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CHAPTER #2:  FEDERAL REGULATION OF MEDICATIONS

PURE FOOD AND DRUG ACT OF 1906

· This law prohibited the alduteration and misbranding of FOODS and DRUGS in interstate commerce

· The law did not prevent false or misleading EFFICACY claims

· The law only prevented false statements only as to the drug’s identity (strength, quality and purity).

· The act also failed to regulate COSMETICS or DEVICES

· The Pure Food & Drug Act did not grant the FDA the authority to ban unsafe drugs

· Amendment to the Pure Food & Drug Act in 1912 prohibited false and fraudulent efficacy claims

FOOD, DRUG AND COSMETIC ACT OF 1938

· This is the law that currently regulates drug quality.  It provides that no NEW drug could be marketed until proven safe for use under the conditions described on the label and approved by the FDA.

· Labels must now contain adequate directions for use and warnings about the habit-forming properties of certain drugs.  

· This law applies to COSMETICS and DEVICES as well. 

·  Drugs marketed prior to 1938 are exempted from this act

· 1941, FDCA was amended to allow FDA to require batch certification of the safety and efficacy of insulin to ensure uniform potency and in 1945 was amended to allow FDA to require batch certification of the safety and efficacy of penicillin

· The jurisdiction of the FDCA extends to transactions between the pharmacist and the patient, so the FDCA applies to drugs held for sale in the pharmacy

DURHAM-HUMPHREY AMENDMENT OF 1951
· Also known as the PRESCRIPTION DRUG AMENDMENT. 

· This amendment provides that the labels of prescription drugs need not contain adequate directions for use as long as they contain the legend, “Caution:  Federal law prohibits dispensing without a prescription.”

· When pharmacist puts on the label of the directions from the MD, that satisfies the adequate directions for use

· This amendment not only establishes 2 classes of drugs, it also authorizes oral prescriptions and refills of prescription drugs.  

KEFAUVER-HARRIS AMENDMENT OF 1962

· Also known as the DRUG EFFICACY AMENDMENT

· Required that drugs be proven SAFE and EFFECTIVE 

· This requirement was made retroactive to all drugs marketed between 1938 and 1962

· Also transferred jurisdiction of prescription drug advertising from the FTC to the FDA

· Established the Good Manufacturing Practices requirement

· Added more extensive controls for clinical investigations by requiring the informed consent of research subjects and reporting of adverse drug reactions

DRUG PRICE COMPETITION AND PATENT-TERM RESTORATION ACT OF 1984

· Was enacted to streamline the generic drug approval process while giving patent extensions in certain cases, to the innovator of the drug. 
· The intent was to make generic drugs more readily avaliable to the public and also provides incentives for manufacturers to develop new drugs
DEFINING AND DISTINGUISHING DRUGS FROM FOODS, DEVICES AND COSMETICS

· FOOD:  Articles used for food or drink for man or other animals, chewing gum and articles used for components of any such article

· DRUG:  Articles recognized in the USP/NF, etc…or any supplement to any of them and intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease in man or other animals and articles other than food (part C) intended to affect the structure or any function of the body of man or other animals, etc.

· An article under part C, would likely be a food when used by people in the ordinary, common sense way most people use food, that is, primarily for taste, aroma, or nutritive value.

· Congress intended the term drug to have a very broad meaning, broader than any scientific or medical definition

· The crucial issue in the determination of whether a product is a drug centers on whether the supplier made a therapeutic claim

· If a therapeutic claim is made, then an article is a drug, no matter what disclaimers may be included in the label

· It is the supplier’s intended use of the product that is important, not the purchaser’s intended use

· If a hardware store sells DMSO as an industrial solvent and a purchaser buys it to use it externally to relieve joint pain, this use by the purchaser does not make DMSO a drug

· A court will admit evidence of therapeutic intent from sources other than the labeling of the product (advertisements on tv, radio, etc).  

· A product  being marketed as an injection, capsule or tablet may provide evidence of therapeutic intent, despite the absence of therapeutic language in the labeling.

DIETARY SUPPLEMENTS
· Nutrition Labeling and Education Act of 1990:  Prohibits any disease-prevention claim in food labeling unless it conforms with FDA regulations.  FDA will authorize a health claim for a food or dietary supplement only if the supplier submits a petition containing considerable information and evidence supporting the claim

· Dietary Supplement Health And Education Act of 1994 (DSHEA):  A dietary supplement is defined as a product that is intended to supplement the diet etc…(see book).

· The fact that a product is a dietary supplement will not exempt it from being a drug if the product’s health claims indicate it is intended to diagnose, cure, mitigate, treat, or prevent disease.

· The DSHEA does allow dietary supplement suppliers to make 4 types of substantiated claims:

1) Statements that the product will benefit a classical nutrient deficiency disease, so long as it also discloses the prevalence of the disease in the U.S.

2) Statements that describe the role of the dietary supplement in affecting the structure or function of the body

3) Statements that characterize the documented mechanism by which a nutrient or dietary supplement acts to maintain structure or function

4) Statements describing the general well-being from consumption of a nutrient or dietary ingredient.

Manufacturer must notify FDA within 30 days if it makes one of these permitted statements

DRUGS VS. DEVICES

· Medical Device Amendment (1976):  Device does not achieve any of its principal intended purposes through chemical action and is not dependent upon being metabolized for the achievement of any of its principal intended purposes.

· Manufacturer of the drug must establish that the device and the drug will not have deleterious effects on one another

DRUGS VS. COSMETICS
· Cosmetic may become a drug if its manufacturer promotes it for a therapeutic purpose, despite the product chemistry.

LABELS AND LABELING
· Label:  Display of written, printed or graphic matter opon the immediate container of any article OR accompanying such article

· Labeling: Includes the label and also applies to information accompanying the drug, such as the packet insert

· If the literature is deemed to accompany the product, it is LABELING

· If the literature is deemd not to accompany the product, it is ADVERTISING

· The printed labels, pamphlets, or brochures of a drug need not be shipped with the article to constitute labeling.  They may be sent either before or after the article and still “accompany” it as long as the distribution of the drug and the brochures are part of an “integrated distribution program” to sell the product

· Also considered labeling if the written materials are part of an integrated distribution program that have a common origin and destination, and if they explain the drug

OFFICIAL COMPENDIA
· USP published by the United States Pharmacopeial Convention

· Prior to 1980, USP contained monographs of ACTIVE INGREDIENTS and NF contained monographs of INACTIVE INGREDIENTS.  

· In 1980, the two books were combined to the USP/NF

· Homeopathic Pharmacopeia of the United States (HPUS)

· Under FDCA, a drug recognized in the USP/NF or HPUS must meet all compendial standards or it will be considered misbranded or adulterated

· If a drug purports to be recognized in the USP/NF and is not, it is considered to be misbranded or adulterated.

PROHIBITED ACTS, PENALTIES, AND ENFORCEMENT

· Read part on prohibited acts

· Any violators shall be imprisoned for not more than one more, fined not more than $1000, or both

· The FDCA establishes 2 major offenses…ADULTERATION and MISBRANDING

· Violations are of a strict liability in nature.  

· The commission of any of the listed offenses violates the FDCA, regardless of your intentions or knowledge

· A pharmacist who sells an adulterated or misbranded drug in good faith will not be subject to any penalties just as long as he furnishes information about the source of supply to the FDA, if requested

· Illegal for pharmacist to make, dispense or hold for dispensing a counterfeit drug

· Dispensing a placebo or a particular drug and labeling it as another drug is violating this

· If pharmacist relabels or repackages a drug (Rx or OTC), the lable must conform to FDA specifications, otherwise pharmacist may be charged with misbranding

ENFORCEMENT
· FDA can bring an injunctive action against the violator to cause it to cease illegal activity

· FDA can institute criminal proceedings against a violator, resuliting in fines, imprisonment, or both

· FDA can seize any adulterated or misbranded food,  drug ro cosmetic in interstate commerce

· Due to strict liability nature and realization that minor violations of the act should not be subject to criminal prosecution or seizure actions, FDA may send a warning letter to the violator as a first step

CORPORATE OFFICER LIABILITY
· Corporate officer can be held liable and convicted when other corporate employees violate the FDCA

PRODUCT RECALLS
· Product recalls is a way of removing adulterated of misbranded products in interstate commerce

· The FDA DOES NOT have the statutory authority to order a product recall, but may ask a company to recall a product instead of injunctive action or seizure

· FDA DOES have the authority to prescribe the procedures to which the recall must conform

· 3 CLASSES OF DRUG RECALLS

1) CLASS I RECALL:  Issued when there is a reasonable probability that the product will cause serious, adverse health consequences, or death

2) CLASS II RECALL:  Issued when the product may cause temporary or medically reversible adverse health consequences, but the probability of serious adverse consequences is remote

3) CLASS III RECALL:  Issued to products that are not likely to cause adverse health consequences

· Manufacturer is responsible for notifying sellers of the recall, not the FDA

· Sellers are responsible for contacting consumers

· Pharmacist is responsible for knowing which drug products have been recalled

ADULTERATED PRODUCTS

· No drug defined in an official compendium shall be deemed to be adulterated under this paragraph because it differes from the standard of strength, quality or purity therefore set forth in such compendium, if its difference in strength, quality, or purity from such standards is plainly stated on its label

· Most laws of adulteration apply to manufacturers but a pharmacy may be deemed a manufacturer if it repackages or compounds medications for sale under certain conditions

· If a drug is pure, it still may be deemed adulterated if:

· Prepared, packaged, or held in conditions where it may have been contaminated

· Exposed to a container that may have contaminated it

· Or manufactured under conditions that do not conform to current Good Manufacturing Practices

PRODUCT TAMPERING
· Federal offense to tamper with consumer products

· Tampering:  The act as improper intereference with the product for the purpose of making it objectionable or unauthorized changes

· In 1982, the FDA required that certain OTC drugs, cosmetics and devices be manufactured in tamper-resistant packaging.  Violation of this regulation may be deemed adulteration or misbranding or both
· The regulations require tamper-resistant packaging, NOT tamper-proof packaging

MISBRANDING

· Read up on misbranding

· Failure to manufacture certain OTC products in a tamper-resistant package is also misbranding

ADEQUATE DIRECTIONS FOR USE

· Labeling must contain adequate directions for use and adequate warnings against use by children and others for whom use may be dangerous.  

· Must be labeled so that the average layman can use a drug safely and for the purposes for which it is intended

· Label must contain all conditions, purposes, or uses for which the drug is intended and for which the drug is commonly used

· Merely stating the proper way to take a drug is NOT adequate

· Adequate labeling must contain:

· Quantity or dosage for each intended use and for persons of different ages and physical conditions

· The frequency of administration of application

· The duration of administration or application

· The time of administration or application (in relation to meals, onset of symptoms, or other factors)

· The route or method of administration or application 

· The preparation necessary for use (ex..shaking, dilution)

· There are some drugs that cannot be labeled adquately to protect the consumer and meet the “adequate directions for use” requirement.  These are PRESCRIPTION DRUGS and are exempt from requirements of the above.
· Prescription drugs must contain ADEQUATE INFORMATION for use

· The labeling for Rx drug must include:

· Drug’s indication

· Contraindications

· Dosages

· Routes, methods, frequency, and duration of administration

· Side effects

· Other warnings and precautions that enable a practitioner to administer, prescribe, or dispense the drug safely

· The prescription drug labeling is directed to the practitioner, not the patient

IMITATION DRUGS

· If a drug is an imitation of another drug, it is considered misbranding.  

· A produce is an imitation if: 

· Identical in shape, size and color

· Similar or virtually identical in gross appearance

· Similar in effect to controlled substances

BATCH CERTIFICATION
· Insulin and antibiotics required batch certifications to regulate purity and potency

· Considered misbranding if no batch certification 

· No longer required on certain antibiotics

· FDA can reinstate batch certification requirement for antibiotics if the need should arise

NON-PRESCRIPTION DRUG LABELING

· Label of non-prescription drug must contain:

· Name of product

· Name and address of manufacturer, packer or distributor

· Net contents of the package

· Established name of all active ingredients and quantity of certain other ingredients, whether active or not

· Name of any habit-forming drug contained

· Cautions and warnings needed to protect the consumer

· Adequate directions for use

· Also must contain:

· Statements of the drug’s intended conditions and purposes

· Normal dose for each intended use and the doses for individuals of the different ages and different physical conditions

· Frequency and duration of administration or application

· Administration or application in relation to meals, onset of symptoms, or other time factors

· Route or method of administration or application

· Any required preparation for use

· Professional labeling intended to provide info for the conditions not appropriate for lay diagnosis or treatment.  The FDA does not allow this information on the labeling of the marketed OTC product, since does not contain adequate directions for use.

NATIONAL DRUG CODE NUMBER

· NDC number is requested on all OTC and prescription drug labels and labeling, but not required

· The presence of the NDC number on the label or labeling does not indicate that a drug has received an approved NDA

NEW DRUG APPROVAL

· No NEW DRUG may be legally marketed in interstate commerce unless approved by the FDA

· 1938 FDCA required that drugs be proved safe before FDA granted marketing approval

· 505(d) says that the applicant for the new drug must submit “substantial” evidence that the drug will have the effects it purports or is represented to have under the conditions or use prescribed, recommended, or suggested in the proposed labeling

· SUBSTANTIAL EVIDENCE:  The findings of adequate and well-controlled investigations by experts qualified by scientific training and experience to evaluate the drug’s effectiveness

· NEW DRUG:  A drug that is not generally recognized by qualified experts as safe and effective for use under the conditions recommended in the drug’s labeling.

· Even if drug is recognized, it must also have been used to a material extent or for a material time under the conditions recommended in the labeling

· Drugs marketed prior to 1938 are exmept from proving either safety or efficacy provided that it is marketed in accordance with labeleing requirements as then existed.

APPROVED DRUGS AS NEW DRUGS

· An approved drug may become a new drug if:

· The drug contains a new substance

· There is a new combination of approved drugs

· The proportion of ingredients in combination is changed

· There is a new intended use for the drug

· The dosage, method, or duration of administration or application is changed

ROAD TO AN APPROVED NEW DRUG APPLICATION
· 505(i)  allows the FDA to exempt a drug from the NDA requirement for the pursuit of clinical investigations.  Manufacturer must apply for a “Notice of Claimed Investigational Exemption For a New Drug”.  If approvied, the manufacturer may then conduct clinical studies of its investigational new drug

INVESTIGATIONAL NEW DRUG APPLICATION
· Manufacturer must submit information including: 

· Name of drug

· Composition

· Methods of manufacture and quality control

· Infor from preclinical (animal) investigations regarding pharmacological, pharmacokinetic, and toxicologicacl evaluations

· Purpose of IND is to protect the safety of the humans who will participate in the clinical trials

· Also, the process is intended to ensure that the clinical studies are designed properly so as to prevent problems during the NDA review

· If FDA does not reject the IND within 30 days of submission, human clinical testing may commence

· There are 3 phases involved

1. PHASE I:  Small number of subjects.  Investigators examine the drug’s toxicity, metabolism, bioavail., elimination and other pharmacological actions.  Purpose is to detect adverse effects (not to determine efficacy).  If drug passes phase I, it goes on to Phase II

2. PHASE II:  Test on limited # of patients who ACTUALLY HAVE THE DISEASE for which the drug is an intended treatment.  Purpose of phase II is to determine efficacy.  Investigators continue to conduct pharmacological testing to determine further the drug’s safety.  Drugs that pass this phase go on to Phase III
3. PHASE III:  Drug is tested for safety and efficacy in hundreds or thousands of patients.  These tests often occur in clinical settings and are usually double-blinded and compared with placebo.
· FDA may terminate testing of an IND at any time if studies show drug is too toxic.  This decision is final and not subject to appeal or judicial review
· If phase III results are favorable, drug’s sponsor may submit NDA to the FDA
INFORMED CONSENT
· FDCA requires investigators to secure the informed consent of the pt or representative for the admin. Of an experimental drug.  

· If study takes place in an institutional setting, the local institutional review board myst approve the study

· Pt’s consent must BE IN WRITING in phases 1 and 2

· Pt consent can be ORAL in phase 3 if physician decides it is necessary or preferable to written consent.  Decision is recorded in pt’s medical record

· Pt consent may not be necessary if physician’s professional judgement thinks that informed consent is not in the best interest of the patient

NEW DRUG APPLICATION
· FDA has 180 to acti on an NDA.  

· If FDA disapproves the NDA, the applicant is notified and is provided with an opportunity for hearing

FDA DRUG RATING AND CLASSIFICATION SYSTEM
· Number indicates the drug’s chemical type

· Letter indicates therapeutic potential

· For chemical type, the designations are:

· Active moiety is a new molecular entity

· Active moiety is in new salt or ester form

· Dosage form or formulation is new

· Product is a new combination of compounds

· Drug product is essentially a duplicate of another drug product

· Drug is a product previously marketed by the same firrm (for new indication)

· P is for priority (given therapeutic advance)

· No other effective drug avail.

· More effective or safe than drugs currently used

· Important advantages

· S is for standard

SUPPLEMENTAL NDA
· Supplemental NDA required for changes in any part of the production, ranging from sy nthesis of the drug to manufacturing processes of the drug, to the labeling of the drug

POSTMARKETING SURVEILLANCE

· Section 505(k) of FDCA requires that manufacturer maintain and establish postmarketing records and reports (PHASE IV).  

· Adverse drug reactions, new info relating to drug’s safety and efficacy, info about current clinical studies, quantity of drug distributed, labing, and advertising

· FDA may withdraw approval of an NDA

DRUG EFFICACY STUDY IMPLEMENTATION (DESI)
· FDA determined that DESI program applied to innovator drug and generic drugs

· Generic drug applicants were allowed to submit Abbreviated NDA’s (ANDA) if the parent drug had been approved as effective

· Under ANDA, generic companies only had to prove bioavailability, bioequivalency and info on manufacturing methods and controls

· Generic manufacturers were allowed to continue manufacturing and marketing generic drugs that were pending approval on their ANDA’s

· Hoffman-LaRoche, Inc. v. Weinberger ruling held that FDA could not allow drugs to be marketed unless ANDA or NDA had been approved
· Generic manufacturers brought FDA to court stating that FDA had no authority to withhold approval of generic equivalents since parent drug had already been approved safe and effective
· FDA countered that new drug status is warranted for generics since safety and efficacy cannot be determined until such questions as methods of manufacture and  bioequiv answered
· U.S. Supreme Court finally deteremined that a generic drug is a new drug subject to FDA approval
“PAPER” NEW DRUG APPLICATIONS
· FDA would accept ANDA’s for generic drug equivalents marketed between 1938 and 1962 but did not accept generic equivalents markete after 1962

· Reason was because FDA help position that safety and efficacy info submitted as part of NDA was confidential info and should not be released

· “Paper NDA” was implemented in 1970’s and stated that a generic drug manufacturer would not have to duplicate the actual research establishing the safety and efficacy of the innovator drug as a full NDA would require.  Instead, the manufacturer could submit evidence of the generic drug’s saftey and efficacy based on published scientific data

DRUG PRICE COMPETITION AND PATENT TERM RESTORATION ACT
· FDA grants innovator drugs either patent-term extensions or market exclusivity for 2 to 5 years, depending on when the regulatory review of the drug began and how much time it required

· Indications approved by supplemental application to an NDA are granted 3 year exclusivity under PTRA

DRUGS INTENDED TO TREAT SERIOUS AND LIFE-THREATENING DISEASE
· Investigational drugs now maybe used to treat patients in a “treatment protocol” and not only for experimental purposes if:

· Drug is sued to treat a serious or immediately life-threatening disease

· No comparable or satisfactory alternative drug or other therapy is available

· Drug is an approved IND being used in a controlled clinical trial, or all clinical trials have been completed

· The sponsor of the clinical trial is actively pursuing marketing approval

· IMMEDIATELY LIFE-THREATENING DISEASE:  A disease in which there is a reasonable likelihood that death will occur within a few months or in which premature death is likely without early treatment

· Sponsor may not charge the patient for the drug used in the investigational study unless:

· There is adequate enrollment in the clinical investigation

· The sale of the drug does not constitute commercial marketing

· The drug is not being commercially promoted or advertised

· The sponsor is actively pursuing marketing approval

MEDICAL DEVICE ACT
· The Medical device act established additional requirements, device classification, premarket testing and standards of performance. 

· FDA must classify all devices into 1 of 3 classes

1. CLASS I:  Require the least regulation, general controls are adequate safety and effectiveness.  Needles, scissors, stethoscopes, and toothbrushes are included

2. CLASS II:  General controls are insufficient ot ensure safety and effectiveness.  Must meet specific performance standards established by the FDA.  Insulin syringes, thermometers, diagnositc reagents, tampons and electric heating pads are included in this

3. CLASS III:  Are life-supporting or life sustaining, or present a potential unreasonable risk of illness or injury.  Includes pacemakers, soft contact lenses, replacement heart valves.  Any devices not marketed prior to 1976 initially fall into class III unless FDA determines that they are substantially equiv to a class I or II device

· 1990 provision 519(b) states that any device-user facility must report to secretary of Health and Human services any death, serious injury or serious illness that may be related to product.

· DEVICE USER FACILITY:  A hospital, ambulatory surgical facility, nursing home, or outpatient treatment facility which is not a physician’s office

COSMETICS
· Cosmetics do not have the same stringent legal requirements that drugs and devices do.  

· Premarket approval from the FDA is not necessary for a cosmetic

· Manufacturer or a cosmetic does not have to conform to current good manufacturing practices nor even register with the FDA (registration is voluntary)

· FDA may remove a cosmetic from the market if it is misbranded, adulterated or determined to be a health hazard

· Cosmetic must be labeled with a list of its ingredients in descending order of predominance.

DRUG ADVERTISING
· FDA regulates prescription drug advertisements

· FTC regulates OTC drug advertisements

· Lanham Trademark Act:  Allows private parties a cause of action against false and misleading advertising.  

· 502(n) of FDCA provides that a drug shall be deemed misbranded unless the manufacturer includes in all advertisements and other descriptive printed matter issued a true statement of:

· Established name of the drug

· Formula, showing quantitatively each ingredient

· A brief summary of other info. Relating to the side effects, contraindications and effectiveness required by regulation

· Regulations require a “true statement of info. In brief summary relating…etc…”

· The “true statement” applies to all advertising including television and radio ads.

· Does not apply to REMINDER ADVERTISEMENTS

· Reminder ads call attention to the name of the drug product but does not include indications or dosage recommendations for use

· Also exempt are ads of bulk sales drugs, and prescription compounding drugs as long as no safety or effectiveness claims are made

· Manufacturer has not met true statement requirement if the advertising is 

· False or misleading

· Does not present a fair balance between side effects and contraindications info and effectiveness info

· Fails to reveal material facts

OTHER PROMOTIONAL ACTIVITIES
· Forbidden to discuss unlabeled uses in company-sponsored programs

· FDA expects programs to conform to 4 principles

1. Balance

2. Objectivity

3. Independence

4. Scientific rigor

If they do not conform to these principles, they may be deemd promotional and violative of the FDCA as misbranding

· Unapproved uses may be discussed at independent program as long as these 4 principles are observed

PRESCRIPTION DRUG ADVERTISING

· There are no federal regulations that specifically address direct-to-consumer advertising

· Direct to-consumer advertising falls into 2 categories

1. Non-Product Specific (Institutional advertising) – Does not mention the name of the product, only the name of the company.  Does not need to conform to requirements in regulations since does not name a specific product

2. Product Specific 

NONPRESCRIPTION DRUG ADVERTISING BY MANUFACTURERS
· FTC regulates OTC products.  

· FTC cannot require companies to submit adveritsing to it for premarket approval, but rather must do it after the fact

