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The FDA Overview

** look at notes

What is a Drug Intended For?

-According to 21 USC §321 a drug is intended for diagnosis, cure, mitigation, treatment or prevention of disease


*There must be an actual affect on the body


*With a particular use for a particular population

-Approval of marketing for intended use is based on the demonstration of effectiveness in adequate and well-controlled investigations (21 USC §355)

Investigational Phase – First phase to get the product to the market

-Safety & efficacy 

-Assess whether drug is working

-Process:


*Pre-IND – Preclinical (animal) testing

*IND - (investigational new drug application) – Look at tissue to see affect of other organs/bodily functions – determine what drug is indicated for
· Treatment, prevention, or diagnosis of

· A recognized disease or condition

· An important manifestation of a disease or condition

· Relief of symptoms associated with disease or syndrome

· An adjunct to a primary mode of therapy (21 CFR §201.57)

- Phase 1: Starting to look at the drug in HEALTHY people, different doses, etc. (typically 20-80 people)
- Phase 2: Study the drug in SICK people, assess based on dose (few dozen to 300 people)
- Phase 3: Double-blind study – Go big – large clinical trials; purpose is to show re-production of affect over a wide population (several hundred to 3,000 people)


*Pre-NDA  - The FDA and drug sponsors meet


*NDA – The formal step to ask the FDA for drug approval



- The FDA has 60 days to determine whether or not to file for review

- If the FDA files, an FDA multi-disciplinary review team is assigned to evaluate the sponsor’s research on the drug’s safety and effectiveness

*Multi-Disciplinary Review Team assigned to evaluate research 
*Multi-level review: Assess product, management review process (can be overridden at higher level, safety concerns become an issue) 
*Someone on the team is responsible for ensuring integrity
*If question as to safety or efficacy, an advisory committee makes recommendation (public review of scientific info by experts), but FDA does not have to accept (lots of discretion to agency in terms of review) 
 
-Req’d to seek expert input 
  
-Most large agencies have this process b/c of due 
process it’s general concept 

-In Europe, drug approval processes don’t have this 
component, they seek outside opinion (deference to 
outside consultants)
- FDA reviews information that goes on the drug’s professional labeling and inspects the facilities where the drug will be manufactured

-FDA reviewers will approve the application and find it either “approvable” or “not approvable”

-Freedom of Information Act kicks in – information is available as soon as event is final, subject to trade secrets


*Counterfeiting becomes easier


*Safety reporting and evaluation


*Phase 4 – Post marketing study commitments

- Studies required or agreed to by a sponsor that are conducted after the FDA has approved a product for marketing

-FDA uses post-marketing study commitments to gather additional information about a product’s safety, efficacy, or optimal use

Intention of Drug Manufacturer LAF:
1. Are you trying to diagnose something (ex. of a diagnostic term is a glucose meter) (a pregnancy test is not a device, because pregnancy is not a disease, it is a natural function of the body)

2. Is there something you are trying to cure (make go away) – Example of mitigating drug is a painkiller

a. Treatment is different from curing something because curing has the sense that it is permanently gone (ex. treating Aids, but there is no cure for it)

Public Policy Arguments to User Fee Act:
-Guarantees money return if kicked out prior to 60 day period

-Does not guarantee approval

*FDA can prolong process in order to ensure keeping of the money even if they know the drug might not be good

*FDA is not going to catch minor problems until later on, and the company will lose money because of that

*Manufacturer should submit perfect application to save FDA time/money

Generic Drug Review

ANDA process:
*Chemistry

*Manufacturing

*Controls

*Labeling

*Testing (no animal or clinical testing)

*Bioequivalence as opposed to bioavailability 


- Discussed between divisions at the Agency

-Pharmaceutical equivalents whose rate and extent of absorption are not statistically different when administered to patients or subject at the same molar dose under similar experimental conditions

Requirements for a Generic Drug (as compared to Reference Listed Drug – the Brand Name):

*Same active ingredient (s)

*Same route of administration

*Same dosage form

*Same strength

*Same conditions of use

Labeling:

*“same” as brand name labeling 

*May delete portions of labeling protected by patients or exclusivity


-Still deleting important information

-Pharmaceuticals do not want their patent information on someone else’s drug

*May differ in excipients, PK data and how supplied

Chemistry:

*Components and composition

*Manufacturing and controls

*Batch formulation and records

*Description of facilities

*Specs and tests

*Packaging

*Stability

Bioequivalence:

*Therapeutic equivalence (TE)

*Bioequivalent products can be substituted for each other without any adjustment in dose or additional therapeutic monitoring

*The most efficient method of assuring TE is to assure that the formulations perform in an equivalent manner

*21 CFR §320.24

Policy:

-Assumes that the innovator product is safe

Medical Device Approval

Steps to Obtaining Marketing Clearance:
1) Make sure that the product that is being marketed is a medical device

*Does it meet the definition of a medical device in §201(c) of the FD&C Act

     2) Determine how the FDA will classify device

*Identifies level of regulatory control that is necessary to assure safety and effectiveness of the device

3) Development of data and/or information necessary to submit a marketing              application, and obtain FDA clearance to market



*Clinical performance data is required

*Must be done in accordance with FDA’s Investigational Device Exemption

Pre-market Requirements: Labeling, Registration, Listing

Post-market Requirements: Quality System, Medical Device Reporting

Regulation of Prescription Drug Promotion

Advertising:

CFR:

§202.1 – Prescription Drug Advertising
§301 sets out the violations and can be reduced to two concepts:

1) Adulteration

2) Misbranding – Info that is false or misleading or in the case of advertising not stating the key fact or with labeling does not include correct instructions on use

§312.7 – Pre-approval promotion

§314.550 Subpart H, Accelerated Approval

Compliance with FFD&C

· Drug promotion must be consistent with approved product labeling or package insert

· Claims must be supported by substantial evidence

· Two adequate, well-controlled clinical trials in general

· Promotion must not be false or misleading

· Look to §301

· Better or more effective

· Safer (fewer side effects, lower severity)

· Comparative claims (better or safer than other products) without substantial evidence

· Misleading presentation of data

· Promotion outside labeled uses

· Promotion must be balanced

· Must show risks and efficacy

· Promotion must reveal all material information

FDA sets forth:

· What you can say about your product

· What you must say about your product

· What you cannot say about your product (specified in the regulations)

Operations:

· DDMAC – Division of Drug Marketing, Advertising and Communication

· Reviews Promotional labeling: Whenever a manufacturer (or someone on its behalf) mentions a product, the communication is promotional labeling
· Types of product claims: efficacy, safety, comparative, superiority

· Ensure compliance with FFD&C Act

· Advice to industry and within FDA

· Surveillance of labeling and advertising

· Enforcement

· Guidelines and policy development

· Research

· How does DDMAC review each type of claim? (What type of substantiation do you need to support each type of claim?)

· Efficacy

· Safety

· Comparative

· Superiority

*Ensures that product labeling accompanies materials

· Jurisdiction

· Labeling – FDA deals with both prescription and over-the counter

· Audio, video, or printed matter including brochures, booklets, mailing pieces, file cards, bulletins, calendars, price lists, catalogs, letters, exhibits, slides, etc.

· Supplied or disseminated by the manufacturer, distributor, packer, or any party acting on behalf of the sponsor

· Advertising – FDA deals with prescription, FTC deals with over-the-counter

· Published journals, magazines, newspapers, and other periodicals

· Broadcast through media such as radio, television, and telephone

· Disseminated with “Brief Summary”

· CBER/CDER Consolidation

· CBER is the division of FDA responsible for the regulation of biological and related products. Current authority for this responsibility in certain sections of the FDA Act

· CDER is the division of the FDA responsible for the evaluation and approval of new brand and generic prescription drugs as well as over-the-counter medications. CDER also monitors drug advertisements and enforces the Food, Drug & Cosmetics Act

· Transfer of therapeutic products from CBER to CDER

· Transfer of review of the promotional materials for these products from APLB to DDMAC

· DDMAC and APLB worked together for smooth transition

· Personnel Update

Types of Ads

· Help seeking

· About the disease, not a particular drug (can’t even suggest a drug)

· Educate consumers and doctors (guidance)

· Not considered advertising or labeling

· Combinations: Can’t combine with a reminder or full product

· Coming Soon

· Name recognition; drug about to be approved

· Only mention drug’s name, make no representations about the drug

· No regulations or guidance

· Institutional

· About the company; philosophies, etc.

· Reminder

· Name-recognition

· Flash in the name, no representations

· There is a regulation on this

· Full Product

· Information about efficacy and risks

· Can’t disclaimer away risks

· Superiority claims must be substantiated

· Can’t highlight an insignificant finding, overstatements, etc.
Prescription Drug Advertising

What information must be included in a prescription drug advertisement?


-Certain basic product name/ingredient information (your claims)


-Risk information (fair balance)

Types of Review that DDMAC Does:

· Same claim review 

· Brief summary must accompany materials instead of full prescribing information

· FFDCA requires that all print advertisements for prescription drugs contain “information in brief summary relating to side effects, contraindications, and effectiveness as shall be required in regulation”

· Regulations require that the “brief summary” include “each specific side effect and contraindication” (all risk concepts)

· Manufacturers historically complied by reprinting risk-related sections of product labeling

· Verbatim reprinting is not required

· Focuses only on the presentation of risk information in the “Brief Summary” in consumer-directed print advertisements

· Does not address the risk presentation in the main body of the advertisement

· Exception: Reminder advertisements

· 21 CFR §202.1(e)(2)(i) - Ads that call attention to the name of a drug or device, but do not make any direct or implied representations about indications, dosage recommendations, or other representations of safety or efficacy

· No brief summary needed because no claims are made

· Watch out for claims that will cause the ad not to be a reminder ad & hence trigger brief summary & other requirements

· Simple words may create a claim (“new”)

· Images may create implied claims (heart-shaped image on a “reminder ad” for a heart medicine)

· Direct-to-consumer

Conditions on Marketing and Entering a Product into Interstate Commerce (Labeling/Promotional Materials):

Steps in the Review of Promotional Materials:

-Review the approved product labeling

-Assess the promotional piece for compliance with the labeling

-Check internal history

-Determine course of action

FDA-approved patient labeling:


*Medication Guide


*Patient Information


*Patient Package Insert


*Information for the Patient

-Reprinted as approved or reprinted risk information only

*All contraindications 


*All Warnings 


*Major precautions (New rule = all precautions)

*3-5 most common non-serious adverse actions (New rule = most common adverse reactions)

*New rule includes boxed warnings

“Highlights” as the Brief Summary

· Because this is a consumer audience the “Highlights” – based Brief Summary should be written in consumer-friendly language

· The Brief Summary should not contain technical, scientific terms or jargon

Advice to Industry/PhRMA’s Prescription Drug Advertising DTC “Guiding Principles”

PhRMA
-Voluntary industry guidance only

-Promulgated in July 2005 in wake of criticism against industry for DTC ads

-Acknowledges role that DTC ads have in serving the public health

-Strives to reinforce these public health benefits

PRINCIPLES:

-Many principles reiterate a commitment to follow FDA regulations (no false or misleading ads)

-They go further than what the FDA requires
Some Include that Ads/Companies Should: 

· Make clear whether a drug is prescription-only

· Foster “responsible communications” between health care providers & patients

· Spend “an appropriate amount of time to educate health professionals about a new medicine or a new therapeutic indication before commencing the first DTC advertising campaign”

· After campaigns “should new and reliable information indicate a serious previously unknown safety risk”

· Submit all new DTC television ads to the FDA before releasing these ads for broadcast

· Include info in reference to the availability of other options (diet, lifestyle) where appropriate

· Clearly state indications (& associated risks)

· Use clear, understandable language, without distraction from content

· Respect seriousness of the health condition

· Avoid audiences that are not age-appropriate

· Where feasible, include info re: help for uninsured

Ads that Don’t Mention Product Name (Help-Seeking Disease Awareness Ads):
-Help seeking or Disease awareness materials

*Discuss a particular disease or health condition without mentioning or making representations or suggestions about any specific drug or device

*Can be directed to health care practitioners or consumers

*Consumer-directed disease awareness communications are commonly known as “help-seeking”


*Important for under-diagnosed, under-treated health conditions
-Regulations

*FDA regulates advertising and promotional labeling for prescription drugs and restricted devices

*Advertising and labeling must disclose risks

*Disease awareness communications may not be advertising or labeling

-Characteristics


*Discuss a disease or health condition

*If consumer-directed, advise audience to see doctor for diagnosis and/or treatment

*If doctor-directed, encourage awareness/diagnosis/treatment of disease

*Do not mention a particular drug or device

*Do not include any representation or suggestion relating to a particular drug or device

-FDA recommendations


*Be disease-specific


*Enhance education


*Be clear and accurate


*Identify the population at risk or affected by disease/health condition


*Refer consumers to a health care practitioner for more information


*Contain a responsible public health message

-Combinations

*Disease awareness communications can be regulated as advertising/labeling if they mention a specific product or contain representations/suggestions regarding a specific product

*May occur when combined with other product ad


- Disease awareness + reminder


- Disease awareness + full product

Watch out For:
Created with the Intention of Being a Disease Awareness Communication, but may be perceived as a Direct-to-Consumer Advertisement:

· When disease awareness piece is presented:
· In close physical or temporal proximity to a reminder or full product piece

· Which is not perceptually distinct from the disease awareness piece

· Audience receives information about disease and product approved to treat disease – constitutes ad/labeling – can violate regulations (lack of risk disclosure)

Perceptual Similarity:

· Communications that are perceptually similar rather than distinct are likely to be linked together in memory

· Includes:

· Themes such as story lines

· Presentation elements such as background music, colors, logos, narrator, tag lines, graphics, etc.

· This is the determinative factor

Temporal Proximity

· Closer perceptually similar ads are presented in time, the more likely they will be remembered together as one entity

· Agency requests comment on whether:

· Any data are available regarding specific criteria for defining close physical or temporal proximity
· Utility of developing specific criteria

Carve-Outs to the General Rule on What Triggers FDA Regulation:

1. Response to unsolicited medical inquiries

a. If manufacturers receive an unsolicited request for medical information from a health care professional, they may respond to it without following all of the FDA’s promotional labeling and advertising regulations (i.e., they may respond to such inquiries with information outside of the product’s approved or permitted label if responsive to the inquiry)

b. Must be truly unsolicited (not prompted)

c. Responses should be presented in the spirit of scientific exchange (no claims – just the clinical/medical facts; objective & balanced presentation of information including risks; disclosure of any off-label uses and any data limitations)

d. Rules do not vary by title or function (e.g., sales rep vs. medical liason), but as a practical matter, companies generally limit who can respond to such inquiries

2. Independent educational activities

a. The FDA does not govern scientific and educational activities that are independent and non-promotional
b. Independent and non-promotional activities do not trigger the FDA’s promotional labeling and advertising regulations

i. Manufacturers may provide grants to support educational activities, even if the activities discuss unapproved products or uses outside of a product’s approval or permitted label, provided that such activities are both non-promotional and free from the manufacturer’s influence

c. ISSEA Guidance

i. The FDA’s Guidance on Industry Support of Scientific and Educational Activities, sets forth a series of factors that the FDA recommends considering when evaluating the independence of the activity

ii. Not all inclusive, other facts and circumstances may be relevant

iii. Violation of 1 or more of the factors does not alone necessarily render an activity promotional or non-independent. But, one egregious violation may

iv. The factors should be considered in context and as a balancing test to help assess whether the activity is truly independent and non-promotional

1. Non-promotional

a. Does not define “non-promotional,” but content that is commercially biased is likely to render the activity promotional, even if the manufacturer did not influence the content
b. An activity may be promotional if the manufacturer intends to and does use the content for promotional purposes even  if the manufacturer did not influence its content (dissemination of enduring materials by reps; sponsorship of repeated presentations of positive content)

2. Independence

a. Control of content & selection of presenters & moderators

b. Disclosures (company funding; relationships to company; unapproved uses)

c. Focus of the program (educational or promotional theme, title accurately reflect discussion)

d. Relationship between providers & supporting company

e. Provider involvement in company sales or marketing activities

f. Provider’s demonstrated failure to meet standards of objectivity, balance, scientific rigor & independence

g. Multiple presentations of same program

h. Audience selection (influenced by company supporter, reflective of sales or marketing goals)

i. Opportunities for discussion

j. Further dissemination of materials by or at behest of company supporter (other than in response to an unsolicited request)

k. Ancillary promotional activities

l. Complaints regarding company attempt to influence content

Tips:

-As part of the compliance program, set up a standard review process for educational grant requests that is modeled on the ISSEA Guidance to minimize any actual or perceived attempts to influence content or use for promotional purposes

-Make compliance with the ISSEA Guidance and relevant accreditation guidelines a condition of grant support 
3. Scientific reprint dissemination 

a. §401 of the FDMA provides that manufacturers may disseminate peer-reviewed scientific journal reprints concerning unapproved uses of FDA –approved drugs to health care professionals without triggering FDA promotional labeling and advertising regulations provided that manufacturers follow §401 conditions
b. Due to its extensive conditions & requirements, §401 is extremely limited and difficult to meet

c. Critics charged that §401’s onerous conditions amounted to an unconstitutional restriction on valuable scientific exchange (free speech)
DDMAC’s Advice/Requirements for Submission by Industry

· Provide advisory comments on draft promotional materials

· Product launches

· Professional promotional materials

· Direct-to-consumer materials (DTC)

· Non-launch

· Usually voluntary submission; pre-submission required for certain drugs

· Pre-submission required for certain drugs

· Materials to be used in first 120 days after approval must be submitted before approval

· Materials to be used after first 120 days must be submitted 30 days before time of first use

· Advice Within FDA

· Provide consultation

· Draft labeling consultation for new drug products

· Cartons

· Dear Healthcare Provider letters

· Trade names
Enforcement

· Broad issues

· Omission/minimization of risks

· Promotion of unapproved uses

· Unsubstantiated claims

· Efficacy

· Outcomes

· Survival

· Safety

· Comparative

· Broad Scope of Promotion

· Journal ads

· Sales aids/detailers

· Sales representatives

· Commercial exhibit halls

· DTC broadcast ads

· DTC print ads

· Websites

· How does DDMAC Regulate?

· Voluntary Compliance

· Advisory comments

· Guidance documents

· Educational efforts

· Comprehensive surveillance and enforcement program

· Disseminated materials are submitted to FDA at time of initial use

· Post-marketing reporting requirements (Form 2253)

· Promotional materials DO NOT have to be submitted prior to use

· Pre-submitted requirements do

· Conference attendance

· Complaints

· Competitors, practitioners, consumers

· Enforcement Actions

· Untitled letters/Notice of Violation (NOV)

· Warning Letters (WL)

· Injunction/Consent decree
· Seizures/Criminal action
Final points:

-FDA is only one player in the advertising arena

-Risks need to be managed internally before use of materials

-Develop a promotional strategy for each campaign to address risk

Labeling:

Physician

How doctors learn:

· Journals

· Pharmaceutical representatives
· Scientific exchange (outside control of drug companies)
· Clinical trials (bound by ethics)
Doctor’s Approach to Off-Label Use

· AMA says that doctors are free to use the drug however they want, learn about it however they want, and the FDA doesn’t regulate any of this

· Our system seems to be set up to lead towards off label use
· FDA’s mission (consumer protection agency) vs. doctor’s mission (clinical benefit to individuals)
Influences on Prescribing Habits (how often and for what):

· Consumers

· Manufacture loyalty
· Insurance reimbursement
· Sampling
· Doctors’ knowledge about the drug
Bradley v. Weinberg

Facts: Group of docs and a diabetes patient petitioned FDA to prevent them from alerting label of hypoglycemic drug due to study (FDA wanted study to go into label, Plaintiff’s did not)

· Under admin law, first need to go to agency to have a final ruling before going to the courts
· Once agency makes a finding, you can challenge it with an ALJ
· Here, seeking an injunction to try to circumvent the process
Holding: FDA responsible for determining scientific rigor and what goes into a label

Notes:

· Citizens petition to ask them to rule on issue, FDA has 180 days

· Must exhaust all administrative processes
· Daring to Disagree with the FDA (Note 2, page 344)
· Administrative standard is high – Arbitrary and capricious (total disregard for administrative process)
· To air true disagreement, take your case to the public and allow scientific exchange to determine who is correct
This case stands for:

· Fair balance and risk of benefits

· In the government’s mind it is their own opinion that matters (their belief and construct around the agency is that they are the final scientific arbiter) – FDA is the scientific arbiter
-A lot more deference is given to the original medical device manufacturer, FDA can only regulate in a few specific instances

Patient Labeling:

-Patient labeling is not required but may be part of negotiation to get drug to market – very few categories require patient labeling (Pg. 347)

-Unconstitutional interference with practice of medicine

PMA v. FDA
-Facts: Pharmaceutical trade association challenges regulations that require patient labeling for drugs containing estrogens


- P claims FDA lacks statutory authority to require patient package inserts



*P: Statute only discusses doctor labeling



*FDA: Arguing safety

-P claims FDA is restricting the constitutional rights of physicians and state – states have the right to regulate the practice of medicine and the FDA is infringing

-Court agreed that the physician is sort of the primary resource of conveying risk to patient, but that doesn’t mean the FDA can’t impose patient labeling requirements

-Holding: FDA has a rational basis (Factual basis)

-Notes:

- Court went further than normal by ratifying the science and policy promulgated by the FDA

-After the case, there was an amendment to the FDCA to require patient labeling for drugs containing estrogen

-Law and regulations for lowest common denominator or law and regulations for where we want to go

Henley v. FDA

-Facts: P is a member of a women’s health association, petitioned the FDA to amend the warning label required for oral contraceptives to list the risk of breast cancel (FDA had it on there but took it off in favor of a more general warning)


- FDA denied the petition

- FDA claimed animal studies were not dis-positive because animals received higher dosages
-Holding: Must defer to FDA’s decision because not arbitrary & capricious – legitimate scientific rationale for scientific decision (rational connection between decision and studies)

-Notes: In today’s environment, much less likely that FDA would downgrade a warning

Preemption:

State Interest





Federal Interest

-Right to protect the health and safety

-Interstate commerce

Of its citizens

-Tort damages are recovered at the

State level

Conflict preemption exists where either:

1) State law stands as an obstacle to the accomplishment and execution of the full purposes and objectives of Congress OR

2) It is impossible for a party to comply with both state and federal law

State Tort Claims for Inadequate Drug Warnings

· Claims preempted

· FDA declined to require suicide warnings; tort liability limited to label

· Colacicco v. Apotex
· Facts: W committed suicide after taking Paxil generic for 22 days; H sued for failure to warn of suicide risk

· Issue: whether regulations of a federal agency, promulgated pursuant to federal statute and implementing that statute, require the court to dismiss

· Holding: Congress granted control to the FDA to regulate the prescription drug industry, including authority to regulate the “specifics of drug labeling”

· Reasoning: Deference to agency

· Failure to warn preempted by FDCA

· Name brand manufacturer did not owe duty to consumers of generic because foreseeability stretched too far

· Manufacturer has affirmative duty to enhance warning labels when evidence exists of a risk that is not included on the FDA-approved version of the label

· McNellis v. Pfizer
· Facts: Decedent was prescribed Zoloft, 6 days later prescribed higher dose, two days later committed suicide; claimed that failure to warn physician caused decedent to take Zoloft and become more prone to suicide

· Holding: FDA’s regulations “empower drug manufacturers to enhance the labeling warnings beyond the approved texts when risks emerge”

· Notes: Manufacturer had to get the info out there

21 CFR
§201.56 General Requirements

· Labeling must:

· Contain a summary of essential scientific information for the safe and effective use of the drug

· Be informative and accurate and neither promotional in tone nor false or misleading

· Be based whenever possible on data derived from human experience. No implied claims or suggestions of drug use may be made if there is inadequate evidence of safety or lack of substantial evidence of effectiveness

· Be updated when new information becomes available that causes the labeling to become inaccurate, false, or misleading
Overview of the FDA Amendments FD&C of 2007

I. PDUFA – Prescription Drug User Fee Act
· Authorizes FDA to collect fees from companies that produce certain human drug and biological products

· Fees will provide support for:

· Preparing and implementing a 5-year plan to modernize drug safety including improving communication and coordination between the post-market and pre-market review staff

· Conducting and/or supporting activities designed to modernize the process of pharmacovigilance

· Developing with sponsors, reviewing, and monitoring implementation of risk management plans, and

· Related activities

· Required Fees

· Application fees

· Establishment fees

· Product fees

· Fee Waiver

· Small business fee waiver

· Businesses with less than 500 employees and no products already introduced may qualify

· Advisory Review of DTC Ads

· New for PDUFA IV

· Fees for advisory review of DTC television prescription drug ads

· Helps ensure TV advertisements communicate information to consumers that is accurate, balanced, and adequately substantiated

· DTC Review

· Voluntary

· Fees collected are separate from PDUFA fees

· More timely review of TV ads

· Not all companies do DTC ads

· Charge for each review requested 120 to 60 days before FY 08

· Based on $6.25 million divided by number of submissions

· But capped at $83,000 for 2008

· Operating reserve fee for 2008

· Ensure stable funding for one year of reserves

· Drug companies can receive input on whether its advertisements are permissible

· Prospective comments from FDA may minimize the costs of future corrective measures

· Will increase incentives for voluntary submissions resulting in better quality ads

· Must notify FDA of all DTC advertisements being submitted for the coming fiscal year in advance

· DTC Advisory Review Penalties

· Failure to pay fees/late payment

· Must pay 150% of the fee unpaid for the deadline

· Exceeding number of submissions

II. MDUFMA – Medical Device User Fee Act
· Authorizes FDA to collect user fees from the medical device industry in order to expedite the review of device applications and assure the safety and effectiveness of medical devices

· Three Important Provisions:

1) Implemented user fees for pre-market review. The revenues from these fees were targeted to allow the FDA to provide patients with an interactive and rapid review of the medical device industry

2) It permitted established inspections to be conducted by accredited persons, whom were third parties, under carefully prescribed conditions

3) It established regulatory requirements for reprocessed single-use devices, including provisions requiring the submission of additional data on devices now being processed

· What is new with MDUFMA II

· New types of user fees were added

· Fee for making modifications to manufacturing procedures and methods and or a request to classification information

· Every sponsor submitting a medical device must now submit an annual fee. This fee is mandatory to maintain registration

· New refund provision for modular applications that are withdrawn

· The user fees for small businesses were reduced

· Reduces the rates paid by firms, meeting the definition of a small business

· Designed to enable small business to submit medical device applications without financial hardship

· The Third party program was streamlined and expanded

· Streamlines the administrative process associated with qualifying for the program

· Expands participation in the program – manufacturers are now permitted to use a third party inspector for all types of applications

· Permits the industry to voluntarily submit to the FDA reports for them to consider for establishing inspectional priorities 

· Electronic registration and reporting is now required

· Submit their registration by electronic means

· Increased public awareness

· New penalties were established for violations

· Failure to make a payment of a user fee will render the submission incomplete. Thus, the FDA will not accept the submission at all

III. Pediatric Medical Device Safety and Improvement Act

· Section 302: Tracking pediatric device approvals – addition to Chapter V, section 515

· Section 515A: Pediatric Use of Devices

· Protocol required in order to obtain approval for a specific pediatric device intended to treat, diagnose, or cure any pediatric subpopulations

· An annual report showing the number of devices approved in the year preceding the year in which the report is submitted for pediatric subpopulation for number of devices, labeling and fees

· Determination of pediatric effectiveness based on similar course of disease or condition or similar effect of device on adults

· Section 303: Modification to Humanitarian Device Exemption

· Section 520(m) of the FD&C is amended

· Section 304: Encouraging Pediatric Medical Device Research

· Section 305: Demonstration Grants for Improving Pediatric Device Availability

· Section 306: Amendments to the Office of Pediatric Therapeutics and Pediatric Advisory Committee

· Section 307: Post-market Surveillance 

· Section 402: Reauthorization of Pediatric Research Equity Act

· Section 403: Establishment of Internal Committee

IV. Pediatric Research Equity Act of 2007

· Section 404: Government Accountability Office Report

V. Best Pharmaceuticals for Children Act of 2007

· Section 502: Reauthorization of Best Pharmaceuticals for Children

· Section 409I: Program for Pediatric Studies of Drugs

· Section 503: Training of Pediatric Pharmacologists 

VIII.    Expansion of Data-Bank for Clinical Trials

IX. Post Approval Surveillance of Drug Safety

X. Food Safety

Drug Pricing and Price Controls

· Federal Efforts

· Tap Pharmaceuticals vs. HHS
· Facts: P seeking to challenge a Medicaid reimbursement policy that reduces amount paid for a prostate cancer drug to the amount paid for a similar drug

· Government is looking to formulary system to determine whether two drugs are the same (bad because may have conflict, have same efficacy but different routes of administration and different safety profiles). Some doctors prefer Lupron to Zolvadex because of its less invasive means of administration
· Issues: Standing to challenge formulary policy

· TAP argues:

· The new reimbursement policy violates a Medicare regulation that reimbursement should be based upon:

· “the lower of the estimated acquisition cost or national wholesale average price of the drug”.

· TAP further supports its claim by indicating that there was no scientific basis for the reimbursement policy to begin with and therefore it should reimburse for all “reasonable and customary” costs

· HHS argues:

· The governmental interest is to ensure that the “elderly receive affordable medical insurance”

· By limiting the reimbursement to “reasonable and customary” costs Congress intended to protect the financial integrity of the Medicare program

· TAP is not an interested party

· Court analysis:

· Was “TAP’s affected interest among those Congress sought to protect”?

· Statute seeks to make the best medicine more readily available than it would be without Medicare Part B

· Lupron policy does that

· Provides access even if patient needs to subsidize some of the cost

· TAP objects to policy because it fails to make Lupron available on the same basis as Zolvadex

· Statute does not require that different treatments for the same indication be made available on the same basis

· Just that the “best of modern medicine be more readily available to the aged”

· Notes:

· A “formulary” is a committee that’s charged with determining which drugs/services they want to provide access to

· Hospitals, insurance carriers, and government entities have these bodies because of quality and money

· The more restrictive the access, the more standing

· State Efforts
· Vermont v. Leavitt
· Facts: VT Agency of Administration filed a citizen petition to the FDA requesting that Vermont State Employee Medical Benefit Plan be allowed to establish a program for the orderly individual importation of prescription medicines

· FDA’s arguments:

· Denied petition eight months after filing

· FDA’s view is that FDCA creates a “closed” system which strictly limits the importation of prescription medication

· Further, drugs obtained from foreign sources have been of unknown quality therefore the Agency cannot provide adequate assurance that they are safe and effective for the intended use

· Court’s Holding:

· VT is asking the FDA to approve a program that is illegal

Areas of Interest to the OIG and Fair Market Value Payments to Physicians

· Anti-kickback Statute (42 U.S.C. §1320a-7b(b)) – prohibits individuals or entities from knowingly and willfully offering, paying, soliciting or receiving remuneration to induce referrals of items or services covered by Medicare, Medicaid or any other federally funded program

· Legitimate discounts are allowed

· Legitimate fee for service arrangement

· Federal False Claims (31 U.S.C. §3729-3733) – The whistleblower law. FCA provides a mechanism for liability to attach when a person knowingly presents a false claim to be paid by the government

· Standardization

· Contract process that shows that whatever company is paying consulting physicians is fair

· FMV (from tax code): Arms length transaction between unrelated parties

· Government Interest:

· Take potential bias away

· Get rid of kick-back statute

· Recommendations of what would help in government inquiry

· Establish flat fee by specialist or activity

· Monitoring

· Additional fees: Travel fees

· Training sales reps on compliance principals

· Key questions for implementing a standardization system:

· What does everyone else pay?

· What are our payments ranges – What is the gap?

· Who is making payment decisions?

· What are our current payment criteria?

· What are audit results from OIG?

· What does he (expert) expend?

· Local regulatory issues? [clinical trial costs]

· How do you measure success?

· What is the “danger range”?

· Do we need a cap?

· How do we explain any change in payment?

· Internal audit?

· Does he deserve premium?

· What are the costs to implement the program?

· Current data source?

· What does the training program look like?

Managing Incentives for Innovation
· Intellectual Property

· Diamond v. Chakrabarty
· Individual filed patent assigned to his employer

· Human made, genetically engineered bacterium capable of breaking down multiple components of crude oil

· Property is not possessed by naturally occurring bacteria

· What did he try to patent? – the process by which is east the hydrocarbons; the genetic code of the bacteria and the things the bacteria is carried on

· (the bacteria eats oil and the bacteria was original)

· What did the patent provide for?

· Process patent

· Claims for carrier materials

· Claims for bacteria themselves

· Patent Review – Takes 9 to 10 years to get approved

· Approved process patent

· Approved patent providing for carrier material

· Rejected patent application for bacteria themselves

· Grounds for Rejection

· Micro-organisms are “products of nature”

· Living things are not patentable subject matter

· Appeal Process

· Does the micro-organism constitute a “manufacture” or “composition of matter” within the meaning of the statute

· Broad discretion

· However, the laws of nature, physical phenomena, and abstract ideas have not been held patentable

· Court finding on First Principle

· Confirmed that micro-organism is not natural therefore patentable

· University of Rochester v. G.D. Searle & Co.
· Facts: Screening assay for the use in determining whether a drug displayed a particular activity. Sued drug companies who sold products which depended upon this particular activity seeking monetary damages and injunction

· Issue: Was the patent simply to broad? – You must be specific enough in your patent

· Court indicates: “There is no language here, generalized or otherwise, that describes compound that achieve the claimed effect”

· What should universities do in response to this case?

· Get people to carefully review the contract

Utilization Errors and Medical Malpractice

· Consideration of how medical providers use or dispense drugs and devices

· Hospitals and pharmacies

· “retailer” subject to strict liability only as to manufacturing defects

· Negligence standard for cases of design or informational defect

· Physicians

· Magrine v. Krasnica
· Facts: Dental procedure. Needle broke in jaw. Retailer sells product to consumer. Medical device sold to physician. Patient engages dentist to perform professional service.

· “Risk Distributing Theory”

· Dentist could cover his liability by insurance

· Medical malpractice covers his professional services not the liability from products he buys to allow him to administer services

· Malpractice law imposes liability on the professional who performs his services negligently

· To go beyond this scope would not be good public policy

· Tanuz v. Carlberg
· Facts: Vitek implants 1983. Self-medicated for pain. TV show prompted contact by patient. Implants removed in 1993. Physician told her to return if she had pain. He referred her to have splint replaced. Advice was ignored. In 1990 a safety alert sent a note to patient. In 1991 the safety alert was returned, all abilities to contact her were exhausted. In 1993 the patient returned and had the implants removed.

· The physician is not strictly liable as a matter of policy for using the implant later shown to be defective

· Duty to warn patients of information obtained after procedure

· Patient failed to show he had breached his duty
