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Subpart A--General Provisions

Sec. 809.3 Definitions.

(a) In vitro diagnostic products are those reagents, instruments, and

systems intended for use in the diagnosis of disease or other conditions,

including a determination of the state of health, in order to cure,

mitigate, treat, or prevent disease or its sequelae. Such products are

intended for use in the collection, preparation, and examination of

specimens taken from the human body. These products are devices as

defined in section 201(h) of the Federal Food, Drug, and Cosmetic Act

(the act), and may also be biological products subject to section 351

of the Public Health Service Act.

(b) A product class is all those products intended for use for a

particular determination or for a related group of determinations or

products with common or related characteristics or those intended for

common or related uses. A class may be further divided into subclasses

when appropriate.

(c) [Reserved]

(d) Act means the Federal Food, Drug, and Cosmetic Act.

Sec. 809.4 Confidentiality of submitted information.

Data and information submitted under 809.10(c) that are shown to fall

within the exemption established in 20.61 of this chapter shall be

treated as confidential by the Food and Drug Administration and any

person to whom the data and information are referred. The Food and Drug

Administration will determine whether information submitted will be

treated as confidential in accordance with the provisions of part 20

of this chapter.
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Subpart B--Labeling

Sec. 809.10 Labeling for in vitro diagnostic products.

(a) The label for an in vitro diagnostic product shall state the

following information, except where such information is not applicable,

or as otherwise specified in a standard for a particular product class

or as provided in paragraph (e) of this section. Section 201(k) of the

act provides that "a requirement made by or under authority of this

act that any word, statement, or other information appear on the label

shall not be considered to be complied with unless such word, statement,

or other information also appears on the outside container or wrapper,

if any there be, of the retail package of such article, or is easily

legible through the outside container or wrapper."

(1) The proprietary name and established name (common or usual name),

if any.

(2) The intended use or uses of the product.

(3) For a reagent, a declaration of the established name (common or

usual name), if any, and quantity, proportion or concentration of each

reactive ingredient; and for a reagent derived from biological

material, the source and a measure of its activity. The quantity,

proportion, concentration, or activity shall be stated in the system

generally used and recognized by the intended user, e.g., metric,

international units, etc.

(4) A statement of warnings or precautions for users as established

in the regulations contained in 16 CFR part 1500 and any other warnings

appropriate to the hazard presented by the product; and a statement

"For In Vitro Diagnostic Use" and any other limiting statements

appropriate to the intended use of the product.

(5) For a reagent, appropriate storage instructions adequate to protect

the stability of the product. When applicable, these instructions shall

include such information as conditions of temperature, light, humidity,
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and other pertinent factors. For products requiring manipulation, such

as reconstitution and/or mixing before use, appropriate storage

instructions shall be provided for the reconstituted or mixed product

which is to be stored in the original container. The basis for such

instructions shall be determined by reliable, meaningful, and specific

test methods such as those described in 211.166 of this chapter.

(6) For a reagent, a means by which the user may be assured that the

product meets appropriate standards of identity, strength, quality and

purity at the time of use. This shall be provided, both for the product

as provided and for any resultant reconstituted or mixed product, by

including on the label one or more of the following:

(i) An expiration date based upon the stated storage instructions.

(ii) A statement of an observable indication of an alteration of the

product, e.g., turbidity, color change, precipitate, beyond its

appropriate standards.

(iii) Instructions for a simple method by which the user can reasonably

determine that the product meets its appropriate standards.

(7) For a reagent, a declaration of the net quantity of contents,

expressed in terms of weight or volume, numerical count, or any

combination of these or other terms which accurately reflect the

contents of the package. The use of metric designations is encouraged,

wherever appropriate. If more than a single determination may be

performed using the product, any statement of the number of tests shall

be consistent with instructions for use and amount of material provided.

(8) Name and place of business of manufacturer, packer, or distributor.

(9) A lot or control number, identified as such, from which it is possible

to determine the complete manufacturing history of the product.

(i) If it is a multiple unit product, the lot or control number shall

permit tracing the identity of the individual units.

(ii) For an instrument, the lot or control number shall permit tracing

the identity of all functional subassemblies.
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(iii) For multiple unit products which require the use of included units

together as a system, all units should bear the same lot or control

number, if appropriate, or other suitable uniform identification should

be used.

(10) Except that for items in paragraphs (a) (1) through (9) of this

section: (i) In the case of immediate containers too small or otherwise

unable to accommodate a label with sufficient space to bear all such

information and which are packaged within an outer container from which

they are removed for use, the information required by paragraphs (a)

(2), (3), (4), (5), (6) (ii), (iii) and (7) of this section may appear

in the outer container labeling only.

(ii) In any case in which the presence of this information on the

immediate container will interfere with the test, the information may

appear on the outside container or wrapper rather than on the immediate

container label.

(b) Labeling accompanying each product, e.g., a package insert, shall

state in one place the following information in the format and order

specified below, except where such information is not applicable, or

as specified in a standard for a particular product class. The labeling

for a multiple-purpose instrument used for diagnostic purposes, and

not committed to specific diagnostic procedures or systems, may bear

only the information indicated in paragraphs (b) (1), (2), (6), (14),

and (15) of this section. The labeling for a reagent intended for use

as a replacement in a diagnostic system may be limited to that

information necessary to identify the reagent adequately and to

describe its proper use in the system.

(1) The proprietary name and established name, i.e., common or usual

name, if any.

(2) The intended use or uses of the product and the type of procedure,

e.g., qualitative or quantitative.

(3) Summary and explanation of the test. Include a short history of

the methodology, with pertinent references and a balanced statement

of the special merits and limitations of this method or product. If

the product labeling refers to any other procedure, appropriate

literature citations shall be included and the labeling shall explain
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the nature of any differences from the original and their effect on

the results.

(4) The chemical, physical, physiological, or biological principles

of the procedure. Explain concisely, with chemical reactions and

techniques involved, if applicable.

(5) Reagents:

(i) A declaration of the established name (common or usual name), if

any, and quantity, proportion or concentration or each reactive

ingredient; and for biological material, the source and a measure of

its activity. The quantity, proportion, concentration or activity shall

be stated in the system generally used and recognized by the intended

user, e.g., metric, international units, etc. A statement indicating

the presence of and characterizing any catalytic or nonreactive

ingredients, e.g., buffers, preservatives, stabilizers.

(ii) A statement of warnings or precautions for users as established

in the regulations contained in 16 CFR part 1500 and any other warnings

appropriate to the hazard presented by the product; and a statement

"For In Vitro Diagnostic Use" and any other limiting statements

appropriate to the intended use of the product.

(iii) Adequate instructions for reconstitution, mixing, dilution, etc.

(iv) Appropriate storage instructions adequate to protect the stability

of the product. When applicable, these instructions shall include such

information as conditions of temperature, light, humidity, and other

pertinent factors. For products requiring manipulation, such as

reconstitution and/or mixing before use, appropriate storage

instructions shall be provided for the reconstituted or mixed product.

The basis for such instructions shall be determined by reliable,

meaningful, and specific test methods such as those described in 211.166

of this chapter.

(v) A statement of any purification or treatment required for use.

(vi) Physical, biological, or chemical indications of instability or

deterioration.
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(6) Instruments:

(i) Use or function.

(ii) Installation procedures and special requirements.

(iii) Principles of operation.

(iv) Performance characteristics and specifications.

(v) Operating instructions.

(vi) Calibration procedures including materials and/or equipment to

be used.

(vii) Operational precautions and limitations.

(viii) Hazards.

(ix) Service and maintenance information.

(7) Specimen collection and preparation for analysis, including a

description of:

(i) Special precautions regarding specimen collection including

special preparation of the patient as it bears on the validity of the

test.

(ii) Additives, preservatives, etc., necessary to maintain the

integrity of the specimen.

(iii) Known interfering substances.

(iv) Recommended storage, handling or shipping instructions for the

protection and maintenance of stability of the specimen.

(8) Procedure: A step-by-step outline of recommended procedures from

reception of the specimen to obtaining results. List any points that

may be useful in improving precision and accuracy.

(i) A list of all materials provided, e.g., reagents, instruments and
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equipment, with instructions for their use.

(ii) A list of all materials required but not provided. Include such

details as sizes, numbers, types, and quality.

(iii) A description of the amounts of reagents necessary, times required

for specific steps, proper temperatures, wavelengths, etc.

(iv) A statement describing the stability of the final reaction material

to be measured and the time within which it shall be measured to assure

accurate results.

(v) Details of calibration: Identify reference material. Describe

preparation of reference sample(s), use of blanks, preparation of the

standard curve, etc. The description of the range of calibration should

include the highest and the lowest values measurable by the procedure.

(vi) Details of kinds of quality control procedures and materials

required. If there is need for both positive and negative controls,

this should be stated. State what are considered satisfactory limits

of performance.

(9) Results: Explain the procedure for calculating the value of the

unknown. Give an explanation for each component of the formula used

for the calculation of the unknown. Include a sample calculation,

step-by-step, explaining the answer. The values shall be expressed to

the appropriate number of significant figures. If the test provides

other than quantitative results, provide an adequate description of

expected results.

(10) Limitation of the procedure: Include a statement of limitations

of the procedure. State known extrinsic factors or interfering

substances affecting results. If further testing, either more specific

or more sensitive, is indicated in all cases where certain results are

obtained, the need for the additional test shall be stated.

(11) Expected values: State the range(s) of expected values as obtained

with the product from studies of various populations. Indicate how the

range(s) was established and identify the population(s) on which it

was established.
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(12) Specific performance characteristics: Include, as appropriate,

information describing such things as accuracy, precision,

specificity, and sensitivity. These shall be related to a generally

accepted method using biological specimens from normal and abnormal

populations. Include a statement summarizing the data upon which the

specific performance characteristics are based.

(13) Bibliography: Include pertinent references keyed to the text.

(14) Name and place of business of manufacturer, packer, or distributor.

(15) Date of issuance of the last revision of the labeling identified

as such.

(c) A shipment or other delivery of an in vitro diagnostic product shall

be exempt from the requirements of paragraphs (a) and (b) of this section

and from a standard promulgated under part 861 provided that the

following conditions are met:

(1) In the case of a shipment or delivery for an investigation subject

to part 812, if there has been compliance with part 812; or

(2) In the case of a shipment or delivery for an investigation that

is not subject to part 812 (see 812.2(c)), if the following conditions

are met:

(i) For a product in the laboratory research phase of development, and

not represented as an effective in vitro diagnostic product, all

labeling bears the statement, prominently placed: "For Research Use

Only. Not for use in diagnostic procedures."

(ii) For a product being shipped or delivered for product testing prior

to full commercial marketing (for example, for use on specimens derived

from humans to compare the usefulness of the product with other products

or procedures which are in current use or recognized as useful), all

labeling bears the statement, prominently placed: "For Investigational

Use Only. The performance characteristics of this product have not been

established."

(d) The labeling of general purpose laboratory reagents (e.g.,

hydrochloric acid) and equipment (e.g., test tubes and pipettes) whose
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uses are generally known by persons trained in their use need not bear

the directions for use required by 809.10(a) and (b), if their labeling

meets the requirements of this paragraph.

(1) The label of a reagent shall bear the following information:

(i) The proprietary name and established name (common or usual name),

if any, of the reagent.

(ii) A declaration of the established name (common or usual name), if

any, and quantity, proportion or concentration of the reagent

ingredient (e.g., hydrochloric acid: Formula weight 36.46, assay 37.9

percent, specific gravity 1.192 at 60 deg. F); and for a reagent derived

from biological material, the source and where applicable a measure

of its activity. The quantity, proportion, concentration or activity

shall be stated in the system generally used and recognized by the

intended user, e.g., metric, international units, etc.

(iii) A statement of the purity and quality of the reagent, including

a quantitative declaration of any impurities present. The requirement

for this information may be met by a statement of conformity with a

generally recognized and generally available standard which contains

the same information, e.g., those established by the American Chemical

Society, U.S. Pharmacopeia, National Formulary, National Research

Council.

(iv) A statement of warnings or precautions for users as established

in the regulations contained in 16 CFR part 1500 and any other warnings

appropriate to the hazard presented by the product; and a statement

"For Laboratory Use."

(v) Appropriate storage instructions adequate to protect the stability

of the product. When applicable, these instructions shall include such

information as conditions of temperature, light, humidity, and other

pertinent factors. The basis for such information shall be determined

by reliable, meaningful, and specific test methods such as those

described in 211.166 of this chapter.

(vi) A declaration of the net quantity of contents, expressed in terms

of weight or volume, numerical count, or any combination of these or

other terms which accurately reflect the contents of the package. The
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use of metric designations is encouraged, wherever appropriate.

(vii) Name and place of business of manufacturer, packer, or

distributor.

(viii) A lot or control number, identified as such, from which it is

possible to determine the complete manufacturing history of the

product.

(ix) In the case of immediate containers too small or otherwise unable

to accommodate a label with sufficient space to bear all such

information, and which are packaged within an outer container from which

they are removed for use, the information required by paragraphs

(d)(1)(ii), (iii), (iv), (v), and (vi) of this section may appear in

the outer container labeling only.

(2) The label of general purpose laboratory equipment, e.g., a beaker

or a pipette, shall bear a statement adequately describing the product,

its composition, and physical characteristics if necessary for its

proper use.

(e)(1) The labeling for analyte specific reagents (e.g., monoclonal

antibodies, deoxyribonucleic acid (DNA) probes, viral antigens,

ligands) shall bear the following information:

(i) The proprietary name and established name (common or usual name),

if any, of the reagent;

(ii) A declaration of the established name (common or usual name), if

any;

(iii) The quantity, proportion, or concentration of the reagent

ingredient; and for a reagent derived from biological material, the

source and where applicable, a measure of its activity. The quantity,

proportion, concentration, or activity shall be stated in the system

generally used and recognized by the intended user, e.g., metric,

international units, etc.;

(iv) A statement of the purity and quality of the reagent, including

a quantitative declaration of any impurities present and method of

analysis or characterization. The requirement for this information may
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be met by a statement of conformity with a generally recognized and

generally available standard that contains the same information, e.g.,

those established by the American Chemical Society, U.S. Pharmacopeia,

National Formulary, and National Research Council. The labeling may

also include information concerning chemical/molecular composition,

nucleic acid sequence, binding affinity, cross-reactivities, and

interaction with substances of known clinical significance;

(v) A statement of warnings or precautions for users as established

in the regulations contained in 16 CFR part 1500 and any other warnings

appropriate to the hazard presented by the product;

(vi) The date of manufacture and appropriate storage instructions

adequate to protect the stability of the product. When applicable, these

instructions shall include such information as conditions of

temperature, light, humidity, date of expiration, and other pertinent

factors. The basis for such instructions shall be determined by

reliable, meaningful, and specific test methods, such as those

described in 211.166 of this chapter;

(vii) A declaration of the net quantity of contents, expressed in terms

of weight or volume, numerical count, or any combination of these or

other terms that accurately reflect the contents of the package. The

use of metric designations is encouraged, wherever appropriate;

(viii) The name and place of business of manufacturer, packer, or

distributor;

(ix) A lot or control number, identified as such, from which it is

possible to determine the complete manufacturing history of the

product;

(x) For class I exempt ASR's, the statement: "Analyte Specific Reagent.

Analytical and performance characteristics are not established"; and

(xi) For class II and III ASR's, the statement: "Analyte Specific

Reagent. Except as a component of the approved/cleared test (Name of

approved/cleared test), analytical and performance characteristics of

this ASR are not established."

(2) In the case of immediate containers too small or otherwise unable
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to accommodate a label with sufficient space to bear all such

information, and which are packaged within an outer container from which

they are removed for use, the information required by paragraphs (e)(1)

through (e)(6) of this section may appear in the outer container labeling

only.

(f) The labeling for over-the-counter (OTC) test sample collection

systems for drugs of abuse testing shall bear the following information

in language appropriate for the intended users:

(1) Adequate instructions for specimen collection and handling, and

for preparation and mailing of the specimen to the laboratory for

testing.

(2) An identification system to ensure that specimens are not mixed

up or otherwise misidentified at the laboratory, and that user anonymity

is maintained.

(3) The intended use or uses of the product, including what drugs are

to be identified in the specimen, a quantitative description of the

performance characteristics for those drugs (e.g., sensitivity and

specificity) in terms understandable to lay users, and the detection

period.

(4) A statement that confirmatory testing will be conducted on all

samples that initially test positive.

(5) A statement of warnings or precautions for users as established

in the regulations contained in 16 CFR part 1500 and any other warnings

appropriate to the hazard presented by the product.

(6) Adequate instructions on how to obtain test results from a person

who can explain their meaning, including the probability of false

positive and false negative results, as well as how to contact a trained

health professional if additional information on interpretation of test

results from the laboratory or followup counseling is desired.

(7) Name and place of business of the manufacturer, packer, or

distributor.
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Sec. 809.11 Exceptions or alternatives to labeling requirements for in vitro diagnostic

products for human use held by the Strategic National Stockpile.

(a) The appropriate FDA Center Director may grant an exception or

alternative to any provision listed in paragraph (f) of this section

and not explicitly required by statute, for specified lots, batches,

or other units of an in vitro diagnostic product for human use, if the

Center Director determines that compliance with such labeling

requirement could adversely affect the safety, effectiveness, or

availability of such products that are or will be included in the

Strategic National Stockpile.

(b)(1)(i) A Strategic National Stockpile official or any entity that

manufactures (including labeling, packing, relabeling, or

repackaging), distributes, or stores an in vitro diagnostic product

for human use that is or will be included in the Strategic National

Stockpile may submit, with written concurrence from a Strategic

National Stockpile official, a written request for an exception or

alternative described in paragraph (a) of this section to the Center

Director.

(ii) The Center Director may grant an exception or alternative described

in paragraph (a) of this section on his or her own initiative.

(2) A written request for an exception or alternative described in

paragraph (a) of this section must:

(i) Identify the specified lots, batches, or other units of an in vitro

diagnostic product for human use that would be subject to the exception

or alternative;

(ii) Identify the labeling provision(s) listed in paragraph (f) of this

section that are the subject of the exception or alternative request;

(iii) Explain why compliance with such labeling provision(s) could

adversely affect the safety, effectiveness, or availability of the
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specified lots, batches, or other units of the in vitro diagnostic

product for human use that are or will be held in the Strategic National

Stockpile;

(iv) Describe any proposed safeguards or conditions that will be

implemented so that the labeling of the product includes appropriate

information necessary for the safe and effective use of the product,

given the anticipated circumstances of use of the product;

(v) Provide a draft of the proposed labeling of the specified lots,

batches, or other units of the in vitro diagnostic products for human

use subject to the exception or alternative; and

(vi) Provide any other information requested by the Center Director

in support of the request.

(c) The Center Director must respond in writing to all requests under

this section. The Center Director may impose appropriate conditions

or safeguards when granting such an exception or alternative under this

section.

(d) A grant of an exception or alternative under this section will

include any safeguards or conditions deemed appropriate by the Center

Director to ensure that the labeling of the product subject to the

exception or alternative includes the information necessary for the

safe and effective use of the product, given the anticipated

circumstances of use.

(e) If the Center Director grants a request for an exception or

alternative to the labeling requirements under this section:

(1) The Center Director may determine that the submission and grant

of a written request under this section satisfies the provisions

relating to premarket notification submissions under 807.81(a)(3) of

this chapter.

(2)(i) For a Premarket Approval Application (PMA)-approved in vitro

diagnostic product for human use, the submission and grant of a written

request under this section satisfies the provisions relating to

submission of PMA supplements under 814.39 of this chapter; however,
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(ii) The grant of the request must be identified in a periodic report

under 814.84 of this chapter.

(f) The Center Director may grant an exception or alternative under

this section to the following provisions of this part, to the extent

that the requirements in these provisions are not explicitly required

by statute:

(1) 809.10(a)(1) through (a)(6) and (a)(9);

(2) 809.10(b);

(3) 809.10(c)(2);

(4) 809.10(d)(1)(i) through (d)(1)(v), (d)(1)(viii), and (d)(2); and

(5) 809.10(e)(1)(i) through (e)(1)(vi) and (e)(1)(ix) through

(e)(1)(xi).

Sec. 809.20 General requirements for manufacturers and producers of in vitro diagnostic

products.

Subpart C--Requirements for Manufacturers and Producers

(a) [Reserved]

(b) Compliance with good manufacturing practices. In vitro diagnostic

products shall be manufactured in accordance with the good

manufacturing practices requirements found in part 820 of this chapter

and, if applicable, with 610.44 of this chapter.
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Sec. 809.30 Restrictions on the sale, distribution and use of analyte specific reagents.

(a) Analyte specific reagents (ASR's) (864.4020 of this chapter) are

restricted devices under section 520(e) of the Federal Food, Drugs,

and Cosmetic Act (the act) subject to the restrictions set forth in

this section.

(b) ASR's may only be sold to:

(1) In vitro diagnostic manufacturers;

(2) Clinical laboratories regulated under the Clinical Laboratory

Improvement Amendments of 1988 (CLIA), as qualified to perform high

complexity testing under 42 CFR part 493 or clinical laboratories

regulated under VHA Directive 1106 (available from Department of

Veterans Affairs, Veterans Health Administration, Washington, DC

20420); and

(3) Organizations that use the reagents to make tests for purposes other

than providing diagnostic information to patients and practitioners,

e.g., forensic, academic, research, and other nonclinical

laboratories.

(c) ASR's must be labeled in accordance with 809.10(e).

(d) Advertising and promotional materials for ASR's:

(1) Shall include the identity and purity (including source and method

of acquisition) of the analyte specific reagent and the identity of

the analyte;

(2) Shall include the statement for class I exempt ASR's: "Analyte

Specific Reagent. Analytical and performance characteristics are not

established";

(3) Shall include the statement for class II or III ASR's: "Analyte

Specific Reagent. Except as a component of the approved/cleared test

(name of approved/cleared test), analytical and performance
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characteristics are not established"; and

(4) Shall not make any statement regarding analytical or clinical

performance.

(e) The laboratory that develops an in-house test using the ASR shall

inform the ordering person of the test result by appending to the test

report the statement: "This test was developed and its performance

characteristics determined by (Laboratory Name). It has not been

cleared or approved by the U.S. Food and Drug Administration." This

statement would not be applicable or required when test results are

generated using the test that was cleared or approved in conjunction

with review of the class II or III ASR.

(f) Ordering in-house tests that are developed using analyte specific

reagents is limited under section 520(e) of the act to physicians and

other persons authorized by applicable State law to order such tests.

(g) The restrictions in paragraphs (c) through (f) of this section do

not apply when reagents that otherwise meet the analyte specific reagent

definition are sold to:

(1) In vitro diagnostic manufacturers; or

(2) Organizations that use the reagents to make tests for purposes other

than providing diagnostic information to patients and practitioners,

e.g., forensic, academic, research, and other nonclinical

laboratories.

Sec. 809.40 Restrictions on the sale, distribution, and use of OTC test sample collection

systems for drugs of abuse testing.

(a) Over-the-counter (OTC) test sample collection systems for drugs

of abuse testing (864.3260 of this chapter) are restricted devices under

section 520(e) of the Act subject to the restrictions set forth in this
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section.

(b) Sample testing shall be performed in a laboratory using screening

tests that have been approved, cleared, or otherwise recognized by the

Food and Drug Administration as accurate and reliable for the testing

of such specimens for identifying drugs of abuse or their metabolites.

(c) The laboratory performing the test(s) shall have, and shall be

recognized as having, adequate capability to reliably perform the

necessary screening and confirmatory tests, including adequate

capability to perform integrity checks of the biological specimens for

possible adulteration.

(d) All OTC test sample collection systems for drugs of abuse testing

shall be labeled in accordance with 809.10(f) and shall provide an

adequate system to communicate the proper interpretation of test

results from the laboratory to the lay purchaser.
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