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September 30, 2014 
 
Division of Dockets Management (HFA-305)  
Food and Drug Administration  
Department of Health and Human Services  
5630 Fishers Lane, Room 1061  
Rockville, MD  20852  
  
Re:  Docket FDA-2013-N-1525  
 

“Bulk Drug Substances That May Be Used to Compound Drug Products in Accordance 
With Section 503A of the Federal Food, Drug, and Cosmetic Act; Revised Request for 
Nominations” 

  
To Whom It May Concern:  
 
The American Association of Naturopathic Physicians (AANP) appreciates the opportunity to 
address the FDA’s request for nominations of bulk drug substances that may be used to 
compound drug products that are neither the subject of a United States Pharmacopeia (USP) or 
National Formulary (NF) monograph nor components of FDA-approved drugs. 
 
This is a significant issue for our members and their patients.  AANP strongly supports efforts to 
ensure that the drug products dispensed to patients are safe and effective.   
 
Background: AANP Submissions to Date 
 
On January 30, 2014, we submitted comments to Docket FDA-2013-D-1444, “Draft Guidance: 
Pharmacy Compounding of Human Drug Products Under Section 503A of the Federal Food, 
Drug, and Cosmetic Act; Withdrawal of Guidances” relating to congressional intent in crafting 
HR 3204.  These comments highlighted the fact that, for compounding pharmacies subject to 
Section 503A, Congress intended that States continue to have the authority to regulate the 
availability of safely compounded medications obtained by physicians for their patients.  As we 
further noted, compounded medications that are formulated to meet unique patient needs,  
and that can be administered immediately in the office, help patients receive the products their  
physicians recommend and reduce the medical and financial burden on both the patient and 
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doctor that restrictions on office use would impose.  Such medications, we emphasized, provide 
a unique benefit to patients and have an excellent track record of safety when properly 
produced and stored.   
 
AANP also (on March 4, 2014) nominated 71 bulk drug substances.  We identified 21 more 
where we did not have the capacity to research and present all the necessary documentation 
within the timeframe the Agency was requiring.   We estimated, at that time, that at least 6 
hours per ingredient would be needed to do so – time that our physician members simply do 
not have in their day-to-day business of providing patient care.  Thus, AANP sought a 90-day 
extension to more completely respond to the Agency’s request.   
 
In this renomination, we have narrowed our focus to 42 bulk drug substances that are most 
important for the patients treated by naturopathic doctors.  Twenty-one of these bulk drug 
substances are formally nominated in the attachments as well as noted by name in this letter.  
Given the limitations imposed by the fact that our physician members spend the majority of 
their day providing patient care, however, AANP again found that the span of time the Agency 
provided for renominations was insufficient to prepare the documentation needed for the 
remaining 21 bulk drug substances.   
 
We now request that FDA extend the deadline for which comments are due by 120 days, so 
that we may provide this further documentation.  We have determined that as much as 40 
hours per ingredient will be needed to do so – time that our physician members simply do not 
have in their day-to-day business of providing patient care.  Thus, AANP respectfully seeks an 
additional 120-day period for the purpose of gathering this essential information.   
 
Naturopathic Medicine and Naturopathic Physicians 
 
A word of background on our profession is in order.  AANP is a national professional association 
representing 4,500 licensed naturopathic physicians in the United States.  Our members are 
physicians trained as experts in natural medicine.  They are trained to find the underlying cause 
of a patient’s condition rather than focusing solely on symptomatic treatment.  Naturopathic 
doctors (NDs) perform physical examinations, take comprehensive health histories, treat 
illnesses, and order lab tests, imaging procedures, and other diagnostic tests.  NDs work 
collaboratively with all branches of medicine, referring patients to other practitioners for 
diagnosis or treatment when appropriate.  
 
NDs attend 4-year, graduate level programs at institutions recognized through the US 
Department of Education.  There are currently 7 such schools in North America.  Naturopathic 
medical schools provide equivalent foundational coursework as MD and DO schools.  Such 
coursework includes cardiology, neurology, radiology, obstetrics, gynecology, immunology, 
dermatology, and pediatrics.  In addition, ND programs provide extensive education unique to 
the naturopathic approach, emphasizing disease prevention and whole person wellness.  This 
includes the prescription of clinical doses of vitamins and herbs and safe administration via oral, 
topical, intramuscular (IM) and intravenous (IV) routes. 
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Degrees are awarded after extensive classroom study and clinical training.  In order to be 
licensed to practice, an ND must also pass an extensive postdoctoral exam and fulfill annual 
continuing education requirements.  Currently, 20 states and territories license NDs to practice. 
 
Naturopathic physicians provide treatments that are effective and safe.  Since they are 
extensively trained in pharmacology, NDs are able to integrate naturopathic treatments with 
prescription medications, often working with conventional medical doctors and osteopathic 
doctors, as well as compounding pharmacists, to ensure safe and comprehensive care.  
 
Characteristics of Patients Seen by Naturopathic Physicians 
 
Individuals who seek out NDs typically do so because they suffer from one or more chronic 
conditions that they have not been able to alleviate in repeated visits to conventional medical 
doctors or physician specialists.  Such chronic conditions include severe allergies, asthma, 
chronic fatigue, chronic pain, digestive disorders (such as irritable bowel syndrome), insomnia, 
migraine, rashes, and other autoimmune disorders.  Approximately three-quarters of the 
patients treated by NDs have more than one of these chronic conditions.  Due to the fact that 
their immune systems are often depleted, these individuals are highly sensitive to standard 
medications.  They are also more susceptible to the numerous side effects brought about by 
mass-produced drugs.   
 
Such patients have, in effect, fallen through the cracks of the medical system.  This is why they 
seek out naturopathic medicine.  Safely compounded medications – including nutritional, 
herbal, and homeopathic remedies – prove efficacious to meet their needs every day in 
doctors’ offices across the country.  Such medications are generally recognized as safe (GRAS), 
having been used safely for decades in many cases.  As patients’ immune function improves, 
and as they work with their ND to improve their nutrition, get better sleep, increase their 
exercise and decrease their stress, their health and their resilience improves.  This is the ‘multi-
systems’ approach of naturopathic medicine – of which compounded drugs are an essential 
component.   
   
Bulk Drug Substances Nominated at this Time 
 
Notwithstanding the concerns expressed and issues highlighted in the foregoing, AANP 
nominates the following 21 bulk drug substances for FDA’s consideration as bulk drug 
substances that may be used in pharmacy compounding under Section 503A.  Thorough 
information on these substances is presented in the spreadsheets attached with our comments.  
The documentation is as complete and responsive to the Agency’s criteria as we can offer at 
this time. 
 
The bulk drug substances nominated are: 
 
Acetyl L Carnitine 
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Alanyl L Glutamine 
Alpha Lipoic Acid 
Artemisia/Artemisinin 
Boswellia 
Calcium L5 Methyltetrahydrofolate 
Cesium Chloride 
Choline Chloride 
Curcumin 
DHEA 
Dicholoroacetic Acid 
DMPS 
DMSA 
Germanium Sesquioxide 
Glutiathone 
Glycyrrhizin 
Methylcobalamin 
MSM 
Quercitin  
Rubidium Chloride 
Vanadium 
 
As explained above, we did not have sufficient opportunity to provide all the required 
information for many of the bulk drug substances identified as essential for treating the 
patients of naturopathic doctors.  AANP wishes to specify these 21 ingredients so that we may, 
with sufficient opportunity to carry out the extensive research required, provide the necessary 
documentation to support their nomination.  The additional bulk drug substances include: 
 
7 Keto Dehydroepiandrosterone 
Asparagine 
Calendula 
Cantharidin 
Choline Bitartrate 
Chromium Glycinate 
Chromium Picolinate 
Chrysin 
Co-enzyme Q10 
Echinacea 
Ferric Subsulfate 
Iron Carbonyl 
Iscador 
Pantothenic Acid 
Phenindamine Tartrate 
Piracetam 
Pterostilbene 
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Pyridoxal 5-Phosphate 
Resveratrol 
Salicinium 
Thymol Iodide 
 
AANP Objects to Unreasonable Burden 
 
AANP believes it necessary and proper to lodge an objection to FDA’s approach, i.e., the 
voluminous data being required in order for bulk drug substances to be considered by the 
Agency for approval.  FDA is placing the entire burden of documentation of every element in 
support of the clinical rationale and scientific evidence on already overtaxed health 
professionals.  Given that many of the persons most knowledgeable about and experienced in 
the application of compounded medications are either small business owners or busy clinicians, 
and given the extent and detail of information on potentially hundreds of ingredients as sought 
by FDA, this burden is unreasonable.  The approach has no basis in the purpose and language of 
the Drug Quality and Security Act (“Act”) – particularly for drugs that have been safely used for 
years, not only with the Agency’s implicit acceptance, but without any indication of an 
unacceptable number of adverse patient reactions. 
  
The volume of data being required in this rulemaking is contrary to the manner in which FDA 
has approached such reviews in the past.  For example, to accomplish the Drug Efficacy Study 
Implementation (DESI) program, the Agency contracted with the National Academy of 
Science/National Research Council (NAS/NRC) to make an initial evaluation of the effectiveness 
of over 3,400 products that were approved only for safety between 1938 and 1962.  Unlike the 
compounding industry, most pharmaceuticals under review were manufactured by 
pharmaceutical companies with the resources to seek regulatory approvals.  The FDA’s analysis 
of the costs of regulatory compliance did not appear to include an examination of the impacts 
on the industry.  The initial or continuing notice for nominations did not analyze this under the 
Executive Regulatory Flexibility Act (5 U.S.C. 601-612) nor the Unfunded Mandates Reform Act 
of 1995 (Pub. L. 104-4).  
  
The burden on respondents to this current rulemaking is further aggravated by the FDA’s 
complete absence of consideration of the harm that will be caused if needed drugs are 
removed from the market.  The “Type 2" errors caused by removing important agents from 
clinical use could far exceed the “Type 1" errors of adverse reactions, particularly given the 
strong track record of safely compounded medications.  The infectious contamination that gave 
rise to the Act has little to do with the process set out by FDA for determining which ingredients 
may be compounded.  Yet the Agency has offered little consideration of the respective risks and 
benefits of its approach.  Based on the fact that compounding pharmacies and physicians are 
carrying the full burden of proof, as well as how much time it is likely to take for the process of 
documentation and evaluation to conclude, the Agency itself may well find that it has caused 
more harm to patients’ clinical outcomes than provided a bona fide contribution to patient 
safety. 
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Conclusion 
 
AANP appreciates the Agency’s consideration of the arguments and objection presented herein, 
the request for an extension of time to gather the documentation that FDA is seeking, and the 
nominations made and referenced at this time. 
 
We look forward to continued dialogue on these matters.  As AANP can answer any questions, 
please contact me (jud.richland@naturopathic.org; 202-237-8150).   
 
Sincerely, 

 
 
 
 
 

Jud Richland, MPH 
Chief Executive Officer 
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