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MS. KREIS:  Welcome, everybody.  It's morning, almost noon my time, afternoon your guys' time.  Lots of slides, I'll to try to make this as quick and painless as possible.



If you have any questions obviously Andrea said that we'll address them at the end of the presentation.



I will try to speak slowly and clearly.  I do not -- if you cannot understand what I'm saying, please somebody let me know because I tend to talk fast.  So welcome.



Just a quick disclaimer.  Anything that the presentation today is, it's not part of policy or recommendations by the US Food and Drug Administration.  We have to put a little disclaimer in all our presentations.



The objectives of today's webinar is to explain the Office of Regulatory Affairs' organization, the roles and responsibilities that we have in the field, our major activities, some experiences I've had with the agency in the field, and some useful websites for you guys.



The goal of the Food and Drug Administration is to protect the consumer and promote public health.



FDA is made up of nine centers.  Everybody's familiar with the headquarters office, the Center for Biologics, CBER, Center for Devices, CDRH, Center for Drug Evaluation and Research, Center for Drugs, Center for Food Safety and Applied Nutrition, CFSAN, Center for Veterinary Medicine.



We also, one of our centers is the National Center for Toxicological Research, NCTR.  Office of Chief Counsel falls under the center, Office of the Commissioner, and then Office of Regulatory Affairs, which is the field force for FDA.



Here's an organizational chart that shows a little bit of the makeup from the top down.



We are a Health and Human Services agency.  We have a current acting commissioner right now that will be -- Dr. Hamburg will be confirmed by the Senate, we hope, end of April.



We have broad responsibilities.  We have a variety of products that we cover.  We -- a trillion dollars a year.  We cover 25 percent of the gross national products is what we regulate in the field.



There's approximately 124,000 business establishments that we inspect, which annually produce, warehouse, import, and transport over a trillion dollars worth of customer goods.



We do that on a budget about of what it costs one F-15 to be run.  So we don't have that much of a budget.  And our budget is actually underwritten by the Department of Agriculture.



Office of Regulatory Affairs is about one-third of FDA's entire personnel.  We're located in more than 160 offices, regiment posts and laboratories from coast to coast, including Puerto Rico, and we are the eyes and the ears and the long arm of the agency that ensures implementation of FDA's high public standards.



Here's a map that shows all the locations.  I'm out here in Oakland, California.  We have sites in Alaska and Hawaii as well as San Juan, Puerto Rico.



What are the field officers?  There's consumer safety officers, CSOs, about 22,000 of us that do -- do about 22,000 domestic and foreign inspections on an annual basis.



Now, you'll notice this number will change a little bit in the next couple years.  Congress has requested more international inspections.



And we are to ensure the regulated products destined for the US markets meet the FDA standards.



Inspections of firms.  We approve the products.  We make sure the firm has the capability for high-quality production.  We periodically ascertain if the firms are following appropriate manufacturing processes.



Obviously there's an issue with the pistachios that's in the news right now, so obviously that's being investigated.



We also monitor clinical trials, conducted before the products are submitted to the agency for approval.



We also have a group of scientists in the field.  There's thirteen laboratories that analyze more than 41,000 product samples on an annual basis.  And they're determining if these products meet FDA standards.



The analyzed products include samples from 9.3 million import shipments that are overseen from our ports of entry.  If the import products do not measure up to FDA standards, they're not allowed into the US.



Be aware of though, realistically, with the field staff that we have, of the amount of products coming into the US we are only looking at one or two percent of the entire import entry.



We also have public affairs specialists, and these guys reach out to consumer groups, healthcare professionals, and state authorities.  They explain FDA policies and encourage compliance with FDA standards.



What does it cost to run the agency?  Less than two cents a day to regulate over a trillion dollars worth of products.



How do we do our job?  We're enforcement, we correct the problems.  We all, as consumer safety officers, the badge here you see on the screen, we all get issued a badge within our first year of an appointment.



We do not show this badge, we show our credentials with our pictures on it when we go to a firm to inspect them.  But we don't show our badge unless there's a problem.  But we do carry it.



We enforce the Food, Drug, and Cosmetic Act, known as the FD&C Act.  And it's the basic food and drug law of the United States.  It has numerous amendments and is the most extensive law of its kind in the world.



Many states have similar laws and provisions, which add automatically to any new federal regulation.



The law's intent is to ensure that consumer foods are pure, wholesome, safe to eat, and produced under sanitary conditions, that drugs and devices are safe and effective for their intended use, cosmetics are safe and made from the appropriate ingredients, and that labeling and packaging is truthful, informative, and not deceptive.



The FD&C Act, the regulations are important to enforce, especially the Good Manufacturing Regulations, and these are what they're known as the GMPs.  And these are requirements for sanitation, inspection of raw materials, finished products, and other quality controls.



And this is across any commodity whether it's a food, it's a biologic, a device, or a drug.



Now we're going to focus on drugs a little bit.  This is a little picture that I got from a colleague of mine from the Center of Drugs.  This is a simplified view of drug discoverment -- development.



It's discovered, it's investigated, it becomes -- it gets investigated in an animal trial, a little mouse, and then it goes into human trial, and then it goes to market.  That's a very simplified view.  It's not that simple.



This is the US drug approval process.  It goes through several stages: pre-clinical, where it's in animal testing, short term and long term, then it goes into clinical studies, Phase I, II and Phase III and they have accelerated development review depending on what the product is, goes through treatment INDs and there may be a parallel track, and then it goes through an NDA review.



And don't forget at the end there's always post-marketing review to make sure that it's safe.



To match this whole process, there's a drug review team.  Starts with project management.



You have your clinical folks, you have your pharmacological/toxicology folks, your clinical pharmacy folks, your chemistry folks.  Of course, you add for your statisticians in there, and then investigation, and that's where ORA comes in.



That's where we're out there inspecting what's submitted in the application.  We're verifying what they're submitting is what is actually happening out there.  We're the eyes and ears for the center to verify that the application is correct.



Thought everybody might enjoy this: found secret to happiness, but FDA won't let me release it.  That's industry's frustration with the whole drug approval process.



It's taking anywhere, from development, from about 12 to 15 years before a drug actually reaches the market once it's discovered by a firm.



So FDA inspects the firms who make the drugs to make sure they're under good manufacturing practices.  These inspections can be routine, they can be directed for specific products, or they can be for cause.  The majority of the inspections we do are routine.



The drug firms are required by law to register with FDA that they're manufacturing a drug product.



Once they're registered with us, they become on the radar, they're  part of that amount of the firms that we investigate annually.  The firms, based on their risk of the product they're manufacturing, can be inspected annually, every two years, or every five years.



How we do the inspections at the manufacturing firms are based on a systems approach.  We look at the quality management system for the product.  We look at the facilities and the equipment that they're using, the materials, the raw materials, how they're receiving them, reduction, how the product is actually physically made, how it's packaged and labeled, and then we look at the laboratory, any analysis of stuff by the laboratory.  It's a full systems approach when we do the inspection.



If the firm lacks a quality system, that there's no control on how the product is being made, we know that there's a problem.



So we're looking for operation under a state of control that produces a finished drug product in which there's adequate level of assurance of quality, strength, integrity, identity and purity.



Common manufacturing problems that we find:



The quality control procedures are not in writing or fully followed.  We expect, the agency, and it's required by the Code of Federal Regulations, that they have procedures in place.  When we're there as an inspector, we're making sure that they're following the procedure that is in place.



The production of process controls are not being followed or documented.



And there's variability of the characteristics of the drug products.  This is usually found in when we expect the laboratory.  They do testing on the finished product and there may be different peaks when they run the drug test to verify purity and identity in a product with one batch versus another.  As an investigator, I'd say why is there a difference when it's the same product.



Recalls.  Recalls is the firm's removal or correction of a marketed product it considers to be in violation of the law.  And the management with the FDA would have, initiate a legal action, i.e., a seizure.



Recalls, as an investigator, as FDA, we do not go into the firm and mandate them to do a recall.  It is totally voluntary.



If we find a problem, we highly suggest, hey, you have a violative product here, it needs to be recalled off the market.  If you fail to recall it off the market, FDA will release a press announcement saying don't buy this product.  And eventually the firm will do a recall.



You're seeing this right now with the pistachios.  The firm found a problem, contamination with the product.  And actually the firm and an outside testing lab found the problem.  Then they initiated -- they notified FDA and they initiated recall actions.



What we do as FDA field investigators, we do what they call a recall audit check to verify what the firm is recalling is being actually recalled and taken off the shelf.  We physically go to Costcos, we physically go to pharmacies to make sure that the product is not on the shelf.



During the recalls, they work more closely with FDA than under other circumstances.  When a product is recalled, they call the nearest FDA field office and talk to the recall coordinator.



Recall coordinators -- remember the map with all the little spots?  There is usually a recall coordinator in the district office for each of the regions.  And if not, there's a person that picks up the phone, will take that information, and forward it to the correct person to get the product taken care of.



There's several different types of product recalls.  There's a marketed violative product, violation of the FD&C Act, which means it's not a pure product, product's been distributed in channels.



So it's either a Class I recall, which means it's reasonable probability of a serious health adverse event consequence or death.



Class II may temporarily or medically -- or have a medically irreversible adverse event, where the probability of a serious event is remote.



Or there's a Class III recall, which is not likely to cause adverse event health consequences.



Right now, the class recall is what's going on with the pistachios because there is a possibility of a serious adverse event with the salmonella.



So we issue, with Class I recalls, there's a notice, an issuance of a public warning and a press release, there's immediate notification and termination of the distribution of the product, notification to the user at the consumer level that there's a bad product, removal of products from customers, and 100 percent effectiveness checks.



If you folks remember the peanut butter issue we just had, those of you that are Costco members should have received a letter in the mail warning you that if you had bought any of the peanut butter crackers that they had been recalled.



So this is how we work with the firm to do that.  The same thing when the heparin recall happened.  The manufacturer of heparin sent a note to all the pharmacies and the hospitals to make sure the heparin had been pulled off the shelf.



Market withdrawal.  Marketed products been in distribution channels, there's a minor, no violation of FD&C Act and it's not subject to legal action by FDA.  Market withdrawal is actually done by the firm.



That's the manufacturing that we look at.  We also look at the clinical trials.  How safe is the drug in animals or humans?



So we look at bioresearch monitoring.  It's a comprehensive onsite inspection of data audits designed to monitor all aspects of the conduct of reporting of FDA regulated research.



We're out there verifying what was submitted to the agency by that clinical trial was actually what has happened.  We're verifying that the people or persons in the trial existed and are real, or the animals that were in the trial existed and real and that there was no deviation.



So we're ensuring the health, a  human subject are protected from undue hazard and risk.  We ensure the quality and integrity of the data and information supporting pre-market submission.



We make sure that before somebody becomes part of a clinical study they have consented to be part of that clinical study, and they haven't been unduly coerced or promised a lot of money to participate, et cetera.



So what are we checking for?  We're checking that the risks are reasonable in relationship to the benefits.  The risks of the subjects are minimized, selections of subjects is equitable, all informed consent is documented, and all data is monitored.



So who do we inspect?  We look at the clinical investigators, the doctor that you go to that may offer you, says this is the best thing since sliced bread, it really could help your diabetes or really could help your cholesterol.



We look at the sponsors, the monitors and contract research organization.



The sponsors are the drug manufacturers.



The monitors and contract research organizations are people that are contracted with, by the sponsor to manage, like FDA does, to ensure the integrity and the safety for the human subjects involved.



The institutional review boards, which are at every hospital and there are also independent ones, and these guys are created to provide oversight to ensure public safety.



Non-clinical and toxicology labs or the GLPs.  These are the pre-clinical studies.  This is where the studies are done in rats, rabbits, mice, primates like monkeys.



And then the in vivo bioequivalence facilities, the BEQs.  This is where product is made and the generic becomes available at a cheaper price.  We verify that the generic meets all the standards of the brand name.



So once again, what types of inspections are done for bioresearch monitoring?  Routine, direct, study specific or for cause.



Routine is the majority of the inspections.  They can be directed study or study specific, and a lot of times the international inspections are this way.



I was directed to look at a site in Argentina because there was a higher death rate for the study than there was in the US.  Come to find out, it was based on the healthcare system down there and it wasn't anything that was at fault with the investigator.



Or there's for cause.  There's been a complaint that Dr. Smith is not correctly enrolling his subjects into the clinical trial he's participating in, and somebody thinks there's some fraud or he's out there to get money, and he's not out there looking for the safety of the patient.



Common problems:



The most common one is the investigational plan is not conducted in accordance with the investigational plan.



For the drug arena, only the drug arena, the investigators actually sign a document, it's what they call a Form 1572, that says they will follow everything in the protocol to the letter, including inclusion into the trial, how somebody's allowed to be in the trial versus somebody shouldn't be in the trial because they have a factor that doesn't allow them, as well as the protocol, the required visits to the follow up for the physician, and the medication being delivered, or any lab value.



The failure to prepare or maintain adequate case histories with respect to observations and data pertinent to the investigation.



And failure to obtain informed consent from each human subject prior to drug administration or conducting study-related tests.



Failure to prepare or maintain adequate case histories is a problem with what they call the sponsor, investigator sponsor studies, where the investigator is also the sponsor of the study, because he's actually helped develop the product.



A lot of times, the sponsor -- a big manufacturing firm like Pfizer will come into the investigator and say, we think your products wonderful, we want to help sponsor you to get it developed into clinical trials.



Sometimes the sponsors mislead the investigators by not thinking that the case histories are not required for the study, when in fact they are required.  That's the only way that we as FDA can go in to document that the protocol was actually followed.



There's also failure to obtain informed consent for each human subject prior to drug administration.



A lot of the cancer studies have several informed consents.  The informed consent lists everything that could happen to you during the study.  So you're informed about what's going to happen to you in the study and potential side effects of the drug or device, related to the study.



With the cancer studies, obviously the side effects list continually grows based on new information found.  As a result, many new informed consents come out for the study during the study.



I looked at one study that had 12 different informed consents.  Unfortunately, the investigator did not inform the subjects in the study of each of the changes in the informed consents.



That's -- they are required to do that by law, especially when there's adverse events that potentially could happen.



MedWatch.  This is a safety information that we have out there for post-market surveillance.



The process is not perfect.  This is how you as a patient, your physician, a nurse, fellow nurse, a neighbor, anybody that noticed something, side effect with a drug or a device can report it.



This affects label changes and allows new warnings to be posted on drugs.  This is done in Phase IV clinical trials.



But the reality is, if you're taking aspirin and you have a reaction to it, you can go into MedWatch and put a complaint, you're, like, registering a complaint that you had a reaction to aspirin.  And this is then collated.



We're trying to get a better system to help better educate the public on what side effects can happen with different medications.  But this is how -- the best way that we have currently to capture that.



We go over new hazards and new laws.  After 9/11, the Bioterrorism Act came into effect.  This requires all firms importing and exporting products into the US had to register with the FDA so we know that they existed.



Because of this act, with the pistachio incident, we were allowed to, if they're not willing to give us documentation on where the product came from, we can evoke what they call the Bioterrorism Act and that mandates the firm to provide us any records they have on documentation of how the product was received.



FDA in the 2000s had anti-terrorism responsibilities.  Trying to figure out what we want to do with computers and computer electronic records and the whole 21 CFR Part 11, if anybody's familiar with Computerworld, became an issue.



We had the Vioxx issue.  GXPs and guidance became known.



GMPs for dietary supplements and globalism.  The picture shows an investigator looking at an imported item coming into this country.



Our challenges.  We, even though Office of Regulatory Affairs is one-third of FDA staff, we still don't have enough people to look at every commodity in this country.



If we're looking at one or two percent of the products being imported, we're not doing more than that within the clinical study, clinical trial arena, or the drug manufacturing arena.  We're doing the best we can with the staff we have.



Congress has given us guidance and given us authority to hire more investigators.  And this was done after 9/11, after the terrorism attacks.  And it's been done again after the spinach outbreak and recent outbreaks such as peanut butter and now the pistachios.



Where this is going to head, who knows.  Obviously, we're never going to have enough people to look at every item out there.



And there's constant changes.  There's new scientific breakthroughs coming through, especially now with stem cells.



We have more sophisticated products.  A lot of the products, a lot of manufacturing roles are now being done totally electronically.



There's new public health risks that arise.  And then there's international commerce and consumer information.



So remember, we are a public health agency.  It's our mission to review consumable and medical products people reasonably expect to be safe and effective.  We're a law enforcement agency and consumer protection agency.



Our laboratory results must be true, verifiable, and repeatable.



And lying to FDA, lying to an FDA officer is actually a Title XVIII violation, or a fraud against the federal government.



This is a nice website that was just created within the last year, I believe, Consumer Education: What you Need to Know on How to Use Your Medication Safely.  And it allows you, if you notice in the center, allows you to sign up for medication emails.



So I encourage you all to go to FDA's website for our consumer education and sign up for the email notifications, and that will keep you in tune to what's happening out there in the medical arena.



Consumer updates.  This is our -- consumer updates.  You can see FDA web page on salmonella peanut products.  This is from a couple weeks ago.  I'm sure today it actually shows pistachios there.



But the consumer updates is actually a very helpful link as well.  And you can subscribe to it, once again.  This allows you any commodity, any product that we regulate, which you figure 25 percent of the gross national product whether it's a device such as your toothbrush, or your daily prescription medication you take, consumer updates will have any updates or any changes to that commodity for you guys.



Some useful websites.  Here's for the Center for Drugs.  There's small business assistance if you would want to create a drug or help develop a drug.



The Drug Registration and Listing to find out if you want to know the person making your Lipitor pill, are they -- is that generic company registered with FDA.  You can find out.



There's a link to selling drugs on the internet statement by Janet Woodcock, the director of Center for Drugs, explaining about internet prescriptions.



Upcoming workshop for information on drugs.  A quick guide to general subjects of interest related to drug regulation including phone numbers.



For devices, telephone numbers and device information and upcoming device workshops.



Food.  Labeling exemptions.  A link to dietary supplements about retail stores.



Our Office of Regulatory Affairs also has a group of investigators, what we call the State Cooperative Program folks, and these guys include retail food specialists which work with the state and local to ensure that retail food safety in the food code is enforced.



We also have state cooperative investigators that do dairy plant inspections.  They're dairy specialists.



Also shellfish specialists.  For those of you that like oysters, they ensure that the oysters coming from either the Bay out here in California or down in the Mississippi/Louisiana area are safe for you to eat.



We also have radiological health specialists who do the inspections of the MQSA, the mammogram machines, any of those, equipment and laser optics.



Import and export websites.  Everything and more that you wanted to know about imports and exports.  There's guidance on imports and exports under the Export Reform and Enhancement Act of 1996.



For those of you that travel internationally and want to bring drugs back with you from that country, get some sort of note or verification that they are for medical use.  Most likely you won't be stopped and detained about it, but there's a possibility.



Be aware if you're ordering prescriptions over the internet, your prescription may not get to you.  It may be stopped by one of our import offices, especially if it's coming from Canada.  They may think it may not meet the quality standards, so it may be held up.



And then FDA homepage.  There's an FDA history link, and then actually a link to the act.



Code of Federal Regulations, which we enforce, talks about good manufacturing.



Internet Selling.



All right.  Hopefully I didn't go through that too quickly.  Lots of information in a short time.  Andrea, I'm going to default to you for the questions.



(Whereupon, the above-entitled matter was concluded at 10:46 a.m.)





NEAL R. GROSS

COURT REPORTERS AND TRANSCRIBERS


1323 RHODE ISLAND AVE., N.W.

(202) 234-4433
WASHINGTON, D.C.  20005-3701
(202) 234-4433


