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RE: Docket No. 96N-04 17 Current Good Manufacturing Practice 
in Manufacturing, Packing, or Holding Dietary Supplements 

These comments are in response to a Advance Notice of Proposed Rulemaking (ANPR) for 

Current Good Manufacturing Practice in Manufacturing, Packing, or Holding Dietary 

Supplements published in the Federal Register [62(25):5700-57091 on February 6, 1997 and 

are submitted on behalf of the Nonprescription Drug Manufacturers Association 

Vitamin/Mineral Task Group. NDMA is a 116-year-old trade organization representing the 

manufacturers and distributors of nonprescription drugs, as well as, combination and single- 

ingredient vitamin and mineral products. Our members represent over 95% of the OTC 

marketplace by sales and, in the case of vitamin and mineral supplements, represent all of the 

major manufacturers and distributors of adult and children’s products such as Centrum@, 

One-A-Day@, TheragranB and UnicapO, among others. NDMA members have had a 

longstanding interest in dietary supplements, their labeling, and health claims. 

cdG&i&iS NDMA members, in general, support the proposal for Current Good Manufa 

for Dietary Supplements as proposed by FDA in the ANPR. The document herein, provides 

FDA with comments on the CGMPs as written and with information on the issues raised for 

comment. The comments are organized in the outline on the following pages. 
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Executive Summary 
1. NDMA members support the proposal for ‘Current Good Manufacturmg ‘Practices 
(CGMPs) for Dietary Supplements as proposed by FDA with a few minor m~odifications. 

2. Given the diversity of dietary supplement products and the differences in delivery 
systems from conventional foods, &ri-ent Good X&ru&&ring Practices for dietary 
supplements are necessary to assure that consumers are provided with quality, safe and 
unadulterated dietary supplement products. 

3. CGMPs for dietary supplements should identify specific requirements of the 
manufacturing process without dictating how firms should comply with such requirements. 
Examples and/or clarification should be provided through the guidance document process. 

4. Manufacturers are responsible for putting procedures in place to implement CGMPs and 
batch records are required to document the critical steps in the process. Further documentation 
should not be a required by regulation. 

: 

5. Regulations requiring review and reporting of adverse events, not mandated for foods, 
are not appropriate for dietary supplements in the abscence of demonstrated difference in their 
safety profile. Such initiatives would be counter to the spirit of DSHEA, 

6. HACCP cannot take the place of GMPs. Food products using HACCjP practice GMPs. 
Therefore, HACCP should not be considered to replace CGMPS for dietary .supplements. The 
manufacturing process of dietary supplements ‘does not have safety concerns ‘outside of those 
controlled by the GMPs. For this reason, HACCP-is not appropriately mandated for the dietary 
supplement industry. 

7. FDA and industry should convene working meetings/discussions prior to publication of 
a proposed rule to clarify issues in the industry GMP proposal and also to discuss areas in 
FDA’s request for information that FDA may tiish to pursue after review of comments received. 

( . . . continued) 
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Detailed Comments 

I. General Comments 

In the February 6, 1997 advanced notice of proposed rulem&ing~ for “CGMPs for .’ ’ 

dietary supplements, FDA recognized the question as to whether there is a need for 

dietary supplement good manufacturing practices to be followed in the 

manufacturing and control operations for dietary supplements and dietary ingredients 

or whether part 110 (2 1 CFR part 110) is adequate for such products. As defined in 

the Food, Drug, and Cosmetic Act in section ZOl(ffj, dietary supplements include a 

broad spectrum of product forms and a broad spectrum of dietary ingredients. 

Dietary ingredients may include vitamins; minerals; herbs or other bot&%als; amino 

acids; other dietary substances used to ‘supplement the diet; and concentrates, 

metabolites, constituents, extracts, or combinations of these. Product forms include 

tablets, capsules, softgels, gelcaps, liquids, and~other*forms including--under some - “’ . 

conditions--conventional food forms. ‘Given the “diversity of these products and‘the’ ’ ’ 

differences in delivery systems from conventional foods, a separate set of good 
,- 

manufacturing practices are necessary to assure that consumers are provided with safe 

dietary supplement products: which are not adulterated or misbranded; tihich have 

the identity and provide the quantity of dietary ingredients declared~in labeling,and~ ’ 

which meet the quality specifications that the supplement is represented to meet. 

The CGMPs proposed by industry and’published in the”‘ANPRare’mddeied after good * 

manufacturing practices for foods. Provisions have been adopted, modified, or 

expanded as appropriate, considering the special requirements applicable to the 

manufacture of dietary supplements and dietary ingredients. Dietary supplements are 

classified as foods, and the Good Manufacturing Practices applicable to them are 

similar to those generally applicable to ‘other foods. 

( . . . continued) 
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The CGMP regulations should~identifyspecific requirements of the manufacturing 

process without dictating how firms should comply with such requirements. 

Acceptable approaches to complying with requirements in a regulation can be 

delineated by the agency in a guidance document. Table I shows a representative 

(not all inclusive) list of sections in the ANPR CGMP document which should clearly 

be identified as non-binding examples of how to comply with the stated requirements: 

One issue which is not mandated by the ANPR is expiration dating or shelf life: It is 

in the best interest of the consumer that a shelf life or an expiration date, whichever is 

appropriate for the dietary supplement, be required. Such a requirement will provide .> 
consumers with the knowledge and assurance that when products are purchased, they 

meet label claims. 

II. Current Good Manufacturing Practices for Dieta’ry “Sup$hiknts y 

NDMA supports the industry draft Good Manufacturing Practices. Since its 

publication in the Fed&xl Register, the document ‘has been given close scrutiny and 

there are some areas which require clarification. These are detailed in this letter in the 

following format: 

( . . . continued) 
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Federa l  Reg is te r  P a g e : re fer r ing  to  th e  February  6 , 1 9 9 7  A N P R . 

A s stated in  Federa l  Rhister  : E xcerpts from  th e  A N T % 2  fo r  c o m m e n t 

a n d  sur round ing  tex t to  keep  con tex t to g e the r . 

S & g g e s te d  Revis ion:  N D M A  sugges te d  changes  with add i tions  

under l i ned  a n d  de le tions  & u e k o t&  

R a tiona le : A n  exp lana tio n  o f th e  N D M A  sugges tions . 

A . D e fin i t ions 

1 . D e fin i t ion o f Rework  

Federa l  Resister  P a p e : p a g e  5 7 0 1 , co lumn  two 

A s stated in  Federa l  Reg is te r : (s) “Rework” m e a n s  c lean , 

unadu l te ra te d  m a ter ia l  th a t has  b e e n  re ,m o v e d  from  process ing  fo r  

reasons  o the r  th a n  insani tary cond i tions  or  th a t has  b e e n  successful ly 

recond i tio n e d  by  reprocess ing  a n d  th a t is sui table fo r  use  in  th e  

m a n u fac tu re  o f a  d ie tary  p roduc t. 

S m e s te d  Revis ion:  (s) “Rework” m e a n s  M  unadu l te ra te d  

m a ter ia l  th a t has  b e e n  removed from  process ing  fo r  reasons  o the r  th a n  

insani tary cond i tions  or  m a ter ia l  th a t has  b e e n  successful ly 

recond i tio n e d  by  reprocess ing  a n d  th a t is sui table fo r  use  in  th e  

m a n u fac tu re  o f a  d ie tary  p roduc t 

R a tiona le : The  add i tio n  increases,  th e  clarity o f th e  d e fin i t ion 

B . S a n i ta tio n ,o f @ ui ld ings  a n d  Faci l i t ies 

1 . C lean ing  a n d  San i t iz ing M a ter ia ls  

Federa l  Reg is te r  P a _ p e : 5 7 0 2 , co lumn  th ree  

A s stated in  Fede ra  Reg is te r : (1)  C lean ing  c o m p o u n d s  a n d  /- > ,” I., ._  /_  ,. ,“, 
sani t iz ing a g e n ts used  in  c lean ing  a n d  sani t iz ing p rocedures  shal l  b e  

f ree from  undes i rab le  m ic roorgan isms a n d  shal l  b e  sa fe  a n d  a d e q u a te  

( . . . con tinued )  
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unde r  th e  cond i tions  o f use . Comp l iance  with th is  requ i remen t m a y  b e  

ver i f ied by  any  e ffec tive m e a n s  inc lud ing purchase  o f these  subs tances  

unde r  a  supp l ie r’s gua ran te e  or  cert i f ication, o r  exam ina tio n  o f these  

subs tances  fo r  con ta m ina tio n . 

Sur rpes ted  Rev is ion:  (1)  C lean ing  c o m p o u n d s  a n d  sani t iz ing a g e n ts 

used  in  c lean ing  a n d  sani t iz ing p rocedures  shal l  b e  f ree from  

undes i rab le  m ic roorgan isms a n d  shal l  b e  sa fe  a n d  a d e q u a te  unde r  th e  

cond i tions  o f use . 9  

R a tio n a l e : It shou ld  b e  th e  responsibi l i ty  o f th e  m a n u fac turer  to  

comp ly  with th e  regu la tio n . This  descr ip t ion o f h o w  to  comp ly  with 

th e  regu la tio n  m a y  b e  in terpreted as  to o  restrictive. G u idance , such  as  

th a t de le te d  above , shou ld  b e  p rov ided  by  th e  F D A  th rough  

mechan i sms  o the r  th a n  regu la tio n . 

2 . W a ter  Supp l y  

Federa l  Regis ter  P a g e :’ p a g e  5 7 0 3 , co lumn  th ree  

A s  stated in  Federa l  Regis ier :  ’ P o tab le  w a ter  a t asu i tab le  , 

te m p e r a tu re , a n d  unde r  p ressure  as  n e e d e d , shal l  b e  p rov ided  in  al l  

a reas  whe re  requ i red  fo r  th e  process ing  o f d ie tary  p roduc ts, fo r  th e  

c lean ing  o f p rocess ing  e q u i p m e n t, u tensi ls,  a n d  packag ing  m a terials, 

o r  fo r  emp loyee  sani tary facil i t ies. 

S u p g e s te d  Rev is ion:  P o tab le  w a ter , as , a  m inim u m  qual i ty w a ter  ‘/ : , 
s tandard.  a t a  sui table te m p e r a tu re , a n d  unde r  p ressure  as  n e e d e d , shal l  

b e  p rov ided  in  al l  a reas  whe re  requ i red  fo r  th e  process ing  o f d ie tary  

( . . . con tinued )  
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products, for the cleaning of processing equipment, utensils, and 

packaging materials, or for employee sanitary facilities. 

Rationale: This clarification permits the use of higher quality water 

to be CGMP. As it was written, higher quality water would not have 

been in compliance. 

C. Equipment and Ytensils 

1. Design and Construction 

Federal Register Page:’ page 5703, column two 

As stated in Federal Rhgister: (5) Equipment that is in the 

manufacturing or product handling area and that does,‘not come into 

contact with a dietary product shall be so constructed that it can be 

kept in a clean condition. 

wested Revision: (5) Equipment that is used in the manufacturing 

or product handling area and that does not ‘come into domact with a 

dietary product shall be so constructed that it can be kept in a clean 

condition. 

Rationale: A technical clarification to increase preciseness of the ,. 
definition. 

2. Sanitation of Equipment and Utensils 

Federal Register Page< page 5704, column one 

As stated in Federal Re&q-: (11) A written record of major .I _ _I _‘ I. 
equipment cleaning and use shall be maintained in individual 

equipment logs that show the date, product and lot number of each “I._. .^._ i. 
batch processed. The persons performing the cleaning shall record in 

the log that the work was performed. Entries in the log should be in 

chronological order. 

( . . . continued) 
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S&gge+?d Revision: (11) A written record of major equipment 

cleaning and use shall be maintained. i 

The persons performing the cleaning shall record &+&leg-that the 
. work was performed. $ 

f5YPdak 

Rationale: Use of a log is too restrictive and dictates how a 

manufacturer should implement a regulation. Such advice, if 

necessary, should be provided through other mechanisms such as 

guidance documents. The definition, as revised, allo% room for 

innovative development to support record keeping requirements, and 

permits a manufacturer the flexibility to use batch records, computers 

or logbooks to maintain records without restrictions. 

D. Quality Control and Laboratbry Procedures 

1. Expiration Dating 

Federal Register Pape: page 5704 column two 

As stated in Federal Repisfer: (1) Whenever a dietary ingredient or 

dietary supplement bears an expiration date, such date‘shall be 

supported by dataand rationale to reasonably assurethat the product 

meets established specifications at the expiration date. 

SupPested Revisiqn: (1) %&&ever _- A shelf life or an ~exniration date : _, 

for a dietary product, whichever is appropriate, shall be supported by 

data and rationale to reasonably assure that the product meets 

established specifications at the w snecified date. 

Rationale: It is in the best interest of the consumer that a-shelf life or 

an expiration date, whichever is appropriate for the dietary product, be 

re’quired. Such a requirement will provide consumers with the 

( . . . continued) 
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knowledge and assurance that when products are purchased, they meet 

label claims. Such dating is current practice within the 

vitamin/mineral industry. 

E. Production and Process Controls 

1. Master Production and Control Records shall include . . . (iv) 

Calculated Excesses 

Federal Register Page: page 5704, column three 
. . I , 

As stated in FederaZR&@ster:. (iv) A statement concerning any 

calculated excess of dietary ingredient contained in a &et&y 

supplement. 

&ggested Revisiqn: A statement co,nceming any calculated excess of 

dietary ingredient in a ,tjnished product intended for consumption by a 

consumer. . . 
Rationale: This is not appropriate for dietary ingredients in a 

continuous manufacturing operation. /, ,-. I “/.I _, 

2. Master Production and Control Records shall include 1 . . (vii) 

Calculated Excesses Labeling 

Federal Register Pape: page 5704, column three 

As stated in Federal Register: (vii) A description of the product 

container(s), closure(s), and other packaging materials, including 

positive identification of all labeling used. 

S&.gg+ed Revision: (vii) A description of the product container(s), 

closure(s), and other packaging materials, including positive 

identification of alf finished nroduct nackaging labeling used. 

Rationale: This addition adds clarity and removes in process labeling 

which seems inappropriate from this definition. 

( . . . continued) 
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3. Batch Production on Control Records 

Federal Register Page: page 5704, column three ’ 

As stated in Federal Register: (2)(vii) A statement of actual yield at 

the conclusion of manufacture and a statement of the percentage of _o_ ,_ ‘,“, -,.\ , 
theoretical yield, as appropriate. 

S&gested Revision: (2)(vii) A statement of actual yield’ at the 

conclusion of manufacture and a statement of the percentage of 

theoretical yield, as appropriate or possible. * 
Rationale: This addition is needed because such’calculations are not 

possible on a lot by lot basis for continuous manufacturing operations. 

4. Manufacturing Operations 

Federal Register Page: page 5706, column one 

As stated in Federal Register: (13) Mechanical manufacturing steps 

such as cutting, sorting,‘ inspecting, shredding, drying, grinding, 

blending, and sifting shall be performed so as to protect dietary 

ingredients and dietary ‘supplements against adulteration.’ Compliance 

with this requirement may be accomplished by providing adequate 1 
physical protection of dietary products ‘from contact With’ adulterants. 

Protection may be provided by adequate cleaning and sanitizing of all 

processing equipment between each manufacturing step. 

Sagested Revision: (13) Mechanical manufacturing steps such as 

cutting, sorting, inspecting, shredding, drying, grinding, blending, and 

sifting shall be performed so as to protect dietary ingredients and 

dietary supplements against adulteration. Compliance with this 

requirement may be accomplished by providing adequate physical 

protection of dietary products from contact with adulterants. 

(... continued) 
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Protection may be provided by adequate cleaning and sanitizing of all 

processing equipment between each manufacturing step, as necessarv. _,, ” 
Ratic7naZe: This addition allows for the inclusion of continuous 4 / 
manufacturing operations. 

5. Manufacturing Operations 

Federal Register Page:; page 5706, column one 

As stated in Federal Repzkter: i ._ ! (16) Dietary ingredients and dietary 

supplements that rely principally on the control of pH for preventing 

the growth of undesirable microorganisms shall be monitored and -.I .,.. 
maintained at an appropriate pH. Compliance with this requirement 

may be accomplished by any effective means, including employment 

of one or more of the following practices: (ii) Controlling the 

amount of acid added to the product. 

Supgested Revision: (16) Dietary ingredients and dietary 

supplements that rely principally on the control of pH for preventing 

the growth of undesirable microorganisms shall be monitored and 

maintained at an appropriate pH. Compliance with this requirement 

may be accomplished by any effective means. k 

Rationale: This modification allows for alternative methods to 

controlling PH.’ 

F. Warehousing, Distribution alid Post-Distribution Procedyres 

1. Storage and Distribution 

Federal Register Page: page 5706, column two 

( . . . continued) 
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As stated in Federal Register: - : (2) Adequate distribution records shall 

be maintained and retained by the manufacturer at least 1 year beyond 

expected product shelf’life, whereby an effective product recall can be 

achieved should one become necessary. 

S&gested Revi&m: (2) Adequate distribution records &a# a be 

maintained and retained by the manufacturer at least i year beyond 

the product3 shelf life or exniration date, whereby an effective product 

recall can be achieved should one become necessary. 

Rationale: The addition as reflect the mandatory nature of expiration 

dates as well as the need for a shelf life for dietary ingredients. 

2. Reserve Samples 

Federal Register Page:’ page 3706, columns two and three 

As stated in Federal Register: An appropriately identified reserve 

sample that is representative of each batch of a dietary product should 

be retained and stored under conditions consistent with the product 

labeling until at least 1 year after the expiration date, or if no 

expiration date is identified on the product, for at least 3 years after 

the date of manufacture. 

Suwested Revision: An appropriately identified reserve sample that 

is representative of each batch of a dietary product should be retained 

and stored under conditions consistent with the product labeling until 

at least 1 year after the product’s shelf life or expiration date, or-%ne- 

Rationale: Expirationdating or shelf life should be mandatory. 

( . . . continued) 
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3. Records Retention 

a. Batch Records 

Federal Rehfer Page: page 5706, column three .,. j 
As stated irz Federal RetGsfer: Any laboratory, production, 

control or distribution record specifically associated with a 

batch of product.shall be retained for at least 1 ‘year after the 

expiration date of the batch, or if no expiration date is 

identified on the product, for at least 3 years after the date of 

manufacture. , 

S&ggesfed~$@@z: Any laboratory, production, control or 

distribution record specifically associated with a batch of 

product shall be, retained, for at least 1 year after the product’s 

shelf life or expiration date. a 

lLx?tek 

Rationale: Expiration dating or shelf life should be 

mandatory. 

b. Raw Materials Records 

Federal Regjsstev Page: page 5706, column three 

As stated in FederaE Re&sfk: (2) Raw material records shall 

be maintained for at least 1 year after the expiration date of the 

last batch of product incorporating the raw material, or if no 

expiration date is identified on the product, for at least 3 years 

after the date of manufacture of the finished product. 

Sm: (2) Raw material records shall be 

maintained for at least 1 year after the product’s shelf life or 

expiration date of the last batch of product incorporating the 
. . . . . raw material.3 

( , . . continued) 
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Rationale: Expiration.dating or shelf life should be 

mandatory. 

III. Issues Raised For Comment By FDA i ” . . ,, ,_ :I /_ 
In the February 6, 1997 Advance Notice of Proposed IXulemak ing, FDA requests 

comments on specific  issues related to the regulation of dietary  supplements . NDMA 

is  supply ing comments related to v itamin/mineral products under the,subheadings 

below, each representing an issue raised by the questions. W hile NDMA is  

supply ing comments, it is  our position that it is  inappropriate to incorporate the 

concepts of these questions into CGMPs for dietary  supplements . Dietary  supplement 

products have demonstrated a consis tent safety profile. The inc lus ion of the concepts 

in the nine issues raised by FDA, as regulation, particularly  in the case of 

v itamin/mineral products, would not increase the safety of the products or the benefits  

of the products to consumers. 

If, after the review of the comments responding to the ANPR, FDA should wish‘to 

pursue the issues raised for comment, an open dialogue should be held to fac ilitate the 

resolution of a workable solution for both FDA and. indus try. The issues should be 

addressed in workshops which would allow for open discuss ion and exploration of 

the issues prior to any further proposed rule. 

A. Defect Action Levels  

FDA has tentatively  concluded that it would not be appropriate to apply  the _‘ , .I. .‘,, 
current defec t action levels  (DALs) to dietary  supplements , and the agency is  

requesting comments that would ass is t in developing DAL for dietary  

supplements . 

( . . . continued) 
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NDMA agrees that DALs for dietary supplements using non-synthetic 

ingredients would be appropriate; however, such an undertaking would require 

a major time and resource commitment given the large number of diverse 

ingredients and should be discussed outside of the GMP rulemaking. 

B. Testing Requirements for Identification of Dietary Ingredients 

FDA requested comments on the technical and scientific feasibility for the 

identification of different types of dietary ingredients and asked for 

information on what constitutes “adequate testing” to identify different types 

of ingredients. 

FDA should not specify testing in a regulation. Manufacturers should be 

responsible for defining adequate testing based on the dietary ‘ingredients in 

products. Because of the broad range of dietary ingredients and ever-changing 

scientific advancements, such testing needs to be individualized for each 

manufacturer and if, required by regulation, would need constant updating. If ‘ 
it is deemed appropriate, FDA could provide guidance to industry through the 

guidance document development process. 

C. Certificate of Analysis from Suppliers 

For food (Sec. 1 lO.SO), it is CGMP for a manufacturer to accept certification 

from a supplier, that products do not contain microorganisms or filth or other I” 
foreign material that would adulterate the product, in lieu of direct testing or 

evaluation of the raw material,s:or final product. The same should hold true 

for dietary supplement products. FDA is seeking comment on whether 

certification will provide assurance that dietary ingredients are not 

contaminated, or whether specific testing requirements are necessary and 

would effectively ensure the safety and wholesomeness of these products. 

( . . . continued) 
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Suppliers should be qualified by confirming the certificate of analysis results. 

This procedure should be established by the manufacturer. Raw materials 

should be examined for potential contaminants; however, it is the , I 
responsibility of the manufacturer, who understands the ingredients, to qualify 

the supplier to insure that product’is of the highest quality. Additional testing 

requirements would be overly restrictive and cost prohibitive in the absence of 

any recognized problem. 

D. Standard Operating Procedures 

FDA requests comment on whether the CGMPs -need to require 

manufacturers to‘establish procedures for documenting that the prescribed 

procedures for the manufacture of a dietary supplement are followed on a day- 

to-day basis. 

Manufacturers are responsible for putting procedures in place to implement 

CGMPs, and batch records are required to document the critical steps in the 

process. It is a matter of good business practice to insure the quality of a 

product through periodic revievv of records and quality control audits. In the 

absence of a demonstrable safety problem, dietary supplements should not be 

subjected to additional requirements over and above foods. Such 

requirements would not increase the safety of the product and benefit to 

consumers and would increase the compliance burden of both industry and 

FDA. 

E. Evaluation of Adverse Event ,Reports 

FDA requested comments on \Irhether CGMPs for dietary supplements should 

require manufacturers to establish procedures for determining whether a 

reported consumer injury constitutes a serious problem and what actions are to 

( . . . continued) 
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be taken when serious problems are identified. FDA also requests comments 

on whether manufacturers should be required to establish procedures to 

identify, evaluate, and respond to potential safety concerns with dietary 

ingredients. (Note: This section responds to FDA’s questions five and six.) 

As demonstrated by the American Association of Poison Control Center’s 

(AAPCC) data base, the reports of serious adverse events for vitamin dietary 

supplements are rare and have a comparable severity profile to foods. Table II 

compares the reports for vitamin supplements vs. foods/food poisoning in 

1995. 

Table II: 
1995+ Reports to the American Askokiation of Poison Control Centers 

* The death in the vitamin category whs associated with Sdental’ingestion of iron containing 
prenatal vitamins. FDA has addressed this issue in other rulemakings and published a final 
rule in January 1997 on the packaging and labeling of iron containing dietajl supplements. 

The total number of reports for vitamin products is lower than food products. 

While this is not surprising, given the greater use of food as compared to 

dietary supplements, it does demonstrate the fact that vitamins do not present 

a greater health risk to the general population than foods. Hence, dietary 

supplements should be subject to the same regulatory requirements as foods r 
for review of adverse event and safety databases: 

.’ 
. ’ ’ 

In 1995, the severity profile of the outcomes associated with vitamin use : 
further demonstrates the safety of these products. Less than 11% of the 

exposures reported to the AAPCC database for vitamin supplements resulted 

( . . . continued) 
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in more than a minor outcome (moderate, major, or death). mote: The total 

number of reports represents a small fraction of product use.] ’ 

Childhood poisonings with iron-containing supplements are an excellent 

example of how industry currently reviews safety databases for marketed ,_ / _ . _/ .>/ 1, .* _ j 
products and takes action when necessary. In 1993, after reviewing safety 

information, NDMA and other industry members initiated a voluntary 

program for labeling, packaging and formulation for iron-containing dietary 

supplements. This program also had a public education component. FDA has 

subsequently issued a final rule to address this issue; however, in the absence 

of FDA regulation, the industry reviewed and addressed a public health 

concern. This demonstrates that FDA regulations for evaluation of adverse 

event databases is not needed for dietary supplements because such activity 

already occurs as needed. 

NDMA has surveyed several manufacturers of vitamin/mineral products for 
? 

specific information related to adverse events reported to companies. While 

Table IV does not encompass all NDMA members, it is representative of the 

types of profiles by the industry. 

Table IV 

Note: AcCiderztizl ingSti& Oi Ove? ir@s~ioii ‘is’ recorded Z~ ki@r,ke event 
if more than one tablet is consumed. 

( . . . continued) 
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This data supports that presented above from the AAPCC database. Adverse 

events reportedly associated with vitamin/mineral products are small in 

number relative to the number of units sold. ‘The events are n&serious with 

the majority of reports resulting in no outcome. The reports are usually 

associated accidental ingestion or over ingestion. 

Vitamin/mineral dietary supplement manufacturers have mechanisms to 

evaluate adverse events reported to their company. Given the ‘long history 

of marketing, the lack of safety issues, and a low incidence of adverse event 

reports, adverse event reporting and review regulations, not mandated for 

foods, are not appropriate for dietary supplements and vitamin/mineral 8 
dietary supplements, in particular. Such regulations would be costly and . 
counter to the spirit of DSHEA. 

._’ ! 

F. Computer Validation 

FDA requests comments on whether specific controls are necessary for 

computer controlled ‘or assisted’operations: ‘FDA also requests ‘comment dn 

how best to ensure that the software programs and equipment used to direct 

and monitor the manufacturing process are properly designed, tested, 

validated, and monitored, I 

Such a stipulation could be included in CGMF%, as “Software programs”and 

equipment used to direct and monitor the manufacturing process should be 2 
properly designed, tested, evaluated W&&&XI and monitored.” Specific ” */.*li,_ “. ;‘il”, 3 ‘,-.-;,:,^ ,rY-i/.“. * , 
recommendations, if deemed necessary by FDA, on methodology ‘shouldbe 

addressed in guidance documents rather than in regulation. The . . _^ 
manufacturer should have to determine what is *appropriate for‘ their 

particular operation. 

( . . . continued) 
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G. Hazard And Critical Qntroi Point #qalyG 

The agency asks for comments on whether certain, or all, of the 

requirements for manufacturing and handlink dietary ingredients and dietary 

supplements may be more effectively addressed by a regulation, based on the 

principles of Hazard Analysis and Critical Control Points (H-ACCP), rather 

than the system outlined in the industry submission. ^ 

Since the publication of the ANPR for CGMPS; NDMA h&been 

researching HACCP. As an association of drug manufacturers ‘unfamiliar 

with the concept, we have met with outside consultants, as tie11 as, Darryl 

Schwalm and John Kvenberg in FDA’s HACCP office to educate ourselves 

on the concept. Through these meetings and discussions, no benefit of a 

HACCP vs. GMP program has emerged. HACCP does not appear 

appropriate for the dietary supplement industry. 

As indicated by the staff in FDA’sHACCP -office; the basis’of HACCP is 

GMPs. Manufacturers of food products using HACCP still ‘practice GMT%. “I .,. ,” ),. I ,1.,_/‘ 
HACCP cannot take the place of GMPs. HACCP addresses safety concerns 

for a particular industry and is individualized on a company-by-company 

basis. 

HACCP addresses safety issues not directly covered by CGMPs which may 

be specific to a company or product. The manufacturing process for dietary 

supplements does not have the safety concerns which are not covered under i 
GMPs. For this reason HACCP is not appropriately mandated for the 

dietary supplement industry. 

( . . . continued) 
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Further to this point, HACCP’ is an approach based the definition of critical ’ ,. 2 
control points where safety of the product may be disrupted: This is done 

through the determination of potential ‘microbiological, chemical, or physical 

hazards in the manufacturing and delivery process. -Theoretica!ly, in any 

manufacturing process, hazards may be introduced and could be considered 

a critical control point. This, however, is not how HACCP is implemented. 

From our meeting with FDA on HACCP, critical control points and hazards 

are determined through research on products, examination of recalls, and 

adverse event databases. The research will reveal the’hazards that ,need to : 
be controlled in the manufacture of the product. For the vitamin industry, 

as well as the supplement industry as a whole, histortcal data and-the 

number of adverse event reports not associated with product misuse or abuse 

yield very little information to’help make determinations regarding critic& 

points in the manufacturing process where safety of the product may be 

disrupted. 

Table III demonstrates that in 1995 the majority of the~reports associated 

with vitamin supplements to poison- control centers involved ~un+-rtentional 

exposure and most occurred in children under age six. These are most 

likely accidental ingestions that resulted in n&or outcomes. ’ 

Table III 
Exposures Reportedly. Associated With Vita&n ‘Dletari ‘Stipljl&i&ts‘ ‘- ’ 

It cannot be determinedj”roik the avdilable ‘da& Which ‘kf’the’ 356 cGeS K ’ 
Table II resulted in the more serious outcomes‘ listed in Tablk III. 

( . . . continued) 
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Die tary  S u p p l e m e n ts C G M P s  
June  6 ,1 9 9 7  

P a g e  2 4  

P reven tio n  o f un in te n tiona l  exposure  a n d  p roduc t abuse  ( the m o s t c o m m o n  

type o f a n  adverse  even t repor t wh ich  usual ly  resul ts in  m inor  to  n o  

o u tcom e )  can  n o t b e  addressed  in  th e  m a n u fac tu r ing  process  a n d  a re  

the re fo re  n o t appropr ia te ly  regu la te d  by  H A C C P . Indus try has  a  track 

record  fo r  eva lua tin g  such  p rob lems  w h e n  they  d o  occur  a n d  tak ing  ac tio n  to  

address  th e  p rob lem (e .g . i ron-conta in ing supp lemen ts). This. h & b e e n  

d o n e  o u tside o f a  H A C C P  analys is  o f th e  m a n u fac tu r ing  process.  This  

fu r the r  d e m o n s trates th a t th e  H A C C P  app roach  to  th e  sa fe ty o f th e  

m a n u fac tu r ing  process  is n o t a n  appropr ia te  rou te  o f regu la tio n  o f th e  

d ie tary  supp lemen ts m a n u fac tu r ing  process.  

H . Appl icabi l i ty  o f C G M P s  to  & ‘Die tary  S u $ $ 6 m e i x t Ih d u @ i’ 

The  d ie tary  supp lemen t indus try rev iewed a n d  ag reed  to  th e  indus try d ra ft 

submi tte d  to  th e  F D A . This  shou ld  b e  taken  as  ev idence  th a t th e  app roach  

is sui table a n d  accep tab le  to  th e  e n tire indus try. S u c h  requ i remen ts shou ld  

b e  app l ied  to  al l  p roduc ts c o n s u m e d  by  Un i te d  ‘S ta tes  ‘consumers  ‘inc lud ing ’ 

those  impor te d  into th e  coun try. A  specif ic m e n tio n  is reques te d , in  th e  

C G M P  p roposed  rule,  o f th e  mechan i sm~wh ich‘$ifl b e  emp loyed  to  insure  ‘/ 

th a t these  s tandards wil l  b e  app l ied  to  al l  d ie tary  p roduc ts impor te d  in  to  th e  

U .S . 

IV . Conc lus ions  

The  vitam in/m inera l  d ie tary  supp lemen t indus try suppor ts th e  regu la tory  cons truct ” 
o f C G M p s  o u t l ined in  F D A ’s A d  vane  e d  N o tice ~ f’P \;~ h ;osed”‘~ ~ ~ ~ ~ ~ ~ ~ ~ ~ .~ i~ ~ ~ “~ ~ ~  _ i  ‘_ _  ~  

m inor  revis ions. D ie tary  supp lemen ts C G M P s  a re  necessary  d u e  to  th e  d i f ference 

in  del ivery system s from  conven tiona l  foods  b u t shou ld  b e  d ra fte d  based  o n  fo o d  

G M P s, as  stated in  D S H E A . The  indus try-subm itte d  d o c u m e n t ach ieves  th is  goa l . 

( . . . con tinued )  
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The nine issues raised by FDA suggest that the agency is con~~~e~i~~‘.b;d,d~~~g ’ ’ 
,, ,, 

the scope of the GMPs beyond the intention of ISSHI??L Whiie the‘agency ‘raises ’ 
some interesting, theoretical issues in’ the questions, addressing ‘the ‘issues in the ” 
context of CGMPs for dietary supplements will in&ease the cost of products with 

no additional safety benefit to consumers because the products already have a 

demonstrated safety profile. 

NDMA believes, *ai it ii in the‘best v&-;--~f op & in&~stry”‘g~d ‘jG-j~‘{~ $;cuss ’ - 

significant changes in the ANPR prior to the publicition of a proposed ruie. . 
__.. NDMA requests the opportunity to develop with FDA and the dietary supplement 

industry the structure and content of such dialogues. 

NDMA supports FDA’s and DSHEA’s intentions in this rulemaking. if ‘NDMA ” .’ ‘. 
can be of further assistance, please contact my office at 202-429-9260. I 

Sincerely, 

u 
Patrice B. Wright, Ph.D. 

Director, Pharmacology and Toxicology 

/P 
C:lPATRICElv7TAMIMCGMPCOMM.DR2 



Dietary Supplements CGMPs 
’ June 6,1997 

Page 26 

Appendix I 
Definition of O&comes 

as Defined by the American Association of Pdisori Control CT@&-s 

1. No Outcome: The patient developed no symptoms as a result of the exposure. 

Minor Effect: The patient exhibited some’symptoms as a result of the ‘exposure, but they 
were minimal or no treatment was provided. The symptoms resolved 
rapidly and usually involve skin or mucous membrane manifestations. 
The patient returned to preiexposure state of weli beings and has no 
residual disability. 

Moderate Effect: The patient exhibited symptoms as a result of the exposure which are more 
pronounced, more prolonged or more of a systemic nature than minor 
symptoms. Usually some form of treatment is or would’have been 
indicated to treat the patient. Symptoms were not life threatening and the 
patient has returned to a p&exposure state of well being With no residual 
disability or disfigurement. ’ 

Major Effect: The patient exhibited some’symptoms as a result of exposure. The 
symptoms were life threatening or resulted in residual disability or 
disfigurement. 


