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I.  FOODS:  DECEPTIVE LABELING

UNITED STATES v. 95 BARRELS OF APPLE CIDER VINEGAR, p. 51

Labeling requirements of § 403

The company was disciplined for having vinegar made from dried or evaporated apples instead of fresh apples

The FDA found the statements on the label to be “false and misleading” in that “it was an imitation of and offered for sale under the distinctive name of another article, namely apple cider vinegar”

Misbranded

Applies to all articles of food or articles which enter into the composition of food, the package or label of which shall bear any statement regarding such article or the ingredients contained therein which shall be false and misleading

When misbranded

If the food is an imitation of or offered for sale under the distinctive name of another article

If it be labeled or branded so as to deceive or mislead the purchaser

If the package containing it or its label shall bear any statement, design or device regarding the ingredients or the substances contained therein, which statement, design or device shall be false or misleading

The vinegar made was not the same – taking approximately 80% of the liquid from the apples and replacing it with other ingredients made it not an “identical product”

UNITED STATES v. 432 CARTONS . . . CANDY LOLLIPOPS, p. 54

The company sold liquor-flavored lollipops which actually contained no liquor

The statute said that the labeling must be only false or misleading “in any particular,” and there is little flexibility in the standard

The court examined whether because the ingredients listed and the labeling on the outside of the box were not misleading, whether the internal designation would be

Summary judgment, so just issues, no verdict

Ingredient Labeling, p. 74

All of the ingredients in food must be listed, in descending order of predominance

Listing is to be by chemical name, rather than by class or functions

Spices, flavorings and uncertified colorings may be listed generically

Label Warnings, p. 82

The FDA has no specific authority to require warning statements on food labels

The warnings in food have increased, many times voluntarily

Types of warnings

Safe use

Allergic reactions

Inborn errors of metabolism (PKU)

Toxicity

Side effects

Nutrition Labeling, p. 138

Mandatory nutrition labeling

Only where a nutrient (ex. Vitamin C) is added to food, or a claim or information with respect to the nutritional properties of food is made on the labeling or advertising

A manufacturer who does not wish to use nutrition labeling need not add nutrients to his products or refer to their nutritional properties in labeling or advertising

II.  FOOD SANITATION
A.  Aesthetic Adulteration - Filth

UNITED STATES v. 484 BAGS, MORE OR LESS, p. 233

The FDA was asked to decide whether “molded green coffee” is adulterated within the meaning of § 402(a)(3)

§ 402(a)(3), Supp p. 27

A food shall be deemed to be adulterated if it consists in whole or in part of any filthy, putrid or decomposed substance, or it is otherwise unfit for food

The Secretary is able to adopt administrative working tolerances for violations of which he will prosecute

Tolerance level in the present case was 10% moldy beans

Because the beans had an average mold level of 15.2%, they were in violation

The producers of food have a right to know what the tolerance levels are

B.  Unsanitary Conditions

UNITED STATES v. GENERAL FOODS CORP., HO p. 1

§ 402(a)(4), Supp p. 27

A food shall be deemed to be adulterated if it has been prepared, packed or held under unsanitary conditions whereby it may have become contaminated with filth, or whereby it may have been rendered injurious to health

TEST for § 402

Whether or not the food in issue was processed under conditions whereby there is a reasonable possibility that filth contamination could have occurred

Finished product contamination need not be shown, as long as there is evidence of it

To refute the allegations of an (a)(4) violation

A defendant may introduce evidence of routine customs, business habits involving established cleanup, sanitation and maintenance procedures, provided they fall within the bounds of the rules of evidence

The court ruled that the adulteration occurred from the “snipping” of the raw beans and that the filth was produced inherently in the raw product itself rather than filth being introduced into the food from the evidence during processing

Because it was natural, it was allowed

C.  Good Manufacturing Practice – Role of Rulemaking

1.  Authority of FDA to Regulate Food Sanitation

§ 701(a), Supp p. 170

The authority to promulgate regulations for the efficient enforcement of this Act, except as otherwise provided in this section, is hereby vested in the Secretary

2.  Good Manufacturing Practices
UNITED STATES v. NOVA SCOTIA FOOD PRODUCTS CORP., p. 269

A manufacturer appealed a prosecution by the FDA to the Federal Courts because the FDA held that it did not sufficiently heat its whitefish products

The manufacturer first held that the regulation to heat the fish was not supported by statutory authority

The Court said that the authority rested in § 402(a)(4) 

The manufacturers next held that the regulation was only the prohibition against insanitary foods only in the plant itself, not organisms already in the food

The court ruled that treating “insanitary” conditions in relation to the hazard, the food only needs to be injurious to health, as the uncooked whitefish were

“The public interest will not permit invalidation simply on the basis of a lack of delegated statutory authority in this case.  A gap in public health protection should not be created in the absence of a compelling reading based upon the utter absence of any statutory authority, even read expansively

SUPREME BEEF PROCESSORS, INC. v. UNITED STATES DEPT OF AGRICULTURE, HO p. 6

A  beef processor/manufacturer challenged a regulation concerning the levels of Salmonella

The court noted that Salmonella is not an adulterant, per se, and that normal cooking practices for meat and poultry destroy the organism and therefore the presence in meat products does not render them injurious to health

Salmonella-infested beef is “routinely labeled “inspected and passed” by USDA inspectors and is legal to sell to the consumer

Comparison with NOVA SCOTIA

“The regulations at issue in NOVA SCOTIA did not attempt to control the levels of  [botulism] spores in incoming fish as the performance standard does to Salmonella in incoming raw meet.  Instead, the regulations in NOVA SCOTIA required the use of heating and salination procedures to inhibit growth of the spores”

“NOVA SCOTIA did not consider the argument before us today, which is that the statute does not authorize regulation of the levels of bacterial infection in incoming raw materials”

4.  Philosophy of Regulation, p. 1041

The FDA Act must be regarded as a constitution.  It establishes a set of fundamental objectives – safe, effective, wholesome, and truthfully-labeled products – without attempting to specify every detail of regulation

5.  Procedure for Rulemaking – See pp. 1247-1251
III.  FOOD SAFETY
A.  History

Traditional Authority to regulate foods

§ 402(a)(1):  a food shall be deemed to be adulterated if it bears or contains any poisonous or deleterious substance, which may render it injurious to health.

History

Food and Drugs Act of 1938 replaced the 1906 Act

§ 402 was virtually the same, except the current section also deals with food additives

Three standards applicable to potentially toxic substances in food

Ordinarily injurious standard (constituents not added)

May render injurious (constituents that were neither necessary nor unavoidable)

Tolerances provided for the protection of public health (for added constituents whose use was necessary in the production of a food or whose occurrence was unavoidable by good manufacturing process)

Food and Drugs Act in 1958

Added a factor for constituents of food for “special treatment” (the food additives amendment)

Food and Drugs Act in 1968

Carved out different sections for different additives – essentially the same as the FDA act today

B.  Poisonous or Deleterious Substances – Added Substances

UNITED STATES v. LEXINGTON MILL & ELEVATOR CO., p. 287

The FDA wanted to seize flour treated with the “Alsop Process” (mixing air with nitrogen peroxide and electricity and subjecting it to the flour) which “adulterated” the flour to make it more white and therefore more marketable

“The flour had been caused to contain added poisonous or other added deleterious ingredients” which might render the flour “injurious to health”

Falls under § 402(a)(2) for adulteration and (a)(3) for filth

The court examined this case strictly – “if any flour, because of any added poisonous or other deleterious ingredient, may possibly injure the health of any of these, it shall come within the ban of the statute.  If it cannot by any possibility, when the facts are reasonably considered, injure the health of any consumer, such flour, though having a small addition of poisonous or deleterious ingredients, may not be condemned under the act”

UNITED STATES v. 1232 CASES AMERICAN BEAUTY BRAND OYSTERS, p. 290

An oyster packaging plant was prosecuted because the food “contains shell fragments, many of them small enough to be swallowed and become lodged in the esophagus”

Governed by § 402(a):  A food shall be deemed adulterated if it bears or contains any poisonous or deleterious substance . . . 

“The statute contemplates that there may be of necessity food products containing deleterious substances . . . The Congress, however, withdrew such foods from the adulterated class if the quantity of such substance in such food does not ordinarily render it injurious to health”

“By the greatest effort and in the use of the most modern means and devices, shell fragments could not be entirely separated from an oyster food product”

Because of this, the court did not find the shell fragments to be injurious to health

UNITED STATES v. ANDERSON SEAFOODS, INC., p. 293

The government tried to prevent Anderson Seafoods from selling fish containing more than a small portion of mercury

The government ruled that the mercury was an “added” substance

“An added substance is one that is not inherent . . . under this theory, all the mercury in swordfish is an added substance, because it results not from the creature’s bodily processes but from mercury in the environment”

“Since the purpose of the ‘may render injurious’ standard was to facilitate regulation of food adulterated by acts of man, we think that it should apply to all of a toxic substance present in a food when any of that substance is shown to have been introduced by man”

C.  Food Additive Provisions

§ 201(s):  Food Additive, Supp p. 7

Any substance the intended use of which results or may reasonably be expected to result . . . in its becoming a component or otherwise affecting the characteristics of any food . . .

All substances that may reasonably expected to become components of food, but expressly excludes a substantial portion including pesticides, chemicals, colors, hormones or dietary supplements

GRAS Ingredients

Foods that are labeled GRAS may be lawfully used without affirmative approval

GRAS means foods that are “generally recognized as safe”

To meet the GRAS requirements

It must have technical evidence of safety, usually in published scientific studies

This technical evidence must be generally known and accepted in the scientific community

UNITED STATES v. AN ARTICLE OF FOOD, p. 333

Coco Rico, an ingredient sold to beverage bottlers of soda in Puerto Rico containing coconut and potassium nitrate

Company has affirmative burden to show that the product is safe, NOT that there is no evidence indicated it is unsafe… scientific tests.

“The evidence submitted by Coco Rico tends to show that nitrates are naturally present in many foodstuffs, particularly vegetables, and that they have been used for many centuries to cure meats”

BUT – “No evidence was submitted to show that potassium nitrate has long been added to beverages.  Consequently, there is no issue of fact as to whether common experience could show that potassium nitrate is not a “food additive” when used in beverages”

Under section § 201(a), a food additive can theoretically become GRAS and thus, no longer requiring a food additive regulation

GRAS status can be revoked at any time if there develops new evidence showing that the product may be unsafe

See other person’s class notes on pp. 6-7 for more examples of what makes something GRAS

D.  Food Additives, Carcinogens & Direct Additives

The Delaney Clause – to prevent the addition to food of any substance that has been shown to induce cancer in man or in laboratory animals §409(c)(3)


Applicability: GRAS are not technically subject to clause – do not fall within definition of food additive


Constituents approach – distinguishes between additive as a whole and its constituents for purpose of determining when Delaney Clause is triggered.

Prior Sanction Status: GRAS and FDA/USDA sanctioned prior to 1958 permanently exempt – if food ceases to be a GRAS  additive, must be approved

FDA never challenged existing GRAS ingredients that have been shown to contain carcinogenic constituents; despite publicly stating carcinogenic food substances wouldn’t be considered GRAS.

409(c)(3)(A) – Food Additives Amendment

No additive shall be deemed to be safe if it is found to induce cancer when ingested by man or animal or after appropriate tests found to induce cancer

No agreement on how passages should be interpreted – 

SCOPE: Applies ONLY to food additives – not to food itself or to food substances excluded from statutory def. because a) GRAS b) sanctioned by FDA/USDA before 1959.

Saccharin Policy:  Individual Choice or Societal Decision?

The potential medical value of permitting saccharin to remain available for individuals who may depend on a nonnutritive sweetener to maintain a diet free from sugar – the only nonnutritive sweetener at the time.

Like nitrate’ come to be expected/accepted by public. Policy issue.

Dr. Edwards (FDA Commissioner) declined to ban saccharin – could have banned it, but law should not be interpreted to yield absurd results.

FDA tried banning it again after Canadian study clearly showing link between sweetener and bladder tumors but Congress forbade FDA from restricting sale of sweetened foods – now FD&C sections 403(o)(p) cancer risk placed on all foods – labeling! 

Causes cancer, Delaney clause applies, Risk involved

Food Contact Notification Procedure replaced pre-market approval

21 USC 348, 409(h)

E.  Carcinogens and Indirect Additives

MONSANTO CO. v. KENNEDY, p. 351

The FDA ruled that a substance used to fabricate unbreakable beverage containers (an acrylic polymer) was a “food additive”

The bottles “retain a residual level” of the substances “that has failed to polymerize completely during the manufacturing process and that will migrate from the wall of the container into the beverage under the conditions of intended use –thermodynamics, food additive?

What is a “food additive”?  Two-element test:

Component Element

The intended use of the substance must be reasonably expected to result in its becoming a component of any food

Safety Element

The substance must not be generally recognized as safe under the conditions of its intended use

Does not have to be significant with reference of direct detectability, but presence in food can be predicted on the basis of a meaningful projection from reliable data.

Congress did not intend that the “component” requirement would be satisfied by a mere recitation of the diffusion principle

Reasonably to be expected;

“The Commissioner may determine based on the evidence before him that the level of migration into food of a particular chemical is so negligible as to present no public health or safety concerns, even to assure a wide margin of safety”

Authority is derived from his administrative discretion to deal appropriately with de minimis situations

Policy for Regulating Carcinogenic Chemicals in Food & Color Additives:

FDA – Food & Color Additives Amendments ban use of additive that contains / suspected of containing minor amounts of carcinogenic chemicals, EVEN if additive as a whole hasn’t been found to cause cancer

FDA Distinguishes between additives that contain carcinogenic chemical but aren’t themselves carcinogenic: 

1. Administrative discretion to deal with de minimis situations

2. Knowledge of true risk at relatively low exposures is elusive.

FDA policy for approval: 

Clarifying exactly what an additive is

Interpreting Delaney Clause to apply only when additive itself has been show to cause cancer

Risk assessment as a tool for determining safety

SCOTT v. FDA, p. 920

The FDA approved Green No. 5 (GRAS) as a color additive for cosmetics, which contained Green No. 6, a known carcinogenic ingredient.

Scott challenged the FDA’s approval under the Delaney Clause

“Petitioner does not contest the validity of the tests employed by the FDA in determining that D&C Green No. 5 was safe for its intended uses but rather asserts that the Delaney Clause . . . prohibits approval of a color additive when it contains a carcinogenic impurity in any amount and that the FDA had no discretion to find D&C Green No. 5 safe . . . because it is not possible to establish a safe level of exposure to a carcinogen”

The Court upheld the FDA’s safety ruling and held that “the Delaney Clause is inapplicable to the instant case because D&C Green No. 5 does not cause cancer in humans is in accordance with the law”

The FDA has the discretion to find that low-level migration into food substances in indirect additives is so insignificant as to present no public health or safety concern and it can make a similar finding about a carcinogenic constituent or impurity that is present in a color additive.

Delaney doesn’t apply to separated impurities – only additive as a whole.

PUBLIC CITIZEN v. YOUNG, p. 1169

A person challenged Orange No. 17 because of its possible increased risk of skin cancer from UV radiation

Using the De Minimis Doctrine

“The law does not concern itself with trifles”

Purposes

To spare agency resources for more important matters

“Here we cannot find that the exemption of exceedingly small (but measurable) risks tend to implement the legislative design of the color additive Delaney Clause.  The language itself is rigid, the context . . . tends to conform that rigidity”

Moreover “MONSANTO and SCOTT demonstrate that the de minimis doctrine is alive and well in the food and drug context, even on the periphery of the Delaney Clauses.  But no case has applied it to limit the apparent meaning of any of those Clauses in their core operation”

Thus, the court holds that the Delaney Clause of the Color Additive Amendments does not contain an implicit de minimis exception for dyes with carcinogenic but trivial risks to humans.

F.  Biotechnology and Genetically Modified Foods

1.  FDA Framework for Safety Determinations

FDA Statement of Policy – Foods Derived from New Plant Varieties (pg 457)

Added substance?

FDA has statutory authority under §402(a)(1) and 409

Technically ‘added’ but presumed to be GRAS; nucleic acids present in every plant and animal use for food – no safety concern

TEST: When substance present in food is one that is already present at generally comparable or greater levels in currently consumed foods, there is unlikely to be a safety question sufficient to call into question the presumed GRAS status of such naturally occurring substances

IF intended expression product in a food could be a protein, carbohydrate, fat or oil, or other substance that differs significantly in structure, function or composition from substances currently found in food.

The FDA announced that the agency would presume that genetically altered foods would be “generally recognized as safe” and therefore not subject to regulation as food additives

Recommended that producers consult with FDA, not mandate it

Labeling the foods as modified was not required

The FDA did not have a notice and comment period

2.  Litigation on Safety Framework
ALLIANCE FOR BIO-INTEGRITY v. SHALALA, p. 460

Plaintiffs challenged the FDA’s policy on New Plant Varieties

Claim that rDNA-engineered foods are GRAS violated the GRAS requirements

FDA concluded that rDNA engineered foods should be presumed to be GRAS unless evidence arises to the contrary.

Agency had not reviewed affidavits presented by Plaintiff’s b/c were not in effect at time of it made its decision

Steps the court uses to determine if the FDA’s policy is constitutional

Must first determine whether Congress has spoken directly to the issue at hand (look at test & Congress purpose) (the “Chevron” step)

If Yes, then “that is the end of the matter, for the court, as well as the agency, must give effect to the unambiguously expressed intent of Congress”

Second, whether the agency’s construction of the statue is faithful to its plain meaning

If no plain meaning, then whether the agency’s interpretation is based on a permissible construction of the statute

Plain meaning here – additive vs. GRAS

As long as interpretation is reasonable, court will uphold it

To meet the GRAS requirements

It must have technical evidence of safety, usually in published scientific studies

This technical evidence must be generally known and accepted in the scientific community

Also addressed Labeling and was struck down by the court because of the FDA’s assertion that “no material change” occurred, requiring the label

3.  Biotechnology Labeling Issues
§321(n): Foods shall be deemed misbranded if their labeling “fails to reveal facts material with respect to consequences which may result from the use of the article to which the labeling relates under the conditions of use as are customary or usual”

Because the court in ALLIANCE, above, ruled that GM foods did not affect the foods and caused “no material change,” labeling was not required

“The determination that a product differs materially from the type of product it purports to be is a factual predicate to the requirement of labeling”

“Only once materiality has been established may the FDA consider consumer opinion to determine whether a label is required to disclose a material fact”

The FDA has not considered the methods used in the development of a new plant variety (hybridization, chemical and radiation-induced mutagenesis, etc) to be material information within the meaning of §201(n) of the act.

Consumer must be informed by appropriate labeling, if food derived from a new plant variety differs from its traditional counterpart such that the common or usual name no longer applies to new food, OR if safety/usage issue exists to which consumers must be alerted.

ALLIANCE FOR BIO-INTEGRITY v. SHALALA, pg 150

rDNA technology allows scientists to alter genetic composition to create new breeds of plants for human and animal consumption

Plaintiffs challenged FDA Statement of Policy’s failure to require labeling for Genetically engineered foods (FDA relied on presumption that gen. modified food ingredients would be GRAS.

Plaintiff’s claim that FDA should have considered widespread consumer interest in having appropriate labels

FDA – no ‘material change; under §321(n) has occurred; absent unique risks to consumer health or uniform changes to food derived through rDNA, FDA does not read statute to authorize agency imposed food labeling requirements.

INTERNATIONAL DAIRY FOODS ASSOCIATION V. AMESTOY

FDA approved use of recombinant Bovine somatotropin (rBST), a synthetic growth hormone that increases milk production by cows.

Products rBST indistinguishable from untreated herbs

Defendants, State of Vermont, enacted statute requiring that ‘if rBST has been used in production of milk, or a milk product for retail sale in this state, must be labeled as such”

Appellants filed suit asserting that the statute was unconstitutional; dairy manufacturers moved for preliminary injunctive relief and to enjoin enforcement of the statute.

Alleged: 1) infringed their protected rights under 1st amendment and 2) violated the Constitution’s Commerce Clause

USDC denied appellants’s motion

Appellants must show a likelihood of success on the merits

Central Hudson TEST:

Whether expression concerns lawful activity and is not misleading

Whether gov’t interest is substantial

Whether labeling law directly serves asserted interest

Whether labeling law is no more extensive than necessary

COURT: VT has failed to establish the 2nd prong – publics’ ‘right to know’ is not substantial to justify compromising protected constitutional rights. No ‘real harms’ to justify statute; Cons. interest alone is not enough

Court held that product had to be marketed as Neufchatel UNLESS it met standards.

IV.  FOOD LABELING, NUTRITION & HEALTH

A.  Deceptive Labeling

See above on p. 1

B.  Evolution of FDA Policy on Food Names and Standards

CAROLENE PRODUCTS, Constitutionality Test [mandatory requirements]
Interstate commerce – within the powers of Congress

When Congress exercises a delegated power such as interstate commerce, the methods it employs to carry out its purposes are beyond attack without a clear and convincing showing that there is no rational basis for legislation; that it is an arbitrary fiat…

n.4 – higher [strict] scrutiny test (famous con. law footnote) 

Section 401 – Definitions and Standards for Food & Alternatives

Traditional Approach – standard for a food must be published in proposal and notice of hearing required by Section 701(e) 

Every detail of standard as finally promulgated must be supported by ‘substantial evidence of record’ and detailed findings set out covering all ingredients, included and proposed.

Requirement under 701(e) Amendments: 1) requiring hearing only upon filing of objections and 2) to remove all food standards except those for dairy products and maple syrup – thus permitting FDA to adopt/amend standards through notice and comment rulemaking under 701(e) and Administrative Procedure Act.

Operation of Food Standards p. 163

Any food which ‘purports to be or is represented as a food for which a definition and standard of identity has been prescribed’ pursuant to §401 is declared by §403(g) to be misbranded “unless 1) it conforms to such definition and standard and, 2) its label bears the name o the food specified in the definition and standard AND insofar as may be required by such regulations, the common names of optional ingredients…present in such food…”

Authority 

701(a) – The authority to promulgate regulations for the efficient enforcement of this Act, except as otherwise provided in this section, is hereby vested in the Secretary.

 “Necessary and proper” clause basically – gives authority to do that which is necessary to enforce regulation; just require notice

§402(a) – whether food is considered adulterated

§201(n) – If an article is alleged to be misbranded because the labeling or advertising is misleading, then in determining whether the labeling or advertising is misleading there shall be taken into account (among other things) not only representations made or suggested by statement, word, design, device, or any combination thereof, but also the extent to which the labeling or advertising fails to reveal facts material in the light of such representations or material with respect to consequences which may result from the use of the article to which the labeling or advertising relates under the conditions of use prescribed in the labeling or advertising thereof or under such conditions of use as are customary or usual.

COLUMBIA CHEESE CO. V. MCNUTT

Admin. Proceedings with object of establishing a definition and standard of identity for cream cheese; variety of cheeses of a soft uncured nature, BUT even though had similar characteristics, had separate and distinct identities

Fat content is chief item of expense in such cheeses, retailers sometimes sold cheaper product as “cream cheese” consumer confusion

Neufchatel cheese – common or usual name of a cheese made by he same process as cream cheese, but having fat content of a min 20% and moister content o a max 65%

Traditional cream cheese – max 33% fat content, min 55% moisture content

Petitioners assert that these standards of identity will create monopoly for one manufacturer  unlawful!

Two competing philosophies

1. Consumers can be easily confused – don’t pay attention  need protection from ‘slick’ manufacturers

2.  People can make their own decisions as long as information is available

Food Names, approaches & background

Section 403(I). [343] A food shall be deemed to be misbranded If it is not subject to the provisions of paragraph (g) of this section unless its label bears 

(1) the common or usual name of the food, if any there be, and 

(2) in case it is fabricated from two or more ingredients, the common or usual name of each such ingredient; except that spices, flavorings, and colorings, other than those sold as such, may be designated as spices, flavorings, and colorings without naming each: Provided, That, to the extent that compliance with the requirements of clause (2) of this paragraph is impracticable, or results in deception or unfair competition, exemptions shall be established by regulations promulgated by the Secretary.

White House – every food should bear a generic name that accurately identifies or describes it in terms readily understandable to consumers

AMERICAN FROZEN FOOD INSTITUTE v. MATHEWS, p. 187

Plaintiff challenged the FDA’s attempt to regulate labeling in certain areas of the food industry through establishing “common and usual names” for non-standardized foods

The FDA made common names for seafood cocktails and frozen heat-and-serve dinners and the plaintiff argued that this was excessive of agency authority

Authority was termed as being under § 701(a) – to “promulgate regulations for the efficient enforcement of the Act”

The Court ruled that the “FDA is attempting to provide consumers with relevant buying information on food labels of non-standardized products.”  After al, the “label of a standardized food bears only optional ingredients”

Imitation Foods:

 New definition: a food that substitutes for another food and is nutritionally inferior; if it was nutritionally equivalent it did not need to labeled as ‘inferior’ only clear labeling as to what it is.

FEDERATION OF HOMEMAKERS v. SCHMIDT, p. 220

The FDA attempted to use new definition to define an imitation food subject to § 403(c)

§ 403(c); 

A food shall be deemed to be misbranded if it is an imitation of another food, unless its label bears, in type of uniform size and prominence, the word “imitation” and, immediately thereafter, the name of the food imitated

The Court held that “the new regulation successfully reconciles the need to alert the public to inferior products with the proscription . . . against false or misleading labels”

“This regulation, directed at the laudable aims of encouraging manufacture of nutritional food products and of better informing consumers so that they may exercise a knowledgeable choice of differing foods within general categories, lies well within the bounds of discretion which the FDA may exercise”

Emphasis on nutritional value and consumer knowledge about products.

Need for Mandatory Standards: Milnot Case p. 176

Milnot is a blend of fat-free milk & vegetable soya oil and vitamins A& D

Filled Milk Act, promulgated by Congress in 1923 prohibits interstate shipment of filled milk products

Appearance and continued existence of new products on market and in interstate commerce which are quite similar to Milnot AND in imitation of milk as fully as Milnot creates new factual situation upon which court should reconsider constitutionality of Filled Milk Act as applied to Milnot

Measuring Stick: regulatory legislation affecting ordinary commercial transactions is NOT to be pronounced unconstitutional UNLESS in light of facts it is of such a character as to preclude the assumption that it rests upon some rational basis within knowledge/experience of legislators.

Constitutionality may be challenged by showing that these facts ceased to exist  CHANGED CIRCUMSTANCE
Court concluded that since substitute milk and dairy products may lawfully be shipped in interstate commerce, prohibition against filled milk was unconstitutional discrimination.

Majority of states now permit wholesome and properly labeled filled milk products.

Catfish from Vietnam: Congress barred labeling catfish from Vietnam as catfish because imports are cutting into sales of more expensive US catfish (grown)

Distinguish between US catfish from Ictaluridae family and Vietnamese variety in Pangasiidae family – freshwater catfishes of Africa and Southern Asia.

Congressed added section 403(t) to provide that catfish is the common 

C.  Nutrition & Obesity

Many nutrition programs are beyond FDA budget or legal authority to implement – BUT regulatory policies can affect successes of other programs.

Obesity Lawsuits – dietary selection is a matter of personal choice and responsibility – not deterred exploration of legal remedies against food industry.

Attempted to replicate success of litigation against tobacco Co.

Nutrition Labeling

Section 201(n) false or misleading labeling – ‘ extent to which labeling fails to reveal facts material in the light of such representations made in labeling.’

Uniform format – micronutrients and macronutrients, negative attributes as well.

403(c) – requiring imitation food be labeled as such.

Meaning nutritional inferiority – Co’s found ways to make =

1968-69 – allowed nutrient descriptors – low-cal, reduced fat, sugar free…

Nutrition Labeling in Restaurants – “nutrition labeling shall be provided upon request for any restaurant food or meal for which a nutrient descriptor or disease claim is made. Nutrient levels may be determined by nutrient database rather than by analysis, AND may be provided in any reasonable form.

Push for Calories on Menus Gains (Handout)

CA & NY bills requiring restaurants to post calorie counts on menu items

Diet soda has 0 calories, low fat milk has 130 – what’s healthier?

Correlation between labeling and obesity? Officials say no.

D.  Disease Prevention Claims on Foods and Supplements

Health Claims p.284

Implicit health claims

Made whenever labeling refers to the nutrient content of a food, whether that content results from nutrients that are naturally present in the food or nutrients that are added through fortification

“Nutrition labeling, in short, is an inherent health claim” (p. 183)

General health claims

Statements that a food is nutritious, or good for you, or will promote health, are examples of general health claims frequently found in labeling and advertising

Explicit health claims

Include statements that a food will help prevent specific diseases, such as heart disease and cancer

Only permitted when these claims are “reliable, accurate and truthful”

General Enforcement Principles for Explicit Health Claims 

Explicit health claims must be based upon a consensus of medical and scientific information

Explicit health claims must emphasize that good nutrition is a function of total diet

The wording of explicit health claims should be reasonably uniform from product to product in order to make it more understandable and less confusing to consumers

Dietary “power races” should be prevented

Health Claims on Food Labeling – Requirements, See p. 184

Information on the labeling must be truthful and not misleading to the consumer

The information should be based on and be consistent with valid, reliable, scientific evidence that is publicly available

Available information regarding the relationship between nutrition and health shows that good nutrition is a function of total diet over time

The use of health-related information constitutes a nutritional claim that triggers the requirement’s of FDA’s regulations regarding nutrition labeling

New FDA Policy of 1970’s

Agency should cease adopting new standards of identity

Interpret “purports to be” language in section 403(g) narrowly, thus restricting the reach of standards of identity to products labeled or otherwise clearly represented as standardized foods.

Reliance on informative common or usual names – FDA established general criteria for all common or usual names for food products and established a formal procedure for adopting common/usual names by reg.

Common or Usual Name for Non-standardized Foods §102.5

(a) common/usual name shall accurately identify or describe basic nature of food & its characterizing properties.

Name shall be uniform among all identical or similar products and may not be confusingly similar to name of any other food

(b)Name shall include % of any characterizing ingredients or components when the proportions of such in the food has a material bearing on price or consumer acceptance of food or when labeling or appearance may otherwise create erroneous impression as to the amount actually present in food

% of all primary ingredients have material bearing

(b) Common/usual name shall include a statement of presence/absence of any characterizing ingredients or components and/or the need for the user to add any ingredients/components where presence/absence has a material bearing.... 

The label of a food which neither purports to be nor is represented as being a standardized food must bear on the label its common/usual name and NOT be false or misleading.

Cannot avoid a standard by merely adding an ingredient not permitted in standard UNLESS ingredient substantially changes the nature or characteristic of food.

Nutrient Descriptors – See p. 202

Disease Prevention Claims – See pp. 284

201(g)(1)(B) – definition of a drug – any article intended for use in prevention or treatment of disease  no disease claim could be made for food without also subjecting food to regulation as a drug – PREMARKET approval prior to marketing.

NOW – 403(r)(1)(B) – Congress explicitly permitted claims that characterize the relationship of a nutrient to a ‘disease or health related condition’ 

Two kinds of disease prevention claims may be made that do NOT result in food being classified as a drug:

Those approved by FDA under 403(r)(3)(B) on the basis of ‘significant scientific agreement’

Those approved in ‘authoritative statements’ by other federal health agencies or Nat’l Academy of Sciences in 403(r)(3)(C)

Governing Statute:  § 403(r)

If a food intended for human consumption which is offered for sale and for which a claim is made in the label or labeling of the food which expressly or by implication

Characterizes the level of any nutrient . . . to be in the label . . . of the food unless the claim is made in accordance with the following:

Characterizes the relationship of any nutrient . . . . to be in the label . . . of the food to a disease or a health-related condition

i.e. no disease prevention claim can be made in food labeling unless it already conforms with an existing regulation (taken out above) promulgated by the FDA and there must be significant scientific agreement and publicly available information

2 avenues for Government for regulating commercial speech

Inherently Misleading – can ban product, doesn’t need to use disclaimers

Potentially misleading – require labeling disclaimer

Substantial Government Interest (public health, consumer deception)

Is gov’ts interest directly advanced by prohibition?

Is there a reasonable fit to what gov’t is trying to do and prohibition? Another alternative to meet gov’t goal?

PEARSON v. SHALALA, p. 285

Marketers of dietary supplements must, before including on their labels a claim about the relationship of the supplement to reducing the risk or symptoms of a disease, submit the claim to the FDA for pre-approval

The FDA is allowed to authorize the claim only

If it finds significant scientific agreement among experts that the claim is supported by the available evidence

What is a health claim?

A claim made on the label of a dietary supplement that expressly or by implication characterizes the relationship of any substance to a disease or health-related condition

The requirement that health claims be approved before being added to the label of a dietary supplement constitutes the primary regulatory “hurdle” faced by producers of supplements – the actual sale of supplements is regulated only when the supplement contains a “new dietary ingredient”

“In general, the FDA appears quite reluctant to approve health claims on dietary supplements; only two are currently authorized”

WHITAKER V. THOMPSON

P challenge FDA decision prohibiting dietary supplements’ labels from including health claim that ‘consumption of antioxidant vitamins may reduce risk of certain kinds of cancers’

Court of Appeals – only potentially misleading – could accommodate FDA’s concerns by adding prominent disclaimer label.

2 situations in which complete ban would be reasonable:

Where FDA has determined that no evidence supports health claim

When FDA determines that evidence in support of claim is qualitatively weaker than evidence against claim, 

To totally suppress health claim: FDA must demonstrate with empirical evidence that disclaimers similar to those suggested would bewilder consumers and fail to correct deceptiveness. [Even in 2 situations above]

Disclaimers were ‘constitutionally preferable to outright suppression’

Alternative Options: if gov’t can achieve its interests in a matter that doesn’t restrict speech, or that restricts less speech, the gov’t must do so.

Qualified Disease Claims

“Some scientific evidence suggests . . . however FDA has determined that this evidence is limited and not conclusive”

FDA announced that:

It would apply Pearson to health claims in the labeling of conventional foods/dietary supplements

Use of standard “credible evidence” in evaluating qualified claims.

Evidence-based ranking system to evaluate scientific evidence.

Premarket notification procedure for review, not premarket approval

Examples – p. 296

V.  REGULATION OF DRUGS – DRUG DEFINITION & JURISDICTION

A.  Drug Definition:  Manufacturer Intent/Therapeutic Claims

Drug Definition – See § 201(g):

(1) The term "drug" means 

(A) articles recognized in [official US guides], or any supplement to any of them; and 

(B) articles intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease in man or other animals; and 

(C) articles (other than food) intended to affect the structure or any function of the body of man or other animals; and

(D) articles intended for use as a component of any articles specified in clause (A), (B), or (C); but does not include devices or their components, parts, or accessories.

 (2) "counterfeit drug" definition

UNITED STATES V. AN ARTICLE OF DRUG… BACTO-UNIDISK

Unidisk is a lab aid used to determine the proper antibiotic drug for patient

Issue: scope of the statutory definition of drug and extent of Secretary’s regulatory authority under definition.

If article is a ‘drug’ – subjected to pre-market clearance regulation pursuant to §507

If article is a ‘device’ – subject only to the misbranding and adulteration proscriptions and doesn’t have to be pretested before marketing.

Drug is a ‘term of art’ encompassing more than strict medical definition

Must give effect to congressional intent: FD&C act must be given liberal construction with the overriding purpose to protect public health.

 Consider statutory purpose: patient will derive less benefit and perhaps some harm from particular antibiotic if though the drug itself was properly tested, if it was not the proper antibiotic to use.

UNITED STATES v. 46 CARTONS . . . FAIRFAX CIGARETTES, p. 380

A cigarette manufacture distributed a leaflet describing false health benefits to smoking cigarettes

“If there be an indication of intent to use the article for the cure or mitigation, or treatment or prevention of disease in man, then clearly the subject matter of the libel is to be considered a drug within the meaning of the act”

TEST

If the labeling was such that it created in the mid of the public the idea that the cigarettes could be used for the mitigation or prevention of the various-named diseases, the cigarettes qualify as a “drug”

Evidence of Intended Use [ Sec. 201(g)(1)(C) ]

In determining whether a product is intended for use as a drug, FDA will consider representations made by the manufacturer in any forum

Labeling and any ‘other relevant source’

FDA doesn’t assert jurisdiction over a product unless manufacturer or distributor made representations about product’s disease or structure/function effects.

How much and in what way, a non-therapeutic product must be intended to alter the body to be considered a drug or device.

U.S. v. Travia – unlawful distribution of misbranded prescription drugs; nitrous oxide def. sold in balloons in a parking lot outside a concert were a drug’ – no labeling actually bolstered evidence of intent to sell a mind-altering article without prescription.

FDA v. BROWN & WILLIAMSON TOBACCO CORP., p. 82

The FDA issued a regulation to reduce the prevalence of smoking in children and adolescents

The FDA determined that nicotine was a “drug,” and that cigarettes and smokeless tobacco were “drug delivery devices” and provided justification for its authority to do so pursuant to its authority to regulate “restricted devices”

The Court did a Chevron analysis to determine whether Congress had spoken to the issue and found that it had – and precluded the FDA’s jurisdiction to regulate tobacco products

Because Congress has decided to regulate tobacco itself under the USC, “a ban of tobacco products by the FDA would therefore plainly contradict congressional policy” – FDA had no authority

Grounds for Decision

FDA authority to regulate cigarettes rejected in favor of statutes passed in ‘65, ’69 curbing the labeling and advertising, and requiring their labels to bear mild health warnings. 

No evidence of manufacturers or vendors intent as required by statute

Consumers must use product predominantly and nearly exclusively with appropriate intent before requisite statutory intent can be inferred.

FDA could now restrict their promotion and sale as ‘devices’ without having to confront categorical ban of any ‘drug’ that cannot be shown to be safe: evidence revealed cigarettes were intended by manufacturers to affect the body by delivering nicotine

Sustaining addiction, acting as stimulant, sedative, weight regulator

No direct manufacturer representations: relied on foreseeability, consumer use, and internal manufacturer memoranda.

Reduced Risk Cigarettes p. 87, n.3

Explicit claim of risk reduction distinguished these products from conventional cigarettes addressed in Brown & Williamson.

Comments opposing petitions: difference in cigarette making affirmative therapeutic claims (FDA’s jurisdiction) v. risk-reduction claims.

Acknowledged continuing validity of Fairfax Cigarettes

Nicotine Water: FDA regulated it as a drug – to ‘treat and mitigate nicotine addiction’  changed label to ‘homeopathic nicotinum formula’

Tobacco Lozenges: Ariva contains tobacco powder  petition for FDA to regulate it as a drug, OR ‘food’ containing additive.  FDA concluded Ariva was a ‘customarily marketed’ tobacco product: Brown & Williams
B.  Regulation of Drug Therapeutic Claims:  History and Prohibition of Misleading Claims

History; Constitutional Doubts:

§502(a): drug shall be deemed to be misbranded…if its labeling is false or misleading in any particular.

AMERICAN SCHOOL OF MAGNETIC HEALING v. MCANNULTY (1902)

Plaintiff was engaged in business of healing human diseases through appeals to the mind – large part of business consisted of providing ‘treatment’ by letter to people throughout the US.

Postmaster directed that all letters addressed to school be returned to sender with word “FRAUDULENT” stamped on outside and refused to pay postal order

Authority- 26 Stat. 465 – authorized Postmaster discretion to instruct local postmasters to take preventive steps against any person found to b engaged in ‘scheme for obtaining money though fraudulent pretenses…”

No proof as a fact to be fraud or false. Postmaster does not have expertise to make decision.

U.S. v. JOHNSON

Indictment for delivering shipment packages of medicine bearing labels that stated or implied contents were effective in curing cancer…False.

Where they misbranded within meaning of §2? Court said no

Congress reacted by enacting Sherley Amendment, which added new provision to §8: making ‘false and fraudulent’ claims regarding ‘curative or therapeutic effect’ a misbranding violation.  Reviewed by S.Ct in:

SEVEN CASES OF ECKMAN’S ALTERNATIVE v. U.S.

Libels filed to condemn articles of drugs (Eckman’s Alternative) as misbranded in violation of §8

Statement: ‘effective as a preventative for pneumonia”  false, fraudulent and misleading

Allege: statute enters into domain of speculation (American School of Magnetic Healing) and b/c of consequent uncertainty; it deprives liberty and property without due process of law.

Congress intent: assertions sometimes have no curative effect and are in no sense honest expressions of opinion but constitute absolute falsehoods made with fraudulent purpose (when considered in nature of case – to sell contents, intent to deceive)

1938 Amendments -502(a), 201(n) – bar misleading claims

Legislative history, p. 473

Misbranding – supplemented by special requirement applicable to therapeutic claims – ‘compelled proof that claims were both false and fraudulent’

fraud difficult to prove; must include criterion of opinion evidence sufficiently definite to avoid risk that provision would be held unconstitutional for want of certainty…

General definition of misbranding as to drugs: ‘if its labeling bears any representation, directly or by ambiguity or inference, concerning the effect of such drug which is contrary to the general agreement of medical opinion” – if no agreement existed, gov’t burden of proof could not be sustained.

RESEARCH LABORATORIES, INC. v. UNITED STATES, p. 474

Old case about the regulation of drugs

“The aprocryphal or misleading testimonials and the scientific half-truths in the labeling alone make out a case of actionable misbranding

FDA priorities for drug enforcement:

Direct health hazard

Indirect health hazard

Major economic frauds

Minor economic cheats

Court enforcement of §502(a) no longer plays a major role in FDA’s efforts to combat false or misleading therapeutic claims for drugs because the Drug Amendments of 1962 require premarket proof of the effectiveness of all ‘new drugs.’

C.  New Drug Approval Requirements – Basic Framework

1938 – Premarket Approval for Safety – GRAS test; 

Premarketing review scheme – designation of certain drugs as ‘new drugs’

1962 Amendments Premarket Approval for Efficacy – GRAE Test 

An “elixir” killed as many as 90 people the only legal basis for FDA to intervene in “elixirs” – and the product was misbranded  responsible for adding new/important proviso to drug control legislation.

1) Definition of new drug was extended to comprise drugs not GRAS and effective. 2) Data reporting requirements of new drug procedure were amended to require submission of data showing efficacy. 3) In place of automatic approval of NDAs not disproved, a positive act of approval is required to make an NDA approved.

New Drugs

A drug not generally recognized by experts as “safe for use under the conditions prescribed, recommended, or suggested in the labeling thereof or one which had become generally recognized as safe but which had not been used to a material extent or for a material time”

In order for a new drug to be marketed, it had to be subject of an effective New Drug Application under §505(a).

New Drug Applications (“NDA”)

The Secretary is required to refuse approval of any NDA if, after notice and opportunity for hearing, he determines that on the basis of information before him with respect to the drug in question that “there is a lack of substantial evidence that the drug will have the effect it purports or is represented to have under the conditions of use prescribed, recommended or suggested in the proposed labeling thereof”

Meeting GRAS/E standard

UNITED STATES v. MYKOCERT

Complaint alleged that seized article of drug was misbranded while held for sale after shipment in interstate commerce.

Issue: Is Mykorcert a new drug?

Drug: tampon impregnated with chemical and binder which is marketed as a prescriptions drug for alleviation of various vaginal infections

Defense: Mykocert is not a ‘new’ drug as defined, AND that even if it is, statute is inapplicable because of drug’s prescriptive nature the non-newness of drug exempts it from any requirements.

Newness of drug may arise when: p. 590

Indication that drug is not GRAS/E among experts: absence of any published medical or scientific literature relating to usage of drug

What degree of quality / quantity  = ‘general recognition”

Personal opinions not adequate – must be general comm.

Affiant expert must be ne qualified by scientific training and experience to evaluate safety / effectiveness.

Must establish 1) that it is GRAS or 2) its components are GRAS

Affidavits rely on components rather than whole

Larger dosage, different application – NEW DRUG

Drug Effectiveness Study Implementation (DESI) Notices p. 582

UNITED STATES v. 50 BOXES MORE OR LESS, (not in assignments)

The FDA seized 50 boxes of a prescription drug designed to stop migraine headaches and their nauseous side effects

When the government has a legal right to seize drugs

If the drug is a “new drug” AND

Its manufacturer has failed to present “substantial evidence” that the drug is “effective”

Technical definitions of the above phrases

“New Drug”

Any drug that is not GRAS

“Substantial Evidence”

Evidence consisting of adequate and well-controlled investigations, including clinical investigations, by experts, which adequate and well controlled investigations must satisfy a host of technical scientific requirements

Exception for drugs “generally recognized as safe and effective”

Not an exception at all! Has to meet the same two requirements whether or not it is GRAS

D.  Testing Process for New Drugs

Clinical Testing Process- Info

Investigational New Drug (IND) Application p. 624

In order to market a new drug, a manufacturer must first obtain FDA approval of a new drug application (NDA).

Before submitting application – must conduct, or arrange to be conducted, clinical studies designed to demonstrate that the drug is safe and effective under criteria established in Sec. 505(d).

505(a) prohibits shipment of any new drug for which FDA has not approved an NDA  Congress 505(i) permitted FDA to exempt drug from this prohibition for ltd. purpose of conducting clinical.

Before submission of an NDA – all new chemical entities(NCE) are required to go through IND process; usually 5-10 years.

Responsibility on mnf. who desired FDA approval for marketing.

Exemptions from an IND clinical; 21 C.F.R. 312.2(b) (d)

Goes into effect 30 days after FDA re’cs it unless notice of clinical hold.

Benefit v. Risk, p. 696 n.1; FDA Judgment Factor n.2

FDA evaluate sponsor’s statistical work to decide whether sponsor was justified in downgrading a side effect as ‘rare’ or infrequent’

Purely impressionistic and judgmental.

Cannot be justified by modeling or other objective criteria.

Phases of Testing – p. 630

The Safety Standard p. 524, n.2, 
Statute not limiting FDA to questions relating to toxicity, permitted broad inquiry into other potentially harmful effects as well.

i.e. potential for tampering with OTC drug products

Possibility that OTC drug ingredients might be substituted for serious drugs of abuse in counterfeit drug sales on street.

The FDA must withhold approval of a new drug unless the sponsor’s evidence shows it to be safe “by all methods reasonably applicable to show whether or not such drug is safe for use under the conditions of use prescribed, recommended, or suggested” in the proposed labeling

Ibuprofen 527 n.4– challenge to FDAs decision to switch from Rx to OTC status; FDA only has jurisdiction over labeling, advertising must not undercut the approved OTC labeling – Ibuprofen is safe as labeled.

The Effectiveness Standard 

The FDA must withhold approval of a new drug unless the sponsor provides “substantial evidence that the drug will have the effect it purports or as represented to have under the conditions of use prescribed, recommended or suggested in the proposed labeling”

P 691, n.4 – Relative Efficacy – FDA not refuse to approve a drug on the ground that a more effective drug is available.

FDA has taken other actions that have similar impact:

Disapproved drugs on the ground of relative safety.

State that labeling of a less effective drug may be required to specify drug of choice

To be found ‘effective’, drug must be shown to have clinically significant effect.

IRBs Approval 

Sec. 505(i)(4) – any IND be conditioned upon informed consent by human subjects.

21 C.F.R. Part 56 – est. functions / operations of IRB

IRV is expected to give harder look at protocols, assure that written informed consent form is sufficiently simple and clear, monitor progress of testing, maintain substantial records of activities.  Must meet in person.

Measures FDA uses to permit Investigational Drugs for Therapy p. 651

Sec. 505(i) – authorize clinical trials designated to obtain data relating to safety and effectiveness sufficient to justify FDA approval of an NDA. – not intended to authorize use of inv. Drugs for treatment of ill patients outside clinical trials. 

Enforcement Principles: 

Investigational drugs to be used solely for investigational purposes and not for treatment.

Eventually discarded rule – new drugs developed to treat serious diseases which no alt. therapy available.

Investigational drugs were to be made available without charge, except under unusual circumstances that were fully justified in IND.

FDA Modernization Act of 1997- designed to expand access to unapproved new drugs.

IND Programs described p. 652

Effect of Change p. 674

1962 Amendments – 1) premarket APPROVAL system – FDA has effective veto over marketing; 2) raised standard to confirm drugs EFFECTIVENESS as well as SAFETY; 3) enlarged FDA authority over design and conduct of clinical trials. Sec. 505(d) – Substantial evidence.

Amendments gave FDA explicit authority to establish standards under which experimental drugs may be shipped to investigators who agree to conduct clinical trials.

After clinical trial – results must be compiled in NDA – format p. 676

Must be shown to be both safe and effective.

Most of the time – FDA requires more than 1 adequate and well-controlled clinical trial.

FDA Modernization Act – Congress clarified law- FDA may base approval of NDA on one adequate and well-controlled clinical and confirmatory evidence.

In practice, only when it has statistical significance…

Statutory Requirement 180 for notice of approval – usually 2-3 years.

Adequate, Well-Controlled Studies: 

Purpose – distinguish effect of drug from other influences – spontaneous change in course of disease, placebo effect, biased observations.

Characteristics of such a study:  p. 689

E.  Legal Standards and Procedures for Approval/Disapproval

UBIOTICA CORP. v. FDA, p. 532

Petitioner filed the NDA and claim for investigational exemption for a drug for treatment of mongolism

Congress clearly placed upon the applicant the burden of establishing that the drug proposed to be distributed is “safe and effected for the intended use”

The government came forward with proof as to why the NDA had not satisfied the burden of proof and the Court accepted this refusal

1.  Criteria and Withdrawal Procedures
WEINBERGER v. HYNSON, WESTCOTT & DUNNING, INC., p. 745

Respondents filed an NDA.  The FDA informed them that the studies submitted with the NDA were not “sufficiently well controlled to justify the claims of effectiveness” but allowed the application to become effective anyway, because the old Act permitted evaluation of a new drug solely on the grounds of its safety
The FDA wished to withdrawal the NDA because respondents did not properly conduct the evaluation to show effectiveness- lacks adequate, well-controlled studies; lack of substantial evidence of drug’s efficacy. 

However, they did so without a hearing for respondents and the court ruled that “the Commissioner was not justified in withdrawing [respondents’] NDA without a prior hearing on whether [respondent] had submitted substantial evidence” of effectiveness

F.  NDA Process:  Criticisms and Changes

See AIDS effects on NDAs – pp. 648-57

AIDS epidemic  interim regulation to establish official policy on expedited development (dev., evaluation, marketing) of new drugs for life-threatening and severely debilitating diseases.

Life-threatening:  diseases where likelihood of death is high unless course of disease is interrupted (AIDS, Cancer) and diseases or conditions with potentially fatal outcomes where the end point of clinical trial analysis is survival (increased survival after stroke, heart attack)

Severely debilitating: diseases or conditions that cause major irreversible morbidity (blindness, neurological degeneration)

Fast Track

FDA Modernization act of 1997; §506 expedited development initiative. 

Advantages

FDA will accept a continuous marketing application under which reviewable units of NDA may be submitted before full NDA prepared.

Frequent scientific feedback and interactions based on prospectively defined agreement between FDA / applicant.

Two Dimensions:

1) Facilitates expedited development during IND phase of new drug

2) Provides opportunity to submit “rolling NDA”

Open to any drug that is intended to address ‘unmet medical need’

If the only available treatments are unapproved uses of approved drugs, OR are approved under accelerated approval programs in Subpart H.

Fast Track Designation applies only to specific drug for specific indication.

Must be for serious or life-threatening condition.

Must be intended to meet unmet medical need not adequately addressed by existing therapy.

INDEPENDENT from priority review, but definitions are similar so that FT NDA almost always able to obtain priority review.

Steps:

Preliminary analysis – test results appear promising  FDA asks sponsor to submit treatment protocol

Phase 2 testing and analysis completed by sponsor – submit marketing application – FDA evaluates data using risk-benefit analysis (§312.82).

Whether benefits outweigh known and potential risks of drug and need to answer remaining questions

Approval or licensing of product granted, FDA might seek sponsor to conduct post-marketing (phase 4) studies for add’l info.

Implication is that NDA will be approved immediately if commitments are made, but otherwise, NDA review will continue and no certainty as to whether /when it approval.

Post-Approval Testing Commitments

No explicit authorization for FDA to require add’l post-approval studies as a condition for NDA approval 

FDA uses §505(e) provision for withdrawal of approval of NDA 

 And 505(K) provision authorizing FDA to require NDA applicants to establish and maintain records

Usually a matter of informal negotiation w/ applicant

Results have been chaotic 0 many of these tests have little or no scientific rationale and become moot once drug is marketed w/o significant adverse effects

No mechanism for systematic review, no mechanism for reconsideration

Clinical Testing Conducted Oversees

IND may be used in clinical trial abroad under following circumstances:

If drug is manufactured abroad by or for a US company, is not subject to the FD&C Act and must meet only the requirements of the foreign country.

If drug is manufactured in US, it may be exported under §802(c) to any countries listed in (b)(1)(A) without need to comply with any of the US investigation drug provisions.

Increasing # of clinicals abroad: regulatory and cost reasons

Drug Lag Criticism p.679

Response  User Fees [section 379(h)]

Used to finance increasingly expensive IND/NDA process outside the annual FDA appropriations. 

Once average NDA review and approval time reached high of 3 years

Prescription Drug User Fee Act (PDUFA)   three types of user fees:

1.  Drug applications

2.  Drug products

drug establishments

fees allowed FDA to double # of personnel and avg. time ½ 

56% appropriations come from user fees for INDs.

Priority Review

FDA established complex matrix to classify NDAs according to chemical type and therapeutic potential to determine priority for review.

Priority Review: if approved, product would be significant improvement compared to marketed products.  Improvement can be demonstrated:

1. Evidence of increased effectiveness in treatment, diagnosis, prevention of disease.

2.  Elimination or substantial reduction of a treatment-limiting drug reaction.

3. Documented enhancement of patient compliance.

4. Evidence of safety and effectiveness of new subpopulation.

Priority classification should be determined/assigned at 45-day meeting if application is to be flied.

Classification may change during final review from “P” to “S” during course of NDA b/c of approval of other agents or availability of new data.

Low classification = slower review despite economic importance to applicant.

Subpart H – Accelerated Approval

Two forms of accelerated approval:

1. Approval based on evidence of drug’s effect on a surrogate endpoint that reasonably suggests clinical benefit or on evidence of drug’s effect on a clinical endpoint other than survival or irreversible mortality.

2.  Approval of an effective drug that can be used safely only if distribution or use is modified or restricted.

In both situations, approval is determined by FDA to meet requirements of safety and effectiveness – full NDA approval under Section 505.

Standard Review: all non-priority applications

Patient Access – Constitutional Right to Expanded Access

ABIGAIL ALLIANCE FOR BETTER ACCESS v. VON ESCHENBACH

Whether Constitution provides terminally ill patients a right of access to experimental drugs that have passed limited safety trials but have not been proven safe and effective.

“No fundamental right ‘deeply rooted in the Nation’s history and tradition” of access to experimental drugs for terminally ill”

Alliance says: common law left judgments about efficacy of medical treatments in hands of individuals and their doctors

Court says Alliance overlooks safety element (only considers efficacy) Nation long expressed interest in drug regulation

Claims: Due Process violation: medical necessity; intentional interference with rescue; self-defense

Alliance argues constitutional right to assume any level of risk

Whether exception should be created is a question for legislative judgment, not judicial interference. 

Laetrile Case p. 659

Cancer patients sought same right to use unproven remedies as AIDS had.

2 cancer victims sued to enjoin FDA from interfering with personal use of Laetrile

District court held drug was grandfathered under Act and concluded that in any case plaintiffs had a constitutional right of privacy to use the drug in treatment of their disease.

10th Circuit – apart from Con. issues, new drug requirements have no application to terminally ill cancer patients:

What does ‘GRAS / GRAE” mean to a person who is terminally ill

No standard against which to measure S of E –ness as to P.

Supreme Court – Act makes no special provision for drugs used to treat terminally ill patients. – Reversed.

Decision by patient whether to have treatment or not is a protected right

Selection of particular treatment, medication, is within area of gov’t interests in protecting public health. – all injunctions dissolved.

G.  Post-Approval Safety Risks, VIOXX & FDAAA 

Why do Post-Approval risks occur & hot to respond:

Studies geared towards proving efficacy; length of intended treatment – long-term use is not taken into account, individual characteristics of patients.

“Preapproval trials for drugs used on a chronic basis rarely identify long-term effects because ‘often no more than a few hundred individuals use the product for 6 months +”

Adverse event reports – hard to pinpoint drug effects on something that is common in population, like cardiovascular problems.

“data-mining” Medicare databases etc, to establish electronic active surveillance system for post market drug risks. [Privacy concerns]

Risk Evaluation and Mitigation Strategy (REMS) regarding post market safety to ensure benefits of drug outweigh risks.

New Authority for agency to require post market clinical or other studies, but only if risk relates to new safety information & if risk is serious.

BUT agency must find active post market surveillance would not be effective before tests can be required.

21 U.S.C. 355 o3c, USC 355o4 and 21 USC 333f4

Drug sponsor can now specifically be required to make safety labeling changes. – boxed warnings to adverse reaction reports.

Civil money penalties if drug sponsor fails to comply with an order pursuant to a dispute resolution proceeding that orders post approval testing or a safety labeling. 

Key Enforcement Strategies

Formal hearing – expediting takes time

Court Injunction

Public Health Advisory

Voluntary withdrawal, letters to Dr.

IOM Recommendation for a Comprehensive Review w/in 5 years of a drug’s approval with symbol in physical labeling

Congress calls for FDA report

VIOXX & Need for new FDA Authority p. 752-54

Congress’ Response – FDAAA-2007 amendments

Authority requiring warnings & testing

Enforcement by admin. fines

Developing Active Surveillance to find new risks-feasibility

User fees- Renewed in FDAA

Pluses / minuses

Limiting Distribution to Reduce Risk

Limits on FDA’s non-authority to restrict distribution drugs to prevent harm

AMERICAN PHARM. ASSN. v. WEINBERGER

Plaintiffs challenge validity of certain provisions of FDA’s methadone regulations which purport to restrict distribution of methadone

“New drug” within meaning of sec. 201(p) –requires FDA’s approval of NDA.  Drug first approved in 1950’s as safe for use as an analgesic and antitussive agent as well as for short-term detox of heroin.

Investigational status for long-term maintenance of narcotic addicts 

FDA determined that retention solely on investigational status appears to no longer be warranted and 

Comm’r withdraw approval of all outstanding NDA’s because of lack of substantial evidence methadone was GRAS/E under conditions that presently exist.

Not limited solely IND status, but not appropriate for regular NDA approval. 

Determination of whether drug is ‘safe is premised on drug’s use in ‘prescribed, recommended, or suggested’ manner

Inherent safety of drug when used in manner intended –no consideration of misuse.

Congress created two complementary checks on production/marketing of new drugs:

1) Production/pre-marketing stage – FDA is given primary responsibility in determining which new drugs should be permitted to enter flow of commerce – if IND is approved Comm’r may severely restrict distribution of drug to bona fide researchers/clinicians.

2) drug cleared for marketing by NDA-approval for whatever uses Comm’r deems appropriate, question of permissible distribution of drug, when drug is a controlled substances s within jurisdiction of JUSTICE DEPARTMENT

Compare to district ct. rationale and judge McGowan on appeal

Proposes requiring labeling to include evidence from drug testing, inferences therefrom – indicating therapeutic benefits, possible dangers, and uncertainties involved in use of a drug – as aid to Dr. in determining appropriate medical treatment

FDA Risk Distribution Approaches – Voluntary?

Accutane – stringent warnings, extensive physician education campaign, and in accordance with FDA directives, specified that Dr. should obtain informed consent from patients.

FDA may not restrict distribution as a condition of approving an NDA- but pharmaceutical manufacturer can VOLUNTARILY limit distribution and FDA could approve labeling that incorporated such voluntary controls.

FDAAA, under some circumstances [21 USC 355-1(f)]

Downsides of Restrictions

Gottlieb – Speech before American Medical Association

Is FDA doing enough to find out about new safety issues that marketed drugs might have? Communicating quickly enough?

Increasing number or risk management plans for NDA’s. 

To mitigate a certain risk by directly influencing or controlling how a drug is used.

Must be sensitive t patients who already have a hard time getting access to specialty care or innovative safe and effective medicines  when forming plans

Patients may rec. care in busy urban clinic that might not have time and resources to comply with plans; or access to pharmacies who subsidize all the requirements.

Work together – so risk management plans can be accomplished without FDA being directly involved every time – requires involvement and collaboration from organized medical bodies and physicians – personal prescribing decisions!

1.  New Risks – Warning as a First Response [FDA remedies Post-Approval Safety]

FORSHAM v. CALIFANO, p. 740

Plaintiffs are physicians that prescribe a medication to control diabetes.  Seek to enjoin FDA from suspension order.

The Secretary suspended NDAs for the drug on the basis that it presented an “immediate hazard”

Review of decision is limited to whether it was arbitrary and capricious, abuse of discretion or not in accordance with law.

Burden of proof

Plaintiffs must demonstrate that the decision was “a clear error of judgment” to be overturned and that the Secretary “failed to articulate any rational connection between the facts submitted to him and the choice he made”

The plaintiffs did not meet this burden of proof, and therefore the Secretary was given a rubber stamp in his activities

Plaintiff’s argue that they should be able to use labeling – however labeling changes ‘cannot be expected to achieve a needed reduction in the usage of phenformin with any reasonable time frame…’ 

Safety Withdrawals p. 687

Standing: to challenge NDA Withdrawal: only an ‘applicant’ may petition a Court of Appeals to review the…withdrawal of the Comm’rs approval of a NDA.

2.  Risk Management Framework
See Report to the FDA Commissioner, handout pp. 79-88

VI.  THE PHYSICIAN’S ROLE AND OFF-LABEL USE OF DRUGS

A.  Physician’s Off-Label Use

When physicians prescribe outside the limits of safety and effectiveness that have been established through the adequate and well-controlled clinical investigations required by the new drug procedures, they are using the drug investigationally on their patients.  If any untoward reaction or adverse effect occurs, the physician may well be called upon to defend the reasonableness of his therapy

FDA Position with respect to Off-Label Use

Sec. 505 prohibits introduction or delivery for introduction into interstate commerce of any new drug without the filing of an investigational new drug plan or approval of a new drug.

Applies ONLY at the moment of the shipment in interstate commerce and not to action taken subsequent to shipment.

Congress  Miller Amendment to extend reach of adulteration/misbranding to violations after interstate shipment…but not New Drug Provisions (separate).

GOOD SUMMARY: p. 818

If an approved new drug is shipped interstate commerce with approved package insert, neither shipper nor recipient intends that it be used for an unapproved purpose  requirements of Sec. 505 are satisfied. (Consistent with Congressional intent)

Bill does not purport to regulate practice of medicine between Dr. and patient.

Intends only FDA’s responsibility to judge safety and effectiveness of drugs and truthfulness of their labeling.

Requiring full disclosure, truthful, accurate labeling to permit safe and effective prescription to physician. 

Act doesn’t require Dr. to file IND before prescribing approved drug for unapproved purposes.  Sometimes it is in best interest of Dr. and public to do it, however.

If unapproved use of approved new drug endangers public health, FDA must investigate and take action to protect public.

Can include change of labeling to warn against/approve unapproved use; restricting channel of distribution; seeking substantial evidence to substantiate use; withdrawing approval and removing from market in extreme cases

Only drug which Congress has expressly prohibited all off-label use is human growth hormone.

PHYSICIAN: Dr. does not violate sec. 505 by prescribing an approved new drug for an unapproved use; a physician who distributes either unapproved drugs or approved drugs for unapproved uses is fully subject to requirements of sec. 505.

Where requisite interstate commerce is lacking, misbranding or adulteration charges may properly be brought against the illegal drug.

UNITED STATES v. EVERS, p. 826

A physician prescribed a drug outside its intended use and the FDA brought charges for misbranding of the drug against him

The district court found that the physician did violate the FDA regulations but his “actions were within the practice of medicine and therefore beyond the constitutional reach of federal power and beyond the intended reach of the Act”

The Court of Appeals upheld the decision for a different reason

The regulations for prescription by the FDA are intended for use by physicians, because the physician was administering the drugs to his own patients, he did not violate § 301(k) by failing to provide “adequate directions for use”.

Difference between distributing to his own patients and holding it for sale to physicians 

Manufacturer Promotion of Unproven/Misleading Claims to Consumers

KORDEL v. UNITED STATES p. 99  [scope of labeling]

Kordel charged with introduction into interstate commerce misbranded drugs.  – Alleged misbranding consists of statements in circulars/pamphlets distributed to consumers by vendors of products relating to efficacy.

ISSUE: whether separate shipment of literature saved drugs from being ‘misbranded’ within meaning of the Act. §201(m)

All labels and written, printed, or graphic matter 1) upon any article or any of its containers or wrappers, OR 2) accompanying such article.

Products and literature interdependent. No physical attachment necessary.

ALBERTY FOOD PRODUCTS CO. v. UNITED STATES 

Oral claims, adequate directions, intended use

Complaint: Newspaper Advertisements: ‘labeling’ of the drug failed to bear adequate directions for use since it did not state purpose or condition for which drug was intended

CANNOT be said that Advertisements were “accompanied” by drug into interstate commerce, and were  “distributed” by vendors, or otherwise, to ultimate purchasers of the drug as part of an “integrated distribution system”.  Advertisements do not = legally adequate labeling.

In order for a drug to bear “adequate directions for use” within meaning of Sec. 352(f)(1) must among others, state the purposes and conditions for which the drug was intended and sufficient information to enable a layman to intelligently and safely attempt self-medication.

B.  FDA’s Non-Authority to Require Testing

An off-label use is the prescription of a drug by a doctor for a condition not indicated on the label or for a dosing regimen or patient population not specified on the label

C.  Prescription Status and Physician’s Role

UNITED STATES v. ARTICLE OF DRUG . . . DECHOLIN, p. 411

The Court was asked to decide if a drug was “unsafe as a drug intended for human use without a prescription”

Factors to be examined

Toxicity

Is the pharmacological effect of the drug such that, unless it is taken pursuant to and in accordance with a physician’s directions, unsafe to ingest?

Human Concerns

Does the fact that the drug may be taken by a person who has an ailment that the drug cannot cure, coupled with the fact that the individual may not choose to visit a physician in reliance upon the drug, cause the drug to be unsafe?

“Probably the single most important element is the seriousness of the effect likely to result under the government’s theory from unsupervised lay use”

FDA considering switching some drugs to OTC – see handout pp. 99-101

VII.  PROMOTION & DIRECT-TO-CONSUMER ADS FOR PRESCRIPTION DRUGS

A.  Direct to Patient Ads for Prescription Drugs

See handouts pp. 104-110

A 2003 FDA study indicated that direct to consumer (DTC) advertising, when done correctly, “can serve positive public health functions such as increasing patient awareness of diseases that can be treated and prompting thoughtful discussions with physicians that result in needed treatments being prescribed – often, not in the treatment in the DTC advertisement” See handout pp. 111-112

B.  Manufacturer Distribution of Medical Reprints to Dr’s & Constitutional Issues

FDA will not regulate as labeling any info provided by a pharmaceutical Co. to physician in response to an unsolicited request. [Congress affirmed in Sec. 557]

Once NDA is approved, the approved labeling serves as a basis for all lawful “on-label” statements by the Co.  limitation for co. for advertising, promotions

Section 551-557 authorize off-label information to healthcare practitioners but only if 6 conditions are met: see p.549

Today, only TWO ways that info about unapproved uses of a drug can lawfully be provided to physician:

 Provided in response to an unsolicited request from health care professional.

Provided to health care professionals as commercial free speech protected by First Amendment.

WASHINGTON LEGAL FOUNDATION v. HENNEY, p 550

Plaintiffs brought a suit against the FDA alleging that their procedures by which drug and medical device manufacturers could disseminate information about “off label” uses for their products violates the 1st Amendment

Issue: whether FDA’s policies as currently embodied are unconstitutional under the legal standard set forth: WLF v. Freedman: FDA was violating 1st Amendment rights of plaintiff’s members by unduly limiting manner in which drug manufacturers may disseminate information relating to unapproved or ‘off-label’ uses of FDA approved drugs.

Use Central Hudson test to analyze constitutionality of restricting speech.

D argue that manufacturers dissemination of such information is likely to be misleading because manufacturers have incentive to present drug in positive light  potentially misleading speech is not proscribable under 1st amendment;

2 gov’t interests: 1) ensuring Dr. rec’s accurate and unbiased info; 2) encouraging drug manufacturers to seek FDA approval of off-label uses.

FDA found only 2nd to be substantial; not the least restrictive means possible  “constitutional blackmail” 

FDAMA unconstitutionally restricts protected commercial speech.

See p 552-554

VIII.  CONSTITUTIONAL LIMITS ON FDA REGULATION OF PROMOTION

A.  Advertising Restrictions by Marketers

THOMPSON v. WESTERN STATES MEDICAL CENTER, p. 608

Compounded Drugs

Are exempt from the FDA’s drug approval requirements as long as the providers abide by several restrictions, including that they refrain from advertising or promoting particular compounded drugs

Pharmacists brought suit against the FDA as it violated their free speech guarantee to prohibit them from advertising compounding

See § 503A:  Pharmacy Compounding, 

Constitutional Test for Violating 1st Amendment Commercial Free Speech

Does the speech concern unlawful activity or is misleading?

If No, is the government’s interest substantial?

If Yes, does the government’s regulation directly advances the governmental interest asserted, AND

Is the regulation no more extensive than is necessary to serve that interest?

Each of the last three inquiries must be answered YES for the regulation to be found constitutional

See the Dissent by J. Breyer, 

Breyer believed that the restriction “directly advances” the statute’s important safety objective by confining the sale of untested compounded drugs to where they are medically needed

See the constitutionality of the ban on the drug Laetrile, ABOVE

X. PRESCRIPTION STATUS & DTC ADS

A.  CRITERIA


1. Basis for Prescription Status

Until end of 19th Century professional pharmacists dominated compounding of drugs and had equal status with Dr. in prescribing use.

2 groups challenged this: Commercial firms – organized to manufacture and sell drug w/o prescription; organized medicine – contended only licensed Dr. were qualified to prescribe drugs.

Mandatory Prescription status – 1938: requirement of a physician prescription was a direct consequence of statutory requirement of adequate directions for use.

Temin, Origin of Compulsory Drug Prescriptions

Scope of exemption from labeling requirements set forth in §502(f) – shipment or delivery of a drug or device was exempt from requirements IF: label of drug/device bears statement…p. 486…to be used only by or on prescription of Dr., AND if such shipment or delivery is made for use exclusively by, or on prescription of, Dr. licensed by law to administer or apply such drug/device. – Expires if shipment used for other than by Dr.

§503 – drugs sold by prescription were exempt from labeling requirements, drugs with certain kinds of labels “Warning…” can only be sold by prescription.

Allows drug companies to create a class of drugs that cannot legally be sold without a prescription by putting the appropriate label on them.

Consumer could no longer buy some drugs without seeing a Dr. first and getting his approval. DRUG COMPANIES DECIDE.

Conflict because… law said that all drugs must be labeled adequately, adding that any drug that was dangerous to health when used as the label suggested was automatically misbranded v. many drugs of great value to Dr. are dangerous in the hands of those unskilled in use of drugs.

Conflict created by assumption: FDA assumed adequate directions for self-medication could not be written for some drugs.  

UNITED STATES v. EL-O-PATHIC PHARMACY p. 487

Appeal from order of district court denying permanent injunctions in consolidated cases in which gov’t sought to restrain appellee from introducing allegedly misbranded drugs known as hormones into interstate commerce.

Label from Manufacturer: “caution: to be dispensed only by or on prescription of Dr.”

Appellee relabeled drug to eliminate prescription statement

MISBRANDING

DC said warnings for use in adult male with hormone def. is OK

Gov’t: inherently dangerous hormones; not S&E for use except under supervision of Dr.; not suitable for self-medication cant know when to use.

No adequate directions for use; must be dispensed by Dr.

Appellee label set forth that it is impossible for a layman to determine whether he has a male hormone deficiency – Dr. should be consulted….

Labels themselves…clearly demonstrate adequate directions for unsupervised use can not be written; 

Direction on label that “Dr. should be consulted” and “drug to be used when dosages are prescribed by Dr” are NOT enough to constitute ‘adequate directions for use’ within meaning of statute

Consult Physician Label: not OK in this case, but OTC vitamin-mineral drug panel rec. that all drug products be labeled  use when need for such has been determined by Dr.

2. Test for Prescription Status

UNITED STATES v. ARTICLE OF DRUG…DECHOLIN

Gov’t filed libel of information for condemnation of 73 packages bearing10,000 tablets of Decholin.

§503 – A drug intended for use by man which because of its toxicity or other potentiality for harmful effect, or method of its use, or collateral measures necessary to its use…. is not safe for use except under supervision of a practitioner licensed by law to administer such drug.

Label gives indications and “caution – consult your Dr. should symptoms persist

ISSUE: is Decholin unsafe as a drug intended for human use without a prescription?  

Is pharmacological effect of Decholin such that unless it is taken pursuant to an in accordance with Dr directions, reactions sufficient to cause product to be unsafe may result from ingestion?

TOXICITY QUESTION

Does the fact that Decholin may be taken by a person who, although experiencing the indications set out on label, has an ailment which Decholin cannot cure, coupled with fact that such an individual may postpone visit to Dr. in reliance upon OTC availability of Decholin cause drug to be unsafe?

COLLATERAL MEASURES QUESTIONS

Gov’t contention – immediate professional diagnosis to detect underlying cause of symptoms is a step which must PRECEDE or accompany use in order for drug to be considered safe.

§ 503(b)(1)(B) – Congress listed reasons why a drug may be unsafe for self-medication

Likelihood of ill effects is virtually nonexistent. 

Congress did not desire to proscribe self-medication with  a product just because under some set of circumstances –esp. hypothetical conditions – drug may be harmful if taken without professional supervision.

3. OTC Switches

Four ways to switch.

Holder of an NDA (including section 505(b)(2) NDA and abbreviated NDA may submit a supplemental application requesting FDA to approve the switch.

After prescription drug goes off patent any person may submit a section 505(b)(2) NDA to switch drug from Rx to OTC

Manufacturer or any other person may petition FDA for a Rx/OTC switch under 21 C.F.R.310.200.

A switch in status may occur through mechanisms of OTC Drug Review established in 21 C.F.R. Part 330 or by amendment of an established OTC drug monograph.

After monograph is established, all Rx/OTC switches of drugs within the class that are not accomplished thru supplemental NDA or ANDA are likely to be effected by amendment of monograph.

Statutory definition of a prescription drug enacted in 1951 Amendments has 3 components:

Habit-forming drugs listed in section 502(d) and their derivatives

Applies to 17 specific habit-forming drugs

Drugs not safe for use except under a practitioner’s supervision, and

Toxicity

Low margin of safety – titrated carefully to achieve adequate level of effectiveness w/o endangering safety.

Mere possibility that a drug could be misused, with toxic results, is not sufficient by itself

Potentiality for harmful effect

FDA is permitted a broad inquiry into other potentiality for harmful effects

Health concerns: potential for tampering with OTC drug products, possibility that some OTC drug ingredients might be substituted for serious drugs of abuse in counterfeit drug sales on the street

Method of use or collateral measures necessary to use

Broadest possible scope

Self-diagnosis – not statutory prerequisite for OTC status; classic example insulin

Self-treatment/self-care – capable of appreciating interaction of daily self-treatment and periodic visits to Dr.

Adequate Labeling – adequate directions for use – very important

Social policy

Social concerns – importance of having drugs available readily and cheaply- cost of adequate professional care

Concerns of medical and pharmacy profession – unproductive and unrewarding routine visits v. leaving prescription drugs in their control.

Pharmacists – eroding positions as recognized experts.

Industry – profitability of drug on Rx. v. OTC

Drugs limited to prescription sale under an NDA

OTC Drug Review Switches – became principal means or switching.

Immediate Switch under OTC Drug Review

Examples p. 527

Considerations for Switch – p. 529

Required Testing for Switch: FDA will almost always require: 1) label comprehension study to demonstrate that consumers can understand the indication, warnings, and directions for use and 2) a home use study to demonstrate that consumers will follow the label information.

4. DTC ADS

1975 – FDA promulgated a rule authorizing advertising of consumer prices for prescription drugs so long as no representations are made concerning the safety, effectiveness, or indications of the advertised products.

Direct-To-Consumer Advertising (DTC): §502(n)(3) – requires advertisements to include a “brief summary relating to side effects, contraindications, and effectiveness”

Broadcast advertisements ran into trouble.

Moratorium on DTC advertising withdrawn – intended to allow time for dialogue among consumers, health professionals, and industry.

§502(n) -  ‘brief summary’ requirements  ^ and all risk-related information in a product’s approved package labeling (insert)

Broadcast advertisements

Must include information about major risks of drug “major statement” in either audio or audio and visual parts of presentation. 

Instead of brief summary, “ adequate provision” for dissemination of the approved package labeling in connection with the broadcast presentation §202.2(e)(1).

Recognizes inability of broadcast advertisements of reasonable length to present and communicate effectively the extensive information that would be included in a brief summary; it instead specifies that presentation of the advertised product’s most important risk information as part of the “major statement” + “adequate provision”

Could be satisfied by “providing an effective mechanism by which the majority of a potentially diverse audience can receive the advertised product’s approved labeling

Acceptable mechanism:

Toll-free phone number for consumers to call for Dr. package insert

Statement in broadcast ad that add’l product information is provided with print advertisements appearing concurrently in print media,

Statement that pharmacists and Dr. may provide add’l information

Internet website address that provides access to the Dr. package insert

FDA Review- did not require premarket review of DTC ad, agency encouraged this approach in order to minimize the need for regulatory action.

Argument – Drug Prices have been substantially increased. (converse: decreased in drug prices  allows competition)

Informs about new drugs that drives them into Dr.’s office (positive); see’s ad, thinks it would be good for them, if Dr. wont prescribe it, starts shopping for new Dr. who WILL (negative).

Critics argue, DTC Advertising inappropriate in some cases:
Newly-marketed drugs for 1st year after launch

Drugs with black box warning

Narrow therapeutic index drugs

Drugs subject to risk management programs

Other drugs with significant toxicity.

DTC advertising FDA regulations and guidance documents do not distinguish between prescription drugs that are scheduled under Controlled Substances Act and prescription drugs that aren’t.

A gov’t ban on DTC advertisements for app prescription drug controlled substances would be unlikely to withstand judicial scrutiny under the First Amendment.

IX.  Dietary Supplements

FDA sought to impose stricter standards for dietary supplements: Congress enacted Vitamin-Mineral Amendments of 1976 to overrule FDA restrictions. – made no change in safety standards applicable to dietary supplements. 

FDA sought to use this statutory authority to impose new limitation for dietary supplements:  Dietary Supplement Health and Education Act of 1994 – most humiliating defeat.

Congress exempted dietary ingredients in dietary supplement products from the food additive requirements and substituted more flexible food safety provisions that place the burden on FDA to demonstrate a lack of safety.

NUTRILAB, INC. v. SCHWEIKER

Plaintiffs manufacture and market product known as a ‘starch blocker’ to block human body’s digestion of starch. FDA said it was a drug and requested that all such products be removed from market until FDA approval.

ISSUE: whether starch blockers are foods or drugs under Act?

Capsules consist of protein, which is extracted from a certain type of raw kidney bean. (raw kidney beans can be dangerous )

FDA rec’d 75 averse effects on people who had taken starch blockers – Plaintiffs consider it to be food and no testing required for FDA approval.

Definitions for food and drug are not normally mutually exclusive; an article that happens to be a food and is intended for use in the treatment of disease fits squarely within the drug definition in part B of Section §321(g)(1) and can be regulated as such.

P argues starch is food b/c it is derived from food – not convincing, so is caffeine and penicillin.

See case for statutory definition of food argument p.32

Starch blockers are not food – not consumed primarily for taste, aroma, or nutritive value under § 321(f)(1); not chewing gum under 321(f)(2); not components of food under 321(f)(3).

§321(g)(1)(C): to qualify as a drug: articles other than food and intended to affect structure or any function of body in man or animals.

Starch blocker are drugs - intended to affect digestion.

IX.  OTHER DRUG REGULATORY CATEGORIES

The Abbreviated NDA and Generic Drugs on pp. 571-580

Grandfathered Drugs

Drugs that are GRAS and thus, “not new” that the FDA issued opinions on

See pp. 571-580

Biotechnology and Drugs

See handout pp. 139-134

X.  DEVICES

The Medical Device Approval Process – see handout pp. 136-140

MEDTRONIC v. LOHR, handout p. 141

The FDCA did not provide any pre-market approval process for the approval of new medical devices

Medical Device Amendments Act

Three categories of devices

Based upon how dangerous they are to the public

Categories

Class I

No unreasonable risk of illness or injury

Subject to minimal regulations by “general controls”

Class II

Devices that are “potentially more harmful”

May be marketed without advance approval, but manufacturers must comply with federal performance regulations known as “special controls”

Class III

Devices that either present a potential unreasonably risk of illness or injury or which are purported or represented to be for a use in supporting or sustaining human life or for a use which is of substantial importance in preventing human health

I.e. pacemakers

The manufacturer must give the FDA a “reasonable assurance” which is known as the pre-market approval process (PMA) – very rigorous

Not all Class III devices have to do this – exceptions

Allows pre-1976 devices to remain on the market

Substantially equivalent to the above devices can enter the market without PMA

LAKE v. FDA, handout p. 142

Case about Class I and Efficacy of the FDA process

Examine the case for how the FDA makes its rulings considering what classification a medical device should get

UNITED STATES v. SNORING RELIEF LABS, INC., handout p. 146

The petitioner argued that the device should be available without a prescription because it was substantially equivalent to other anti-snoring mouthpieces

The FDA refused and the court agreed

“Given the narrow arbitrary and capricious standard of review”

XI.  CRIMINAL LIABILITY AND ENFORCEMENT ISSUES
UNITED STATES v. PARK, p. 1313

1970, inspection in PA warehouse, found rodents; inspection in Baltimore, and in 1972, another, still found problems.  When Park got the notice from the FDA in 1972 that there were still problems in the Baltimore, his response was that he believed he had done everything he could have done to deal with these problems (prez, needs to trust agents, delegated normal operating duties including sanitation, etc.)

D.Ct.:  jury  did he have a “responsible relationship” to the issue.  Could be found liable even if he did not consciously do wrong.  fn. 9, pg. 11315. Guilty Verdict – beyond reasonable doubt.

Ct. App:  overturn jury verdict.  Can’t be found guilty in the absence of wrongful action (gross negligence and inattention in discharging corp. duties). 

S.Ct.:  

Can someone be found guilty of crim. violation of FDA only if wrongful action that involves crim. neg.

NO.  Doesn’t need wrongful action – but what is it that is needed? 

not just enough that he is prez of company – but he knew something was wrong!

Relevance of problems in Philadelphia and the connection b/t the people who ran the Phili warehouse and BA warehouse.  He is on notice that there is something wrong that needs to be addressed. 

Gov’t establishes prima facie case when it introduces evidence sufficient to warrant a finding by the trier of facts that the D had, by reason of his position in the corporation, responsibility and authority either to prevent in the first instance, or promptly to correct, the violation complained of and that he failed to do so. 

Failure to fulfill duty furnishes causal link.

Must show he had a duty to use care to maintain physical integrity of food products by reason of individuals corporate position and responsibilities.

Dotterweich – 1) any person within meaning of 21 USC §333 may include any corporate officer or employee “standing in responsible relation” to a condition or transaction forbidden by the act

2) a person may be convicted of a criminal offense under Act even in absence of “conventional requirement for criminal conduct – awareness of some wrongdoing”

If there had been no notice at all?  First time?

Affirmative Defense:  done everything they could and had been impossible to prevent. 

Burden on the FDA:  what the D did, had some issues of blameworthiness: responsibility/authority either to correct or prevent – so he needs to have some power to do it and he fails to do it.  This is why it is relevant that there was a prior inspection. 

DISSENT:  what the standard should be is a negligence standard:  reasonable person in the situation.  This is what should govern.  Agree, shouldn’t have to have conscious wrongdoing, but need more. 

1970’s – FDA had been willing to have legislative change to § 1154, effort to relate it to corporate responsibility problem.  Didn’t get enacted, but still around.  

Strict liability standard in the sense that doesn’t require consciousness of wrongdoing (although still need some measure of blameworthiness)

Rarely used, but has a lot of impact.  maybe if it wasn’t there, corp. would do nothing. 

§306 of the Act:  expressed concern that minor violations of the Act should not be subjected to criminal prosecutions: “nothing in this chapter shall be construed as requiring Secretary to prosecute…. minor violations whenever he believes that the public interest will be adequately served by a suitable written notice or warning”

gov’t interested in prevention and correction of potentially dangerous condition to public health and welfare.

Standard for prosecution: reasonable relationship

Lack of Knowledge: D cannot claim lack of knowledge b/c distributor changed products:  D incurred liability when it voluntarily selected Helfrich to manufacture and distribute a product it knew would be party of interstate commerce. See p 1320, n.2

Responsible Officer:  legal title, even absent equitable title and control = liability.

Defense of Impossibility:  powerless to prevent or correct the violation – must come forward with sufficient evidence of impossibility to warrant placing add’l burden on the govt – (burden of est. beyond a reasonable doubt that D could have prevented/corrected the prohibited condition through exercise of extraordinary care)

 FDA’s General Authority over Importation

works with DHS to prevent importation of adulterated or misbranded products, and unapproved drugs, into the US.  FDA’s primary source of authority to keep such products out of the country is §801(a):

if it appears from examination of such samples or otherwise that 1) such article has been manufactured, etc under insanitary conditions or in case of device, violates current good manufacturing practice requirements…or 2) such article is forbidden or restricted in sale in country in which it was produced or from which it was exported, or 3) such article is adulterated, misbranded or in violation of §505 such article shall be refused for admission except as provided in subsection (b)

Country of Origin Labeling

