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Dietary Supplements Admission
Evaluations

This section includes summaries for some of the admission evaluations completed by the USP Dietary Supplements
Information Expert Committee [2005-2010] and by the USP Monographs—Dietary Supplements and Herbal Medicines Expert
Committee [2010-2015] for commonly used dietary ingredients. USP’s admission evaluation of a dietary ingredient under the
Admission Criteria and Safety Classification for Dietary Supplements Guideline' is performed for the sole purpose of helping to
inform the Dietary Supplement and Herbal Medicine Expert Committee’s determination whether to proceed with consideration
for admission into the compendia and should not be relied upon as any finding about the intrinsic safety or effectiveness of the
dietary supplement ingredient under review. Summaries of Admission Evaluations are available for articles that were cleared for
monograph development. The following articles did not clear the admission review stage and are not undergoing monograph
development: Natto Extract, Phyllanthus amarus Extract, and Calcium Magnesium Phytate. Additional information on these
articles may be available upon request under USP’s document disclosure process.?

Introduction to Dietary Supplements Summary Admission Evaluations .. ........ ... ... . . . . 3
Admission Criteria and Safety Classification for Dietary Supplements Guideline ... ........ ... ... .. . . . ... 8
N-Acetyl-D-GIUCOSAMINE . . . o . ettt e e e e e e e e e e e 12
ANArographis. . .« o e 16
Ashwagandha ROOt . . . .. .o e 19
Astaxanthin ESters . ... ... 22
Astragalus ROOL . . . . .o e 25
Aztec Marigold Zeaxanthin EXtract . . .. .. ..o e 29
BaCoPa . .. e 34
Banaba Leaf. . . ..o e 38
Beta Glucan. . . ... 43
Black Conosh. . . . 48
Borage Seed Oil. . . ..o e 53
Boswellia serrata . . ... .. 56
Calcium t-5-Methyltetrahydrofolate. . . . .. .. . 60
Centella asiatica. . . .. ... 62
Chinese Salvia . . . ... 66
DIOSMIN. e 72
Evening Primrose Ol . . . ..o e 78
FenUGIEeK . . o e 82
Flaxseed LIgNans . . . ..ot e e e e 87
FOrSKONIii . . oo e 91
Ganoderma Lucidum Fruiting Body . . . . .. oo 95
Garcinia cambOogiQ. . . .. ... 101
Garcinia iNdiCA. . . ... ..o e 105
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Green Tea Extract, Powdered Decaffeinated. . . . ... . e e 112
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Holy Basil Leaf . . . ... e 125
5-Hydroxy-L-tryptophan (5-HTP) . . . .o 130

T Available at http://www.usp.org/sites/default/files/usp_pdf/EN/dietarySupp/admissiondsguideline_vers_1.1.pdf
2 Available at http://www.usp.org/sites/default/files/usp_pdf/EN/aboutUSP/document_disclosure.pdf
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MaNgOStEEN . . o oo 147
Melatonin . . . . 149
MENAGUINONE-7 . . . . oottt e e 154
Methylcobalamin. . . ... e 160
NN oo 164
Northern Schisandra Fruit . . .. ... e 169
Phyllanthus GMQArus . . .. ... .. o e e e 174
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Rosemary Leaf . . . . 184
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USP Dietary Supplement
Verification Program

USP conducts voluntary verification programs for manufacturers of dietary ingredients and dietary supplements. Through
these programs, USP verifies the identity, strength, purity, and quality of ingredients and finished products. In this section, we
include overviews, process flow charts, and checklists for these USP Dietary Supplement and Ingredient Verification Programs.
This information is excerpted from the participant manuals for the verification programs. The complete and current version
of the participant manual is available free of charge on the USP website at www.usp.org.
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Process Overview Chart. . ... ... 211
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Product ACCEPLANCE. . . . o ottt 214
Evaluation of Initial Audit Documentation .. ....... ... . . 215
Sampling and Submission of Product Documentation . .. ... .. . e 218
Evaluation of Quality Control Documentation . ... ... ... .. e 221
Evaluation of Manufacturing Documentation. . . . .. .. . 225
Testing of Product Samples . . ... e 226
Specifications for Dietary Supplement Raw Material and/or Finished Product. .. ....... ... . ... . .. . . .. 228
USP-DSVP Notification of FINAINGS. . . . . ..o e e e e e e 231
Issuance and Use of the USP Verified Program Mark Need for Re-Evaluation. .. ........ ... ... ... . . .. 233
Need for Re-Evaluation ... ... ... . . e 235
Participant’s Internal Audit and Annual Product Reports. . . ... ... e 237
Market Surveillance . . . ... e 239
APPaLS . . o o 242
Product Recalls . .. ... ... e 243
GlOSSaY . o ot e 245
Forms and Checklists . . .. ... e 249
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Checklist for On-Site Audit . . . ... o 255

Legal NOTICES. . . . ottt e e 281



DSC Dietary Supplements Regulatory Framework 283

Dietary Supplements
Regulatory Framework

This section of the compendium contains excerpted information on U.S. federal legal and regulatory requirements that are
pertinent to dietary ingredients and dietary supplements.

The publication of FDA guidances and other regulatory information in the USP Dietary Supplements Compendium is for
informational purposes only and is not intended as legal advice or to impart any legal effect. Note that the information
in this section may be revised from time to time, and it is the responsibility of the user to ascertain the most current version
of these documents.

Federal Food, Drug, and Cosmetic Act Requirements Relating to Dietary Supplements. .. ....... ... ... ... ... ... 285
Good Manufacturing Practices for Dietary Supplements . ... ... ... e 321
Good Manufacturing Practices for FOOds . . . . .. ... e 346
FDA Guidance for Industry: A Dietary Supplement Labeling Guide. . . . ... ... . i 355
FDA Guidance for Industry: A Food Labeling Guide 12. Appendix D: Qualified Health Claims ................ ... 391
FDA Guidance for Industry: Current Good Manufacturing Practice in Manufacturing, Packaging, Labeling, or

Holding Operations for Dietary Supplements; Small Entity Compliance Guide . ... ............. ... .. .. ... ... 406
FDA Compliance Program Guidance Manual: Dietary Supplements—Import and Domestic ... ................ 439
FDA Guidance for Industry: Questions and Answers Regarding Adverse Event Reporting and Recordkeeping for Dietary
Supplements as Required by the Dietary Supplement and Nonprescription Drug Consumer Protection Act. .. ........... 469
FDA Guidance for Industry: Questions and Answers Regarding the Labeling of Dietary Supplements . ........... 480
Federal Trade Commission Act Requirements Relating to Dietary Supplements ... ........ .. ... . .. . . .. 484
Dietary Supplements: An Advertising Guide for Industry. .. ... ... ... . . . 492
California Safe Drinking Water and Toxic Enforcement Act of 1986 .. ...... ... ... . ... ... . . . ... . ... .... 503
FDA Guidance for Industry Gluten-Free Labeling of Foods; Small Entity Compliance Guide . ...................... 505

FDA Guidance for Industry: Distinguishing Liquid Dietary Supplements from Beverages ............ ... ... ....... 510
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Tables of Dietary Intake Levels

This section contains an international comparison of Dietary Reference Intakes (DRIs), Recommended Daily Intakes (RDls),
and Tolerable Upper Intake Levels (UL) of vitamins, minerals, and electrolytes for adults compiled by regulatory authorities
and organizations.

Comparison Chart of Dietary Reference Intakes (DRIs [USA & Canada]) and Recommended Daily Intakes
(RDAs/PRIs) of Vitamins, Minerals, and Electrolytes for Adults; Vitamins . . ... ... ... . . i 519

Comparison Chart of Dietary Reference Intakes (DRIs [USA & Canada]) and Recommended Daily Intakes
(RDAs/PRIs) of Vitamins, Minerals, and Electrolytes for Adults; Minerals and Electrolytes. . .. ...................... 521

References for the Comparison Chart of Dietary Reference Intakes (DRIs [USA & Canada]) and Recommended Daily
Intakes (RDAs/PRIs) of Vitamins, Minerals, and Electrolytes for Adults; Vitamins, Minerals, and Electrolytes. . ... ....... 524

Tolerable Upper Intake Levels (UL) of Vitamins, Minerals, and Electrolytes . . ........ ... ... .. ... ... .. ... ... ... ... 526
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Guidance Documents

These ancillary documents have been provided by stakeholder organizations. USP acknowledges the American
Herbal Products Association, Natural Products Association, Consumer Health Products Association, and the Council for
Responsible Nutrition for their contributions to this section.

Guidance for Manufacture and Sale of Bulk Botanical Extracts ... ........ ... . ... .. ... ... .. ... . ... . ... 535
Use of Marker Compounds in Manufacturing and Labeling Botanically Derived Dietary Supplements. ... ........... 544
Guidance for the Retail Labeling of Dietary Supplements Containing Soft or Powdered Botanical Extracts . . .. ... ... 550
Standardization of Botanical Products: White Paper . . . .. ... .. . e e 551
AHPA-AHP Good Agricultural and Collection Practice for Herbal Raw Materials. . . ... ... ... ... ... ... ... 568
Standardized Information on Dietary Ingredients (SIDI™) Protocol . . . ... ... 585

Shelf Life Dating of Botanical Supplement Ingredients and Products . . .. ... ... ... .. . i 607
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lllustrations

This section contains additional information for selected articles generally organized in two sections: botanical characteris-
tics and chemical characteristics. The information provided in this section is not intended to impose any monograph require-

ments and is not official text.

Botanical characteristics include macro/microscopic photographs and diagrams that are provided to aid in the interpreta-
tions of pharmacopeial descriptions of plant materials. These photographs and diagrams are intended to help users in the
identification of plant specimens and determination of contamination with closely related plant species.

Chemical characteristics include chemical structures of relevant constituents and marker compounds and chromatograms.
The chromatograms are TLC color pictures and HPLC or GC of representative articles, provided to assist in the performance

of compendial tests.
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