
[image: image2]

Bringing a Drug or Device to Market 
Public Relations Implications
An Overview of the FDA Approval Process 
2nd Edition

November, 2005
Mark Senak, J.D -– Drugs and Biologics – 202-828-9703
FDA OVERVIEW

TABLE OF CONTENTS










        Page
Structure and Background of the FDA



1
Testing a Drug or Biologic – Clinical Trials


2
Pre-Clinical Trials






2

Phase 1 Clinical Trials





2

Phase 2 Clinical Trials





2

Phase 3 Clinical Trials





3

Phase 4 Clinical Trials





3
Current Regulatory Environmental Factors – Post Vioxx
3

NDA or BLA Submission






7
Drug or Biologic Advisory Committees



8
Outcomes – Approval or Not and What’s in Between

11

Announcing Approvals





12


Timing






12
Press Releases 





13
Talk Papers






13


Overview of Media Milestones



13
DDMAC








14
Glossary of Terms







19
Note:  The information in this booklet is advisory only and should not be construed as the final word.  Rather it reflects (i) a snapshot in time – policies at the FDA can change, and (ii) is based largely on experience at dealing with the FDA, which is not always definitive.  Therefore use this is a guide, not the final word on matters.  If you have questions, call Mark Senak at 202-828-9703.  Thanks.  

Structure and Background of the FDA


The Food and Drug Administration (FDA) is a part of Health and Human Services (HHS), which is itself, part of the Executive Branch of the government, reporting to the President of the United States.  The charge of the FDA is to promote the safe entry of goods into the consumer market – including food, cosmetics and medicines.  


For our purposes, we will focus on drug, biologics and device approvals.  Drugs and biologics are examined for safety and efficacy by the FDA prior to their entry into marketplace to be prescribed by physicians.  The FDA is divided into several different divisions and the three we will focus on are the 
· Center for Drug Evaluation and Research (CDER) 
· Center for Biologics Evaluation and Research (CBER), and

· Center for Devices and Radiological Health (CDRH).  

These divisions are further subdivided into units that are responsible for considering specific therapeutic areas (e.g., gastroenterology) and each division has a division head that drives the process and relationship with the sponsoring company as a drug is being considered for approval.  It is the division head who will call an Advisory Committee meeting and will draw up the questions that he/she wants to ask of the committee.  


The legislation authorizing the FDA is the Food, Drug and Cosmetic Act of 1938 (the “Act”).  In 1992, the Act was amended with the Prescription Drug User Fee Act (PDUFA – pronounced, believe it or not PADOOFA).  PDUFA charges fees to pharmaceutical companies for reviewing drugs.  The revenue generated from this arrangement allowed the FDA to hire additional reviewers.  This was an experiment to see if it would speed up review times by getting a new source of funding for the FDA and thereby allowing it to hire more staff to speed up review.  The experiment has been successful and is being emulated elsewhere in the FDA with similar legislation. In 1997 the legislation was amended with the Food and Drug Modernization Act (FDAMA) which made allowance for Fast Track approval (see glossary).  


For our purposes, we will first consider the approval of a drug or biologic, which have similar processes.  Following separately will be a section devoted to outlining the approval process for devices.  

Testing a Drug or Biologic – Clinical Trials


As a molecule is investigated for its potential as a therapeutic drug, it will be tested along the way to determine safety and efficacy.  There are preliminary tests followed by three phases of primary clinical trials which you need to know about, as well as a fourth that will sometimes appear after the drug is approved.  

· Pre-Clinical Research – Prior to beginning actual testing in humans, there will be pre-clinical testing done on a molecule that is a drug candidate.  During this time, there will be some short term (2-3 weeks) animal studies conducted and longer term (from 3 weeks to several years) animal studies will begin.  These studies will be conducted at the drug company laboratories and will usually involve two or more species, both rodent and non-rodent.  The shorter term studies will look at how the drug is processed in the body while the longer ones will look at carcinogenicity and teratogenicity.  The company begins by targeting a disease and then will seek a chemical compound to treat it through a variety of methods, each varying in length of time, reliability and expense.  These studies are important because a drug may often cause an adverse experience in animals that isn’t realized in humans, but which cause a great deal of scrutiny as a result.
  Once done with pre-clinical research, the sponsor will submit an Investigational New Drug Application (INDA) outlining its plans for clinical trials, which the FDA has 30 days to review and approve.  

· Phase 1 Clinical Trials – This is the first introduction of the drug into human beings.  The length of these studies will be about a year and the drug will be used in healthy humans, with a few exceptions such as drugs that treat HIV or cancer.  The studies will determine a range of doses, record side effects and observe some efficacy, though that is primarily reserved for later trials.  Essentially this phase of testing is an initial look into safety in humans.  

· Phase 2 Clinical Trials – This will begin with a few hundred patients and will be designed to look more closely at efficacy.  Therefore it is necessary that unlike Phase 1, the study subjects will have the disease or condition that the drug is seeking to treat and the dose ranges are more defined than in Phase 1.  These studies are closely monitored and will reveal short term side effects and will last between one and three years.  

· Phase 3 Clinical Trials – These are arguably, the most important trials when it comes to both the scrutiny of the Advisory Committee and the interest among the media/public/third party groups.  Usually this phase involves two well-controlled clinical trials that are double blinded and number between 1000-5000 patients, lasting for two-three years.  These trials serve as the basis for judging how the drug will do in the larger population and seek to firmly establish efficacy and longer range safety issues.  However, not all long-term safety issues come to light during Phase 3, which may necessitate further study.

· Phase 4 Clinical Trials – also known as Post-Marketing Studies, are studies that the sponsor company agrees to conduct after the approval of the drug and after the drug is out on the market.  The caveat here is that the FDA does not currently have any real enforcement mechanism for Phase 4 trials, though some policy makers would like to change that.  This means that while an Advisory Committee may recommend a Phase 4 study, and the FDA similarly makes such a request – even if the company agrees to conduct them, the FDA has no ability to make them comply once the drug is approved.  Phase 4 trials are usually requested to ensure that the safety assessment holds up once the drug is released into the wider population, but may be used to determine use patterns, ability of patients to comprehend instructions, etc.  Phase 4 trials are often referred to as a “Phase 4 Commitment.”
Current Regulatory Environmental Factors – Post Vioxx

There is a common mindset these days to speak of the “Post-Vioxx” era, as if the withdrawal of that particular drug from the market shoved the entire pharmaceutical industry into a new age.  While there is no question that the Vioxx withdrawal and accompanying public scrutiny on pharmaceutical clinical trials and marketing practices has brought about a seismic shift, but we would be doing ourselves a disservice if we perceived the challenges being faced by the pharmaceutical industry over the course of the next few years solely viewed through a lens of the Vioxx experience.  That just heaps too much responsibility onto one drug and reacting to that single development leaves industry hobbled in meeting the challenges that are going to be faced over the period of the following two years.


Rather, the Vioxx situation is just one of a series of events that taken together, are shaping a new environment for the pharmaceutical industry that will touch everything ranging from marketing practices to clinical trial recruitment to post-marketing practices.  Some of these factors are industry-centered and are cause for some industry introspection.  Many of the factors with the most potential to bring about change though have not to do with the industry as much as for the agency that regulates it – the Food and Drug Administration.

Long before Vioxx, the FDA began what could aptly be described as an annus horribilis.  The result has been that while the FDA has traditionally enjoyed a reputation for constructing the world’s “gold standard” in terms of drug review, approval and safety, after what can perhaps best be described as a series of unfortunate events, many now feel that what the FDA offers is more gold-plated than gold standard.  

Consider first the experience with ephedra.  In early 2004, after a series of widely reported adverse events and in the wake of many fervent and widespread calls for the ban of ephedra, the agency acted slowly and methodically and finally removed it from the market, creating the impression among many consumer safety advocates that the agency was a follower and not a leader.  By itself, that impression would have dissipated over time had it not also been for a similar experience in 2004 with, what was again perceived by many to be a lack of speed with respect to the re-labeling of anti-depressants for use in adolescents.  

But it was the autumn that would tarnish not only the leaves on trees, but the gold standard of the FDA.  On September 30, 2004 came the seismic withdrawal of Vioxx.  But within a week, there was an aftershock when the British Health Authorities closed a flu vaccine producing facility in Liverpool, England without the prior knowledge of the FDA.  For the public, this meant waiting for hours in long lines to become vaccinated, reading headlines heralding a flu shortage, to find out only later that the shortage may have been something of a mirage.  The public perception could reasonably be characterized at this point as questioning whether anyone knew what was going on.

The result was a spate of Congressional hearings, which only made blacker the black eye being suffered by the agency.  At those hearings, held within a week of one another during November, there were questions about how well the agency was regulating the industry, especially given the fact that so much agency budget is derived from the very industry it regulates.  What did the agency know about Vioxx and when should it have known something.  It was further revealed that the agency knew of problems at the manufacturing facility in Liverpool, but did not act to correct them other than through advisory letters.  

As if this were not a public relations debacle for the agency, also during the week of Congressional hearings one of their own, Dr. David Graham, stood before members of the Senate and announced that the agency was not capable of protecting public health, instantly achieving media darling status and the mantle of Whistleblower, bolstered by moves by members of Congress to ensure his continued employment at FDA.  His sentiments were reinforced when a poll of FDA employees revealed that 20% of employees agreed that the agency was not doing an adequate job and that dissent was often stifled.  

The year ended with a bang.  The Journal of the American Medical Association editorialized that the Agency was not in a position to be able regulate industry effectively and called for reform.  It was a horrible year.

The New Year has not been much kinder.  Bextra was withdrawn from the market and policy-maker scrutiny of the agency has ramped up to an extraordinary level.  Legislation has been introduced to remove the Office of Drug Safety from the agency entirely.  The agency was caught in the crosshairs regarding is conduct of the Plan B over-the-counter approval.  The appointment of a new FDA Commissioner, acting Commissioner Lester Crawford, met with opposition.  Within two months of being approved, the Commissioner resigned, again leaving the agency without a permanent head.  
This leaves the FDA with little wiggle room.  The stage is set for policy makers to focus on the FDA’s ability to regulate industry, with doubtless hearings both on legislative proposals and through regular oversight.  Headlines will follow.  In order for the agency to appear it is up to the job, it is going to have to appear that it is up to the job – meaning that there will be greater scrutiny on marketing as well as safety in connection with approval and post-marketing commitments.  

There is evidence that the agency has geared up for this by looking no further than two “surrogate endpoints.”  First, the number of MedWatch Alerts issued by the agency to the public has increased dramatically.  By June 1 of 2005, the Center for Drug Evaluation and Research (CDER) at FDA had issued more alerts than they did for any whole year from 2000-2004, inclusive.  If they continue at this rate, they will increase MedWatch Alerts by over 200% for the year.  There is a similar, but not quite as dramatic increase for devices. 

Another indicator, cited as evidence of FDA’s lack of industry regulatory action, warning letters also is revealing.  In fact, the number of warning letters issued by the Division of Drug Marketing and Communications (DDMAC) has begun to increase and is more focused.  While during 2000 and 2001, there were 79 and 69 letters issued, the number dramatically dropped off in 2002.  
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However, as of the end of May, 2005, DDMAC had already issued 13 letters, indicating an upward trend from the last three years, though still not approaching the rate in 2000-2001.  


With that in mind, it stands to reason that the FDA will continue taking action to make it appear that, despite the annus horribilis, it is now moving ahead of the curve is able to regulate industry and is not in need of radical reform.  Those actions will have to make the agency appear more effective and the pharmaceutical industry to appear more regulated, further augmenting the already growing impression among the public and policy makers that the industry cannot be trusted.  

Industry may not be well prepared to deal with this, particularly in those pharmaceutical companies where public affairs, regulatory and marketing operate in such separate silos that they could be considered separate agencies.  Communications-wise, each member in industry needs to stop and conduct an internal audit to see whether it is up to the task of considering a holistic approach to the emerging issues that each company faces in the coming two years.

Those issues are apparent.  In the coming two years, Congress will consider legislation to remove the Office of Drug Safety from the FDA, motivated in part to determine whether or not the current system of post-marketing safety surveillance and adverse event reporting is adequate.  As a consequence, there is going to be greater scrutiny on how well companies have done in the past regarding post-marketing commitments made at the time of approval of drugs.  In addition, companies need to consider how the events of 2004 are going to affect their future commitments in this regard.  If they do not, legislation may do it for them.  Secondly, companies need to understand and be able to communicate their systems of adverse event reporting.   

Next, the size and scope of clinical trials is going to change, especially for drugs treating non-life-threatening conditions.  Any signal of risk in either pre-clinical or clinical studies is going to have to be further examined in larger Phase III clinical trials that also are balanced to reflect the actual population – which means going beyond mere advertising as a recruitment tactic.  In addition, companies are likely going to be asked to set up multiple methodologies by which post-marketing signals are detected, reported and further investigated, making additional effort in recruiting for Phase IV.  

Lastly, the way in which the safety of new drugs coming to market is scrutinized has changed.  The bar is going to be set higher for all drugs and the risk/benefit ratio more defined.  Now, more than ever, companies will find that an FDA Advisory Committee meeting is where branding for the product will be taking its first breath.  In the drug approval process of yesterday, advisory committees were an exchange of scientific information – in the meeting of tomorrow; they are likely to be more akin to adversarial proceedings.  They will be widely reported, with an emphasis on risk rather than benefit, and this will form the public’s first understanding of a new drug.  

NDA or BLA Submission


Prior to the NDA Submission, a company will file an Investigational New Drug (IND) Application which will be done after the Pre-Clinical Research has been completed.  The drug company sponsoring the drug will meet with the FDA to look at what kind of clinical studies they must undertake to prove efficacy and safety.  They must demonstrate that the compound is biologically active and reasonably safe for humans based on the outcome of the studies on animals.  They will agree to data needs, testing phases and outline the study designs.  The entire pre-clinical phase may take between 4-6 years to complete.  Once the IND has been submitted, the FDA will review and approve within 30 days.  At that point, the three phases of clinical trials will begin.  

As the sponsoring company finishes its clinical trials, it will compile all of its findings into a document that it will submit to the FDA called the NDA.  The NDA is literally thousands of pages long and it will contain a documented history of the drug and everything that was found out during studies of the drug.  It is a formal request to the FDA for approval of the drug and contains 

· All of the clinical and non-clinical data

· A description of the manufacturing process

· Prescribing information

As noted throughout, the contents and the filing of an NDA is proprietary and it is the company’s decision to make public any contents or even the filing itself.  The contents of the NDA are not posted to the FDA Web site.  

Drug or Biologic Advisory Committees

When a drug manufacturer is bringing a new product to market, the product will be tested in a series of clinical trials (See page 3).  Both CDER and CBER have a number of committees that advise the FDA on the merits of a drug application.  The FDA will schedule a meeting of an Advisory Committee to evaluate the safety and efficacy of a new drug application (NDA), which has been filed by a drug company known as the sponsor.  
Once a company submits the NDA for filing to the FDA, the FDA will have 60 days to review the application and determine whether or not it is complete.  Once it is determined to be so and is complete, the FDA will file it and begin the process for Advisory Committee review. 

The Advisory Committee is made up of professionals in particular therapeutic areas, and usually includes a patient and an industry representative.  During the meeting, a company will present the case for the safety and efficacy of its drug application based on clinical trial data.  The FDA staff will then present their point of view on the drug application, particularly noting any deficits or concerns.  The public will be given opportunity to provide comment.  The Advisory Committee will then discuss the matter and answer specific questions posed by the FDA so that they can solicit advice on specific matters pertaining to the NDA.

The following is a list of the Advisory Committees for CDER and CBER:

CDER

· Anesthetic and Life Support Drugs
· Anti-Infective Drugs
· Antiviral Drugs
· Arthritis Drugs
· Cardiovascular and Renal Drugs
· Dermatologic and Ophthalmic Drugs
· Drug Safety and Risk Management
· Endocrinologic and Metabolic Drugs
· Gastrointestinal Drugs
· Medical Imaging Drugs
· Nonprescription Drugs
· Oncologic Drugs
· Peripheral & Central Nervous System Drugs
· Pharmaceutical Science
· Pharmacy Compounding
· Psychopharmacologic Drugs
· Pulmonary-Allergy Drugs
· Reproductive Health Drugs
To see the entire list of CDER committees, with links to the rosters and charters of each committee, click here - http://www.fda.gov/oc/advisory/acdrugs.html
CBER

· Allergenic Products
· Biological Response Modifiers
· Blood Products
· Transmissible Spongiform Encephalopathies
· Vaccines and Related Biological Products
To see the entire list of CBER committees, with links to the rosters and charters of each committee, click here - http://www.fda.gov/oc/advisory/acbiologics.html
To see a list of upcoming meetings of Advisory Committees, click here http://www.fda.gov/opacom/hpmeetings.html
Advisory Committees are each staffed with one person from the FDA who serves as the Executive Secretary.  They are usually very approachable for questions regarding a particular meeting or to help define policy in general with respect to meetings.  This is not the same person as the division head, but rather this person schedules the meetings and files all the necessary papers in connection with a meeting.  

Transcripts are made of each meeting and are posted to the FDA Web site; however, it usually takes a minimum of three weeks for the transcripts to be posted.  To view not only the transcripts of meetings, but also the FDA slides for a particular meeting during 2003, click here. http://www.fda.gov/ohrms/dockets/ac/cder03.html#AnestheticLifeSupport
It is extremely important to note that the Advisory Committee will not approve a drug, rather they will vote to recommend approval.  If there is a vote to recommend approval, it is strictly that.  Only the FDA has the authority to deem a drug safe and efficacious.  Therefore an approval vote by the committee does not free public relations teams from obligations to ensure that communications are carefully screened so as not to imply, either directly or indirectly, that a drug has proven safety and efficacy until the approval letter is received from the FDA.  

The make up of the committee for a particular meeting date is not always certain.  The FDA may invite guests to sit on the committee for a particular session.  These guests may be there because they are under consideration for a regular term with the committee or because they are experts in a particular area that is affected by the treatment under consideration.  For example, the Peripheral and Central Nervous System Drugs Advisory Committee may bring in experts in vascular dementia if they are considering a drug that is claiming to treat that particular condition.  In this case, because the committee is made up of so few individuals, it is highly likely that outside experts will be brought into the meeting.  These experts may or may not be allowed to vote.  

Membership on a committee is done by nomination and members usually have three year terms.  The terms are staggered so that each year, one-third of the committee members need to be replaced.  Some of the current members, therefore, have been involved in past meetings and may have served as spokespeople in the media after the meetings or have developed relationships with reporters who cover the FDA beat.  

In addition, regular members may not appear or may have their vote taken away for a particular meeting because they are perceived to have a conflict of interest or they could reasonably be perceived to have such a conflict because of employment or consultancy or significant stock holding with a company sponsoring a drug or with one of its competitors in this therapeutic area.  

Meetings are announced in the Federal Register, generally between 3-6 weeks prior to the time of the meeting.  They are also announced, often before appearing in the Federal Register, on committee toll free number that is often monitored by media.  This is known as the Advisory Committee Information Line 1-800-741-8138.
A projected calendar for all committee meetings is located at http://www.fda.gov/cder/meeting/advisorycomyear.htm
· Meeting Logistics – The overwhelming majority of Advisory Committee meetings are held in hotel ballrooms in and around Bethesda and Gaithersburg, Maryland.  Notices of meetings are generally posted in the Federal Register 6 weeks out from a meeting, but can be posted with shorter notice.  For those handling an FDA Advisory Committee meeting on behalf of a client, preparation should include securing rooms for the sponsoring drug company attendees.  Minimally speaking, rooms for spending the night must be secured as well as large rooms adjacent to the actual meeting room, one of which will be used by media and must be staffed with someone to host them, and one to be used as a “war room” where the drug company sponsor and the public relations firm can work openly.  This room includes fax machines, shredders, printers and computer hookups as well as room for periodic refreshments and meals.  It is important to emphasize with clients that this is the room to be used for any confidential conversations regarding the proceedings, and discussions should not occur in the hotel hallways, restaurants or bathrooms.  

It is worth noting that meetings are generally coupled together over two-day periods and that it is possible that a competitor drug may have a meeting on the day before or day following our client’s advisory committee meeting.  As the nature of the proceedings is often fiercely competitive, it is very important to secure the hotel details as soon as a date is known as it is not impossible that a competitor would seek to book the essential hotel rooms so that they cannot be utilized by a client on the meeting day.  Offsite media rooms or media rooms on separate floors from the advisory committee meeting room will not suffice.  Therefore, bookings should occur as soon as a client/drug company sponsor is aware of the meeting date.  

Outcomes – Approval or Not and What’s in Between


Once the NDA is deemed to be complete by the FDA, then they will have ten months to take an action and decide whether or not to approve the drug.  Some drugs are given a priority review, meaning that they will be considered within six, rather then ten, months.  These dates were set into being by PDUFA and the decision deadline date is often called the “Action Date” or the “PDUFA Date” or “PDUFA Deadline.”

Therefore, under normal circumstances, the timing for consideration roughly proceeds as

· Company consults with FDA regarding the filing of the NDA

· Company files NDA

· FDA reviews NDA for period of several weeks

· FDA division head will schedule an Advisory Committee meeting to consider the NDA 

· FDA division head will prepare questions for the Advisory Committee based on FDA staff review of the NDA

· At 6-9 months after the NDA submission, the FDA will hold an Advisory Committee meeting to review the FDA findings regarding the NDA at which the Advisory Committee will vote on a recommendation to the FDA.  That recommendation could be to

· Approve the drug

· To approve the drug pending further studies performed by the sponsor or the clarification of specific issues related to the NDA

· To approve the drug with restrictions on its use or prescription

· Not to approve the drug

· 24 hours prior to the Advisory Committee meeting, the FDA will post documents on its Web site that will generally include slides from the FDA staff reviewers of the drug that is going before the committee.  At this point, the media will have access to these slides, which are often critical and point up the weaknesses of the NDA.  

· Over the course of the weeks to months following the Advisory Committee meeting, the FDA will take into consideration the recommendations made by the committee.  If there were issues raised during the Advisory Committee meeting that indicate that some work needs to be done, the agency will work with the sponsor to attempt to resolve them and this often is in connection with the way the package insert or label is written instructing the prescribing physician for what and how the drug is to be used.  Note the Advisory Committee is quite literally named, they advice, they do not approve or disapprove and the FDA is free to follow its own mind regarding the outcome.  
After the Advisory Committee recommendation, the FDA will issue a letter to the drug company sponsor that either

· Declines Approval

· Approves the Drug

· Informs the sponsor that the drug is “Approvable” which means that they will likely approve the drug if the drug company is able to fulfill some specific conditions.  These conditions may include, but not be limited to, conducting additional clinical trials, re-cutting data to view it with a different slant, or develop a more in-depth risk management plan.  The “Approvable” letter may contain proprietary information and may not be posted to the FDA Web site, or if is, should have had any proprietary information redacted or is withheld from posting until after the final approval.  
Announcing Approvals


There are a number of things to note about approvals – some are well publicized, some are not.  Once a drug is approved, the FDA will post a notice of the approval on their Web site.  The drug’s NDA number and approval date will be noted and the approval letter will be posted.  As well, the label of the drug will be posted.  The listings are alphabetical.  The listing is contained at http://www.fda.gov/cder/approval/index.htm

Timing – The timing of an approval announcement can be very tricky.  Within the FDA there is a chain of events that will occur when there is an approval that takes it from the decision-makers to the press office for distribution.  This chain will include the division head, the CBER or CDER head, the media office and probably several more hands.  That means that there can be a significant lapse of time internally at FDA between the time of the decision to approve and the time that the announcement actually takes place.  If the deadline for taking an action is looming on the FDA, the announcement could occur at an awkward time for purposes of media, meaning in the evening or even worse, a Friday evening.  The FDA states that they do everything possible to ensure that this chain of events does not happen, but this past summer, several drugs were announced as approved on a Friday evening after 6 PM.  This is most inconvenient for sponsors in that reporters who were covering the story are often gone by that time and the announcements take place in weekend media.  The FDA has indicated a willingness to refrain from making an announcement until the following business day, however will not misinform any caller who contacts the FDA regarding the status of an application.  If the PDUFA final action date is publicly known, then reporters who cover the FDA beat are likely to place such a call and the FDA will, in such a case, admit that the drug is approved.  



Press Releases – There is a conception that the FDA always issues a press release upon an approval, but in fact, that is not a universal truism.   Many drugs are approved without an official announcement by the FDA, leaving the announcement to the sponsor drug company.  The FDA draws a distinction between a press release and a Talk Paper (see below), but in actuality, there is little difference structurally.  The FDA usually produces more Press Releases in a year than they do Talk Papers.  



Talk Papers – Generally speaking, the FDA writes a Talk Paper when there is information they want to emphasize regarding an action that the agency is taking.  In the case of an approval, this would mean that the drug is a first-in-class (an overwhelming majority of new drugs that are first-in-class have a Talk Paper rather than a Press Release).  Another reason for the FDA to initiate a Talk Paper would concern any matter of public health affected by the approval, as in the case of a drug such as Thalidomide, which though therapeutic, has public health hazards associated with it.  Similarly, if there is a significant risk to a drug and the FDA has asked for specific risk management procedures, then they may issue a Talk Paper in an attempt to draw particular attention to those details.  Many sponsors prefer a Talk Paper and while it is possible to engage with the FDA media office about the possibility of a Talk Paper, the decision regarding whether or not a Talk Paper is issued is more likely left to the head of the division in which the FDA is considering the drug.  To see the FDA’s Talk Papers and Press Releases, click here http://www.fda.gov/opacom/hpnews.html
Overview of Media Milestones 


In the earliest stages that a drug is being developed (during animal studies and the earliest clinical trials) there are not many media milestones and a public relations team is probably not yet assigned to the drug.  A company does not usually make note of animal studies or the filing of an INDA, unless perhaps in its own annual report.  However, during Phase 2 and certainly Phase 3, there will be milestones.

· Clinical Trial Outcomes – Phase 2 clinical studies may begin to show the promise of a drug and these results are usually reported during medical meetings of professional societies who treat in the therapeutic area being studied.  Media efforts around these results have to stay within the parameters of pre-approval communication about a drug, and must be careful not to infer safety or efficacy conclusions.  

· NDA filing – This is certainly a milestone, but a press release at this time puts competitors on notice to begin counting days on the calendar before the FDA makes a decision.  An NDA is proprietary and the FDA will not announce a filing.  While it does put competitors on notice, there are also some advantages to announcing a filing.  It is optional. 

· Advisory Committee Meeting – The meeting is certainly a milestone and if public awareness is at all developed during clinical trial outcomes and the filing of the NDA, the Advisory Committee is a “coming out” party for the drug.  All the benefits and risks of the drug will be discussed during the meeting, so that any “blemishes” the drug has will bear not only the scrutiny of the committee, but also the media and it is at the committee meeting where the branding of a drug actually begins in earnest.  As many meetings are not Web cast and with the advent of electronic mail, many reporters do not cover meetings in person, but may want slides released to them the evening before the meeting, particularly wire service reporters.  It is important to note whether or not there are any other meetings occurring with other committees on the same day as your own to gauge whether or not you will have competition for media attention.  

· Approval – As noted previously, the approval is the actual delivery of a letter from the FDA to the manufacturer that the product is approved.  See above for more details.

· Launch – The time when the product hits the market.

· Adverse Events – Should a high profile and serious adverse event occur at any time through approval or post-approval.  

· Crisis – Product tampering, reimbursement issues, manufacturing problems or the disqualification of a clinical investigator can all create crisis conditions and a milestone for a product, either pre or post approval.  
DDMAC

Background - The Division of Drug Marketing, Advertising and Communications (DDMAC) oversees activities related to the promotion of drugs through advertising, but also through public relations.  That said, people often go to the Web site hoping for a clear set of directions on what can be communicated through public relations tactical executions, and what cannot be done.  While there are guidances issued by the FDA on the topic of promotion, there is no set checklist for solid guidelines that define public relations.  However, failure to follow FDA policy in this area, can result in the issuance of a Warning Letter to the client.  To see examples of recent Warning Letters sent by the agency, click here http://www.fda.gov/cder/warn/index.htm
There are a number of rules that DDMAC enforces with respect to drug advertising and promotion, from issues relating to size of type to matters of fair balance.  The division works to assure that companies are presenting both sides of a drug, the benefits and the risks as well as ensuring that the claims made about the drug pertain to the indication for which it was approved. 

Pre Approval - During the pre-approval stage (remember, approval is by the FDA, not the Advisory Committee), the company or its representatives cannot in any way, directly or indirectly, state the drug has efficacy and is safe.  Those conclusions must be avoided in any press release or statement, even those revealing positive data.  

The short rule to being DDMAC compliant during the pre-approval stage of a drug is to stick strictly to the facts.  While it does not make the most exciting press release to merely state the facts without making conclusions, it is nevertheless necessary.  Although releases during pre-approval are bound to be screened by the Forest regulatory department, it is a signal to them that a public relations team knows what it is doing when they receive press releases or promotional materials that are deemed DDMAC acceptable.  

Example:  If company would present data on a drug that shows that the drug had a response rate of 85% among patients, while placebo had a response rate of only 25% and there were no serious adverse events reported during the trial, you should only state the findings in any press release about this development and not characterize them with any descriptions that in any way imply that the drug is safe or has superior efficacy.  

Post Approval - After approval, careful thought needs to be given to materials as well.  Those who are developing public relations plans need to consider the total message being sent by a campaign or tactical program, whether directly stated or tacitly implied by a program.  Hypothetically speaking, for example, if you wanted to hold a launch event at the Statue of Liberty announcing “independence” from HIV because of the advent of your client’s new anti-HIV drug treatment, you may well be violating FDA policy because you are inferring that the drug you represent is a “cure” by tying it with independence when in fact, it is not a cure, but a treatment.  You also cannot refer to a drug as a “drug of choice” because it implies superiority over other treatments within this therapeutic area, whether or not it is a first-in-class drug.  You may, however refer to the drug as “FDA-approved”, but only after the approval letter and not after the committee vote.  You can refer to the drug as “new” for a period of six months after its approval.  

DDMAC also ensures that after approval, manufacturers and their communications present the drug in fair balance – meaning that risks as well as benefits are spelled out for the consumer and the health care professional.  As well, DDMAC also mo4nitors to ensure that communications do not imply that the drug is permitted for use other than for the indication for which the FDA has approved it and has written into the package insert/product label.  The promotion of off-label usage is quite complicated and there is a history of regulation and litigation respecting this issue that create more gray area than black and white delineations of what one can and cannot do.  For our purposes, suffice it to say that articles in peer-reviewed journals are a safe way to discuss off-label usage, but anything beyond that should be approached very carefully and in close consultation with a regulatory team.  
To see a DDMAC FAQ, click http://www.fda.gov/cder/ddmac/FAQS.HTM
Glossary of Terms

· Accelerated Approval – Accelerated approval allows for a drug to be approved before it has completed all three phases of its clinical trials.  In this instance, rather than achieving the desired endpoints to prove safety and efficacy, surrogate endpoints are accepted by the FDA.  Accelerated approval is usually reserved for drugs that are highly singular and treat a life-threatening or dire condition, as in the case of cancer or HIV.  Accelerated approval is not granted to a “me-too” drug.  Even though it is approved before completion of its Phase 3 clinical trials, the sponsor is obligated to continue those trials and during that time, the FDA will impose restrictions on the promotional activities associated with a drug approved under accelerated approval.  There may be restrictions on the use and distribution of an accelerated approval drug.  Perhaps most importantly, it should be remembered that ACCLERATED APPROVAL IS NOT THE SAME AS FAST TRACK APPROVAL.  It is perhaps helpful to think of accelerated approval is “provisional approval” meaning that the drug is approved provided the sponsor finish clinical trials.  
· Adverse Event – This is the annoying part that is read quickly during commercials for drugs whereby the types of side-effects experienced by some people in the clinical trials are announced.  After a drug is out on the market, adverse events are compiled and tracked by the FDA.  
· Advisory Committee – A group of medical professionals (nurses, doctors, pharmacists) who are brought together by the FDA to provide advice regarding the approval of treatments for a condition within a therapeutic area.  
· Approval Letter – A letter, usually faxed to the drug company that announces the approval of a compound.  The letter will eventually be posted to the FDA Web site.  
· Approvable Letter – A letter from the FDA that announces to a company that a candidate drug may in fact be approved, but that first the company must fulfill specific conditions such as new studies or data recalculation before the approval will occur.  Because the approvable letter may contain proprietary information, it should not be posted on the site, or were it to be, the proprietary information should be redacted.  
· Benefit/Risk Ratio – Each drug is approved by virtue of weighing the risks run by taking the drug compared to the benefits realized by doing so.  While the name implies a true scientific ratio that is objective, in fact, the ratio is a somewhat subjective standard and will vary on a case by case basis.  
· Black Box Warning – This is a warning that is put onto the package insert (PI) of the drug, which is usually viewed by physicians.  The black box warning is just what it says it is, a black box containing warning information about the use or administration of the drug/biologic and it is located at the top of the package insert.  These care generally resisted heavily by drug sponsors.  
· Carcinogenicity – the ability of an agent to cause cancer either in animals or humans.  
· CFR - Code of Federal Regulations, which embodies the regulations that tell an agency how to enforce federal laws.

· Clinical Endpoint – The goal of a clinical trial in treating a patient that demonstrates that a drug or treatment is efficacious.  
· Cohort – A group of people or animals who are similar in nature and are studied under a specific set of conditions for a specific purpose.  
· DDMAC – Part of the FDA that reviews promotional efforts that manufacturers and their public relations and advertising firms undertake.  Their review includes a wide span of promotions, from sales materials to journal articles to Web sites and press releases and even booth set ups at medical meetings.  
· De novo devices-Some devices that are found to be not substantially equivalent to a cleared Class I, II, or III (not requiring PMA) device, may be eligible for the de novo process as a Class I or Class II device. For additional information on the de novo process, see “New section 513(f)(2) - Evaluation of Automatic Class III Designation: Guidance for Industry and CDRH Staff http://www.fda.gov/cdrh/modact/classiii.html or  www.fda.gov/cdrh/modact/clasiii.pdf .

· Double Blind – This is a situation where neither the patients nor the investigators conducting the clinical trial know which patients are getting the drug and which are getting the comparator (either another drug or a placebo).  
· Drug-Drug Interactions – When two or more drugs taken during the same time have effects on one another that could either be harmful to the patient, or could render one of the drugs useless.  
· Early Access Programs or EAPs – An umbrella term that refers to any one of a few different mechanisms by which patients can gain access to promising drugs before their approval as part of their own treatment regimen.
· Endpoint – See Clinical Endpoint.  
· Expedited Review – See Fast Track  
· Fast Track Authorization – Fast Track, also known as Expedited Review, is granted by FDA when a drug addresses a serious or life-threatening condition or addresses a specific medical need where alternative treatments do not work for some patients who are affected by the disease.  Unlike Accelerated Approval, Fast Track only occurs when ALL of the clinical trials have been completed.  The term Fast Track merely indicates that the FDA will review the NDA and make a decision within a 6 month period, moving up the “Action Date” from the usual 10 month period.  
· Federal Register (FR) – A daily publication of the federal government which establish new regulations or to change existing regulations as well as post notice of meetings being scheduled each day for agencies of the federal government.  
· GMP – Good Manufacturing Practices, also referred to as Quality System under 21 CFR 820, this is a standard set by the FDA on how drugs, biologics or devices should be manufactured to ensure high quality.

· Humanitarian Device Exemption (HDE) - a pre-market approval application submitted under 21 CFR 814 Subpart H seeking a humanitarian device exemption from the effectiveness requirements of sections 514 and 515 of the FD&C Act as authorized by section 520(m)(2) of the Act.

· Humanitarian Use Device (HUD) - a medical device intended to benefit patients in the treatment or diagnosis of a disease or condition that affects or is manifested in fewer than 4,000 individuals in the United States per year.

· FDAMA or Food and Drug Modernization Act – An amendment to the original FDA legislation that made provision for Fast Track approvals and allowed for discussions of off-label uses in medical journals.  
· IDE – an approved or considered approved Investigational Device Exemption under 21 CFR 812 and section 520(g) of the FD&C Act.

· IND, INDA  or Investigational New Drug Application – This is an application made to the FDA signaling that a company is about to embark on the various phases of clinical trials necessary to demonstrate safety and efficacy.  The IND contains results of animal pharmacology and toxicology studies, information about the manufacturing process for the compound being studied and the clinical protocols and investigator information.  
· NDA or New Drug Application – A thousands upon thousands pages application to the FDA to serve notice that a company is seeking approval for a drug and containing all the information that is conceivable about a drug, including safety and efficacy and any background on adverse events.  Because of the nature of the application, the filing of the application and the contents are considered proprietary information and they are not posted on the FDA Web site.  
· Off Label Use – Use of a medical product in a way that is different from the indication for which it was originally approved.
· Office of Communication, Education and Radiation Programs (OCER) – The office of the FDA/CDRH that reviews PMA labeling.

· Master file - a reference source that a person submits to the FDA. A master file may contain detailed information on a specific manufacturing facility, process, methodology, or component used in the manufacture, processing, or packaging of a medical device.

· Medical Device Amendment – an amendment to the Food, Drug, and Cosmetic Act signed into law on May 28, 1976. The amendments gave FDA authority to regulate medical devices. 

· Metabolites – By products that occur as a result of the body taking in a digesting a drug or biologic.  
· NDA or New Drug Application – The many thousand page filing of a drug company to the FDA that signals that clinical testing is concluded and that the company is seeking approval from the FDA for the compound.  It contains all of the clinical data regarding the drug, including adverse events and describes the manufacturing process in detail.  It may now be filed electronically.  
· Office of Regulatory Affairs (ORA) – The Office of Regulatory Affairs is responsible for facility inspections of the FDA regulated establishments. ORA employees are located in the FDA headquarter offices and in more than 150 offices throughout the U.S.

· Office of Surveillance and Biometrics (OSB) – The office of the FDA/CDRH responsible for statistical review of marketing applications and post market surveillance.

· Office of Device Evaluation (ODE) – The office of the FDA/CDRH responsible for the review of marketing applications.

· Orphan Drugs – This term applies to drugs that are developed to treat conditions that affect 200,000 people or less, and as a result, often have different rules applying to their approval, though not necessarily their promotion.  Tax and marketing incentives have been created to encourage the development of orphan drugs.  
· Package Insert or PI – The package insert provides a good deal of detailed information about a drug so that a health care professional can read it and gain a comprehensive understanding of how the drug is used.  The package insert, perhaps most importantly, provides the indication for use for the drug, i.e., names the condition which the drug is treating and outlines information for prescription and dose.  
· Parallel Track – Originating as a result of the AIDS epidemic, parallel track allows expanded access to a drug that is being studied in clinical trials, but the promise of which allows patients who are not in the clinical trial to access the promising medication as part of their own treatment even though it is not yet approved as safe and effective by the FDA.  
· PDUFA – Legislation enacted which allows the FDA to charge industry a fee which in turn is applied to speeding up the review process and among other things, sets deadlines for the FDA to issue a decision on approval by a date certain, usually ten months from the time of filing the NDA, though this can be reduced to six months for applications that merit a “Priority Review.”
· Pharmacokinetics – The study of how a drug is metabolized once taken into the system – how it is absorbed, where it goes in the body, how it is broken down and what the by-products are when it is broken down (called metabolites) and then how the metabolites are excreted through the body.  
· Phase I Clinical Studies – A small study among healthy subjects to see if a drug is safe in humans.  
· Phase II Clinical Studies – A larger clinical trial that is among subjects who have the condition which the drug is treating to determine short term safety and efficacy.  
· Phase III Clinical Studies – A large, well-controlled, double blind study in which at least two arms are compared to determine long term safety and establish efficacy and dose.  
· Phase IV Clinical Studies – Studies that a company commits to conduct after the approval of a drug and after it is out on the market, to determine further safety or efficacy issues.  
· PMA - any pre-market approval application for a class III medical device, including all information submitted with or incorporated by reference. "PMA" includes a new drug application for a device under section 520(l) of the FD&C Act 
· PMA amendment - information an applicant submits to the FDA to modify a pending PMA or a pending PMA supplement.

· PMA supplement - a supplemental application to an approved PMA for approval of a change or modification in a class III medical device, including all information submitted with or incorporated by reference.

· Post amendment device – a device that is commercially distributed on or after May 28, 1976, the date the Medical Device Amendments of 1976 were signed into law.

· Post Marketing Studies – Another name for Phase IV Clinical Studies.  
· Pre-amendment device – a device that was commercially distributed before May 28, 1976, the date of the Medical Device Amendments of 1976 were signed into law.

· Proprietary Information – Information that belongs with a company because to reveal it would necessarily threaten the business practice of the company in the face of its competition.  
· P-Value – A statistical function that allows biostatisticians to reduce bias and to better refine a comparison of one arm of a clinical study with another beyond a comparison of raw percentages and numbers, but taking into account other factors as well.    
· Priority Review – This is when the NDA of a drug will be considered more quickly than the usual ten months from the date of filing and instead the FDA will take action within six months.  
· QOL Data or Quality of Life Data – Studies designed to show the qualitative impact that a drug makes in the quality of the patient’s life.  Despite the fact that this is not an official line of inquiry for an Advisory Committee and the FDA has no way to evaluate QOL data, it is nevertheless nearly always brought up during an Advisory Committee meeting.  
· Risk Management Plan – If there is a public health, adverse event or potential for abuse of a product, then a committee or the FDA may request the formation of a formalized risk management plan.  The components of such a plan can vary widely and can number few or many.  For example, Accutane is a drug with extreme consequences if taken while a person is pregnant.  Therefore the risk management plan associated with that drug, has an extreme number of facets.  Risk management includes the formation of a Medication Guide (a printout that accompanies each prescription at the pharmacy), restrictive prescription practices (only certain physicians can write a script), videos, patient contracts or other tools designed to reinforce safety.   
· Serious, adverse health consequences - any significant adverse experience, including those which may be either life-threatening or involve permanent or long term injuries, but excluding injuries that are non-life-threatening and that are temporary and reasonably reversible.

· Sponsor – The drug manufacturer or licenser of a drug who is filing the NDA with the FDA.  
· Statement of material fact - a representation that tends to show that the safety or effectiveness of a device is more probable than it would be in the absence of such a representation. A false affirmation or silence or an omission that would lead a reasonable person to draw a particular conclusion as to the safety or effectiveness of a device also may be a false statement of material fact, even if the statement was not intended by the person making it to be misleading or to have any probative effect.

· Statistical Significance – The assessment, as interpreted by biostatisticians, of the numerical/percentage comparison of the drug versus either another drug or placebo.  For example, while the drug may show that 50% of people had a positive response, and the placebo group had a 45% response, the 5% difference may or may not be statistically significant, depending on the number of patients in each arm of the clinical trial.  
· Supplemental New Drug Application – When a drug manufacturer finds that a drug has more than one use and wishes to gain FDA approval for a new indication for the drug the company will supplement the original NDA it filed and seek the new approval.  
· Surrogate Endpoint – There are circumstances where the efficacy of a drug can be inferred through the use of surrogate endpoints - 
· Teratogenicity – The effect of a drug on reproduction and birth defects, with particular regard to the normal formation of a fetus into offspring.  
· Titration – The process by which different doses are tried with a patient to see which is the most effective – and can titrate up (5, 10, 20 mg., e.g.) or down.  
· Transitional Devices - Transitional devices are devices that were regulated as drugs prior to the May 28, 1976, the date the Medical Device Amendments were signed into law. Any device that was approved by the New Drug Application process is now governed by the PMA regulations. The original NDA approval number is maintained.

� For example, the drug omeprazole at high doses was associated with formation of a pre-cancerous/cancer-related conditions in Fisher rats.  When the drug when to market, the FDA put a Black Box Warning (see glossary) on the label of the product.  Eventually the warning was removed when the effect was determined to occur only in rats, and in this species in particular.  


� For example, the drug Rezulin was a first in class TZD to treat diabetes.  After its release into the market, an association between the drug and liver damage came to light only after a larger number of persons were using the drug than were in Phase 3 clinical trials.  The FDA and the company developed a risk management plan that was later abandoned when the drug was pulled from the market.  
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