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MS. FURIA:  So today we are lucky enough to have two presenters.  We have Dr. Karen Weiss and Dr. Dale Slavin.  I'm going to start with introducing Dr. Weiss and then Dr. Slavin right after.



Dr. Karen Weiss is the lead for the Safe Use Initiative in the FDA Center for Drug Evaluation and Research.  Under this initiative, FDA will create partnerships with the healthcare community to improve safe use of marketed prescription and non-prescription medicines.



In her twenty years at FDA, Dr. Weiss was involved in a variety of activities including regulation of therapeutic biologics, pediatric drug development, oncology drug development, and now drug safety.



She received her undergraduate and medical degrees at the Ohio State University, completed a pediatric residency in Grand Rapids, Michigan, and a pediatric hematology/oncology fellowship at St. Jude Children's Research Hospital.



She was an assistant professor at Georgetown University before she joined FDA.



Dr. Weiss experienced the stresses of returning to school late in life and earned her MPH from Johns Hopkins University in December of 2009.



I can relate to that, Dr. Weiss.



(Laughter.)



Since moving to the FDA's White Oak campus, Dr. Weiss has become an avid bike commuter, riding 18 miles each way to and from work, and has only had one altercation with a car.



Wow.  Kudos to you, Dr. Weiss.  That's amazing.



And Dr. Slavin earned her doctoral degree in genetics from the George Washington University in Washington, D.C.  She completed her post-doctoral work in tumor vaccines and the development of immune response to tumor-associated antigens within the laboratory of tumor immunology and biology at the National Institutes of Health.



She came to FDA in 2002 to work in the Center for Biologics Evaluation and Research, with the Office of Therapeutics Research and Review, and subsequently Office of Vaccines Research and Review.



She enjoyed both the science and the regulatory aspects of her work in both OTRR and OVRR, but chose to focus on science policy while working as a special assistant to the associate director for policy at CBER, and currently as a member of the Safe Use Initiative in the Office of the Center Director, or CDER.



Throughout her scientific career, Dr. Slavin has viewed the development of human therapeutics and drugs in many of its facets, in her bench-to-bedside research at the NIH, for her management and review of investigational new drugs and biologics, to her work in biologic and drug policy.



She finds the Safe Use Initiative to be a more positive way to enhance the health of all.



Thank you both for joining us today and welcome to both of you.



DR. WEISS:  Thank you.



DR. SLAVIN:  Thank you.



DR. WEISS:  So are we ready, Andrea?



MS. FURIA:  You're on.



DR. WEISS:  Okay.  So hi, everybody.  Good afternoon.  And thank you so much for joining us on this Friday afternoon to hear about the Safe Use Initiative.



And both Dr. Slavin and I are exceeding -- I'm Karen Weiss -- exceedingly happy to be able to be online to talk with you about our initiative.



So I'm going to start with the first few introductory slides, and then Dr. Slavin will follow me.  And then afterwards we'll be very happy to entertain any types of questions or ideas, whatever, that you might have about Safe Use.



So just to start, Safe Use, and this is our Safe Use logo, is all about collaborating to reduce preventable harm from medication.



And, as I'm sure this audience knows more than probably almost any other audience, that all medications come with not only their benefits but also their risks.



And the challenge we all have, certainly at the FDA, when we approve drugs is to really try to be sure that the benefits are going to outweigh the risks.



And then as drugs are marketed and go out in the world and are being used, we want to make sure that those benefits continue to outweigh the risks.



And in terms of drug risk, we know that that is a sizable issue in this country and around the world, that in the United States there are greater than four million visits to the emergency departments, to doctors' offices, and to other outpatient settings due to medication-related injury.



And this also results in somewhere over 100,000 hospitalizations each year.



In terms of medication risks, knowing that they all exist with every medication that's out there including over-the-counter medications, we know that some risks just really can't be avoided, oftentimes because there's just gaps in the current knowledge about the particular drug, or there are side effects that we know about but we just can't prevent.



And examples include, of course, the well known side effects of cancer chemotherapy.  Despite the optimum way to use the medications, there are risks with most of those medications that really just can't be completely obviated.



Then there's also a sizable proportion of harm that is actually preventable.



And, in fact, some data -- it's really hard to get handles on exactly how much of the medication-related harm can be prevented, but in studies it can be even 50 percent, maybe even higher, of the harm from medications might actually be able to be prevented or at least minimized.



And we know that in addition to the tolls in terms of suffering and harm to patients, there's also a large financial cost.  It's estimated to cost our healthcare system over four billion dollars a year.



And in terms of these preventable kinds of harm, they come about through various sources.



One that's probably the easiest to understand are the medication error, which are mistakes that occur anywhere in the medication use process.  And the medication use process is really going to depend on the particular setting where the medication is being delivered or consumed.



So it's going to differ whether you're talking about a prescription medication being administered or a patient taking a prescription medication in an outpatient type of arena, versus receiving that medication in a hospital setting.



It's going to be different whether you're talking about an over-the-counter medication where there is no prescription and oftentimes, no physician or other healthcare provider that's involved in the process.



So the types of errors that can occur are informational errors in prescribing.  A physician maybe prescribes a particular type of medication for a patient when they may-- for instance, a classic example that's always discussed and mentioned is the classic case -- as a pediatrician, my colleagues and I are guilty of these types of things, prescribing an antibiotic for really a viral type of infection.



So a patient's exposed to the risks of the antibiotic and really not even any of the benefits because their type of infection isn't really amenable to antibiotic type treatment.



There's informational errors by patients or consumers.  And a classic example that we're really trying to address is acetaminophen, which is the active ingredient in Tylenol.  And it's in many, many commonly used medications, many of them being over-the-counter.



And there's sometimes misunderstanding about the harm that can occur from inadvertently taking too many medications that contain acetaminophen as their active ingredient.



And then there are these procedural and process errors.  And these are things like confusing medications because the names sound alike, or maybe giving the wrong dose, or giving it by the wrong route.  Those are all things that occur.  And all of these are things that can be prevented.



There's also unintended or accidental exposure, such as occurs in children who accidentally get into a bottle of medication and consume the bottle of something.



There's the intentional misuse, abuse, and self harm that occurs with a number of facets of medication.  And that's a very hard area to try to reach and prevent, but there's a number of efforts going on in that arena.



And then there are the drug quality defects, which used to be more of an issue in the many years back, I think, before there were stricter standards and controls over drug manufacturing and testing of medication.



And so those are all the sources of manageable medication risks.



So FDA has had a long role in managing medication risk.  We, as an agency, review and evaluate the chemistry manufacturing aspects of the particular drug to try to ensure that it's of the highest quality.



We have an active program, as you probably all well know, in evaluating the pre-market safety and efficacy.  We bring things to advisory committees to get outside opinions about the safety and efficacy of drugs to make decisions about marketing.



We're very, very involved in the whole drug labeling process to make certain that prescribers and consumers really understand the risks about the medication and how to minimize them, to understand how to properly dose and take the medication, to understand about drug-drug interactions, et cetera.



We're involved in overseeing, to some extent, drug advertising and promotion.



We have an active post-marketing surveillance to try to continually accumulate data once a product is out on the market and being used.



We have some role in controlled substances by making recommendations and working with the Drug Enforcement Association on scheduling of certain medication.



But more recently, FDA's been involved in other types of risk management activities.  And I say recent in quotes because some of this has been going on for, you know, a number of years.  It's not just like, you know, yesterday.  But it's still relatively recent compared to the 100 or year so history of FDA.



And so we have a number of efforts to improve our communication processes.  And those are being done in a number of fronts including efforts to standardize the drug labels in the -- not too long ago now, I think it was in the early 2000s, Congress approved the new regulations on physician labeling, so that there are now new formats for the information that comes in any kind of prescription drug is all standardized and hopefully streamlined.



There's better information on over-the-counter medication.



There's an ongoing effort to develop better consumer medication information so that anybody who's a consumer, including all of us, who get prescriptions from the pharmacy, have readable, useful information that comes with every prescription.



There's ongoing efforts to evaluate trade names to try to minimize confusion about look-alike, sound-alike names, to look at cartons and containers to try to minimize inadvertent mix up of medications, to try to improve the way medications are packaged to make them easier to use and also to minimize errors in administering and taking the medication.



And there are also a number of more specific drug-related safety measures that have been implemented over the years.



In 1992, new regulations called for FDA to determine that certain medications need some type of restricted type of distribution.  And those were referred to as those Subpart H regulations.



And over the years there's been more refinement and evolution of that type of restrictions until more recently in 2007, the FDA Amendments Act, or FDAAA, has actually given FDA greater authorities to impose additional restrictions, they're called REMS or Risk Evaluation Mitigation Strategies, on certain medications.



Maybe you've all been familiar with some of those types of programs with specific select medications that can only be -- where the FDA determines -- that the medication can only be used if there's specific programs that the drug manufacturer develops and puts in place to try to minimize the risks.



And FDAAA has also given the FDA greater authority to improve upon drug labeling, requiring certain safety information to be more promptly and prominently displayed in drug labels, and to also require certain studies to be done post-marketing and giving us greater authority to actually require those studies than we had in the past.



And more recently, again, FDA has  instituted a Drug Safety Oversight Board, which is an internal -- it's a board that meets, it's composed of FDA individuals from all the centers, the Center for Drugs, the Center for Biologics, the Center for Devices, as well as other federal partners.  And we discuss, in depth, safety issues.



There's a newly-commissioned advisory committee called the Risk Communication Advisory Committee that deals with a number of issues on communicating risks about drugs, health literacy being one of the issues as part of this committee.



And then very recently, and this is really the subject of this webinar, the FDA Center for Drug Evaluation and Research launched the Safe Use Initiative.



And Dr. Slaver's going to talk much more about Safe Use, but I just have a few more introductory slides to mention that the Safe Use Initiative is really coming in the context of the broader patient safety movement.



And that -- ten years ago in 1999, a catalyst, I think, an evolution in safety occurred with the Institute of Medicine that published a series of books and reports about patient safety.  It was a series called the Quality Chasm Series.



The first book in that series was called To Err is Human.  And that report described a harm that occurs from medical errors.  It points to the fact that there were maybe 100,000 deaths that occurred each year in this country from medical errors, not just -- and this is the broader issue of problems, for instance, in surgery, not just dealing with drugs and regulated medication.



But there were maybe 7,000 deaths each year from just errors in medication and errors in prescribing or administering a medication.



And the Institute of Medicine was the first time called attention to a system failure, talked about the fact that we really needed to rethink our culture of safety in this country, and to really improve our systems and our culture if we're ever going to improve patient safety.



And so as a result of that, many different organizations have developed and spearheaded patient quality and safety initiatives.



There's a number of federal agencies that are working in this arena.  There's organizations such as the Institute for Safe Medical Practices, other types of organizations like the National Council on Patient Information and Education, a whole alphabet soup of organizations and groups that are really focused and dedicated to improving safety of medications and the medical processes in general.



And as a segue into Dr. Slavin's presentation, I just want to say that all of these different organizations and individuals who have a dedication to improving safety in medications are all potential partners that FDA and our center want to work with as we proceed with the Safe Use Initiative.



So with that, I'm going to turn things over then to Dr. Slavin to talk in more detail about the Safe Use Initiative.



DR. SLAVIN:  Hi, everyone.  This is Dale Slavin.  And I'm just going to explain -- so Karen set the stage or the foundation for why Safe Use and why Safe Use now.



And of course, as you heard her say, the vast majority of harm from approved drugs, that's FDA-approved drugs, first because of suboptimal use.  And that would be the example she gave where the physician might be prescribing an antibiotic and it really isn't necessary.  So that would be a suboptimal user.



Possibly, there might be a more optimal drug to be used for a certain patient's indication because they're on other drugs, or they may have certain interactions with a drug that might be known.  So one drug would be a better choice than another.  So that would be something like suboptimal use, misuse.



Inappropriate use, taking 12 Tylenol because your headache is really big.  Failure to use could even be one.  Medical mixups.



And these are all preventable.  If they all can create harm, they're all preventable.



So the Safe Use Initiative, after 2007 FDA Amendments Act, which has enhanced our ability to ask for more safety information and ask the drug companies to increase safety of their drugs if we're seeing problems or even before we saw problems, we were sort of ready, we were poised, or on the brink to develop this Safe Use Initiative.



And the Safe Use Initiative is really to complement the regulatory authority of the center.  So FDAAA's within our regulatory authority that we can place on industry who manufactures and tests the drug.



And so this complementary thing is going to be focused Safe Use, is going to be focused externally on activities within the healthcare community, so anybody who prescribes, dispenses, administers, and uses prescription and over-the-counter drugs.



So one of the things that Safe Use can do is partner and collaborate.  What we can't do is regulate.



So we are there to influence and positively impact safe use, to increase safe use and reduce preventable harm.



So what are our goals?



To create lasting public and private partnerships with healthcare community in order to influence and encourage that safe medication use through coordinated efforts.



And as Karen said, there are a whole bunch of federal agencies, even, you know, you can think of the state health departments, you can think of National Council, NPSF, National Patient Safety Foundation, excuse me, ISMP, all these different organizations who are involved in different aspects of safe use and may actually be involved in the same sorts of things.



And creating coalitions and collaborations within those groups to really enhance the safe use activities would be one thing FDA would like to step up and do.



To bridge the information gaps that exist in knowledge in medication use.  We put out a lot of information, but we're not certain how far the information on how to safely use a medication is penetrating, either into the healthcare community, meaning the physicians, the nurses, the physicians' assistants, and also the consumers and patients and primary caregivers.



And we also -- along with this we have to understand what our Safe Use efforts are doing, whether or not we are able to make a positive impact, because sometimes you do something and it makes an impact but it's not the impact you want.  So we need to be able to measure that what we do is what we wanted to do.



So to achieve the goals of Safe Use, we need to first identify CDER-regulated products.  This is a CDER initiative.  So this is the Center for Drug Evaluation and Research initiative.  And later on it may become more of an agency initiative, but right now it's just within CDER.



So we've got to identify those products or areas of practice where there's suboptimal use of medications.



We want to develop those partnerships.



We're trying to gather information regarding unsafe use.  So we need to become informed on what are the problems, what are the impediments to safe use.



And then we can develop ways to influence safe use, and bring in partners and talk to them and create these collaborations of recognition of what is the problem and then how do we influence it, and how do we measure that influence.



So we're reaching out to partners right now.  And we're thinking globally.  And when I say thinking globally, you can think of federal agencies, you can think of yourself, you can think of the professional societies, training, accrediting or standard setting groups, of course patient safety and consumer advocacy groups.



We are starting internally because a lot of the problems that are observed can be observed even within FDA.  And we can talk to many of -- like Office of Safety and Epidemiology, and many of our review decision groups can see problems and bring them to us and say, look, we've done everything we can with this label but there's still mistakes being made, there's still problems with how this drug is being used.



And it's possible that Safe Use can at that point develop some sort of intervention.



So how are we choosing our projects, because there's probably a myriad of things, in fact we know there is.



So one, it has to be an FDA-regulated product or therapeutic class, or potentially a therapeutic area that demonstrates public health and public safety issues.  That's A number 1.



And within that, we need that population data that provides support for intervention in action.



Of course the actions and activities have to be within our scope.  In other words, if it's somebody else's regulatory scope, such as, let's say, you know that there's an unsafe use of Schedule II opioids, but it's an abuse and it's because somebody down the road is stealing from the pharmacy somehow and then getting it out on the street.



Well, that really wouldn't be something Safe Use would be involved in.  That would be something for the Drug Enforcement Agency.  That would be something for DEA.



We want to make sure that the impact of our actions can be measured or quantified because that way we know we're actually having that positive influence, and we know we're doing the right thing.



There should probably be a high risk of preventable harm.  If there's no real risk then maybe that's not something we should be looking at right away.



And there also has to be a concern within the public and the healthcare community, and a willingness and interest within the community for them to work with us because this is not something we can regulate.



We need everybody to come together and to work with us.  And we'll lend support, we'll be the incubator, we'll do everything we can within our power to help you.



And it may be that in doing these things there may be things that we say, hmm, maybe we do need some more regulatory oversight, maybe we do need to revise this, maybe we need to rethink how we said this.



So there may be regulatory actions that come out of that, but those will be, again, we have to just take those back to the review committee and they make those decisions.  Safe Use does not.



Moving -- there we go.  Here we go.



We've got some pilot projects that we've started, and one of them is for injection safety.  And the reason this came about is because CDC is very involved in injection safety and is very involved in the public health also.



And they came to us with a huge grocery list of products that had been sort of involved in injection problems, namely bacterial or blood-borne disease infections.  The one that rose to the surface was propofol, which is a short-acting anesthetic and it has no preservative.



And here you see an ampule, but now it's actually in a rubber-stoppered vial.  So that picture's a little old.



So what CDC observed was those outbreaks.  And they came to Safe Use and said, what do you think, can you do anything?



So we developed a meeting around propofol and around trying to understand the impediments to appropriate and safe use of the product.  And so this was an information gathering, what's going on, how are you using it, why are you using it this way, what do you see.



And it was a very interesting meeting and really helped people to sort of focus on propofol and focus on what their injection practices were.



And what was really interesting is that there were any number of people who were handling the product, and there were any number of people who had a very different, varied injection practices based either on who was handling it, the setting, the need.



So from there it was established that we really needed to go a little further.  And actually one of the groups out there said, gee, I really want to gather some more information on that.  And they said, we want to -- and from that we were able to develop a few collaborations and a few connections.



We also found out that there was some regulatory action that maybe we should think about taking, which was -- people didn't understand what it meant to say single-use or multi-use or single dose.  People had different ways of thinking about what that meant.



So we've brought that back to the regulatory side, and they're considering the problem and looking at it that way.



We're also looking at potential education components to bridge the gap between how propofol is used and the information on how to optimally use the product.



So that's one example.  We have several others.  One of the ones that Karen mentioned is acetaminophen.



Acetaminophen's in any number of products, both over-the-counter and prescription.



And of course, the risk of taking more than recommended is liver damage, and potentially death from the liver damage if you can't get a liver transplant and it goes that far.



The thing with acetaminophen, as many of you well know, there's been a variety of advisory committees, there's a variety of activities going on internally that are going to be involved in regulating the product and possibly doing different things with the product that would involve working with industry.



But also there will be a Safe Use component.  And so our role is going to be, again, beyond those regulatory actions.



So as soon as those regulatory actions start falling into place, we need to dovetail in there and make sure that we bridge that information gap and make sure that people understand why they're getting their acetaminophen this way, why this dose is the most appropriate dose, and why these things are now being put into place.



It would be wonderful if we could get people awareness of what drugs have acetaminophen, and understanding the harm if used improperly.



Another project that we're looking at -- and this is a really cool one.  I like this one for a particular reason.



This is the alcohol-based skin preps, and these are used for cleansing the skin prior to surgery.  And there's a risk of surgical fire because it's an alcohol-based prep.



And you can see up in the corner over there you've got your ignition source, your oxidizer and your fuel.  Well, your alcohol prep is your fuel.



So one of the problems is that they keep saying, well, you know -- everybody likes to say, well, it's the label, FDA.  FDA, you didn't do the label right.



Well, here's the label.  And I'm not picking on DuraPrep.  There's also another product out there called ChloraPrep.  It's just that they're alcohol based.



And what you see here is: for external use only, flammable, do not use 26-mL applicator for head and neck surgery.  And that's where the most dramatic and most horrible fires can happen.



Flammable vapors, and a big flame.  Do not allow solution to pool.  That's one of the reasons that the fires happen is because there is pooling, and the ignition source, and you've got that fuel, and you've got oxygen near the head and neck and there you go.  Fire with an electrocautery.  All these things.



This label is engineered to tell you that you've got to be careful with this product because the fire is a real risk, and yet you get 100 to 600 per year depending on what data you're using to develop those numbers.



So what can we do to help get it out there and get the understanding that you really have to know that this can happen, and you have to allow it to dry, or you have to choose something else besides this for these types of surgery.



And we're actually in discussions with CDRH on how to do that.  And we're trying to discuss this also with the Center for Medicaid and Medicare Services.



We're trying to develop a larger meeting to really bring everybody together to really think and brainstorm beyond just saying, oh, well, you can have fires, but to get people so that they really, really think about it each time they go into the operating suite.



So where we are now is we're just beginning.  We're developing those contacts after we rolled out November 4, 2009.  We've got our document out.  We've got a website.  You can go to our website.  All you have to do is put in the search terms `Safe Use Initiative' and it comes right up.



You can also go to our external FDA website and find it, but I find it kind of hard to find on it, so I just end up search-terming it on whatever search engine you want to use.



We do have a docket, which you can go to at regulations.gov.  I'm not going to give you the number.  I've forgotten it actually.  But if you go to the docket, and again, if you just search on `Safe Use Initiative' it should pop up.



And if you want to make comments to it, you're more than welcome to.  We do read them.  Unfortunately, I can't respond to every single comment that comes in.



But we have been reading them and some of them have been very good and very interesting.  And we do take them into consideration when we're looking at how to develop a Safe Use project.



But of course, we always need the data to back the reasoning behind going ahead with something to create a project or a program, safe use on a particular drug.



We're starting with these small pilot projects.  I would say propofol is one of our first ones, as well as the operating room fires.



We're connecting and collaborating with our federal partners.  We've really been in a lot of discussions with Agency for Healthcare Research and Quality, AHRQ, as well as CDC and CMS and even HRSA.  And I'm sure a few others and I'm forgetting who they are.



We're also gaining external contacts, our private partners.  We've been in contact with a variety of pharmacies, nurse teams, physicians.  We've also talked to any number of patient safety organizations.



And what we're doing right now is developing listening sessions, along with doing the talks that we're doing to all of you, to learn sort of where you are in the safe use arena.



And we're planning a larger healthcare public meeting to occur in 2010.  And I think it's going to occur right around the anniversary of the Safe Use rollout.



So I'd really like to thank you all for listening to myself and of course to Dr. Weiss.  And I guess we should open it up to questions and comments.



(Whereupon, the above-entitled matter was concluded at 3:06 p.m.)
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