications;

(c) Quality assurance procedures and specifications
including acceptance criteria and the quality assurance
equipment to be used;

(d) Packaging and labeling specifications, including
methods and processes used; and

(e) Installation, maintenance, and servicing procedures
and methods.

820.184 Device history record.

Each manufacturer shall maintain device history records
(DHR’s). Each manufacturer shall establish and maintain
procedures to ensure that DHR’s for each batch, lot, or unit
are maintained to demonstrate that the device is manufac-
tured in accordance with the DMR and the requirements of
this part. The DHR shall include or refer to the location of,
the following information:

(a) The dates of manufacture;

(b) The quantity manufactured;

(c) The quantity released for distribution;

(d) The acceptance records which demonstrate the
device is manufactured in accordance with the DMR;

(e) The primary identification label and labeling used for
each production unit; and

(f) Any device identification(s) and control number(s) used.

820.186 Quality system record.

Each manufacturer shall maintain a quality system
record (QSR). The QSR shall include, or refer to the loca-
tion of, procedures and the documentation of activities
required by this part that are not specific to a particular type
of device(s), including, but not limited to, the records
required by 820.20. Each manufacturer shall ensure that
the QSR is prepared and approved in accordance with
820.40.
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820.198 Compilaint files.

(a) Each manufacturer shall maintain complaint files.
Each manufacturer shall establish and maintain procedures
for receiving, reviewing, and evaluating complaints by a
formally designated unit. Such procedures shall ensure
that:

(1) All complaints are processed in a uniform and timely
manner;

(2) Oral complaints are documented upon receipt; and

(3) Complaints are evaluated to determine whether the
complaint represents an event which is required to be
reported to FDA under part 803 or 804 of this chapter,
Medical Device Reporting.

(b) Each manufacturer shall review and evaluate all com-
plaints to determine whether an investigation is necessary.
When no investigation is made, the manufacturer shall
maintain a record that includes the reason no investigation
was made and the name of the individual responsible for
the decision not to investigate.

(¢) Any complaint involving the possible failure of a
device, labeling, or packaging to meet any of its specifica-
tions shall be reviewed, evaluated, and investigated, unless
such investigation has already been performed for a similar
complaint and another investigation is not necessary.

(d) Any complaint that represents an event which must
be reported to FDA under part 803 or 804 of this chapter
shall be promptly reviewed, evaluated, and investigated by
a designated individual(s) and shall be maintained in a sep-
arate portion of the complaint flies or otherwise clearly iden-
tified. In addition to the information required by 820.198(e),
records of investigation under this paragraph shall include
a determination of:

(1) Whether the device failed to meet specifications;

(2) Whether the device was being used for treatment or
diagnosis; and

(3) The relationship, if any, of the device to the reported
incident or adverse event.

(e) When an investigation is made under this section, a
record of the investigation shall be maintained by the for-
mally designated unit identified in paragraph (a) of this sec-
tion. The record of investigation shall include:

(1) The name of the device;

(2) The date the complaint was received;

(3) Any device identification(s) and control number(s)
used

(4) The name, address, and phone number of the com-
plainant;

(5) The nature and details of the complaint;

(6) The dates and results of the investigation;

(7) Any corrective action taken; and

(8) Any reply to the complainant.

(f) When the manufacturer’s formally designated com-
plaint unit is located at a site separate from the manufac-
turing establishment, the investigated complaint(s) and the
record(s) of investigation shall be reasonably accessible to
the manufacturing establishment.

(9) If a manufacturer’s formally designated complaint unit
is located outside of the United States, records required by
this section shall be reasonably accessible in the United
States at either:
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(1) A location in the United States where the manufac-
turer’s records are regularly kept; or
(2) The location of the initial distributor.

Subpart N - Servicing

820.200 Servicing.

(a) Where servicing is a specified requirement, each
manufacturer shall establish and maintain instructions and
procedures for performing and verifying that the servicing
meets the specified requirements.

(b) Each manufacturer shall analyze service reports with
appropriate statistical methodology in accordance with
820.100.

(c) Each manufacturer who receives a service report that
represents an event which must be reported to FDA under
part 803 or 804 of this chapter shall automatically consider
the report a complaint and shall process it in accordance
with the requirements of 820.198.

(d) Service reports shall be documented and shall
include:

(1) The name of the device serviced;

(2) Any device identification(s) and control number(s)
used;

(3) The date of service;

(4) The individual(s) servicing the device;

(5) The service performed; and

(6) The test and inspection data.

Subpart O - Statistical Techniques

820.250 Statistical techniques.

(a) Where appropriate, each manufacturer shall estab-
lish and maintain procedures for identifying valid statistical
techniques required for establishing, controlling, and verify-
ing the acceptability of process capability and product char-
acteristics.

(b) Sampling plans, when used, shall be written and
based on a valid statistical rationale. Each manufacturer
shall establish and maintain procedures to ensure that
sampling methods are adequate for their intended use and
to ensure that when changes occur the sampling plans are
reviewed. These activities shall be documented.
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