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Dietary Supplement GMPs; What Can Industry Do Better?

Today’s Webinar

If you miss a portion of this webinar, it will be recorded and
archived at www.NaturalProductsinsider.com and will be available
within 3 business days.

Question & Answer

There will be a Q & A period at the end of the Webinar.

Please send questions to our host using the Q & A feature on your
screen.
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Dietary Supplement GMPs; What Can Industry Do Better?

Today’s Moderator

Douglas “Duffy” MacKay, N.D.,
Vice President, Scientific & Regulatory Affairs,
Council for Responsible Nutrition (CRN)
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Dietary Supplement GMPs; What Can Industry Do Better?

Today’s Panelist

Daniel Fabricant, Ph.D.,
Director, Division of Dietary Supplement Programs, CFSAN, FDA

Daniel Fabricant was named Division Director for Dietary Supplement
Programs at the Food and Drug Administration (FDA) in February
2011. Dr. Fabricant directs and coordinates policy, budget, personnel,
regulatory priorities and administrative activities within the division.

He advises on policy, and management issues and decisions, and provides expert advice
and assistance to the Office of Nutrition, Labeling, and Dietary Supplements Director,
CFSAN management and other key FDA officials on dietary supplement programs, new
dietary ingredient safety assessments, good manufacturing practices, adverse event
monitoring and related activities pertaining to dietary supplements. Dr. Fabricant is
responsible for the full implementation of DSHEA through the interpretation and
enforcement of dietary supplement requirements that ensure the safety and truthful labeling
of dietary supplements, support legislative compliance, enforcement and public affairs
initiatives.
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Dietary Supplement GMPs; What Can Industry Do Better?

Today’s Panelist

Angela Pope
Consumer Safety Officer, GMP Team, DDSP, CFSAN, FDA

Angela Pope is serving as a Consumer Safety Officer in the Office of
Nutritional Labeling and Dietary Supplements in the Division of Dietary
Supplement Programs, Enforcement and Implementation Team at the
Center for Food Safety and Applied Nutrition.

Presently, Ms. Pope is working directly with the enforcement and implementation of the
Current Good Manufacturing Practices for Dietary Supplements. Angela has also served in
other positions at CFSAN which included the Small Business Notification System and Food
Labeling. Prior to coming to FDA Angela worked with the Center for Substance Abuse
Treatment and the United States Senate Committee on Labor and Human Resources on
Capitol Hill. Angela received her Master’s in Management/Marketing and a Bachelor of
Science degree from the University of Maryland/University College in College Park,
Maryland.
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Dietary Supplement GMPs; What Can Industry Do Better?

Today’s Panelist

Brad Williams,
GMP Team Leader, DDSP, CFSAN, FDA

Mr. Williams is currently a manager in the Division of Dietary Supplement
Programs, Office of Nutriton, Labeling and Dietary Supplements, Center
for Food Safety and Applied Nutrition, where he is instrumental in
implementing the Dietary Supplement Current Good Manufacturing
Practlces regulations. In addition, he has been involved in developing the Center’s Dietary
Supplement Regulatory Strategic Plan, heading the Enforcement/Safety Strategy Team,
which developed regulatory policies and procedures for enforcement of the Dietary
Supplement Health and Education Act.

Mr. Williams has also served as Director - Division of Nonprescription Drug Compliance,
Chief — Generic Drug Compliance Branch, Supervisory Chemist for New York Regional
Laboratory, and radiochemist at FDA’'s Winchester Engineering and Analytical Center,
following service as a neurochemist with the Veteran’s Administration Research Service.
Mr. Williams is a 1971 Chemistry graduate of Curry College, Milton Massachusetts and
studied graduate level Chemistry at Boston College and Providence College.
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Dietary Supplement GMPs; What Can Industry Do Better?

Today’s Panelist

3 Carl Williams
Senior Advisor, Division of Dietary Supplement Programs, FDA

Carl Reynolds currently serves as a Senior Advisor in the Division
of Dietary Supplement Programs at FDA’'s Center for Food Safety
and Applied Nutrition. He retired from FDA in January 1999 after
a career of more than 36 years as an investigator, middle and
senior manager. He formerly served as a Regulatory Consultant

with AAC/Kendle and EAS Consulting Group where his duties included conducting
audits of food, pharmaceutical and nutritional supplement manufacturers. He was an
approved auditor under the Natural Products Association’s GMP Certification Program
for Dietary Supplements and he has testified in Federal Court as an expert witness
and provided depositions in food safety and dietary supplement cGMP regulatory
issues. He rejoined FDA in his current capacity in October 20009.
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Dietary Supplement GMPs; What Can Industry Do Better?

Today’s Panelist

Nicki Jacobs, President, Jacobs Compliance Services

Topic: The “Umbrella" aspects of GMPs that are the common requirements
for companies whether they are manufacturers, suppliers, transporters,
warehousers, brand holders, or distributors.

Nicki Jacobs has been involved in the pharmaceutical, dietary supplement,
and food processing industries for more than 30 years. During those years,
Jacobs has had hands-on experience making tablets, capsules, softgels,
powders, and liquids.

Within the Dietary Supplement Industry, in addition to having been directly involved with
Personnel, Customer Service, Formulation, Purchasing, and Materials Management, she has held
executive management positions in Accounting, Technical Service, Regulatory Affairs and Quality.
Jacobs has been active in regulatory affairs since air quality issues in the 1980's forced the
transition from use of quick-drying organic solvents to agueous systems. More recently, she has
been a consultant to industry, specializing in GMPs and the other regulations that form the
operating environment for Dietary Supplement manufacturers and their suppliers. Jacobs is
currently a member of the American Society for Quality (ASQ), the Orange County Regulatory
Affairs Discussion Group (OCRA) and the Nutrition Industry Association (NIA). Nicki Jacobs
completed the Better Process Control School program at Chapman University in 2008 and
became an ASQ Certified HACCP Auditor in 2011. Jacobs Compliance Services is a proud
member of the Council for Responsible Nutrition (CRN.)
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Dietary Supplement GMPs; What Can Industry Do Better?

Today’s Panelist

Joy Joseph
President and Founder, Joys Quality Management Systems
Topic: Master manufacturing records and supplier qualification

Joy A. Joseph, president and founder, Joys Quality Management Systems is
the former vice president of quality, technical operations, scientific affairs
and R&D for Pharmavite LLC.

Joseph has more than 40 years of experience in quality control systems, regulatory affairs, product
development and scientific affairs both in the pharmaceutical and dietary supplement industries.
She has been the chairman of the USP Committee of Revision for Nutritional Supplements Non-
Botanical; is course director for the Center for Professional Advancement; is a member of the
Council for Responsible Nutrition's (CRN) regulatory affairs committee; and serves on several of
the scientific advisory boards including the University of California, School of Pharmacy. In
January 2005, Joseph authored a chapter on “Regulation and Quality Issues Worldwide” for
Regulation of Functional Foods and Nutraceuticals: A Global Perspective. In 2005, Joseph was the
recipient of CRN's annual “Steuben Apple Award” for outstanding contributions to the industry.
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U.S. Food and Drug Administration www.fda.gov
FID/A

Protecting and Promoting Public Health

FDA/VIRGO/CRN Dietary Supplement
cGMP (21 CFR Part 111)
Compliance Education

January, 18, 2012
Daniel Fabricant, Ph.D.
Director, DDSP
ONLDS, CFSAN



U.S. Food and Drug Administration www.fda.gov
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Protecting and Promoting Public Health

FDA's Agenda

* Where are we on compliance with “basic
pillars” of cGMP?

« Common themes and findings —
Angela Pope

« Common misconceptions — Brad Williams
» Application challenges — Carl Reynolds



U.S. Food and Drug Administration

Protecting and Promoting Public Health

www.fda.gov

Enforcement Actions

FDA NEWS RELEASE

For Immediate Release: Nov, 23, 2011

Media Inquiries; Pat El-Hinnawy, 301-796-4763 or 202-557-6531, patricia.el-hinnawy@fda,hhs.gov
Consumer Inquiries: 838-INFO-FDA

FDA takes enforcement action anainst Pennsylvania dietarv supplement maker
First permanent injunction of its kind; more than 400 products affected

The FDA today took legal action against a dietary supplement maker and owner for substituting ingredients and products without noting the
changes on the final praduct [abels. The permanent injunction, filed on behalf of the FOA by the U.5. Department of Justice, would stap the
defendants from making and distributing more than 400 products for being in violztion of the Federal Food, Drug, and Cosmetic Act.

This iz the first time FDA has taken legal ction against a dietary supplement manufacturer of this size for failure to comply with the dietary
supplement current Good Manufactunng Practice (cGMP) regulations. The cGMPs for dietary supplements went into effect in 2007, in a stepped
process based on company size, This company's compliance date came into effect in 2010, and they did not meet the relevant cGMP requirements
after that date.

The FDA requested the permanent injunction against ATF Fitness Products Inc. (ATF), Manufactunng ATF Dedicated Excellence, Inc. (MADE), and
James G, Vercellotti of Oakmont, Pa., owner and operator of both companies. The cGMP regulations require manufacturers to ensure quality in
their dietary supplements by controlling all aspects of their processes and procedures, MADE makes more than 400 dietary supplements, including
vitaming and minerals, under the brands "Sci-Fit,” *Nature's Suience” and "For Store Only,” ATF purchases dietary supplements exclusively from
MADE and distributes them throughout the United States.

“Dietary supplements have a significant role in the public’s health,” said Dara Corrigan, associate commissioner for requlatory affairs. "Today's
Injunction reinforces our commitment to ensuring that these supplements meet the cGMP requirements the law establishes,”

The government's complaint, filed Nov. 23, 2011, in the U.S. District Court for the Western District of Pennsylvania, alleges that in addition to
*adulterating” and “misbranding” their final products, the manufacturer and its owner failed to report serious adverse events associated with their

products. In one case an individual who consumed ane of the products reported experiencing a spike in bload pressure, hospitalization and a
subseguent mild heart attack.

FDA NEWS RELEASE

For Immediate Release: Dec, 1, 2011
Media Inquiries: Pat El-Hinnawy, 301-796-4763, Patricia.El-Hinnawy@fda.hhs.gov
Consumer Inquiries: 888-INFO-FDA

FDA: U.5. Marshals seize dietary supplements, drugs manufactured by Syntec Inc.
Wisconsin facility previously wamed not fo make disease claims for products

).5. Marshals, at the request of the FDA, today seized all dietary supplements by a Wisconsin maker for false claims made about their safety and
effectiveness in fraating a number of diseases.

The products manufactured at the Hillsboro, Wis., facility of Syntec Inc. are not FDA-approved and a complaint filed in the United States District
Court for the Western District of Wisconsin alleges that several of Syntec Inc.'s products are unapproved new drugs that may not be introduced
into interstate commerce and are misbranded in violation of the Federal Food, Drug, and Cosmetic Act.

The government alleges that the company claimed in videas and promotional materials that some of its products could be used to prevent, treat,
or cure diseases such as asthma, cardiovascular disease, cataracts, glaucoma and infections. The products are not FDA-approved s safe and
effective for freating any diseases,

The company's dietary supplements are sold under several brand names including SynBio, SynORC, BoneCare, SynBio-X, SynOPC-Y, VisionCare,
CardioCare, SynGevity, Synvita, SynCell, SynPhyto-K, DigestiveCare, JointCare and SynOmega.

According to the complaint, the company also failed to follow the current good manufacturing practice (cGMP) requirements for dietary
supplements, a required by federal law,

The FDA sent the company a warning letter regarding the disease claims in March 2009, During inspections in October and November 2010, June
2011 and September 2011, FDA investigators documented serious cGMP violations, in addition to the company's continued use of disease claims
for some of its products.

"Marketing new drug products without FDA review or approval is dangerous because the products may cause consumers to delay or avoid
legitimate treatments,” said Dara A. Corrigan, the FDA's associate commissioner for requlatory affairs. "The FDA is committed to protecting
consumers from unapproved new drugs.”

Eath year, the FDA is responsible for overseeing more than $2 trilion worth of foods, drugs, biologics, medical devices, cosmetics, dietary
supplements, tobacco products and consumer goods.

http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm281017.htm

http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm282030.htm



http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm281017.htm
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm282030.htm
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1st Layer

« As of 12/15/2011 - 25 WL'’s posted on
cGMP (21 CFR Part 111) since 3/2011

» cited 111.70
» cited 111.75
» cited 111.255
» cited 111.83
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Around the corner? — Contract &
3'd Party Laboratories

* Business vs. Regulatory relationship
* “Dry-labbing”
 What data is available from the lab?

* Lab vs. Vendor/Supplier Qualification
program?
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Possible Assessment Questions
for a firm using a contract lab

* Lab - Relevant Experience?

* Lab - FDA & other agency inspection
history?

 Contacts/Information Flows?
« How does the lab train their staff?

* Lab - chain of custody and reporting
procedures?
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Possible Assessment Questions
for a firm using a contract lab

 Differentiate regulatory vs. non-regulatory
(research/development-type) work?

* Retest SOP for the lab?

* Result Review SOP for the firm
 How does the lab handle complaints?
« Scientifically valid methods?
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Around the Corner? - GAO on AERS

Congress of the (nited States
Tashington, #1€ 20510

November 8, 21011

Mr. Gene [.. Dodaro

Comptroller General of the United States
441 G Street, N.W.

Washington, D.C. 20548

Dear Mr. Dodaro:

We write to ask the Government Accountability Office: (GAO) to examine the Food and Drug
Administration’s adverse event reporting system, actions to address concerns about the safety of dietary
supplements, and efforts to ensure consumers have usc ul information about the safety and efficacy of
supplements.

As GAO reported in 2009, dietary supplements and fo:ds containing added dietary ingredients, such as
vitamins and herbs, constitute growing, multibillion dc lar industries. Sales of dietary supplements alone
reached approximately $23.7 billion in 2007, the most recent year for which data are available. In
addition, data from the 2007 National Health Interviev: Survey indicate that over half of all U.S. adults
consume dietary supplements. ' The Food and Drug A iministration (FDA) regulates dietary supplements
under provisions of the Federal Food, Drug, and Cosmutic Act.

Under the Dietary Supplement and Nonprescription Drag Consumer Protection Act, signed into law on
December 22. 2006, manufacturers, packers, and distributors of dietary supplements in the United States
are required to report information about serious advers:: events associated with the use of dietary
supplements to FDA. The effective date for complying with this requirement was December 22, 2007.

www.fda.gov



Post-Market Survelillance - AERs
and Product Complaints

Reasonable Corporate Systems are likely
ntegrated

PC are receiving, documenting and tabulating;
AERs are the same + reporting

If trending and benchmarking are absent and/or
deficient in cGMP regarding product complaints,
what might this mean for other requirements?

Assessment of a firm’s capabilities
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In summary

 First layer is having an impact

» Second layer will have an even greater
Impact

* No matter the commodity the consumer

expectation iIs that quality standards are
met
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Inspection Findings Recap
and a Look Forward

January 18, 2012

Angela Pope, MBA
CSO, DDSP CFSAN
ONLDS
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What investigators are finding
during their inspections.

 Falilure to prepare a master manufacturing
record.

— Specifications for each step in the
manufacturing process

— Unique formulation for each batch
— ldentity and weight
— Theoretical yield

21
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What investigators are finding
during their inspections

 Failure to prepare a batch record
— Unique identifier
— Actual yield
— Documentation at time of performance
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What investigators are finding
during their inspections

 Failure to establish specifications
— ldentity
— Purity, strength and composition
— Limits on contaminants
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What investigators are finding
during their inspections

 Failure to determine if specifications are
met
— Tests to meet specifications
— Qualifying the supplier
— Documentation of how supplier was qualified
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What investigators are finding
during their inspections

 Failure of adequate quality control
— Lack of review

— Lack of material review and disposition
decision

— Lack of quality control procedures
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In Summary

* Even though this what we continually see
from inspections, these deviations are not
only what we will expect to be corrected In
terms of compliance. Our reviews will
become more technical in the scope of
specifications, procedures and laboratory

controls.
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Business Models in cGMP
Compliance:
The Buck Stops Here!

January 18, 2012
Brad Williams
DS cGMP Team Leader, DDSP
ONLDS, CFSAN
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Current Good Manufacturing Practices in the Manufacturing, Packaging, Labeling or Holding

Operations for Dietary Supplements: Final Rule  Federal Register June 25, 2007

* Subpart A: General Provisions (who does this rule apply to?)
 Subpart B: Personnel

« Subpart C: Physical Plant and Grounds

*  Subpart D: Equipment and Utensils

« Subpart E: Production and Process Control

* Subpart F: Requirement for Quality Control

+  Subpart G: Requirements for Components, packaging and Labels

. and for Products you receive for Packaging or Labeling as a Dietary Supplement
*  Subpart H: Master Manufacturing Record

*  Subpart I: Batch Production Record

»  Subpart J: Laboratory Operations

*  Subpart K: Manufacturing Operations

« Subpart L: Packaging and Labeling Operations

»  Subpart M: Holding and Distribution

*  Subpart N: Returned Dietary Supplements
*  Subpart O: Product Complaints (relating to Manufacturing and Product Quality only)
*  Subpart P: Records and Recordkeeping
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Preamble: Key to understanding the rule
« T72ER 121: 34752-34958: Whole Rule 206 pages 100%
. 34942-34958: Codified Rule 16 pages ~8%

 The preamble is 92 % of the text, but only appears in the Federal Register publication
of the rule.

« The discussion of comments is key to understanding our thinking on many issues,
especially the impact of “nontraditional” business models and applicability of the rule.

« To obtain the FR text as well as current CFR and other pubs from the Government
Printing Office use the new Federal Digital System: http://www.gpo.gov/fdsys/

* You select Federal Register and then drill down to June 25, 2007 for the text of the
final rule
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Business Models:

«  Comment 27 (& some of 28): pages 34789-34791.

» Setthe scene: Section 111.1 explains that you are subject to this rule if you
manufacture, package, label, or hold a dietary supplement. The only exclusion is for
those holding dietary supplements in a retail establishment (NOT THE WAREHOUSE
FOR A LARGE CHAIN).

« Short Answer: “Under this final rule, you must comply with the CGMP requirements
that apply to your operations related to the manufacture, packaging, labeling, and
holding of dietary supplements.”

« Traditional Manufacturer: Manufactures, packages, labels, holds, and distributes
dietary supplements. However, these are getting rarer and rarer!

« Traditional Manufacturer who uses contractors to do some or all of the
production, packing, labeling operations and/or distribution of dietary supplements.
These contracts may especially extend to laboratory testing
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* “Own label distributors”: May purchase dietary supplements from a manufacturer
labeled and packed or to be labeled and packed and subsequently marketed with the
name of the own label distributor

« Contract labeler and packer, who receives dietary supplements from another firm,
packs and labels them to their customers specifications and returns them for
distribution by the manufacturer or another contractor.

« Contract testing laboratory: conducts laboratory testing on behalf of clients who
may not have skill or knowledge in scientific analysis. Reports results to
manufacturer, who remains responsible for quality control function for the
supplements, but lab must have qc for its operations too

« Consultant: widely varied duties. If the consultant provides functions such as
guality control, he/she must meet or exceed the requirements for the firm to hire them
as employees. If, on the other hand, they are experts in calibrating and maintaining
equipment, the manufacturer’s quality personnel still must review and approve the
suitability of the instrument for use.
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Who iIs subject to what parts of the CGMP
rule?

 Traditional Manufacturer: The entire rule

« Traditional Manufacturer who uses contractors/consultants: Responsible for
compliance with the whole rule, by all participants and must ensure that the
distributed supplements meet GMP

— Contract manufacturers and consultants who operate as agents of a
manufacturer. Must meet Subparts A-D (general provisions, personnel, plant,
equipment and utensils), plus those parts of the rule related to the operations
they perform.

— A contract packer and labeler must meet subparts F,G,K,L,M and P at a
minimum.

— A contract laboratory, depending on its role, must meet parts of Subparts E,F,
J, and P at minimum.

— Consultant: Position with a wide definition: the consultant who, for example,
calibrates balances, would have to comply with instrument norms established by
the equipment manufacturer. Responsibilty for GMP compliance and instrument
suitability remains with the product manufacturer.
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« Own label distributors: These firms are a mixed business model.

— They may purchase supplements outright, in bulk, packaging and labeling them under their
own name and subsequently distribute them under their own name.

— They may constitute only an office, contracting every other operation out, with the result
being dietary supplements marketed under their names.

— Since the public face of these products is the name they bear,our position has been that the
own label distributor is responsible for Establishing specifications, ensuring compliance with
CGMP by all engaged in producing, labeling, packing, and distributing their product, such
that during an inspection, they can produce, in a relatively short time, all records to ensure
that they are not causing the introduction or delivery for introduction into interstate commerce
of adulterated dietary supplements.

— An added complication is that their number/address will be the one consumers call with
product complaints, and if they don’t have access to the records and experts who produced
the dietary supplements, the complaint management functions evaluating the process and
production controls will not be able to function.

— These need will clearly change many of the normal business relationships and attitudes,
since unwillingness to share records, data and reports will probably cause responsible firms
to look elsewhere for cooperative firms, as they will otherwise be unable to meet CGMP
requirements for their products!
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Dietary Supplement cGMPS
In-Process Specifications

Carl C. Reynolds
Division of Dietary Supplement Programs
January 18, 2012

34



Specifications

Specification means a defined parameter
and acceptance criteria established for a
specific characteristic or for a step in the
manufacturing process (reynolds)

May include a list of tests, references to
analytical procedure, and acceptance
criteria that are numerical limits, ranges or

other criteria for the tests described @2rr
34751 at 34841)
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Specifications cont.

» Specifications must be set for:

— Point, step or stage in manufacturing process
where control is necessary to ensure the quality
of the dietary supplement

— Components

— Labels

— Packaging Materials
— Finished Products

* Must meet your established specifications

36
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In-Process Specifications

* You must monitor in-process points, steps
or stages where control is necessary to
help ensure that specifications are met
and to detect any deviation or
unanticipated occurrence that may result
In a failure to meet specifications

37
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In-Process Specifications

 Fall to meet such specifications requires
rejection of the component unless quality
control personnel approve a treatment, an
IN-process adjustment or reprocessing that
will ensure the quality of the finished
dietary supplement

« Material review requirements would apply

38
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Documentation

 Must be documented in the Master
Manufacturing Record and the Batch
Production Record

— Specific action(s) necessary to perform and
verify that specifications are met

— Corrective action plans for use when a
specification is not met

39



Material Reviews

« Material Review: A formal, documented
policy and procedure for investigating
process deviations, unanticipated
occurrences, excursions, non-conforming
specifications, instrument calibration,
product returns and similar activities that
could impact on the quality, purity,
strength and composition of a dietary
supplement.

(Reynolds)
40
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Material Review Requirements

* Must have written, documented
procedures for conducting material
reviews and making disposition decisions

* Must be performed by Quality Control
personnel

21 CFR § 111.103

41
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Material Review Requirements

* Must be conducted for:
— Specification failures and/or deviations

— Deviations in batch records from master batch
records

— Unanticipated occurrence during manufacturing that
could lead to adulteration or the use of an incorrect
label

— Instrument calibration issues
— Returned products

21 CFR §111.113

42
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Material Review Documentation

Date performed
— Signature of person performing the review

— |dentification of the specific deviation or
unanticipated occurrence

— Description of investigation into causes
— Impact assessment on guality
— Corrective and preventive action
— Disposition
21 CFR § 140(b)(2) and (3)

43
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Material Review Documentation

« Signatures
— QC person

— Each qualified person providing relevant
Information to the review and disposition

— Report should be included in the batch record

21 CFR § 111.140(b)(2) and (b)(3)

— Personal Suggestion: Include the title(s) of all
iIndividuals signing the document

44
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Examples

« Addition sequence of components to
blenders

* Blender number and type

* Mixing time and calibration of timing
device

* Ph and mixing times/vehicle for liquids

* Microbiological values of blends and
mixtures

45
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Examples cont.

» Special precautions for personnel
* Equipment identification

* Drying times and moisture values
« Capsule/tablet weights

« Tablet friability

« Tablet disintegration

46



@ CRN & VIRGO Webhinar

the “Umbrella  Clauses”
GMP Prerequisites and Subpart B

JACOBS COMPLIANCE SERVICES January 18, 2012



Dietary Supplement GMP

Requirements for Personnel to Use Prerequisite Controls
[
Supply Chain (u Warehouse

% Warehouse
PACKAGING

[ Retailer

o

INGREDIENTS

[
21 CFR §110 | 21 CFR §111 (}
i Consumer

©2012 JACOBS COMPLIANCE SERVICE S 48



The Umbrella Clauses

Preemptive, Proactive Requirements

Quality Links to Prevent Adulteration

Importance Recognized Globally
Dietary Supplements, Foods, & other categories

©2012 JACOBS COMPLIANCE SERVICE S 49
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@ GMP Prerequisites: SSOPs

Required Controls _|J_flf_l ] ” j _f_] 9

(1) Safety of the water
(2) Condition and cleanliness of contact surfaces
(3) Prevention of cross contamination

(4) Maintenance of hand washing, hand sanitizing,
and tollet facilities

(5) Protection from adulteration

(6) Labeling, storage, and use of toxic compounds
(7) Employee health conditions

(8) Exclusion of pests
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Things We Learn Early in Life

Maintain Sanitary Conditions
Keep Records
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@ Personnel Requirements

§111.12 (a—c)

® You must have qualified employees who manufacture,
package, label, or hold dietary supplements.

® You must identify who is responsible for your quality
control operations. Each person who is identified to
perform quality control operations must be qualified to
do so and have distinct and separate responsibilities
related to performing such operations from those
responsibilities that the person otherwise has when
not performing such operations.

® Each person engaged in manufacturing, packaging,
labeling, or holding, or in performing any quality control
operations must have the education, training, or
experience to perform the person’s assigned functions.
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Personnel Assignments

What identifies personnel assignments?
® Match people to solid Job Descriptions
® Posted “Assignments”

Today: Jan 18

PlantMgr:  Athos Smith

ocmgr: Porthos Lee
Sanitation Sup: Aramis Garcia
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Who Must Use GMPs?

® Manufacturers

If you manufacture,
® Packagers
® | abelers package, &,

or hold a dietary
® (Brand-Owners) supplement
® \Warehouses [21 CFR 111.1]
® Distributors
® [ulfilment Houses (Not Walk-In Retailers)
. .
SuppllerS Other sections

® Transporters of 21 CFR
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Training Subjects for Holders

Complaints & Concerns
Returned Goods

Role in Recall, Stock Recovery, Market Withdrawal
Hosting Visits

e Recordkeeping (Document Control)
e Quality Control
* Personnel To the extent that
e Physical Plant & Grounds the firm
e Housekeeping R
e Equipment & Utensils (or individuals)
e Purchasing have
e Recelving responsibility
e |nventory Control i
or these
e Order Picking & Shipments .
o operations
[
o
[
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GMP Prerequisites: SSOPs

Required Controls

(1) Safety of the water
(2) Condition and cleanliness of contact surfaces
(3) Prevention of cross contamination

(4) Maintenance of hand washing, hand sanitizing,
and tollet facilities

(5) Protection from adulteration

(6) Labeling, storage, and use of toxic compounds
(7) Employee health conditions

(8) Exclusion of pests
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Safety of the Water

§111.23

For water quality when-or-if that water
may become a component oR
IS used on contact surfaces

Clean, potable water inside the plant

® National Primary Drinking Water Standards

® Purified Water
® Other standards =<

f'
® Deionized Water

* UV-filtered Water

Records required

©2012 JACOBS COMPLIANCE SERVICE S
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GMP Prerequisites: SSOPs

Required Controls

(1) Safety of the water
(2) Condition and cleanliness of contact surfaces
(3) Prevention of cross contamination

(4) Maintenance of hand washing, hand sanitizing,
and tollet facilities

(5) Protection from adulteration

(6) Labeling, storage, and use of toxic compounds
(7) Employee health conditions

(8) Exclusion of pests
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Contact Surfaces

® Contact Surface Condition & Cleanliness
Smooth, washable surfaces

‘CLEAN \ ‘ SOIL & BACTERIA\ ‘ BIOFILM \

Cleaners & Sanitizers

® Select for purpose, make specs, & ID on receipt
® |[nventory & issue for use

® Evaluate effectiveness (visual checks & swabbing)

SOPs (Who, What, When, How) LTD?
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GMP Prerequisites: SSOPs

Required Controls

(1) Safety of the water
(2) Condition and cleanliness of contact surfaces
(3) Prevention of cross contamination

(4) Maintenance of hand washing, hand sanitizing,
and tollet facilities

(5) Protection from adulteration

(6) Labeling, storage, and use of toxic compounds
(7) Employee health conditions

(8) Exclusion of pests
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@ Cleaning & Sanitizing

Common Problems
Flawed scheduling
Unsuitable cleaning tools
nadequate pre-cleaning

ngredient residues
nsufficient drying time

Compressed air — filter it

4 )

PRE-CLEAN (RINSE)
CLEAN (SCRUB)
RINSE

SANITIZE

AIR DRY

\ /

mproperly matched cleaning products

Lights — remove or cover glass
Humidity — prevent it from building up

©2012 JACOBS COMPLIANCE SERVICE S
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GMP Prerequisites: SSOPs

Required Controls

(1) Safety of the water
(2) Condition and cleanliness of contact surfaces
(3) Prevention of cross contamination

(4) Maintenance of hand washing, hand sanitizing,
and toilet facilities

(5) Protection from adulteration

(6) Labeling, storage, and use of toxic compounds
(7) Employee health conditions

(8) Exclusion of pests
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Maintenance of hand washing,
nand sanitizing, and toilet facilities

Prevent Contamination

® Pathogens (Public Health Significance)

contaminants.*

People are significant carriers of microbial

Respiratory Tract
(sneeze, cough)

Skin & Hair
(open sores, dandruff)

Intestinal Tract
(hands, faces)

® Other microorganisms

Yeast '
Mold spoilage

* Marriott NG, Gravani RB. Principles of Food Sanitation, 5" Edition. 2010.
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Physical Plant Map

LABELS : I, ______
Mapping the Plant w1y
can be useful for: CHEMLOCKER , =y = = = = = = — = =
designating |
cleaning zones >
. |
establishing =y
plant flow (T \

locate staging

planning dust
control & air flow

positioning trash £

bins & setting q
removal schedule |
l

1 1
-l.-l

\SuPPLY LOCKER/

. e e Em =

BLENDING

marking pest
control stations

* = sticky pad I
= exterior bait stagon
[ ] = handwashing st tlon
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GMP Prerequisites: SSOPs

Required Controls

(1) Safety of the water
(2) Condition and cleanliness of contact surfaces
(3) Prevention of cross contamination

(4) Maintenance of hand washing, hand sanitizing,
and tollet facilities

(5) Protection from adulteration

(6) Labeling, storage, and use of toxic compounds
(7) Employee health conditions

(8) Exclusion of pests
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Personnel 21 CFR §111.10 (a)

Would You Recognize Serious lliness or Infection?

] [C]  An attached medical report documents a contagious condition. (Mo further cbservations need marking. )

D D The above named person s cbserved to have a deep face, hand or arm wound that appears infected
and it cannot be adequately covered to prevent contamination in a processing area.

D D The above named person acknowledges they have a senous contagious disease or condition.
D D The above named person acknowledges they have been exposed to a serious contagious disease
(such as Hepatitis A virus, Norowvirus, Shigella, Salmoneila Typhi, Tuberculosis)
[ fever with vomiting
The abowve named person appears fo have concerning symptoms, - _5|:|rE1hruatu.|1h
as indicated here at right [ jaundice
[0 hacking cough
O running mucous or phiegm
[0 cozing wounds on face, hands or amms

{check boxes that apply)

Reported by
D D Ancther person reported that the Diate-
above named person has a contagious condition. -

Timee: am pm

Consider using an industrial clinic or local doctor
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@ No Conflict with HIPPA

45 CFR 8164.512 Uses and disclosures for which consent,
an authorization, or opportunity to agree or object is
not required.

(b) Standard: uses and disclosures for public health activities.
(1) Permitted disclosures. ***

(i) A person subject to the jurisdiction of the Food and
Drug Administration (FDA) with respect to an FDA-
regulated product or activity for which that person
has responsibility, for the purpose of activities related
to the quality, safety or effectiveness of such FDA-
regulated product or activity."

*** "Acting in Good Faith" is significant, so polite respect for privacy is still
important, but, under the law, supplement manufacturing companies are
entitled to know if there is potentlal risk to their FDA-regulated products
(or other personnel) so that appropriate protection measures can be taken
without delay.
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Personnel

Serious lllness or Infection at work?
If it happens, then what?

[0 worked at their normal assignment today before leaving
did mot enter processing areas today before keavi
The abowe named person O d - nd . b
& [0 was in common areas today before leaving
Z [0 may have been contagious before today
= [0 not necessary
& | Before work continued, |
£ | contamination of surfaces and to others was considered.
g Corrective action and/or cleaning & sanitizing was O
L]
Before work continued, contamination of materials and products L1 steps were nol necessary
was considered. Cormeciive action [ steps were taken {QC makes a report )
Qualty Signature: Date of QC Follow-up

mﬂﬂﬂﬁ dm iii
" Quality Follow-up
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GMP Prerequisites: SSOPs

Required Controls

(1) Safety of the water
(2) Condition and cleanliness of contact surfaces
(3) Prevention of cross contamination

(4) Maintenance of hand washing, hand sanitizing,
and tollet facilities

(5) Protection from adulteration

(6) Labeling, storage, and use of toxic compounds
(7) Employee health conditions

(8) Exclusion of pests
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The Exterior counts, because what Is outside
has a tendency to come inside.

A

O
O
O
O
® Sea
® Sea
® Kee
O

o=

Wire mes

Remove potential pest nesting areas
Trim plants back from buildings (4 — 8", min.)
Prevent birds from roosting over truck bays

N over vent pipes

cracks around truck doors
cracks around people doors

n doors closed!

Remove attractants

©2012 JACOBS COMPLIANCE SERVICE S
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@ GMP Prerequisites: SSOPs

Required Controls

(1) Safety of the water -

(2) Condition and cleanliness of cbt Ct/urf ces/
(3) Prevention of cross COﬂ’[/{thl i T ]

/(4) Miln;gﬂetpee :ﬁah?nd WT P% g, ha I sanitizin

(5) Prfe tion fﬁ)m adulteration
6) La elfng storage, and use of toxic compounds

(7) Employee health conditions

(8) Exclusion of pests
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@ GMP Mottos

® [fitisn’t written down, ...
it didn’t happen!

® One person can wear several
hats, but you can’t check your
own work!

® Clean as you go!
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Thank you!

Nicki Jacobs

Jacobs Compliance Services

760.212.50921
www.jacobscompliance.com

2011
Q! Certified
HACCP Auditor

ASQ@

Council for Responsible Nutrition’
The Science Bebind the Supplements o
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Why Follow cGMPs?

- Failure to meet these requirements shall render the
product adulterated and the person responsible for the
failure to comply subject to regulatory action.

Joys QM Systems



Dietary Supplement cGMPS

Percentage of Non Compliance ZToo High
- Lack of understanding of regulations

Joys QM Systems



Dietary Supplement cGMPs

Two of the top ten non conformance Issues

Qualifying Raw Material Vendors
Creating Master Manufacturing Records

Joys QM Systems



Dietary Supplement cGMPs

TOPICS
Vendor Verification Programs

Master Manufacturing Records

Joys QM Systems



Why are we non Compliant

Production and Process Controls

. Do we understand

Qualified Personnel for :
. Establishing Specifications
- Testing

Joys QM Systems



Production and Process Controls

How do production and process controls support
manufacturers of Dietary Supplements.

. Controls Cost
. Reduced Testing
. Compliance

Joys QM Systems



What Are Production and Process Controls

System of controls for all stages of
manufacturing, packaging, labeling, and

holding

9 —
[
Designed to ensure product quality

as specified in master manufacturing records

Reviewed and approved by Quality Unit



Production and Process Controls
How DO We Get There?

Joys QM Systems



Production and Process Controls

Establish Specifications For:

. Identity, purity, quality, strength, composition
and limits on contamination for components,

Dietary Supplements

. In-process controls for manufacturing
Labeling and Packaging

. Documentation of basis for establishing specs



CERTIFICATES OF ANALYSIS
0AOI EOO OAI EATAA T1 OODDIE
for specifications other than identity for dietary
ingredients, and for identity and specifications for

other components, provided manufacturer has
determined reliability of the supplier




Certificate of Analysis Requirements

Specification

Description of test methods
Limits for test results
Actual test results



Production and Process Controls

Responsible for determining whether specifications
are met

Joys QM Systems



LOOKING At SPECS

What is Identity
Why do we need Identity

Do we need a valid identity test

Joys QM Systems



LOOKING At SPECS

What is Purity
Why do we need Purity

Do we need a valid Purity test

Joys QM Systems



LOOKING At SPECS

What is Strength
Why do we need Strength

Do we need a valid Strength test

Joys QM Systems



LOOKING At SPECS

Vo

TEAD EO [AAT O AU OLELEOO |
When do we need limits test

Do we need valid limits test

Joys QM Systems



Specifications

For Dietary Ingredients and Other Ingredients

Who establishes specifications
. Identity
- Purity
Strength and Composition
- Limits on Contamination

. Physical specs



How to Determine if Specs are met

Specifications for Dietary Ingredients

. Identity, Purity, Quality, Strength and Composition
- One Identity Test,
plus COA-Qualified Vendor

- Qualified by confirmation of results(verification of vendor
COA)

. Specifications for Other Components(Excipients )
. Test all established Specs or

- Accept on COA- Qualified Vendor l~|ﬂ-‘-l-'-:"l‘--
Approved by Quality /\\@’\LUJ ”
\J N 6\



Vendor Qualification/COA Verification

- RECAP:

- What to do for Dietary Ingredients
- What to do for Other Ingredients (Excipients)

Joys QM Systems



Raw Materials

Dietary Ingredients

- One Identity Test
. Other Specs- Accepted on COA

. After Vendor Verification or Qualification



Raw Materials

Other Ingredients (Excipients)
Identity ??7?
. Accept on COA

- Vendor verification or qualification



Qualification of Vendors/Suppliers

Establish reliability of suppliers COA
1.Confirmation of test results
2. Audits
3.Re-qualification of vendors at scheduled intervals



Dietary Supplement cGMPs

- TOPICII

Master Manufacturing Records

Joys QM Systems



Subpart H-Master Manufacturing
Records

Purpose of a Master Manufacturing Record
. Consistently Meeting Specifications
. Reduction in Reprocessing
- Cost Savings?

Joys QM Systems



Master Manufacturing Record

Why are we noncompliant
- Failure to include all specified requirements

- Incomplete instructions

- Failure to designate equipment
- No corrective action procedures
- Lack of packaging masters

. Use of computers to generate bills of materials that are not
being preserved and maintained

. Copies of labels
. Sampling instructions

Joys QM Systems



Subpart H-Master
Manufacturing Records

- Master records must be prepared for each Dietary
Supplement for each batch size .

. The Master must identify specifications for points
and steps necessary to prevent adulteration.

. The Master must establish controls to

ensure specifications are met.

Joys QM Systems



Master Manufacturing Records

Master records must include:
. Name of DS
. Strength, concentration, weight, or measure
. Complete list of components

. Accurate statement of weight or measure of each
component

. Identity and weight or measure of each dietary
ingredient

Joys QM Systems



Master Manufacturing Records

- Must contain
. Statement of intentional excess
. Statement of theoretical yield
- Description of packaging
- Written Instructions for each processing step
. Specifications
- Special Notations

Joys QM Systems



Master Manufacturing Records

Must Contain
- Sampling and Testing
. Corrective Action Plans
. QC Review and Approval
. Must be kept maintained

Joys QM Systems



Subpart |-Batch Record
Requirements

Prepared for each batch of product
Accurate reproduction of the Master

All significant steps documented with dates and
signatures

Identification 7 lot numbers of each material used

Identification of equipment used

Joys QM Systems



Batch Record Requirements

Weight and Measure of each raw material used
Quality Control results

Evidence of Inspection of all lines used

Statements of theoretical and actual yields
Label Control records

Joys QM Systems



Batch Record Requirements

Description of containers and closures

Label Control records with samples of labels used
Documentations of all deviations

Documentation of all QC decisions

$1T AOI AT OAOEIT 1-063 ZER D6 ADA OOV (
examination and disposition

Joys QM Systems



cGMPs for Dietary Supplements

Joys Quality Management Systems
JOYSQMS.COM
joy@joysqms.com
j4josej@ca.rr.com

213 507 6003
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Q & A Session

Daniel Fabricant, Ph.D.

Director, Division of Dietary
Supplement Programs, CSFAN, FDA

Brad Williams
GMP Team Leader, DDSP,
CFSAN, FDA

Nicki Jacobs

President, Jacobs Compliance
Services

*  Please submit your questions to our host, using the Q&A box.

Angela Pope
Consumer Safety Officer, GMP Team,
DDSP, CFSAN, FDA

Carl Reynolds
Senior Advisor, Division of Dietary
Supplement Programs, FDA

Joy Joseph
President and Founder, Joys
Quality Management Systems

* Not all questions may be answered due to time constraints. If your question is not answered during
the Q & A session, please email dds@fda.hhs.gov, or call 240-402-1696.
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