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VIA ELECTRONIC SUBMISSION

Re: 2006D-0336
Draft Guidance for Industry and FDA Staff:  Commercially
Distributed Analyte Specific Reagents (ASRs):  Frequently Asked
Questions

Dear Sir or Madam:  

On September 7, 2006, the Food and Drug Administration (FDA), Center for

Devices and Radiological Health (CDRH), Office of In Vitro Diagnostic Device

Evaluation and Safety (OIVD) released Draft Guidance for Industry and FDA Staff: 

Commercially Distributed Analyte Specific Reagents (ASRs):  Frequently Asked

Questions (the ASR Draft Guidance).  FDA invited comments to the ASR Draft

Guidance, and the comment period was extended to March 5, 2007.  

The Washington Legal Foundation (WLF) welcomes the opportunity to comment

on the ASR Draft Guidance.  WLF is a public interest law and policy center with

supporters in all fifty states.  WLF devotes a substantial portion of its resources to

defending and promoting free enterprise, individual rights, and a limited and accountable

government.  WLF has been involved in numerous government proceedings relating to

FDA regulation, including a successful challenge of the constitutionality of FDA
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1 Wash. Legal Found. v. Friedman, 13 F. Supp. 2d 51 (D.D.C. 1998), appeal dism’d,
202 F.3d 331 (D.C. Cir. 2000).  

2 See, e.g., Citizen Petition dated September 28, 2006, FDA Docket 2006P-0402,
(requesting that FDA not regulate as medical devices any assays developed by
clinical laboratories strictly for their in-house use (so-called “home brew” assays
or “laboratory developed tests”)).  

3 See, e.g., Citizen Petition dated August 7, 2006, FDA Docket 2006P-0319,
(requesting that FDA cease the use of Warning Letters to announce new
substantive policies regarding drug promotion).  

4 FDA, Draft Guidance for Industry and FDA Staff:  Commercially Distributed
Analyte Specific Reagents (ASRs):  Frequently Asked Questions (Sept. 7, 2006),
available at http://www.fda.gov/cdrh/oivd/guidance/1590.pdf, at 3 [hereinafter
“ASR Draft Guidance”]. 

restrictions on speech regarding off-label uses of FDA-approved products.1  In addition to

working to ensure that FDA regulation does not exceed constitutional and statutory

limits,2 WLF regularly monitors FDA to ensure that the Agency complies with procedural

rules governing administrative action.3  

WLF is concerned that the ASR Draft Guidance places limitations and restrictions

on ASRs and ASR manufacturers that far exceed those already provided under FDA’s

regulations.  The Agency has asserted that the ASR Draft Guidance is merely a

clarification of the regulations already governing ASRs, and that it was issued in order to

eliminate confusion regarding particular marketing practices among ASR manufacturers.4 

This is not the case.  Instead, the ASR Draft Guidance introduces substantive changes to

the existing regulations governing ASRs, which materially reduce the ability of ASR

manufacturers to supply to laboratories ASR products that are lawful under the existing

regulations.  This has not eliminated confusion for ASR manufacturers.  Rather, it has

created even more confusion throughout the ASR and laboratory industries.  
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5 62 Fed. Reg. 62,243, 62,244 (Nov. 21, 1997); 61 Fed. Reg. 10,484, 10,484 (Mar.
14, 1996).

In response to the ASR Draft Guidance, WLF has three categories of comments. 

First, the ASR Draft Guidance substantively changes the definition of ASRs, and narrows

the scope of what FDA considers to be an ASR.  These changes are ambiguous, conflict

with the existing regulations, and preclude the sale of ASRs that are lawful under the

existing regulations.  Second, the changes to the ASR regulations exceed what can be

addressed through FDA’s guidance process.  Substantively changing existing regulations

outside the realm of notice-and-comment rulemaking is a violation of the Administrative

Procedure Act (APA).  Third, the ASR Draft Guidance imposes restrictions in marketing

practices for ASRs and dissemination of information about ASRs which violate the right

to commercial speech under the First Amendment.  

I. The ASR Draft Guidance Substantially Changes the Definition of ASRs and

Narrows the Scope of ASRs

FDA originally intended for ASRs to be the “active ingredients” of tests that are

used to identify “one specific disease or condition.”5  The Agency’s final rule creating the

regulatory category of ASRs, which was published in November 1997, defined ASRs as: 

“antibodies, both polyclonal and monoclonal, specific receptor proteins, ligands, nucleic

acid sequences, and similar reagents which, through specific binding or chemical reaction

with substances in a specimen, are intended for use in a diagnostic application for
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6 See 21 C.F.R. § 864.4020(a); 62 Fed. Reg. at 62,244.  
7 ASR Draft Guidance, supra note 4, at 7.

identification and quantification of an individual chemical substance or ligand in

biological specimens.”6  

Based on this definition, ASR manufacturers have, since 1997, been supplying to

clinical laboratories ingredients, or “building blocks” for laboratory developed tests

(LDTs).  Using one or more ASRs as components for an LDT, a clinical laboratory must,

among other steps, identify and select the other components needed to develop the test,

determine the correct amounts and ratios of each of these components, combine these

components in the proper amounts and ratios, and then validate the test.  The LDTs

developed from ASRs play an essential role in health care delivery.  For example, the vast

majority of molecular diagnostic tests are developed in clinical laboratories using ASRs. 

FDA has cleared or approved only a few molecular diagnostic tests, but well over a

thousand different molecular diagnostic tests – many of which are developed from ASRs

– are available to clinicians from clinical laboratories.  

FDA established the ASR definition through notice-and-comment rulemaking in

1997.  In the ASR Draft Guidance, however, FDA is now asserting that ASRs have

certain characteristics that are not included in the definition of ASRs.  These additional

characteristics include that an ASR must consist of “a single moiety” and detect “a single

endpoint.”7  “Moiety” and “endpoint” are not included in the ASR regulations or in any of
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the proposed or final rules that led to the promulgation of these regulations.  These novel

terms are introduced in – but not defined in – the ASR Draft Guidance.  

Rather than define “moiety” or “endpoint,” FDA provides “examples of

molecules” that the Agency considers to be valid ASRs.  These include a “single

antibody,” a “single nucleotide primer,” and a “single purified protein or peptide.”8  FDA

also provides a list of types of products not considered to be ASRs, including:  “[m]ultiple

moieties (e.g., antibodies, probes, primers) bundled together in a pre-configured or

optimized manner so that they are intended to identify and quantify more than one

chemical substance or ligand.”9  This is inadequate.  ASR manufacturers and laboratories

are still left to speculate on the actual meaning of “moiety” and endpoint” with respect to

ASRs, as well as the other new terms incorporated here.    

The existing regulations governing ASRs do not restrict the composition of ASRs

to the characteristics introduced in the ASR Draft Guidance.  The application of these

new characteristics will significantly narrow the scope of what FDA considers to be an

ASR.  Consequently, many of the ASRs currently provided to clinical laboratories from

which LDTs are developed, now will be deemed illegal by FDA.  

Many of the ASRs that are currently sold to laboratories consist of more than one

primer or probe in a single vial, or detect more than one allele, gene, or gene sequence. 

Though FDA has not provided definitions for “moiety” or “endpoint” in the ASR Draft
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Guidance, it is likely that the Agency would view such products to be illegal because they

consist of more than a “single moiety” or detect more than a “single endpoint.”  As a

result, these ASRs will not be available as ASRs to clinical laboratories.  This will greatly

harm laboratories’ ability to access ingredient for LDTs and, in turn, physicians’ ability to

order LDTs for their patients.  

Numerous tests, including the vast majority of molecular diagnostic tests, are 

available only as LDTs.  When new infectious agents first appear, and a new diagnostic

test is urgently needed for patient care, an LDT developed from ASRs is often the first

test to meet the medical need.  It is widely recognized in the medical community that

LDTs play an indispensable part in the U.S. health care system.  Therefore, ASRs – the

building blocks of LDTs – play a crucial part in the U.S. health care system.  If

laboratories are handicapped in developing tests for new diseases, including ones that

result from bioterrorism, the result would be catastrophic.

FDA’s introduction of new terminology in the ASR Draft Guidance changes the

definition of an ASR and, consequently, what products can be considered ASRs by the

Agency.  Finalization and implementation of the ASR Draft Guidance will severely limit

the ingredients that can be provided to clinical laboratories for the development of LDTs. 

Thus, the ASR Draft Guidance has a major adverse impact on ASR manufacturers,

laboratories, physicians, and patients.  
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10 5 U.S.C. § 553(b).    
11 Bennett v. Spear, 520 U.S. 154, 178 (1997) (internal quotations omitted).  

II. The ASR Draft Guidance Exceeds what can be Addressed through the

Guidance Process

Though FDA claims that the ASR Draft Guidance merely clarifies the existing

regulations governing ASRs, the document actually represents a substantive change to

FDA’s regulations.  Pursuant to the APA, such changes can only be made through notice-

and-comment rulemaking.  By releasing the ASR Draft Guidance, FDA is seeking to

bypass the requirements under notice-and-comment rulemaking, and is thus violating the

APA.  

The existing FDA regulations governing ASRs are enforceable, substantive rules. 

To amend any substantive rule having the force of law, an agency is required to conduct

notice-and-comment rulemaking.10  Notice-and-comment rulemaking is also required

whenever a federal agency wants to act in a way that materially changes established

burdens and benefits “by which rights or obligations have been determined, or from

which legal consequences will flow.”11  Through the ASR Draft Guidance, FDA is acting

to substantively change the “rights and obligations” of ASR manufacturers as well as

clinical laboratories that rely on ASRs as high-quality ingredients from which to develop

diagnostic tests.  The “legal consequences [that] will flow” from not complying with

FDA’s new interpretation of what constitutes an ASR are well known, including Untitled

Letters, Warning Letters, seizure, injunction, civil penalties, or prosecution.  
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12 Bldg. Ass’n of Superior Cal. v. Babbitt, 979 F. Supp. 893, 901 (D.D.C. 1997).  
13 See 65 Fed. Reg. 56,468, 56,470 (Sept. 19, 2000).

The APA’s notice-and-comment rulemaking requirements achieve three purposes: 

“to ensure that agency regulations are tested by exposure to diverse public comment, to

ensure fairness and an opportunity to be heard, and to enhance judicial review.”12  In

contrast, the guidance process confers none of these benefits.  Without open and public

discussion of proposed substantive changes in FDA’s enforcement policies, the Agency

thwarts the APA’s overarching intent that interested parties be heard.  Unless FDA

complies with the APA’s notice-and-comment rulemaking requirements, substantive

change to the Agency’s existing regulations or policies is not legally permissible.  

FDA’s guidance process does not ensure that the Agency’s actions are fully tested

by exposure to diverse public comment or that all interested parties are truly engaged. 

Though FDA’s Good Guidance Practice (GGP) requirements call for the Agency’s

review of public comments to a draft guidance document, FDA is not required to explain

or respond to any of the comments filed – such as this one.13  Consequently, the Agency

can simply finalize and implement the ASR Draft Guidance without providing any

response to comments, and without justifying why it is rejecting or accepting comments

for incorporation in the guidance.  Effectively, FDA can ignore the comments it receives. 

This does not qualify as an open and public discussion, and does not provide to interested

parties FDA’s rationale of its actions.  
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14 21 C.F.R. § 10.40(c)(3).
15 Exec. Order No. 12,866, 58 Fed. Reg. 51,735 (Oct. 4, 1993).
16 See 62 Fed. Reg. at 62,246.  

In contrast, under notice-and-comment rulemaking, FDA must respond to the

comments filed.14  Through publication in the Federal Register, the Agency describes the

comments that it received to a proposed rule, and justifies to the public why it either

rejects comments or incorporates them into a final rule.  This open, public justification

informs the public of FDA’s rationale in rejecting and accepting comments, and also

reveals the Agency’s reason for proposing a rule in the first place.  With respect to ASRs,

it is crucial that the public learn why FDA has chosen to narrow the scope of a regulatory

category that has been in place since 1997.  The preamble to the ASR regulations explains

why FDA accepted some comments and rejected others, while also ensuring that the key

comments were addressed.  The different tack FDA is trying to take here is to the

detriment of the public – and good decisionmaking. 

Additionally, notice-and-comment rulemaking requires that an agency perform an

economic analysis of the impact of its changes to existing rules.15  This analysis is not

required under the guidance process.  Since the changes to existing regulations that FDA

has introduced through the ASR Draft Guidance will cause many existing ASRs to be

deemed illegal by FDA, a full analysis of the economic impact needs to be done.

It is important to note that before adopting the ASR rule, FDA carefully considered

the definition of ASRs.  In response to comments, FDA changed its proposed definition.16 

This illustrates the value of proceeding through notice-and-comment rulemaking.  FDA
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17 5 U.S.C. § 553(b)(3)(A).  
18 21 C.F.R. § 10.115(g).  
19 Such application was inappropriate for another reason:  a guidance document is not

binding on FDA or the public.  Id. § 10.115(d)(1).  

cannot undo its carefully crafted regulatory definition of ASRs through a draft guidance

document.  

Notice-and-comment rulemaking is not required for “interpretative rules, general

statements of policy, or rules of agency organization, procedure, or practice . . . .”17 

Because the ASR Draft Guidance substantially changes FDA’s existing regulations, it

does not qualify as a general statement of policy.  If, for the sake of argument, the ASR

Draft Guidance could be characterized as a statement of policy, it is still a significant

change in the Agency’s policy about ASRs.  Therefore, prior to adopting and

implementing the “policy,” FDA would have to adhere to its own GGP requirements,

which mandate that the Agency review comments from the public about a draft guidance

document before finalizing and implementing the guidance.18  

However, FDA began applying the ASR Draft Guidance the day it was released,

therefore violating its own GGP requirements.  WLF is aware of at least two letters that

were sent to ASR manufacturers asserting that the companies’ ASRs consisted of more

than a single “moiety,” and were therefore illegal.  One of these letters was dated on

September 7, 2006 – the same day that FDA released the ASR Draft Guidance.  Thus,

FDA applied the ASR Draft Guidance before the start of the comment period and before

finalizing the guidance.19 
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20 447 U.S. 557 (1980).  

As explained above, the ASR Draft Guidance represents a change in an

enforceable, substantive rule, and is not a mere policy shift.  Therefore, notice-and-

comment rulemaking pursuant to the APA is required.  Only through notice-and-comment

rulemaking will an open and public discussion of the changes to the existing ASR

regulations truly occur.  

III. The ASR Draft Guidance Violates the First Amendment

The ASR Draft Guidance includes restrictions that diminish manufacturers’ ability

to market ASR products, as well as the type of information that can be provided with an

ASR.  Marketing practices and the type of information provided by a manufacturer

constitute commercial speech, which is protected by the First Amendment.  The

government (including an agency such as FDA) can restrict commercial speech if certain

conditions are met.  However, as will be explained below, the restrictions on speech

under the ASR Draft Guidance do not meet these required conditions and therefore

violate the First Amendment rights of ASR manufacturers.

In Central Hudson Gas & Electric Corp. v. Public Service Commission of New

York,20 the United States Supreme Court established a four-part test to determine whether

government restriction of commercial speech is permitted.  If the commercial speech

concerns a lawful activity and is not misleading (the first part of the test), it is protected

by the First Amendment.  The government can, however, restrict the commercial speech
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21 Id. at 566.  
22 ASR Draft Guidance, at 9.

if:  the government interest in the speech is substantial (the second part of the test); the

regulation restricting the speech directly advances the government interest (the third part

of the test); and the regulation is not more extensive than necessary to serve that interest

(the fourth part of the test).21  The restrictions on commercial speech under the ASR Draft

Guidance do not satisfy this four-part test.  These restrictions affect the provision of

instructions for use, the content of promotional materials, and the provision of peer-

reviewed, published (or presented) literature.  

i. Instructions for Use 

The ASR Draft Guidance states that the regulations governing ASRs do not permit

ASR manufacturers to provide to laboratories basic instructions for use.22  WLF believes

that this prohibition is too restrictive under Central Hudson.  FDA has failed to

demonstrate that the prohibition directly advances FDA’s asserted substantial interest in a

non-burdensome manner.  ASR manufacturers are responsible for ensuring that their

products work properly as ingredients in LDTs, but nothing manufacturers do or say

reduces laboratories’ responsibility for developing their own tests from ASRs.  Providing

basic instructions concerning a particular ASR would not eliminate the need for a

laboratory to determine and take for itself  the necessary steps to develop its own test. 

Therefore, ASR manufacturers should be permitted to provide to laboratories basic

instructions for use.  FDA could ensure that the responsibility of developing and

validating a test remains with the laboratory while burdening far less speech:  it could
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23 Id. at 8-9.
24 Id. at 9.  
25 For example, under the existing regulations, ASR manufacturers cannot make any

claims about the analytical or clinical performance of an ASR, and cannot market
ASRs for the diagnosis of, or screening for, any specific disease or condition.  21
C.F.R. § 809.30(d)(4).  Additionally, ASR manufacturers cannot promote an ASR
as a complete assay, as a kit, or as part of a closed system.  Whether these
restrictions on speech are themselves constitutional is outside the scope of these
comments.

require that the instructions provided by ASR manufacturers not include any information

pertaining to data interpretation or any claims regarding precision or accuracy.  

ii. Promotional Materials

Under the ASR Draft Guidance, FDA has restricted the placement and

arrangement of ASR product listings in catalogues, on websites, and in other promotional

materials.  According to the Agency, ASRs cannot be listed alongside general purpose

reagents (GPRs).23  FDA states that ASRs should be listed in sales or promotional

material “in a fashion that is not associated with use in a particular test (e.g.,

alphabetically, or by reagent type [primers together, buffers together]).”24  FDA’s

regulations already ensure that ASRs are merely building blocks from which laboratories

can develop tests.25  Therefore, restricting the placement of ASR product lists in

catalogues, on websites, and in other promotional material is not a reasonable action by

FDA under the existing ASR regulations.  It exceeds FDA’s interest in the promotion of

ASRs as building blocks for LDTs, and unlawfully restricts the truthful commercial
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26 ASR Draft Guidance, at 11.
27 Id.
28 13 F. Supp. 2d 51 (D.D.C. 1998), appeal dism’d, 202 F.3d 331 (D.C. Cir. 2000).

speech of ASR manufacturers.  Thus, this restriction should not be permitted under

Central Hudson.

iii. Peer-Reviewed Published Literature and the WLF Cases 

The ASR Draft Guidance also limits the type of information that can be provided

with ASRs to laboratories to the “characteristics of the ASR itself.”  This information

cannot include a description of the clinical utility of an ASR, the clinical performance of

an ASR, instructions for use, or validation protocols.26  The ASR Draft Guidance allows

information about the characteristics of an ASR itself to be disseminated in the form of a

“peer-reviewed and published [or] presented literature.”27

FDA’s proposed restrictions on dissemination of peer-reviewed literature violate

the First Amendment.  Under a series of decisions in federal court litigation brought by

WLF, ASR manufacturers should be permitted to disseminate all peer-reviewed and

published or presented literature concerning an ASR – even if the information in the

literature goes beyond the characteristics and the ASR itself – so long as the information

in the literature is truthful and not misleading.  

In Washington Legal Foundation v. Friedman,28 WLF challenged FDA’s informal

policies in promotional guidances regarding, among other promotional activities,

manufacturer distribution of journal articles that discuss off-label uses of the
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manufacturer’s FDA-approved products.  FDA attempted to prohibit virtually all such

dissemination, no matter how truthful the speech.  The United States District Court for the

District of Columbia held that the restrictions in FDA’s informal policies failed to meet

Central Hudson’s four-part test governing the constitutionality of limits on commercial

speech.  The WLF court found that FDA had met the second prong of the Central Hudson

test:  it had a substantial interest in encouraging companies to get FDA approval for new

uses of approved products.  However, the court determined that the policies in FDA’s

guidance were “considerably more extensive than necessary to further the substantial

government interest in encouraging manufacturers to get new uses on-label.”29  Thus,

FDA’s policies violated the fourth prong of the Central Hudson test.  

Because the court found the policies to violate the First Amendment, it issued an

injunction expressly barring FDA from prohibiting or restricting any pharmaceutical or

medical device manufacturer or other person: 

[F]rom disseminating or redistributing to physicians or other
medical professionals any article concerning prescription
drugs or medical devices previously published in a bona fide
peer-reviewed professional journal, regardless of whether
such article includes a significant or exclusive focus on uses
of drugs or medical devices other than those approved by
FDA and regardless of whether such article reports the
original study on which FDA approval of the drug or device
in question was based.30



2006D-0336
March 5, 2007
Page 16

31 Defendants’ Motion to Alter or Amend the Judgment and For a Stay, 13 F.
Supp.2d 51 (D.D.C. 1998).

32 Wash. Legal Found. v. Friedman, 36 F. Supp.2d 16, 19 (D.D.C. 1999).  
33 535 U.S. 357 (2002).  
34 21 U.S.C. § 353a(c).

The injunction specified, however, that FDA retained the authority to ensure that any

information disseminated by a manufacturer is truthful and not misleading.  

FDA subsequently filed a motion requesting the court to clarify, among other

things, that the scope of the injunction was limited to the guidance documents themselves,

and did not apply to other laws, regulations, or policies of the Agency.31  The court

rejected FDA’s request to limit the earlier decision, and issued a memorandum opinion in

1999, in which it ruled that the earlier injunction was intended to apply to the policies

expressed in the FDA guidance documents, and not just to the guidance documents

themselves.32  It was FDA’s policies that imposed an unconstitutional burden upon

manufacturers’ First Amendment rights.  Despite subsequent litigation, neither this

analysis nor the injunction was overturned by appeal.  

Since the WLF decisions, other federal courts, including the United States

Supreme Court, have had the opportunity to consider FDA policies governing

promotional activities of manufacturers.  One such case, Thompson v. Western States

Medical Center,33 involved a challenge by pharmacies to a provision under the Food and

Drug Modernization Act of 1997 (FDAMA) that permitted a pharmacy to compound

drugs, provided that the pharmacy “does not advertise or promote the compounding of

any particular drug, class of drug, or type of drug.”34  The Supreme Court applied the
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35 535 U.S. at 371.
36 Id. at 373.

Central Hudson test and held that this provision was an unconstitutional restriction on

commercial speech.  According to the Court, the fourth part of the Central Hudson test

requires that if the government restricts speech, it must use the least restrictive means

necessary. “[I]f the Government could achieve its interests in a manner that does not

restrict speech, or that restricts less speech, the Government must do so.”35  Regulating

speech – including forbidding advertising – “must be a last–not first–resort.”36  That is not

what FDA has done here.  

FDA’s proposal to limit dissemination of peer-reviewed, published (or presented)

literature to articles that describe the characteristics of the ASR itself fails at least the

fourth prong of the Central Hudson test.  WLF recognizes that FDA has an interest in

regulating the marketing practices of ASR manufacturers.  However, that interest extends

no farther than ensuring that ASRs are building blocks for LDTs.  Limiting the

dissemination of literature to that which describes the characteristics of an ASR itself is

more restrictive than necessary to advance this interest.
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IV. Conclusion

The ASR Draft Guidance places restrictions on ASRs that far exceed those

provided in the regulations, and that impermissibly narrow the scope of what can lawfully

be considered an ASR.  As a result, many products now sold as ASRs will be considered

illegal by FDA.  These changes to existing federal regulations cannot be made through

FDA’s guidance process, but must be made in compliance with the APA.  If the Agency

chooses to further pursue the modifications embodied in the ASR Draft Guidance, it must 

proceed through notice-and-comment rulemaking.  However FDA proceeds, the proposed

changes to the existing ASR regulations must respect the rights of ASR manufacturers

under the First Amendment, as set forth through Central Hudson and the WLF case.

Sincerely, 

   /s/ Daniel J. Popeo                
Daniel J. Popeo
Chairman and General Counsel

   /s/ Richard A. Samp              
Richard A. Samp
Chief Counsel
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