

P R O C E E D I N G S

WELCOME AND INTRODUCTION

	DR. RAUB:  Good morning, and welcome to our discussion on disseminating the results of clinical trials.  My name is Bill Raub.  I am the Acting Director of the NIH, and I have the privilege of starting us off this morning.

	As a backdrop to our exploration today of means to expedite the dissemination of the results of selected clinical trials, I emphasize the adjective "selected."  The NIH expects that the vast majority of scientific reports that emerge from its clinical studies will continue to involve referee journals as the primary means of publication.

	My colleagues and I recognize the value of the time tested means for communicating with the contemporary audience, as well as for archiving knowledge for future ones, and we rely upon the journals' peer review processes to supplement and compliment ours.  The NIH and the journals thus, in an arms length way, share the challenges of quality control and knowledge transfer.

	Nevertheless, clinical trials take on special significance because, by definition, they are research endeavors that are proximal to health care.  And that special significance is magnified still further when the research results portend an immediate, or at least a near term, effect on morbidity or mortality, if the results are disseminated promptly.

	The last few years have brought several dramatic examples.  We will examine some of them as case studies later in this meeting.  Our hope in doing so is to discern some common principles amongst the myriad differences that are so much more readily apparent among these studies.

	In particular, the NIH recognizes two instances where new or refined dissemination processes may be needed in selected instances.  One involves expedited dissemination of results immediately after completion of the journals' peer review but prior to appearance of the article in its traditional printed form.

	The second involves issuance by the NIH of a clinical alert immediately upon determination of a finding of urgent public health significance, and well before a traditional manuscript would be submitted to the journal and its referees.

	Whether the NIH resorts to one of these methods, and if so which one, should be determined on a case-by-case basis, depending upon the urgency and other characteristics of the message.  The former method that I mentioned preserves the benefits of peer review external to and in addition to that arranged by the NIH, but requires closely coordinated actions with the relevant journal.

	The clinical alert eschews the benefits of non-NIH peer review and the discipline of preparing a traditional manuscript, but gets the new information to the relevant health care workers in short order.  

	I am hopeful that this meeting will generate guidance for all of us with respect to when urgency dictates expedited communication and how best to carry that out.

	I am pleased now to turn this meeting over to the Director of our Office of Medical Applications and Research, Dr. John Ferguson.

	DR. FERGUSON:  Thank you very much, Bill.  I would also like to welcome you to Bethesda for this workshop being co-sponsored by our office and the National Library of Medicine.  This meeting has sparked a great deal of interest from a lot of different groups.  

	It is clear that public health is best served when new information from clinical trials reaches the health care community and patients in a timely manner, as accurately and as completely as possible.  Any process which impedes, distorts, abridges, or otherwise hampers the delivery of these important information interferes proportionately in the health of our citizens.  Even if it is the perception rather than the fact of an inaccurately or impeded dissemination, the public health isn't served.

	It seems equally clear that the decision for dissemination processes other than the traditional route of publication in a peer review journal must reside with the institute involved with the trial, the investigators, the data safety and monitoring and appropriate advisory boards, and other agencies as necessary, for instance the FDA.

	A variety of problems and successes in these non-traditional dissemination activities has occurred and aroused the interest and concern of a number of groups, both within and outside the NIH, and prompted the planning of this workshop.  These problems have been diverse, related to a number of factors, among them:  the disease process, the institute involved, the concerns of the investigators, the issue of peer review, and concerns of journal editors, the interpretation of the data, the type and quantity of media coverage, and the needs of patients and practicing physicians.

	Given that the public's health is best served by information dissemination that is accurate, complete, and timely, and the foregoing problems, we planned this workshop as a preliminary step to address some of these problems.  This workshop has gone through a number of changes as new examples of dissemination problems have emerged and the interest of various groups grew.

	Originally planned for this auditorium, it was then decided to take five trials as case studies and discuss them from the perspectives of investigators, journal editors, and the media, in a smaller conference room.  As interest and examples grew, we returned to the large auditorium so no interested person or group would be turned away, and expanded it to six case studies.

	In addition, there has been intense interest from all of the NIH community and concern for the appropriate NIH responses to these issues.  The original panels representing the three groups just mentioned were combined with several additional NIH scientists.

	Although there is no existing NIH-wide policy or set of guidelines to determine responsibility for the dissemination efforts, there is the sense that sound public health principles would clearly call for some measures to be developed.  Some of the individual NIH institutes have begun to address these issues from their viewpoints, for instance the National Cancer Institute.  Our first step is to hold this workshop.

	We have been further persuaded that an information traditional partnership of medical science information dissemination that exists between NIH investigators and medical journal editors, that some general educational information might be presented from each of these groups at the outset of this workshop.  We will, therefore, have some material presented on these issues from the journal editors' perspective by Drs. Lundberg and Relman, and some information on clinical trials presented by Dr. Henry Sacks and Dr. Edward Davis, and our moderator, Dr. Thomas Chalmers.

	In addition, we will hear one possible solution to some of these issues, as mentioned by Dr. Raub, that has recently been discussed here at the NIH.  This will be presented by Dr. Don Lindbeg, the Director of the National Library of Medicine and co-sponsor of this workshop.

	I would like now to have the panel introduce themselves, starting with Mr. Bazell and going around the table.

	DR. BRACKEN:  I am not Mr. Bazell, I am Dr. Bracken from Yale Medical School.

	DR. FERGUSON:  Sorry.

	DR. COHN:  I am Victor Cohn of the Washington Post.

	DR. DAVIS:  Ed Davis from the University of North Carolina.

	DR. DeVITA:  Vince DeVita from Memorial Sloan-Kettering in New York.

	DR. FAUCI:  Tony Fauci from the NIH, NIAID.

	DR. FISHER:  Bernard Fisher, University of Pittsburgh.

	DR. L. FRIEDMAN:  Larry Friedman, National Heart, Lung, and Blood Institute.

	DR. M. FRIEDMAN:  Mike Friedman from the National Cancer Institute.

	MR. WHALEY:  Storm Whaley, NIH.

	DR. RAUB:  Bill Raub from the NIH.

	DR. CHALMERS:  Tom Chalmers, Veterans Administration and Harvard School of Public Health.

	DR. LINDBERG:  Don Lindberg, National Library of Medicine.

	DR. LUNDBERG:  George Lundberg, the Editor of JAMA.

	DR. MASUR:  Henry Masur, Clinical Center, NIH.

	DR. PALMER:  Earl Palmer, the Oregon Health Sciences University.

	DR. RELMAN:  Arnold Relman, Editor-in-Chief of the New England Journal of Medicine.

	DR. SACKS:  Henry Sacks, Mount Sinai Medical Center in New York.

	DR. SIMON:  Rich  Simon, National Cancer Institute.

	MS. STEIN:  Judith Stein, National Eye Institute.

	DR. STEINBROOK:  Robert Steinbrook, the Los Angeles Times.

	MS. THOMAS:  Anne Thomas, Office of Communications at NIH.

	DR. WALKER:  Michael Walker, Neurology Institute at NIH.

	DR. FERGUSON:  Thank you very much.  The general format, after we have these initial presentations, will be to present the six trials, about a half hour or so of presentation by the principal investigator or one of the NIH people presenting the medical science and the dissemination, followed by about a half hour of discussion of each trial.

	Although we don't expect to solve all the problems in this one-day meeting, we hope that airing some of these issues will lead to future, better informed discussions, and eventually to improve processes of rapid medical information dissemination when the need arises.  

	All the groups represented here have their own concerns, agendas, constituents, or boards to which and for which they have responsibilities.  However, we would like to emphasize our overriding goal in holding this workshop is an initial step toward solving problems to improve public health.

	I would like now to introduce Dr. George Lundberg who is going to give some editorial perspectives from his side.  And I would like the panel members to come down and sit in the front because the next series of presentations will be-- I think they will be able to see better from down here.

MEDICAL JOURNAL EDITORIAL PERSPECTIVES

PRESENTATION BY DR. GEORGE LUNDBERG

	DR. LUNDBERG:  One, two, three, four, five.  Does that come through out there all right?  Good, thank you.

	Good morning, ladies and gentlemen.  I wish to thank Dr. Raub, Dr. Ferguson, Mr. Whaley, and the remainder of the NIH staff for my having been invited to participate in this important meeting today.  Clearly the distribution of significant and valid medical and scientific information to physicians, scientists, and the public at large, is what our business at the American Medical Association is all about.

	I am particularly appreciative of having an opportunity, along with Dr. Relman, to briefly describe how our peer review journals work so that we may all have those descriptions as a framework into which to fit Dr. Lindberg's presentation, and others, whether or not they fit, as the case may be.

	I believe that the system of peer review in scientific journals has served our civilization well.  I would hope that nothing would come out of a meeting such as the one today that would threaten the continued function of such a system.  The basic forces that are here today are the sort that do challenge, and I believe rightfully so, the normal methods by which we do business.

	May we have the projector on?  

	(Slide.)

	That is not my set of slides.  My name is Dr. Lundberg.  You have all been in this situation, I am sure, many times where you are waiting for the slide to work.  But this is the first time I have ever seen the wrong slide being corrected by having a new screen!

	(Laughter.)

	DR. LUNDBERG:  There we are.

	(Slide.)

	In fact, Maslow's "Big 7" of levels of needs and motivation are abundantly evident here today.  Survival and safety, of course, are number one and number two, and prompt all to maximum efforts:  survival and safety of patients, survival and safety of research institutes, which require public support and funding, survival and safety of medical journals as the principal method of distributing new information to physicians.

	(Slide.)

	Strass in Ann Arbor has shown that physicians receive most of their new information from reading, primarily from reading medical journals.

	(Slide.)

	Editors have trust relationships with many publics, and it is precisely because of the conflicts with these relationships that we are holding this meeting today.  These publics include:  at the top, authors, students, the media, editorial board, reviewers, readers, funding agencies, institutions, advertisers, owners and, above all, patients.

	For example, readers of our journal traditionally trust us to provide them with information that is as close to accurate as humans can make it at that moment, and as fresh and original at the time their eyes meet that page.  

	(Slide.)

	We like it when the Chicago Tribune says, "All of this is true because it was reported in the Journal of the American Medical Association."

	Our readers expect that what they are reading is original, fresh to them, so it is worth their time.

	(Slide.)

	So we use these methods to try to determine what should go in the journal.  We want to know:  is the material original, and that fits with what we are talking about today; are the data valid; are the conclusions justified by the data; is the information important; is it of general interest; is the writing clear or can it be made clear; and is the priority timely.

	(Slide.)

	Or, as Steven Locke would say, simply:  "Is it new and is it true?"  And if we say no to either of those we don't publish the paper.

	Central to the concerns that motivate our discussions today on early dissemination of new knowledge is the notion that, once such distribution occurs via television, radio, newspapers, alerts, magazines, computer networks, mass mailings, library hook-ups, or even our major peer review journals, doctors throughout the country will automatically change to this new treatment.  Nothing could be further from the truth!  That is a myth!  That does not happen.

	(Slide.)

	Doctors must work at levels of attitude, knowledge, and behavior, but primarily knowledge first, which you can change easily.  Attitudes change with more difficulty, and behavior with much more difficulty.

	(Slide.)

	This is our journal.  Some of you may have seen it.  At the top it says, The Journal of the American Medical Association, JAMA.  

	(Slide.)

	We would like it to be the JPBC, the Journal of Physician Behavior Change, and sometimes it is.  But, oftentimes, it may not be.

	Doctors must receive new information.  Doctors must believe this information.  Doctors must believe that what is proposed is better than what they are now doing, and doctors then will change with their peers, often not before, following respected leaders whom they personally know and trust, and not necessarily right away.  And the public media does not make that change happen, in my opinion.

	Now because of recent concerns, as obvious, we published in today's JAMA a statement as to our policy on early release of information to the public.  You were supposed to have been handed a copy of this, a copy of our editorial from today's JAMA, as you came in the door.

	(Slide.)

	The public is interested in health information, and the public news media try to provide it as quickly as possible.  Peer review primary source medical journals, however, consider original articles only if they have not been published previously.  And in order to do our best to ensure both validity and originality, we require all authors to sign a form--

	(Slide.)

	-- which states what you see there and what you can see in our "Instructions for Authors" which is published periodically in the Journal.  It has in it a statement which says, quote:  "Neither this manuscript nor one with substantially similar content under our authorship has been published, or is being considered for publication elsewhere, except as described in an attachment."  That is fairly standard boilerplate for legitimate peer review journals throughout the world, as I know them.

	Thus, a conflict sometimes exists between the news media and editors of medical journals who prefer to disseminate complete medical information to physicians after validation through peer review.  Continue to work from the editorial that you all have in front of you.  All concerned want medical information to be as accurate as possible.  

	(Slide.)

	Medical editors rely on rigorous peer review to evaluate such accuracy prior to accepting papers, and physicians rely on journal publication to provide full information they can assess and explain to patients.

	(Slide.)

	The AMA journal policy, which covers not just JAMA but the entire archive series of our responsibility as well, is to consider scientific and political reports individually in order to appraise the need for urgent public health or treatment information through whatever media are appropriate at the earliest possible time.  This would apply also to our international JAMAs which--

	(Slide.)

	--in aggregate circulation are as is shown on the slide.  Now we prefer that this release be in temporal conjunction with publication in one of our peer review journals.  In fact, JAMA's government health agency columns, such as--

	(Slide.)

	"From the National Institutes of Health," 

	(Slide.)

	"From the Surgeon General of the United States Public Health Service," 

	(Slide.)

	"From the Assistant Secretary for Health," 

	(Slide.)

	"From the Food and Drug Administration," 

	(Slide.)

	"From the Alcohol, Drug Abuse and Mental Health Administration," and 

	(Slide.)

	"Leads from the MMWR," now called "From the CDC," as well as other government columns, exist in part to provide such information promptly to physicians, to other health officials, and to the public.  However, once a manuscript is received-- we have received is under peer review, AMA editors prefer that the information not be released to the public, except through presentation at scientific meetings, until the article appears in print in their journal.  That way all the material, methods, statistics, and results of studies, can be reviewed by physicians, patients, and the media alike, before deciding whether there should be changes in patient care.

	(Slide.)

	And, at that time we go full blast with press releases on the main things in our journals to 3,200 outlets-- advanced copies of JAMA to 300 major media outlets.

	(Slide.)

	And, of course, the results are obvious--

	(Slide.)

	--the front page of various newspapers, et cetera, steadily.

	Now in situations where there is an immediate public health need for the information, there should be no delay in its release, even if this release ante-dates AMA journal publication.  It is the editor's responsibility to speed the peer review process, and the publisher's responsibility to speed the production process, for articles that have an immediate impact on patient care or disease prevention decisions.

	I thought for this conference I would give you our full disclosure data for 1990 for our journal, JAMA.  This does not apply to our specialty journals.  

	(Slide.)

	But these are our hard data, shown here for the first time.  In 1990 we received 3,992 major manuscripts.  That does not count letters, medical news articles or any of that, or the government columns.  Our acceptance rate, overall, 16.2 percent.  The acceptance rate for unsolicited manuscripts, which is the vast majority of them, 9.4 percent.

	(Slide.)

	Our time to initial editorial decision for JAMA in 1990 for those 3,992 manuscripts, the initial decision was: reject without outside review, 53 percent; accept without outside review, 5 percent.  Those were mostly editorials and cover stories, and occasional other solicited articles.  And, send to outside review, 42 percent.

	(Slide.)

	The number of reviewers per manuscript ranged from 1 to 10, but very few manuscripts had more than 5.  The average per accepted manuscript was 2.78 reviewers; average per rejected manuscript almost the same, 2.86 reviewers; and the most frequent number of reviewers involved the mode was three.

	(Slide.)

	The acceptance rate for manuscripts sent to outside review, that 42 percent that went to outside review, that acceptance rate was 27.6 percent.

	(Slide.)

	And, finally, turnaround times for our decision, on average:  received to rejected, 33.3 days; received to accepted, 100.8 days; accepted to published, 73.6 days; and, received to published, 174 days.  Now those are averages.

	We have a policy right up front, when the deputy editor receives a pile of manuscripts every day, this tall, that deputy determines how important and how urgent is this information and keys on that urgency to work it fast track if it deserves it, for anything, not on a subject basis.  We don't deal with AIDS differently than we deal with other diseases because all diseases are important to large numbers of people.  But if there is an urgency factor there we identify that early on and we have the capacity to speed the process at all steps along this way, and I think we do.

	Continuing with the editorial, to close:  We will continue to examine this policy to make exceptions on a case-by-case basis to serve the interests of patients, the public, and physicians, to the fullest extent possible.  Potential exceptions should be discussed by authors with the editors as early as possible in the process.  That, of course, is the key:  good communication in the public interest.  Thank you.

	(Applause.)

	DR. FERGUSON:  Dr. Relman, New England Journal of Medicine.

PRESENTATION BY DR. ARNOLD S. RELMAN

	DR. RELMAN:  Thank you very much, Dr. Ferguson, ladies and gentlemen.  I, like my colleague Dr. Lundberg, represent a peer review journal that believes strongly, along with most of our colleagues in science, that the peer review system, with public release only at the time of publication of the manuscript, is the best way of communicating the results of new science for most studies.  

	In the great majority of circumstances I believe that it serves everybody's interests best to wait for public dissemination of information until the manuscript, the reviewed and revised and published manuscript, with all the details, is available in the literature.  That allows for quality control.  

	It avoids mistakes, errors in the data that might be released without peer review.  It minimizes the hype, the publicity and the hype and the exaggeration and bias.  And, it prevents the dissemination of premature and unwarranted conclusions.  It provides full details that are necessary for physicians who need to decide whether they wish to change the way they manage patients, and it provides basic, reliable information for the media to report to the public.

	In the great majority of circumstances, short-circuiting that process is not a good idea.  But the process takes time.  You have seen Dr. Lundberg's data that from receipt to publication it is between five and six months.  That is about the same for us.  That is average, with a considerable variance.

	Most of the time no harm is done because, in the first place, the information that is being disseminated is not of urgent concern to the public health.  It is not going to change the way, immediately the way doctors treat patients.  It is not going to have an immediate impact on the public health and safety.

	And, furthermore, this kind of deliberate, careful, conservative review, analysis, revision, and then publication in detail after selecting out many manuscripts that are not appropriate for publication, this process is consistent with the way the information is generated in the first place.  New information does not arrive with a big bang, with a sudden explosion.  It is not the case that clinical investigators one day don't know anything and then the next day have the whole story.  It is not a single event.

	The development of new clinical information does not usually occur on any given day.  It is a gradual process that starts with the first patient in the study and gradually builds on itself.  And ultimately, at some point it becomes clear that you have got something that you can draw conclusions about.  So the careful, deliberate, critical, discerning, selective assessment of what is going to be published and what is going to be disseminated to the public is consistent with the way most information is generated anyway and is consistent with the fact that most of the clinical information that is generated is not of an urgent nature.  It is not going to immediately affect the health and safety of the people.

	But occasionally there is a great rush and we need a quicker, but no less reliable, system for peer review and for dissemination of information.  And this is what this meeting is all about.  And, of course, we have to be particularly careful in this kind of situation because usually the stakes are higher, the information is a great moment that is going to have a major impact on lives and health and safety, and there is greater chance to make a mistake.  

	If you move quickly, if you try to come to a conclusion quickly, there is a greater chance of making a mistake.   And, since it involves something that is so urgent, the consequences, the impact of a mistake are going to be greater.  So we have to be very careful.

	Now, I think the first principle that we have to apply in these situations is that peer review cannot be, and should not be, avoided.  I think that most people would agree that it is not wise, it is not safe, it is not a good idea, to allow investigators to be their own judge of when they ought to go public and what the public ought to hear, and what physicians ought to hear.

	It is very important, everyone agrees, that new information be reviewed, be criticized, be analyzed, if necessary corrected, or if necessary rejected, by outside parties, by experts who are not directly involved in the research and ideally have no personal stake in the results.

	Now, the peer review that is necessary in these circumstances, when we are dealing with an urgent situation, does not have to be journal peer review.  It can be peer review, in my opinion, done by an advisory, a competent scientific advisory body in a government agency, such as the NIH.

	Now, the advantage of having a government agency do it is that it can sometimes be very rapid.  As soon as the information is available the advisory body can look at the results and analyze the data and decide that certain conclusions are justified.  But journals can also expedite peer review.

	Dr. Lundberg pointed out that, at least with his journal, from receipt to acceptance, presumably the peer review process that is going to lead to a published paper, takes something more than three months, on the average, in his journal.  I don't have the exact figures for our journal at hand, but my impression is that we may be able to do a little bit better than that, routinely, but not a whole lot.  And we too reject, ultimately, the great majority of papers that are sent to us.  We reject them much more quickly than we accept them.

	But when we wish to expedite a review we can do it in a week, or two, or three.  And if there is an obvious need, if authors have made a request or if our editors judge that a paper is of urgent concern to the public health, we can expedite it.  Phone calls, hand delivered constant tracking of the review process, getting a decision, at least an initial decision, in anywhere from one to three weeks.  There may be some further revision that is necessary, but we can complete the review in a couple of weeks.

	Now, as far as I am concerned, as soon as peer review is completed, either by a scientific advisory body in a government agency, or by this expedited process at the journal, the information can be made public.  We have traditionally followed the same policy that JAMA has, but we have what is called the Inglefinger(?) rule.  We won't accept for review, we won't publish material, that has been widely publicized previously, except for presentation at scientific meetings.

	And once we accept a paper it is in a production process that takes seven to eight weeks, and we have an embargo.  We will not allow authors or sponsor institutions to publicize that work until the date of publication.  But we will circumvent, we will set aside, the Inglefinger rule and the embargo when we and the authors, and the government sponsoring agency, agree that the news is of urgent importance.

	Now if a government agency and the authors want to take responsibility for the information that is disseminated, they can release the information before, even before we see it, before we complete our review or before we even have the manuscript.  They can prepare their own release in as much detail as they want, in any form that they want.  It can be by a clinical alert, an advisory.  It can be put on an electronic bulletin board or whatever they want.

	The risk, of course, is that advance information, before journal publication, may give the appearance of dictating practice.  If a government agency releases, sends out an advisory, some doctors, and the public, and lawyers, may think that that is now an official government rule; doctors who don't do what the advisory says may be guilty of malpractice.  They may be, but not always, and there is a great risk of having a kind of government stamp of approval on what doctors should do and what they shouldn't do.  So there is the risk of that.

	And then, of course, the other risk is that the information, absent the detailed publication, won't give enough information to enable doctors to decide whether they want to change their practice or not.

	But government agencies can do this.  As you will see from many of the case reports that you are going to discuss -- and we have been involved in most of them -- advisories have been sent out, with our knowledge and full cooperation, and that did not in any way jeopardize consideration of the paper for publication, and ultimate publication.

	If the advisory, if the government agency wants to say that it has been reviewed by the journal, they have to wait until we complete our review, until we have a final manuscript.  If they just want to use our peer review process to support their own judgment, they don't have to wait for the final acceptance of the paper.  But then, as far as I am concerned, they have to take full responsibility.  We are not going to take responsibility.

	We don't want the New England Journal's name to be associated with a paper that we haven't signed off on because, although the initial manuscript may be tentatively approved for publication in a week, or two, or three, with expedited review, there are many changes and revisions in text and in conclusions, and discussion, and so on, which may change the tone of the paper and that will be reflected only in the final manuscript.  So we don't think that it is a good idea for the government to say that this has passed review by the New England Journal until we really have a final manuscript ready to publish.

	If the NIH or the National Library of Medicine wants to go on line with the full text of the manuscript, they are going to have to wait then for final approval.  And then they can put our copyrighted manuscript on line.  It could appear a few weeks before it would come out in the journal.  

	In other words, we have a final manuscript ready to go into production, final, to be published, about three weeks before the actual publication date.  And if NIH wants to use the full text, they will have to wait until we have a final text.  If they simply want to use our review process, they may only have to wait a week, or two, or three, until we complete our initial review, and then say we will tentatively accept this paper pending final revision.  And that has been done many times.

	I think that working within these guidelines it should be possible always to provide physicians with adequate information so that they can change practice if they want to, promptly, after the report has been submitted to us, or even before.  We do not require that we have the paper in hand before the NIH can go public.

	And, as you will see from the examples, there have been a few instances in which the NIH went public months before we got the paper.  But then the NIH and the office have to take responsibility for what they say and how they say it.  They cannot say that this is a New England Journal approved manuscript because it isn't.

	I don't think that there is a basic problem here.  I think that the system already works pretty well.  It has to be fine tuned.  I think we have to be very careful about the detail with which we provide doctors this advanced information.  We have to make very sure that everybody concerned gets the information.  But we have to be sure that nothing gets publicized that hasn't been reviewed at some level or other.

	But, after we worry about these aspects of it, it seems to me that the system can work pretty well.  I have no doubt that it can be improved.  I will be interested to hear what suggestions, what further suggestions, NIH may have, what the National Library of Medicine has in mind.  I will certainly be interested in comments and criticisms from colleagues in the media and from working scientists.

	But I think basically we are moving in the right direction, and I don't see any unsolvable problem here.  I think that working together we can serve the public interest and also protect the integrity of the peer review process.  Thank you very much.

	(Applause.)

	DR. FERGUSON:  Thanks very much, Bud.  And now we will hear from Dr. Don Lindberg of the National Library of Medicine.

PRESENTATION BY DR. DONALD A.B. LINDBERG

	DR. LINDBERG:  Dr. Ferguson, ladies and gentlemen, it is a pleasure to be with you.  I won't take long in my remarks.

	I agree with Dr. Lundberg and Dr. Relman that the topic of the day is an important one.  I don't think-- I agree that the system is not broken and we really are dealing with fine tuning, but it is possible to fine tune and improve the system and to solve a lot of the objections that have caused the meeting to occur.

	By and large the National Library of Medicine deals with post-publication problems.  By and large this meeting is about pre-publication problems.  So there is an overlap of interest, but it is not 100 percent.

	We subscribe to somewhere around 27,000 periodicals, which makes a tall stack on one's night table.  Around 3,500 or so are included in MEDLINE, which is the commonest, and probably best, way for you to access the biomedical literature.

	So because of that we think of ourselves as having passed through a sort of an early phase of the first 150 years, roughly, in which assembling collections was the main focus, and having, during the last 20 years, concentrated on a second phase in which access to biomedical information was our prime focus.

	I hadn't really thought until preparing for this meeting that it is possible that the third phase may be facilitating and speeding up the transmission of information.  That may be the focus that we are talking about today.

	The first speaker, Dr. George Lundberg--  well, I have to admit it, and it isn't the first time it has ever happened, but he took my material in the form on my slides, and he rejected it!

	(Laughter.)

	DR. LINDBERG:  Or maybe accepted it, but it has to be revised, and I don't know how I am going to get it revised quickly enough.  So the only thing I can do is to appeal to Dr. Relman and the audience to consider if it might be viewed.  Please show the slide and let's see what happens.  Let's see whose slides I get.

	(Slide.)

	Well, that is good.  Now, I am going to suggest briefly that an objective which we perhaps may all have in common is to improve health care by dissemination to the health care community of timely and authoritative information about significant results.  And I think today we are going to limit or focus our discussion, from my point of view anyway, on NIH supported clinical trials.  

	Obviously, there is lots of information in the world worth talking about, and actually only about 27 percent of clinical trials are NIH supported.  The majority are drug house supported, although I think that we are given the opportunity to pay for the big ones.

	(Laughter.)

	DR. LINDBERG:  (Slide.)

	Now just let's have a fast overview of sort of stages of publication, again looking at this limited thing about NIH supported clinical trials.  There is a point at which the NIH may decide that a clinical trial has been completed, or they may interrupt it.  

	And, of course, that may be because one arm of the trial is very, very successful or one arm is very unsuccessful.  There is an asymmetricality here that I will return to.  But at that point there have been announcements of highly significant results in the form of press conferences and/or clinical alerts.

	I agree with what Dr. Relman and Lundberg have suggested, that it is entirely plausible for those things to be disseminated, in addition to press conferences and clinical alerts by mail, through an OM, by electronic means.  Now under ordinary circumstances a manuscript is then written, submitted for publication, and hopefully revised and ultimately accepted.  

	And at that point Dr. Relman was suggesting that it is acceptable to consider if, at the second sort of intervention pre-publication, one could again, by electronic means, disseminate even the full text or some proper subset of that, how many people would want it?  Well, probably not many.  

	How many people are really tuned to the new electronic age?  Well, we keep saying that new graduates are.  I am not sure that is right.  Really we don't see very much of a difference in the age of our users.  

	But roughly 5 million times a year people do on-line searches of the NOM system, so we could certainly bring these early results to their attention.  And, if they wished, we could provide a full copy by fax or other means.

	Ultimately, of course, the paper is published, the journal distributed in the library where the individual reader has access to it, and then that paper is indexes in MEDLINE, as I have mentioned.  So there are really three points ultimately, after the full paper is out, possibly full text pre-publication for those who are really interested, and a kind of a mass distribution to those who sign on to MEDLINE.  

	I mean, that isn't so hard to imagine.  I am not suggesting anything radical, I am just suggesting not that it replace any other function but that we use those facilities that are readily available to us for electronic dissemination.  

	I mean, you have all signed on a system that persists in saying things to you.  It is like the newspaper banner.  They want to tell you what time of day it is and hello from NLM, and how many users are on line.

	I remember one university I used to sign on -- I think it was Illinois -- they were so proud in the old days of their computer system that their banner said "OS Lives!" which is their operating system.  But maybe it would be acceptable to say something medical if we had something significant to say.

	(Slide.)

	Now the elements here, therefore, are:  announcement of significant clinical results, and of course a good bit of the day will perhaps be devoted to saying what is significant.  But it would, I assure you, not be decided by the librarians or NLM.  It would be decided by the relevant institute and probably by the Data Safety Board.

	A kind of a headline broadcast-- there are at least 50,000 individual physician users.  We have worked very hard to build that number up.  Five years ago the majority use was, of course, always by human beings, but through intermediaries, through libraries of institutions.  And, as I say, we have concentrated on end user searching, on physicians and scientists.

	The text could be an NIH press release with a source of additional information, and could be that clinical alert.  Again, I think those are details that have to be decided by you all, perhaps during the day.

	Another new thing that can be done is automated faxing.  That is to say, if we have a text in the central computer and a list of phone numbers, the faxing can be automatic and probably we would work it the same way that we do those persons who want stored searches run in an automated fashion on a monthly basis.  So we would probably send those to the major biomedical libraries and those individuals, or perhaps news correspondents who wish to have them.

	And then this second stage is the paper, or a subset of it, available at a later date on line.  And, of course, that is not something we would--  We would be able to do that only if the publication, the editor agrees.  But at that point that could be done as well.  And, of course, it would be circulated copyrighted to the copyright holder.

	(Slide.)

	That is already done in many technical areas, I might say, so medicine wouldn't be breaking absolutely new ground.  So what we would do quickly would look kind of ugly, like this, but we could do this essentially overnight.  We could produce a banner that says there is a piece of clinical news for you.

	(Slide.)

	And here is roughly what it looks like.  It could be looking like an abstract, more or less.  That is not terribly pretty, but we can do that right away.

	(Slide.)

	So in that case there would be a timely identification of clinical results.  Again, we presume that would derive from the clinical institute based on the Data Safety Board conclusions, an authorized press release or summaries, say the clinical alerts.

	It always good to have sources of additional information, and this is that third step of the full publication.

	Now let me return to the element of asymmetricality.

	(Slide.)

	Oh, sorry.  In one of the cases you are going to look at in detail it was discovered in the middle of a trial that two drugs which were meant to help people, in fact hurt them.  So the message was really straightforward:  don't give drug A or B after heart attack.

	Not a lot of information was required in order to act on that.  The thing that I am haunted by is the thalidomide phocomelia.  I return to that again and again because the message was so clear, it was so simple.  It didn't get out very well.  Dr. Relman is quite correct.  I mean, doctors don't change their practices overnight.  We are still giving, you know, chloramphenicol for head colds.

	And there was more than one American woman with two babies, two pregnancies, resulting in phocomelia babies from the same bottle of thalidomide.  So even simple messages don't get out fast and habits don't change fast.  We know that.  So, perhaps every day change saved is important.

	(Slide.)

	Now what might this look like?  One of the scenarios that you will hear about today is the spinal cord injury and the bolus steroid.  What actually-- so this is a scenario which we believe to be accurate.  When the paper was finally produced it was, in its initial form, not accepted.  Then a revised paper was accepted.

	There was a press conference at NIH along with an 800 number that answered some 1,000 calls trying to get the information out, doses and so forth.  It was observed that, I guess folks in New York don't read the Washington Post.  I guess I didn't when I lived there.  And so it was observed that this information hadn't gone as far as Manhattan.  

	One doctor wrote to Secretary Sullivan pointing this out.  There was another alert distributed by the Neurology Institute here.  Ultimately the article was published in the fullness of time, as it were.

	(Slide.)

	What might have happened to speed this up?  Well, I mean, again, as Dr. Relman suggested, it is fine tuning but it might be worth doing still.  Presumably we still couldn't affect the thing in a major way.

	But in the summer of '89 this press release, it could have been done on line and it could have been faxed.  We think that might have helped.  The fact the paper was rejected in its initial form I guess we couldn't interfere with.

	There would have been a point at which the paper would have been ready.  I didn't know that the date was three weeks but, you know, there would have been some point in there and then that could have been a pre-publication full text release and then it would ultimately have been published for reading by the world.

	Could I have the lights, please?

	So that is basically the small intervention and the small saving.

	In closing, just one last personal comment because, as you would guess, our institution NLM and NIH, and all its panoply of institutes, have tried to prepare ourselves for this meeting.  We haven't tried to, as Dr. Raub told you, beat out a party line to either impose on you or try against you, but we have, individually and as a group, tried to think about the problems inherent here. 

	And it seems to me that one element, one simple element, keeps returning that I want to set aside or disavow myself; namely, the idea that we are in the business of producing, documenting, and distributing holy writ, that is to say, absolute God-given truth.  That is not my business.  We draw attention to the published biomedical literature.  We put particular emphasis on the highest quality literature which, generally speaking, is peer reviewed, although there are some find journals that disavow peer review process.

	But anyway, we are not claiming it is all true.  And, in fact, of those 2,700 publications, they will disagree with one another.  We do try hard to get accurate citations, and timely, and in a form that people can use and that is mapped as well as possible, the way they express their own questions.  But the fact that everything isn't absolutely carved in granite correct doesn't bother me.  Life goes on and we keep improving.

	Medicine is better at the end of one's career than at the beginning.  So I am not so concerned that each paper and each abstract be absolutely true.  And I think we ought to just set that aside and not worry about it because quite a lot of worrying has gone on about that particular element in the last couple of weeks, I think unnecessarily so.

	Again, I am much appreciative of those who have come here, and particularly the remarks already made, with which I concur, and I think that the system is not exactly broke, but it is probably subject to being improved and, as one speaker said, fine tuned.  Let's hope that today results in that kind of progress.  Thank you.

	DR. FERGUSON:  Thank you very much, Don.  Now I would like to introduce Dr. C. Edward Davis from the University of North Carolina, and after him Dr. Sacks, who will give us some information on clinical trials.

GENERAL PRINCIPLES OF CLINICAL TRIALS DESIGN

PRESENTATION OF DR. C. EDWARD DAVIS

	DR. DAVIS:  Thank you, Dr. Ferguson.  What Dr. Sacks and I will do will be to review some basic ideas concerning clinical trials.  Much of this will be review for the majority of the audience, so please accept our apologies for that.  First slide, please.

	(Slide.)

	I begin by noting what is my preferred definition of a clinical trial, by Bradford Hill, who is one of the pioneers in the area of randomized clinical trials, that a clinical trial "is a carefully and ethically designed experiment."  I think the key work here is "experiment" because in a clinical trial, unlike a clinical series, we are in fact manipulating the therapies that we will be looking at.

	(Slide.)

	The primary aim of a clinical trial is to evaluate the efficacy of a treatment or treatments, as the case may be.  Secondarily, we generally will measure adverse effects of the treatment, but it would be unethical of us to design clinical trials with the primary purpose to measure adverse effects.  It would also, by the same token, be unethical of us not to measure the adverse effects of the potential treatments that we are attempting to evaluate.

	(Slide.)

	The basic elements of a clinical trial are:  having one or more treatment groups and a comparison or control group, which may be either placebo or standard treatment, for the particular disease that we are looking at, and a well defined response variable for the evaluation of efficacy.  And in evaluating the results of a clinical trial it is important to consider what this response variable has been, how it has been defined by the investigators and how they intend to use it.

	(Slide.)

	Now essentially, when we are evaluating the results of a clinical trial, the report of a clinical trial, there are two primary things, two areas in which we would consider the evaluation.  First is internal validity:  did the treatment have an effect in this particular group of patients?  So internal validity is looking at whether or not, from the results of this experiment, we have in fact gained the information concerning the efficacy of treatment.

	Secondly, we would look at external validity:  are the results applicable to a wider group of patients?  It is rare that we would want to keep our clinical trial results only to the restricted class of patients that were entered into the study.

	I note here at the bottom of the slide that external validity is essentially irrelevant without internal validity.  If we don't have a trial that is reasonable for the set of patients that have been selected for the study, there is certainly no need to consider extrapolating to a wider group of patients.

	(Slide.)

	I have listed here some threats to internal validity, and the first and probably the most important is selection bias.  By this we mean that, as the treatments are assigned to individual patients there should be an unbiased method of assignment, therefore removing any ability of the investigator to either deliberately or unknowingly assign patients with different prognoses to the treatment groups.

	And this is where randomization has come into practice and is now widely accepted as the method for conducting a clinical trial, and is the standard by which we evaluate the results of clinical trials.

	Other threats to internal validity are:  poor compliance to the assigned treatment, patients assigned to one treatment who, in fact, either do not take the drug, if it is a drug trial, or if they are assigned to a non-surgical group in a surgical trial, seek the surgery anyway; differential ascertainment of the response, by this we must be very careful in our evaluation that the method we set up to determine the response, whether it be a measurement of mortality or some measure of morbidity, not be different across the different groups; and, finally, the lost to followup.

	Unfortunately, I put this intent to treat rule in parentheses.  I think I want to make a statement that in general, when evaluating the results of a clinical trial in the literature, that one should look to see if the intent to treat rule has been followed in the data analysis.  

	The intent to treat rule says that participants or patients assigned to a treatment should have their results analyzed in the group to which they were assigned, regardless of whether they may have, for example, switched groups, as I noted in number two above.  

	The intent to treat rule prevents us from allowing selection bias to come back into the process by which we evaluate the results because-- and I should point out that the intent to treat rule in general means that we are conservative in that, if we find a treatment which is beneficial, under the intent to treat rule that it is almost certain that it would have been beneficial had we restricted it only to persons who exhibited compliance.

	Among practitioners of clinical trials today, the intent to treat rule is generally the method that is preferred.

	(Slide.)

	External validity I think is much more difficult to weigh.  The external validity is, by its very nature, looking at an extrapolation, and this extrapolation should not be made in a vacuum but should consider other bits of information that may be available, that may give us an idea of whether we should extrapolate, such as the biological plausibility that extrapolation would work, animal studies, observational studies, and other clinical trials results.

	Ultimately, external validity tends to be a much more personal thing and where I would extrapolate you may not.

	(Slide.)

	Finally, I just mention some difficulties in interpreting the results of clinical trials when evaluating the literature.  The first is multiple response variables.  We can show mathematically that if we analyze enough response variables we will find at least one statistically significant difference among the treatments and, as such, we must be careful in evaluating the reports which indicate to us that, while they may not have found a difference on the primary endpoint of the study, that by looking through a myriad of other response variables they have come up with a difference in making some claim as to the importance of that.

	The second thing that I note is that there is always the problem of evaluating a clinical trial in terms of costs and benefit.  A treatment which may be efficacious may also be very costly in terms of side effects and adverse effects.  Or, it may be costly in terms of its actual monetary cost of application, and this should be weighed in evaluation and interpretation of the trial.

	And the third that I have listed is subgroup analysis, which is very similar to the multiple responses.  If I decide to look at a large number of subgroups and ask, is the treatment efficacious in persons with this set of characteristics, if I look at enough subgroups I will find, again, some in which I will be able to claim statistical significance.  And, therefore, we must be somewhat dubious about the interpretation of multiple subgroup analyses in the interpretation of our trials.

	I think I am going to stop at that stage and Dr. Sacks is going to present some further basics.

	DR. FERGUSON:  Dr. Henry Sacks, from Mount Sinai Medical Center.

PRESENTATION BY DR. HENRY S. SACKS

	DR. SACKS:  Thank you.  I am going to try to make my contribution to this discussion and attempt to get us back on schedule, since most of the points that I wanted to make have already been made.  Can I have my first slid, please?

	(Slide.)

	One of the things that I think it is worth spending a minute on is, we are going to be talking here mostly about the dissemination process once a trial is concluded, and I think it is worth just reviewing very briefly the stages before we get to the termination of a trial and the things that we are going to be spending most of our time on today.

	I thought it was particularly interesting that one of the examples that we are going to be discussing today is the use of steroids for spinal cord injury and the concerns that were raised when it was discovered that, a week or two after the announcement of the trial results, there were still some physicians who weren't aware of it.

	When reviewing the material that was handed out about this particular study, I could see that the first animal studies that suggested that there might have been a benefit were over 20 years before the study was completed. 

	So we need to have a little bit of perspective that we are going to be talking about the time, at this end of the scale, when in fact there is a long list of stages before we get to the completion of the trial:  the idea, which is rarely a single idea, but a conglomeration of a gradual accretion of information from a variety of studies in animals et cetera; then we go into planning a large scale study when someone becomes convinced that there is enough evidence to move to that stage.  

	And there are always risks and benefits to say, well, we have enough information to go forward.  We need more preliminary studies, we need more animal studies.  So studies may be reviewed and revised.  NIH studies have to be approved and funded, and this may take up to a year or so for application, the review process.  The conduct of the study obviously can take awhile with recruiting of patients, following of patients, analysis or analyses, monitoring of the data, and then ultimately reaching the termination of the study after what may be many years.

	Next slide, please.

	(Slide.)

	And then these stages have already been fairly well covered by previous speakers.  There may be a news conference or a clinical alert.  The manuscript process was discussed by the journal editors up to publication.

	One of the things that we also need to consider is the amount of evidence that we have from single studies or generally--  well, some of the cases we are going to hear about today are of multiple studies, but some are single studies.  Are confirmatory studies necessary?  What if the other studies don't confirm, but contradict, the results of a study?  Is there a need for a consensus conference or a meta-analysis to try to resolve the issues?

	And again, as was already alluded to, the dissemination process from the time that someone may or may not conclude that an advance has been made, we have the need for knowledge and acceptance by physicians and also I hope we may get a chance today to hear about acceptance by the patients or the people with a particular disease.  Do they believe the treatment is beneficial?  How does the information reach them?  And then, how does it get put into practice.

	Another larger issue in terms of delivering the health care is, particularly if it is an expensive event, how is it going to be paid for?  I am from New York.  There has been a series of articles in the papers in New York about the fact that at the city hospitals in New York women who receive their primary care there are not getting mammograms.  So one of the studies we are going to be hearing about is the use of chemotherapy for women with node negative breast cancer.  But that can only be applied if they are diagnosed at a stage where they still have negative nodes.  

	Next slide, please.

	(Slide.)

	And this has been covered by Dr. Relman, the fact that for most of these NIH sponsored studies there has been a great deal of peer review by the time the study is concluded.   The funding agency has reviewed it.  It often has had outside reviewers to advise it, both on the particular applications and often on the particular drug itself.  

	Many of the studies before they begin, or while they are being conducted, are reviewed with the FDA, and any study to get started has to be reviewed by often dozens, or even hundreds, of individual institutional review boards at medical centers where the study will be conducted.  And then, as you also heard, they are continuously reviewed by data monitoring committees to try to make the difficult decisions and balance again the costs and benefits of stopping the study at any particular point, and balancing the costs of, perhaps not starting to treat patients soon versus the costs of not having sufficient evidence to convince everybody of the applicability and the benefits of the treatment.

	So I think I will stop there and let you hear from some of the people who have been involved in making some of these very difficult decisions.

	DR. FERGUSON:  I would like to turn the meeting over to our moderator, Dr. Tom Chalmers.  I think, in the interest of time and so on, after Dr. Chalmers makes a few remarks we can have the first trial presented by Dr. Friedman with the panel still sitting downstairs.  And then after Dr. Friedman's presentation I would like to have the panel come back up on stage.

SIX RECENT EXAMPLES OF EXPEDITED

RELEASE OF CLINICAL TRIALS RESULTS

	DR. CHALMERS:  Thank you, John.  My introductory remarks will be shortened by the fact that I have not read in the New York Times in the last week or two of any cure for the common cold, and that is a breakthrough that I am waiting for.

	I also want to take this opportunity to remind everybody that we are talking today, although it is a very important topic, about a very small segment of the time that is being and has been lost between the first trial of a new therapy in humans and the final acceptance by practicing doctors.  

	The time of a few months, time lost of a few months between the decision by a group of peers that a group of studies, or a study alone, were significant enough to modify health care and disseminate the information is an order of magnitude, or 10 percent at least, less, or less than 10 percent of the time that is lost at the other end of the scale.  In other words, we are dealing with the tip of the iceberg, as Dr. Sacks has just pointed out.

	We get all excited about a few months.  We should really be getting all excited about the fact that, to take fibrolytic drugs for acute coronary occlusion as an example, they were proven to reduce mortality from acute myocardial infarction by 20 to 30 percent by 1972 in randomized control trials; shown in 1982 by the first meta-analysis to be highly effective; finally adopted by the FDA in the late '80s.  And even now, as one looks in review articles written by experts one does not find universal acceptance of fibrolytic therapy for patients with myocardial infarction.

	So here today my reason for pointing this out is that I hope I can goad OMAR into having some other conferences at a later time which will deal with the other aspects of this problem.  

	Now I think also my function may be to acquaint those of you who may not really appreciate the magnitude of the problem with how difficult it is for people who have conducted studies, and their peer reviewers, to decide that a subject is settled, how difficult it is to say that we can stop the study, it is over, we have got the data, we can now let everybody understand it and start changing their practices as a result of it.

	This is an extremely complex business which takes a great deal of training and expertise.  It requires the initial design be exemplary.  It is very gratifying that the concept of randomization is so well accepted now that no one has even mentioned in any of the examples we will hear trying to draw any conclusions whatever from non-randomized trials.  The well done comparative trial in which patients are assigned at random has become the standard, but that standard is not often applied as well as it should be.

	The randomization process is not always blinded, and it is possible to distort the distribution of patients among treatment groups even though randomization is applied by biases about whether a patient gets in the study or not when the doctor knows which treatment the patient may be receiving.  We have heard a little about dropouts and intention to treat and compliance.  And, as one reviews the quality of randomized trials on which we are supposed to make these decisions about quick dissemination, we find that they still have a great distance to go before we can say the situation is settled, it is a beautiful trial, we have the answer.

	Now, involved in that is the terribly difficult decision of looking at the data and saying we can now quit.  We may have had some stopping rules set up beforehand.  We may be using some kind of sequential design.  

	But, on the other hand, studies never turn out like they are planned.  You can't plan when to quit beforehand.  You have to look at the data frequently and you have to then worry, as the result of some annoying biostatisticians, you have to worry about what you are doing to the data when you look frequently.  And that raises all sorts of complications for the people trying to make the decision about when to disseminate the information.  

	So that is complex, and I think you have to take with consideration, when you hear that there have been delays, that one of the causes of delays is the actual quality of the materials being looked at and the need to be absolutely certain that a mistake is not being made.

	At the other end of the scale, I think you have to be equally aware, is an equally serious problem.  That is that many studies now have shown that even when studies, randomized control trials, have been highly conclusive and the data has been disseminated through all possible means, well read journals as well as newspapers, there are still lots of doctors who don't pay any attention.

	The first example you have is a classic one of a drug that has been in use for a fair length of time that should have been investigated thoroughly much earlier than it was, the excellent CAST study which the NIH supported and which settled the fact that the group of drugs, type 1 anti-arrhythmic drugs, should not be used in patients who have had an acute myocardial infarction.  The drugs had been around for a decade.  Those studies should have been started much earlier.  They should have been completed much earlier.  We shouldn't have had such a shock.

	As a matter of fact, if people had looked at some of the randomized control trials that had been done before this study was started -- and this is not an atypical example -- and combined them, one would have found an increased death rate, worrisome, maybe not quite so significant, even before the study was started.

	Now, among the material given me beforehand was a newspaper article about the release of the information on CAST.  The headline says, "Heart Drug Warnings Panic, Confuse Patients," and a physician who is said to be chief of the arrhythmia unit of the hospital says "He does not expect to take any patients off the drugs, but is scheduling appointments to put them at ease."

	Another physician says, "There is no indication found for danger for the many arrhythmia patients who have never had a heart attack," not recognizing the fact that a lot of people can have heart attacks without knowing it and have a resulting arrhythmia, and also doesn't face up to the fact that there is also no indication that the drugs are helpful to people who have not had a heart attack.

	So what do we do about that problem?  Well, I think that is a more serious one than the one that we are talking about today.

	If you will examine medical education you will find that physicians spend two years studying molecular biology nowadays, two years learning from their peers, "this is the way I do things and, therefore, this is the way you should do them," and then they go out and they do things according to their past experience.  They do not learn, and are not taught in medical schools, about biological variability and biostatistics and the application and the design and execution of clinical trials.  

	And even though I spent 10 years trying to change that situation I had to admit after those 10 years that I was failing miserably because I had to deal through a faculty who had been trained that you learn biochemistry and physiology and then you practice medicine, and you don't learn clinical trials that easy for anybody.  And when I tried to set up a biostatistics department, and did set up a biostatistics department, funded, as well as a biochemistry department, as soon as I stepped aside my successor rescinded the progress that had been made and put the money back into molecular biology.

	So we have a problem about educating physicians about what to do about this information which we are talking about today of transmitting as rapidly as possible to the doctors.  So I only urge you to remember that it is a very complex situation, that is very difficult to tell when a clinical trial has a conclusion, even if you have been well trained.  And then it is very difficult also to educate physicians to respond to this information because they are not naturally educated to evaluate it and they don't have time.  Certainly we all welcome the fact that the public press is awakening the public to the fact that they have to ask their physician "Why are you giving me this drug?  What is the evidence in the clinical trials that this drug does work, is more helpful than it is harmful?"

	Well, now we have time to proceed with our first example.  For that I will introduce Dr. Lawrence Friedman.  If you will forgive me, I will read his title.  It is a little complex.  He is Associate Director, Clinical Applications and Prevention Program, National Heart, Lung, and Blood Institute, National Institutes of Health, Bethesda, Maryland.  He will tell us about the very excellent and important CAST study.  Larry?

CARDIAC ARRHYTHMIA SUPPRESSION TRIAL (CAST),

A RANDOMIZED CONTROLLED DOUBLE-BLIND EVALUATION

	DR. L. FRIEDMAN:  Thank you, Tom.  Could I have the slides, please?

	(Slide.)

	The Cardiac Arrhythmia Suppression Trial, CAST, was developed because sudden cardiac death is a major public health problem in the U.S., with over 400,000 occurring each year.

	(Slide.)

	Ventricular arrhythmias have been correlated in numerous studies with sudden cardiac death, as well as with total mortality I might add.  In particular these studies have shown correlations in patients who have had a myocardial infarction, yet there has been no proof that treatment of these ventricular arrhythmias reduces sudden death.  Despite this, physicians have treated arrhythmias not only because of symptoms but with the hope of reducing sudden cardiac death.

	(Slide.)

	As a result of that we initiated the CAST, a randomized trial, the goal of which was to evaluate whether pharmacologic suppression of ventricular arrhythmias in patients who have had a myocardial infarction would result in reduction in sudden death.

	(Slide.)

	The primary endpoint of CAST was death due to arrhythmia or cardiac arrest.  A variety of other outcomes were also listed and were evaluated.

	(Slide.)

	Candidates for CAST had myocardial infarction between six days and two years before enrollment, were under 80 years old, had reduced left ventricular ejection fraction, and had at least six ventricular premature beats per hour on a 24-hour Holter monitor.

	(Slide.)

	Candidates were excluded if they had symptomatic or sustained ventricular tachycardia under the assumption -- documented assumption, I might add -- that those patients were being treated anyway and there was no way we could randomize them to control even though, as Tom Chalmers indicated, we have little evidence of benefit on mortality in those patients either.  They were also excluded if they were on other anti-arrhythmic therapy.

	(Slide.)

	The design of the study is shown here.  Eligible patients were randomly assigned to any of three drugs, encainide, flecainide, or morizosin, in an open label fashion, to assess whether the arrhythmia could be suppressed by at least 80 percent without having intolerable side effects.

	The patient was then randomized, blindly, to the drug and dose that was most effective in suppressing the arrhythmia or its corresponding placebo.  If suppression was only partially achieved, the patient could enter a substudy, and that is what the bottom line is.

	(Slide.)

	As shown here, 2,372 patients met entry criteria and started drug titration.  Of these, about 3/4 had suppression of the arrhythmia and were randomized to the main trial.  Most of these were on encainide or flecainide, or their corresponding placebos.

	Patient recruitment was started in the summer of 1987 and was scheduled to go until the summer of 1990, for a goal of about 4,000 patients, with two additional years of follow-up.  In April 1989 the study's Data Safety and Monitoring Board had its regular review of the data, saw the following results-- and I am going to present the results on encainide and flecainide and their corresponding placebos.  I will not present the results on morizosin since that part of the study is still continuing.

	(Slide.)

	First, baseline characteristics were balanced between the groups.  The age, approximately 61 years.  About 80 percent were male.  About 80 percent White.  Most had the index myocardial infarction within 90 days of enrollment into the study.  About 1/3 had had a prior myocardial infarction, and about 1/3 had a history of hypertension.  About 12 percent had a history of heart failure.

	(Slide.)

	Use of other medications or treatments at baseline was also balanced.  About 1/4 had had thrombolysis.  About 1/5 had had PTCA.  About 1/3 were on beta blockers; about 1/2 on calcium channel blockers; about 1/5 on digitalis

	(Slide.)

	Results for the primary endpoint are shown here; that is, arrhythmic death or cardiac arrest.  This is a survival curve, and there is a highly significant increase in arrhythmic death or cardiac arrent in the combined treatment group, that is the encainide plus flecainide, compared with the placebo.

	(Slide.)

	Similar results are seen for total mortality or cardiac arrest.

	(Slide.)

	When we looked at cause-specific death, as I mentioned, it was a large 2- to 3-fold increase in deaths due to arrhythmia, arrhythmic causes.  Non-arrhythmic cardiac deaths were also increased in the patients on encainide and flecainide.  There were very few non-cardiac deaths in the study.

	(Slide.)

	We obviously examined many subgroups, of which a few are shown here, and we saw remarkable consistency in the results.  In essentially every case, including when we separated the encainide and flecainide groups, the patients on active treatment did worse.  That is, there was a relative risk greater than one.

	(Slide.)

	As a result of these findings, the data monitoring board recommended that encainide and flecainide be stopped and that the study proceed only with morizosin and its placebo.  The National Heart, Lung, and Blood Institute immediately accepted that recommendation and an electronic mail message was sent to all participating clinics notifying them to discontinue all patients on encainide or flecainide, and, since they were blinded, obviously the placebo as well.  As you can see, this took place in the course of two days.

	(Slide.)

	The FDA, the Health Protection Branch in Canada, since there were several Canadian clinics in the study, and the Swedish drug regulatory agency, since there is a center in Gotenberg, were also notified, as were the manufacturers of the two drugs.

	Later that same week we met with FDA representatives to provide them with more information.  Shortly afterward, NHLBI staff met with drug company representatives to show them the data that led to the discontinuation.  The FDA then met separately with the company representatives.

	(Slide.)

	The FDA and the companies decided on appropriate wording of letters to be sent to physicians and other means of disseminating the information were developed.  On April 25th, 8 days after the initial recommendation to stop the 2 drugs, a press conference was held at NIH with statements not only by National Heart, Lung, and Blood Institute staff, but also investigators from the study and a representative of the Data Monitoring Board, as well as representatives from the FDA and drug company representatives.

	(Slide.)

	The reasons for the rapid dissemination essentially came down to the large increase in mortality seen with the drugs that were approved for use in the United States and elsewhere.  For example, in 1987 in the United States almost 600,000 prescriptions had been made for these two drugs.

	(Slide.)

	In 1988 there were almost 800,000 prescriptions.  We don't have accurate numbers of the patients who were on these drugs in the U.S., but our estimate is between 200,000 and 400,000.  This was at the time of the announcement.

	(Slide.)

	At the same time, we were also proceeding with a scientific publication.  During the first week after stopping the drugs, a manuscript was drafted, and I might also add that a letter was sent from Dr. Peter Fromer, Deputy Director of the Institute, to Dr. Relman, requesting that the dissemination and the press not adversely prejudice potential publication.

	Three weeks, and several drafts later, all of the study investigators met and reviewed the manuscript.

	(Slide.)

	The manuscript was submitted for publication the following week, and after expedited review by the journal a revised manuscript was submitted.  This was rapidly accepted and published one month later--

	(Slide.)

	--as shown here.  So, by August 10th a paper was in press.  Updated mortality results were also presented at the annual scientific meeting of the American Heart Association.

	(Slide.)

	Finally, the original publication and dissemination results included only data that the Data Safety and Monitoring Board had seen at its April 1989 meeting.  Obviously, some additional events which had occurred, but of which we were unaware, as well as non-fatal events, needed to be completely reported and the additional publication has been submitted and accepted for publication.

	There are obviously a number of other issues concerning the order of the dissemination of the results, the amount of detail that was disclosed to the public at the time of the press conference and in subsequent days, and these are clearly issues that ought to be discussed by this group.  Thank you.

	DR. CHALMERS:  We will now have a shift in our milieu by asking that the screen, front screen, be raised and the panel come assemble at their positions.  And I will take the opportunity while this is going on to explain our goal in the rest of this conference.

	We are acting on the premise that the best knowledge is transmitted in the most efficient way by selecting panelists who have something to say, and by having them say it to each other as the primary goal.  Now we also want to hear from the audience.  We have microphones in the aisles.

	I will first call on the panelists, however, to say something, and then we will be sure that we have some time to hear from the audience in case there are members there who wish to say something.  I do think it is important, however, that we have no long speeches from now until the end of the day.  We will ask everybody to be polite to those who are following by being brief and to the point.  I hope you will forgive me if I interrupt once in awhile because someone may be talking too long.

	Now, although I am now down here I think probably I can do better by moving up, and I will take a second to join the rest of the group.

	I would like to start by giving Dr. Friedman the first opportunity to tell you how he would have done things differently, as he looks back now on his situation.  Where are you, Larry?

	DR. L. FRIEDMAN:  Well, the major complaint that arose, or at least one that I heard about on numerous occasions--

		(Audience comments.)

	DR. CHALMERS:  Is there a button on that microphone?

	DR. L. FRIEDMAN:  the major complaints that I became aware of, and people I spoke to, other participants in the study, became aware of came, frankly, from practicing physicians.  The issue was, they should have been notified first.  They learned of the results of the study at the same time that the public learned of it, that is primarily through the lay press, and as the example that Tom Chalmers cited in his introductory remarks, many of them didn't know what to do.  And even if they thought they knew what to do, in the absence of having more information, or at the very least advance information, how could they appropriately handle their patients?

	And so, some thought might be given to is there some way that practicing physicians can receive information a day or two earlier than a press conference.  Whether that is feasible, reasonable, is an issue that might be discussed.

	DR. CHALMERS:  Is this microphone working?  That brings us really to the crux of today's conference, which is:  Is it feasible, possible, to get the kind of information which a doctor needs out before the press conference, before the information is released?  

	This example was very well chosen as the first, I think, because things, in my opinion, were done very expeditiously from the standpoint of the meeting of the Data Monitoring Committee and the announcement of the result.  But there was that long lag, and I would like to hear from our two newspaper editors, and from Dr. Lindberg, about what could be done about that lag.

	If we aim at the goal of having the practicing doctor well enough mentally equipped and trained to be able to evaluate evidence, as they should be if they are going to make decisions about caring for their patients, they need the evidence with which to work.  And how are they going to get the evidence if there is going to be an absolutely unshortenable period between the decision that the study should stop and the publication of the manuscript?

	DR. RELMAN:  Well, in this case the decision to stop the study and the publicity, the "Dear Doctor" letters, the press conference, and everything, preceded the submission of the manuscript to the journal.  Obviously, we were out of the loop until after the fact.  The manuscript hadn't been prepared at the time the announcement was made.

	DR. CHALMERS:  Well, should that have been changed?  Should the manuscript have been prepared before the announcement was made?

	DR. RELMAN:  Well, I think that I don't know what the circumstances were.  It might not have been possible to do that, but I think ideally, yes.  When you decide that you want to make a public announcement, ideally one ought to have the manuscript.  But maybe sometimes it is not possible.

	As far as we were concerned, it took us three weeks to complete our review and we published the paper 11 weeks from the time it was submitted.  It could have been put up on some sort of electronic database a few weeks earlier, as I have said.  But I think we did everything possible.  I don't know what else journals can do.

	DR. CHALMERS:  George, do you have anything to add to that?

	DR. LUNDBERG:  Well, I have several comments, actually.  Is this mike working?  Okay.

	First, I think based upon the way our business is conducted this is a wonderful example of good responsible actions on the part of everybody.  I think it was extremely well done.  But we are here to try to critique things and see if there might have been things that could have been done better if one were going to do it again.  Although I think-- again, I emphasize I think many people responded extremely well.

	As to the business of having doctors get information prior to the public getting it through the media, our procedure is to mail our journal well enough in advance to physicians so the average doctor has the journal prior to the embargo date and prior to it appearing in the press.  That is a routine.  It is planned, scheduled, and it generally works.  That is part of the answer, but it is not in any way the full answer.

	Second, I saw on the list of all the things that the NIH did in distributing this information promptly, I was impressed but I didn't see on that list the use of the column called "From the NIH" in the JAMA as part of that.  If you are talking about getting to practicing physicians and you want the practicing physician in the United States to get good information, as written by the authors, whichever authors they are, and that is in print, there is really only one journal that goes to most of the practicing physicians in the United States, and it is not the one the authors chose to send that particular article to!

	(Laughter.)

	DR. LUNDBERG:  The circulation of our journal in the English language is 370,000.  The circulation of the New England Journal is about 60 percent that.  The influence of both is enormous, and the influence in the academic community of the New England Journal, I would think it is a given that Dr. Relman's journal has more influence in the academic community.  But Dr. Relman's journal is not read by the majority of the practicing physicians in this country.  They don't even see it.  They don't get it.  They don't read it.  So what is your audience and why are you choosing it?

	DR. CHALMERS:  This is a donnybrook I hadn't quite counted on.

	(Laughter.)

	DR. RELMAN:  Well, I feel constrained to--  I hadn't anticipated this point.

	DR. CHALMERS:  I think we have to give you 60 seconds.

	DR. RELMAN:  Thank you.  I should have anticipated it, but I didn't.  It seems to me that the information that JAMA is in the position to publish in their alert, or whatever they call their column, is no more than NIH itself can distribute to all physicians.  It is a shortened version of the results.

	I think it is fine to publish it in JAMA, but I don't think that the NIH should rely on any one journal.  The NIH has a national responsibility.  The NIH is a public agency.  If an NIH study is ended prematurely because of decisive results that are important to the health of patients, it seems to me that the NIH has the responsibility to send out an alert, a "Dear Doctor," to every practicing physician in the country.  

	JAMA does not go to every practicing physician in the country, despite its enormous giveaway circulation--

	(Laughter.)

	DR. RELMAN:  Most physicians in the country do not read JAMA regularly, or any other journal regularly.  That is no criticism of JAMA.  They don't read the New England Journal, George is quite correct, regularly, nor do they read any other journal regularly.  So I think if you want to get to all doctors right away, that is NIH responsibility.

	DR. CHALMERS:  Dr. Lindberg, is that the National Library of Medicine's responsibility?

	DR. LINDBERG:  Well, I think that we could have made an intervention here, as I suggested, around April 20.  I mean, once they did the briefing at the FDA, and all that hung together, I mean a brief statement could, in hours, have gone out over the MEDLINE system.

	It is certainly true that this doesn't blanket the earth any more than those two distinguished journals do, but it is yet one additional modality, and I think it is neutral.  I mean, it is available to one and all, and it is facilitated by the biomedical library community as well.  So, sure, I think we could have gotten in a little earlier and improved what was already a pretty reasonable situation.

	You know, the other element here about peer review is that that trial will never be further peer reviewed.  That trial will never be repeated.  I mean, when it was stopped, it was stopped.  You will never have any more definitive peer review than that data safety board gave it the day that they drew their conclusions, any more than you will ever again have that Swedish trial of untreated syphilis.  It simply won't ever be done again.

	So however long peer review and typesetting takes, to some extent it isn't irrelevant, but it does not refine the conclusions actually.

	MR. BAZELL:  Dr. Chalmers?  Does this microphone work?

	DR. FERGUSON:  You have to speak directly into those microphones.

	MR. BAZELL:  Okay.  This is perhaps a question from an ignorant member of the media, but one of the things that struck me most, Dr. Chalmers I believe that those of us who deal in reporting these--

	DR. CHALMERS:  You still have to speak closer to the microphone.

	MR. BAZELL:  Okay.  Those of us who deal with reporting these are aware of what you pointed out in your initial remarks, that physicians' practice is based on what they learned in medical school, or perhaps what detail men told them, and a lot of other things that have little to do with what is published in distinguished medical journals, or even what is given in NIH press conferences and when you are trying to change prescribing habits.

	One of the things I am curious about in terms of the outcome of this is what happened when you met with the Food and Drug Administration.  Were the labeling requirements on these drugs immediately changed?  Were the drugs taken off the market?  That seems to be much more important in terms of changing physicians' behavior than anything that gets written anywhere.

	DR. CHALMERS:  Who here is speaking for the FDA?

	MR. BAZELL:  Well, let's hear from the study director about what happened.  You said you talked to the FDA.  That is a very vague characterization.

	DR. RELMAN:  It couldn't have been taken off the market because encainide and flecainide are still considered to be useful for other indications.  It was dangerous for the indications for which they were used.

	MR. BAZELL:  But there could have been an immediate labeling change.

	DR. LUNDBERG:  But Dr. Friedman did not provide us with additional information on the number of prescriptions written in 1989 and 1990, or what the actions of the drug companies were in this regard.

	DR. L. FRIEDMAN:  Sure.  I can give some information.  Within a relatively short period of time -- and I don't have the exact date -- the FDA in fact did hold public hearings on the labeling of these two drugs, and the recommendations were to restrict the labeling considerably.  They were not, obviously, taken off the market because there were still some other, at least perceived, benefits.  

	Subsequent hearings were also held not too long ago looking at not only these two drugs, but all anti-arrhythmic drugs, as to whether or not the approval process should be modified.

	In terms of the actual sales, I don't have specific numbers.  My understanding is that, from various sources, that the sales of these two drugs in the United States went down 80 or 90 percent.  Unfortunately, I also understand that total anti-arrhythmic sales did not change at all.  So in most cases there was a changeover from those drugs to other anti-arrhythmic drugs.

	DR. CHALMERS:  Dr. Robert Temple is in the audience.  Bob, would you step to the microphone and make up for the gap in our information from the FDA?

	DR. TEMPLE:  Yes.  I don't have too much to add.  There were "Dear Doctor" letters sent out by the two companies that make encainide and flecainide within four or five days I think.  They did it promptly.  And those announced the change in indications, saying that the only indication still existing would be the life-threatening arrhythmias.

	Sales have gone down something like 80 to 90 percent and they have stayed there.  As Larry said, there still seems to be an inclination of physicians to treat symptomatic arrhythmias with some kind of drug, so they have substituted maxilotin(?) or some other drug for encainide and flecainide.

	It is worth noting that the international response to CAST has not been the same.  These drugs are still indicated for non life-threatening arrhythmias in Europe if they are symptomatic.  So not everybody responded in quite the same way we did.

	DR. CHALMERS:  Dr. DeVita, you have something to say?

	DR. DeVITA:  Yes.  I think I would come back to the issue of sending something out to the practicing physician because regardless of whether they change their practice or not I think they have a right to get some information in advance, and I don't think the journals can really do that in this kind of situation.

	I wonder whether the Heart Institute, for example, has the capability actually to send out to some selected population of physicians this kind of information a few days in advance of a press release.  It is not always easy, as I think will come up in the next case example, to do this.

	I think it is important that it come from the Heart Institute, and I think if we are going to maintain any kind of credibility to these kinds of alerts that physicians, whether or not they are willing to abide by them, know that they are going to at least have something that they can deal with in reference to a question from a patient.

	I don't think you need a lot of information in a study like this for the practicing doctor when you have got a big mortality difference between the two arms.  You just have to say there is a very adverse effect and the data will be forthcoming, but you should know about it and deal with it.  I don't think we have to get too exotic and publish the whole article.

	DR. CHALMERS:  We have on the panel a science reporter who has not only studied the biostatistics and clinical trials extensively, but written a book on the subject, Dr. Victor Cohn.

	DR. COHN:  Thank you.  I am only a fake doctor.  It is just honorary.

	I would like to nail the idea that it is practical in emergency situations to notify physicians a few days ahead of the media.  That works very well for the ordinary run of medical news and medical information.  JAMA and the New England Journal have embargo dates and journalists generally respect them, unless it is something very, very important that we have learned independently on our own before seeing the journal, in which case we are reporters and we report it.

	However, in an emergency situation where physicians, and the public, and patients, need to know something right away, if you try to notify physicians a few days ahead of notifying the media, somebody in the media is going to find out about it and print it or broadcast it anyway in a less rigid way than if he or she had the full information.  

	So I think the full information has to go out to physicians and the media simultaneously, and with today's means of dissemination there is no reason this can't be done, especially if electronic communication is improved and we can work towards the day when you can put a computer chip in every doctor's head.

	(Laughter.)

	DR. CHALMERS:  Dr. Steinbrook?

	DR. STEINBROOK:  I would like to agree with that and also say, I think the most important thing is having a means of getting the information out so that when there is a press release or other public announcement and someone wants to find out more they have a quick means of doing that, whether it is computers or faxes or something else.  I think the key thing is information availability because, true, many newspaper articles do not provide sufficient information that there is a means to, say, call this 800 number or go here or go there.  That is going to help people get what they need.

	DR. CHALMERS:  Dr. Lundberg?

	DR. LUNDBERG:  I would like to ask Dr. Relman a question about this particular study, having already commended the journal for having done extremely well.  I wonder, Bud, had the NIH presented the results of that study in one page in JAMA in the column called "From the NIH" very promptly, would that have had any effect on your decision as to whether or not to consider the paper and publish it?

	DR. RELMAN:  Yes, I think so.  If the NIH has a choice of making its own distribution to physicians or using your journal, it seems to me that if they wish to send the full report to us rather than you they ought to take the responsibility for disseminating the initial information.

	And, as I pointed out, that is the best way to do it since your journal does not guarantee that every doctor will read it, I don't know how many practicing physicians actually read your journal, but certainly not every physician.  And I think the NIH has a responsibility to the public and to the medical profession.  

	And I agree with what was said.  I think they ought to set up some sort of a mechanism with an appropriate mailing list, the mechanism for getting this information out in a one-page summary, or two-page, or whatever.  As Vince DeVita said, in this case it wouldn't have to have been very long.  And that is an NIH responsibility, and I don't think that should be delegated to JAMA or New England Journal or any other private organization.  It is a government responsibility.

	DR. CHALMERS:  Is it an NLM responsibility then?

	DR. LINDBERG:  Oh I think so.  I think it is definitely our responsibility to do what we can to help.  As I said, Tom, you and I both know that the world has not totally become computerized.  But I think it is an excellent means.  I think it has a selectivity that hasn't been mentioned.

	I am a pathologist and I received during the 20-odd years I was out in Missouri a ton of odd letters from FDA, "Dear Doctor" letters, which I didn't pay much attention to, and I don't know very many people who do pay attention to them.

	DR. CHALMERS:  But you were a pathologist.

	DR. LINDBERG:  I don't think that is a very good way--

	(Laughter.)

	DR. LINDBERG:  Yes, but that is not a very good way to distribute critical information.  I think that the selectivity of being able to dial onto the information you want, getting used to an electronic system, is probably preferable.

	DR. CHALMERS:  I would like, if I may change the subject for a second, because we have a break coming up and then a lot of these things will come up again with the other topics, and also if anyone in the audience does have something burning to say if they would please go to a microphone.

	But if you remember those survival curves which Larry presented, they started to diverge within a few weeks of the start of the study, and they went at a steady rate apart.  And could time have been saved by the investigators looking at those curves and saying, my god, something is going on here, we better start putting things together and have a manuscript ready by the time our data monitoring committee says to quit?  

	In other words, it seems to me there was a big delay by everybody acting as if they were surprised.  But there were no fluctuations in that curve.  Something was happening from the first pair of randomized patients.  Actually, something was happening before you started the study, but at least it became apparent that you were confirming what was already in the literature.  Could time have been saved in that regard?  Could papers be written quicker?

	DR. DeVITA:  How could you have ethically randomized under those circumstances?

	DR. CHALMERS:  I couldn't hear you.

	DR. DeVITA:  How could you ethically have continued to randomize under those circumstances, if you even received your data monitoring board?

	DR. CHALMERS:  That is one of the serious problems that I think needs further discussion:  At what stage do you worry about randomizing any more patients?  But that is not our topic for today.  Our topic for today is the production of the information and, I think, is it possible that time could be saved in that way.

	Larry, do you want to?

	DR. L. FRIEDMAN:  Well obviously, as you know, that is an extraordinarily large issue when a data monitoring group is persuaded that the information is sufficiently strong and that clearly it is asymmetric.  Is it harmful versus beneficial?  It has to do with other information that is available.

	In this particular case the data monitoring board obviously was on top of all the information and it was at the point when they met that they became persuaded.  Others would clearly say we should have become persuaded sooner, others later.

	In terms of the issue of writing a paper, in fact we were not surprised, obviously, by the recommendation and a draft was available which was then worked on.  But again, as you know, it takes a considerable amount of time for any large group to come to consensus on any kind of draft.  It is not easy, and I think it was done in about the most rapid way possible.

	DR. CHALMERS:  The data monitoring committee knew about the divergence on an ongoing basis?

	DR. L. FRIEDMAN:  Oh, sure.

	DR. CHALMERS:  Not just at the meeting?

	DR. L. FRIEDMAN:  No, this was a regular meeting and--

	DR. CHALMERS:  How often did they meet?

	DR. L. FRIEDMAN:  They met regularly every six months but, in fact, there were conference calls in between.

	DR. CHALMERS:  Are there some--

	DR. FERGUSON:  Larry, as you pointed out, and Dr. Relman also, the drug was not poison for everybody.  It was just a group in the study.  Is that correct?

	DR. L. FRIEDMAN:  No.  In this particular study it was essentially toxic for everybody in the study.  Now, these are people who had relatively asymptomatic arrhythmias.  They were not necessarily life-threatening although they increased one's risk of sudden death, and they were all people who had had a prior myocardial infarction.

	Whether or not these drugs are still indicated in other people, those with more serious arrhythmias, people who do not necessarily have organic heart disease, those are other questions that the study really didn't address.

	DR. GOLDSTEIN:  I am Murray Goldstein of NIH.  We have representatives here of the press and of the scientific literature.  I am frankly a little surprised that we don't have any representatives of the organizations of practicing clinicians.  They hold the mailing keys.

	Physicians are very much like other Americans.  We have a tendency to join groups, whether it is the college of Surgeons, or the College of Physicians, or the college of this, that, or the other thing.  They hold the mailing keys to their membership, and I ask the question: is that a means of distributing information very rapidly to the practicing clinician without having to go through either the labor, under unusual circumstances, without going through the labor of electronic mail, the journals, reading the New York Times, or other means?  Why not get right to doctors through the organizations to which they belong and have that mailing key utilized?

	DR. FERGUSON:  The Virginia state medical association and the Maryland state medical association were both invited through their presidents.

	DR. CHALMERS:  Ms. Thomas?

	MS. THOMAS:  In the study-- is this one working?  In the study that we will be talking about this afternoon on cryotherapy for retinopathy of prematurity, we did consult with the organizations representing the professions that we mailed the clinical alert to and had great cooperation from them.  And I think that others could probably do the same.

	DR. CHALMERS:  Bud?

	DR. RELMAN:  I would like to reemphasize what I said a moment ago and extend it.  There are very few times when a government action can have a direct impact on what doctors do and on the management of disease.  Those times should be carefully chosen, but once a decision has been made I think it is a government responsibility to get the information out quickly.  They should not send it to another organization and say "Mail it out to your members."  They should not send it to a journal, which will have to put it into print, and get it printed, and mail it to its members.  There will be delays of a week or two.

	It is a legitimate expense.  It is an important function.  There ought to be a mechanism, an organization, here at NIH, or CDC, or FDA, with an appropriate mailing list and a mechanism for getting brief reports of this kind out to all practicing physicians within a few days.  It is technically possible.  I think it is morally responsible.  It wouldn't be terribly expensive, and it is clearly a government responsibility.

	DR. CHALMERS:  Dr. Lundberg?

	DR. LUNDBERG:  I don't see any representative of CDC on the panel, so I would indicate that the CDC uses the MMWR since about 1917 for this method with public health information.  However, the current circulation of the MMWR free is around 17,000, I believe -- that may not be exactly correct -- and that is why we work with the Federal government to provide free pages in our journal, one, two, three, four a week.  "From the CDC" could provide exactly this kind of information at no cost to the Federal government.

	We have readership studies that indicate what kind of penetration of the physicians in the United States actually read this information "From the CDC."  That is the statement, now comes the question.

	Dr. Chalmers, of any representative of the United States government here, I would like to know what the hard data are on readership information on "Dear Doctor" letters sent either by FDA or anyone else from the United States government, at government expense, to physicians; number one readership, number two, evidence of behavior change.

	DR. CHALMERS:  Vince, can you answer that?

	DR. DeVITA:  Oh, I can only answer it in reference to the case that will come up, and I don't know whether it is going to be discussed.  Mike Friedman probably will mention it, but there was a follow-up survey to the group of physicians who were mailed to, and 2/3 of them made a significant change to their practice and read it.  So, I men, it made an impact on them.  It wasn't positive in all cases, but they got something right from the government and there were problems associated with it.  I think Dr. Relman is correct.

	DR. CHALMERS:  Could I ask Dr. Temple if there is any information on what percentage of people read the "Dear Doctor" letters from the FDA?

	DR. TEMPLE:  We have old (inaudible).

	DR. CHALMERS:  While he is going to the microphone, is there anybody here from the CDC who would like to make any comments about the MMWR?

	DR. TEMPLE:  We have old information about the readership of the drug bulletin, that is the main form we use to send people things.  And I am not sure how much one should believe this, but something like 90 percent of physicians surveyed said they read it and found it useful.  I don't know what to make of that.  It certainly doesn't say they changed their behavior, so I wouldn't put too much stock in that.

	We don't send "Dear Doctor" letters except extremely rarely.  We cause drug companies to do so, and I can't assess the impact of those things.  I think if they are shocking enough they probably do make some difference.  They make people concerned about their potential liability and provoke other forces for change.

	It certainly is true that overall there was a very prompt reduction in the use of encainide and flecainide, no doubt a combination of the widespread press publicity and the "Dear Doctors" that were sent out.  So behavior clearly changed.  I don't know how to attribute the change to any particular cause.

	DR. FERGUSON:  I read the drug bulletins always in practice, but it does not come out rapidly.  It is not a means of rapid dissemination.

	DR. TEMPLE:  No, I agree.  In general, if there is something very rapid we -- perhaps this is the sort of thing Dr. Relman would like to see changed -- we cause drug companies to send things out.  They can do it extremely rapidly and to essentially every practicing physician if that is the target audience.

	We are thinking about some changes in that direction, but I can't speak to them.

	DR. DeVITA:  Tom?  One extension to Dr. Relman's comments, Tom, and that is, I think that anything that is done routinely probably is not suitable for handling an emergency.  Doctors look at it as routine.  So "From the NIH" is not where you would look for something that is an emergent announcement from the NIH.  It has to be set up as an emergent mechanism for sending out information.

	DR. RELMAN:  Exactly.  I underscore that.  I think that this ought to be reserved for urgent situations, very special situations.  It ought to be marked as urgent, and ought not to be part of any other routine weekly or monthly or bimonthly communications mechanism in a journal or a bulletin or anything else.  It ought to be special, urgent communication, from NIH or whatever agency, to physicians, handled in a way that no responsible physician could ignore.

	DR. CHALMERS:  That means requiring every physician to have a fax machine, which could be the receiver of emergency information.

	DR. RELMAN:  Well, the U.S. mails still work pretty well.  I mean, fax is fine, but the U.S. mails take a couple of days.  I think that is okay too.

	It seems to me that the problem is at the sending end.  It is a question of NIH getting itself together, writing a statement, and getting it into the mails quickly, and there has got to be a mechanism set up to do that.

	DR. CHALMERS:  I think Dr. Lundberg was first, and then Dr. Lindberg.

	DR. LUNDBERG:  I will defer to Dr. Lindberg.

	DR. LINDBERG:  Just a small comment.  I think the reason that you have got all these cases -- I mean, we are not past the first interesting one -- but I think they show that there is an advantage to handling some of them in a little individual fashion.  

	I can't remember now who actually introduced the question about using associations, but -- was it Murray? Perhaps it was Murray.  In the case of the eye example, the associations were used quite well.  

	In other cases I am reminded of all of the work that Vince DeVita and NCI have done with NOM on PDQ where you are trying your worst and trying strongly to get information to practicing doctors about use of cancer protocols and almost nothing works, going through professional associations or any other mailing never seems to actually work in a satisfactory fashion.  So I think there is room for a lot of imagination and tailoring and giving our best shot to each of these cases.

	DR. CHALMERS:  What percentage of practicing doctors dial into MEDLINE, or have a number for logging in?

	DR. LINDBERG:  Well, I wish I knew the answer.  We know a great deal about those who use our service and not very much about those who don't.  But I would guess that we have in the last--  we are growing at the rate of about 75 percent a year and we have, therefore, added 50,000 individuals since we introduced (inaudible).  Those are the only ones we know a great deal about.  

	The others are served through institutions, and I think that our faxing or delivering information to biomedical hospital libraries is really a very strong suit.  I mean, I don't think you have to necessarily have your own fax, but the vast majority of American doctors are hospital affiliated.  I think that is a very good route to use.

	DR. CHALMERS:  We have approached the time scheduled-- we have passed the time scheduled for the coffee break, and I plead with everybody to make it only 15 minutes, and we will resume then close to eleven o'clock.

		(Whereupon, a brief recess was taken.)

	DR. CHALMERS:  Why don't we go ahead, if you don't mind, and that will bring people in.  Our next topic is one of equal interest, "Adjuvant Therapy of Node-Negative Cancer:  Results of Three Multicenter Randomized Trials."  Bernard Fisher and Michael Friedman of the National Cancer Institute.  Dr. Fisher?

ADJUVANT THERAPY OF NODE-NEGATIVE CANCER:

RESULTS OF THREE MULTICENTER RANDOMIZED TRIALS

	DR. FISHER:  Dr. Chalmers, ladies and gentlemen, thank you very much for inviting me to be here today.  I look upon myself as being one of those who, over a lifetime, has provided enough grist for giving many people a reason for being.

	For almost 70 years the treatment for breast cancer was the use of surgery and radiation exclusively.  And then along came the use of systemic therapy for the treatment of advanced disease.  And in 1973 the first clinical trials were instituted to evaluate systemic therapy, and in those trials positive node patients, patients who had tumor in the axillary nodes, were employed.  These were patients who were considered to be at poorer risk.

	Then it was slotted during that time that negative node patients had such a good risk that there was really no justification for the use of systemic therapy, even though it had been demonstrated that it was of value in positive node patients.  There was much fear of toxicity and possible leukemogenic effects of using alkylating agents for patients who had negative nodes and who were, as I said, putatively at good risk.

	And then came along the idea, well, if you really wanted to use negative node patients in trials you should have some kind of a discriminant, a marker, to select out those who were good risk and those who were bad risk.

	Well, I think that this kind of cautiousness and the actual prevention of carrying out trials in negative node patients was carried out for over a decade in some sort of a way set back progress in that particular field.

	But finally in 1981 two clinical trials were carried out by NSABP, the cooperative group of which I am the chairman, in the United States and Canada.  A third study was started shortly thereafter by what is known as an intergroup study by several United States cooperative groups, and a fourth trial was begun by the Ludwig Breast Cancer Study Group headquartered in Switzerland, and it was participated by non-North Americans.

	Now most of my discussion relates to the two NSABP trials which comprise 3,559 randomized patients, and I will mention briefly the other two trials.

	In the '80s it was felt that estrogen receptor would be an excellent marker to differentiate negative node patients who were at good risk or at bad risk.  And, consequently, could I have the first slide, please?

	(Slide.)

	This slide just demonstrates what was thought about in the '60s and '70s about breast cancer.  This represents, from one of our own early studies, the results of negative node patients over time, and this is their percent disease-free survival.  And, as you can see, idea was that, yes, negative node patients are much better than those with one to three, or four or more , or whatever, patients with positive nodes.  But you can see that there was a significant treatment failure in patients with negative nodes.

	(Slide.)

	Well, as I mentioned, in 1981 the first trial related to patients who were estrogen receptor negative, who had negative axillary nodes, and they had either a lumpectomy or a mastectomy.  They were stratified according to certain variables which were considered to influence outcome of patients to no further therapy or methotrexate followed by 5FU and leucovorin.

	And you will see that this trial does not use an alkylating agent.  As I mentioned to you, there was consideration that alkylating agents should not be used in negative node patients, and so it was only with this proviso that we could get going a trial of negative node patients.

	(Slide.)

	Well, I will present a few vignettes of the outcome of this trial.  At the time that the paper was published, the results of this paper in 1988, we published the four-year results from this light table.  And so if you just look at the four-year results you see what we talked about then, and I am giving you now a more up-to-date version of the data.

	We have used cumulative odds here, and P values, and number of events, and all of this is in the papers.  But it does demonstrate to you some aspects of the fairness of the analysis, and you can see that the use of M to F produced a highly significant difference in disease-free survival.  And this occurred in patients who were under 49 years of age, and I call your attention in all of these to the bottom line, which is untreated negative node patients, and actually that they don't do as well as we had been led to believe, as I showed you from the first slide.  

	(Slide.)

	But nevertheless the M to F improved the outcome of younger patients and older patients.  And as far as survival was concerned, there was not, and there still isn't, an outcome in survival, although our results more recently do demonstrate that in patients over 50 years a survival difference has made an appearance.

	We are not so concerned about survival differences in early years because we know from experience over 30 years in 20-some protocols that often survival differences don't appear until late, until the fifth, sixth, seventh year of followup.

	(Slide.)

	Now the second trial was B-14, which used estrogen receptor positive patients, again negative node stratified according to the same variables as before.  In this trial patients received a placebo or tomoxifen, an anti-estrogen, which was reported to demonstrate a benefit in patients with advanced breast cancer in an experimental study.

	(Slide.)

	All of the patients showing the results overall in the four years when they were initially presented-- you can see the results, and now out to six years those results still hold up.  The cumulative odds and the P values over time demonstrate this.  

	(Slide.)

	And again, patients under 49 and patients over 50 years show a benefit.  In this trial there are a large number of patients, almost 1,000 patients in this 50 year old group in either arm.

	(Slide.)

	So, in terms of survival we are just now beginning to see some survival benefit.  And this obviously is statistically significant with so many patients, over 2,000 patients.  The clinical significance, or the actual difference, is another thing.  But in terms of statistical significance, that now has been achieved.

	(Slide.)

	Now I take this moment to call your attention to one thing, and that is something that over all the years I have had to cope with, and that has to do with maturity of data.  As far as I am concerned, there is no such thing as immature data.  There may be immature wine or cheese, but when it comes to data I don't think that term should be used.

	This is at the time of the four-year results, and these are the results for all patients under 49 and over 50 at that time.  These are the results now two years later.  At this time there were these numbers of patients at risk at four years.  At this time there are now three times, almost, as many patients at risk, and if you just look at 7169, 8079, 6664, 7473, you see that the results presented at four years were firm results.

	(Slide.)

	And the same thing happened with the B-14 study.  7776, 8386, even though at four years the number of patients at risk is now four times or more than which it was in the first report.

	(Slide.)

	And that goes back to another trial which we had great difficulty in convincing people about the five year results of comparing lumpectomy with mastectomy.  And I only present this to show again the fact that the results presented from a light table at five years, even though the number of patients at risk was much less than it is a couple of years later, the results don't change that much, a percentage point or two, indicating that light table analysis, as we all know, is a highly reliable thing, and if it weren't not many insurance companies would have made money.

	(Slide.)

	Well, the therapy-- these two trials created a couple of very important questions.  Should these drugs be administered to all negative node patients?  

	(Slide.)

	And we have done all kinds of analyses which demonstrate that within our dataset, in untreated negative node patients -- here we are showing them according to tumor size, the very smallest tumors to the very largest -- there is an attrition, patients do fail whether they are receptor negative or positive.  

	(Slide.)

	So in our dataset there were no patients untreated who could not have benefitted from treatment.  Are there any patients in our dataset who did not benefit from the M to F or the TAM therapy?

	(Slide.)

	And the third question:  are there patients--  And the answer to that second question was no, and the answer to the third question, are there patients who have benefitted sufficiently to justify eliminating them from additional trials, and the answer to that again is also no.

	(Slide.)

	Now the other two trials presented and reported at the same time in the same journal, was one from the intergroup study which analyzed 210 negative node patients under observation and almost 200 patients who received CMF and prednisone.

	(Slide.)

	And this was the result that was presented in the New England Journal at the time the other two papers were presented, showing a benefit for the use of CMF over observation.

	(Slide.)

	And the other, fourth, trial was that from the Ludwig group which compared perioperative chemotherapy with no perioperative chemotherapy, CMF, in node negative patients.  And again, there was a slight but significant difference in outcome.

	(Slide.)

	Now here we are, we presented these papers.  My thought was that somewhere we would find these papers in the literature, and this was something I had done years ago, this is the Index Medicus of 1960.  This is the Index Medicus of 1985.  I have to update this and I am sure it will be almost twice as high in 1991 or '95.

	Well, would our papers be one of those that remain in these archives?

	(Slide.)

	Well, as luck had it, or unluck had it, whichever you choose, we were caught up in the first clinical alert, which more people will talk about, that one of the first things that happened following that was:  cancer drug therapy urged for all breast surgery.  

	(Slide.)

	And then our data became analyzed and questioned about many things, or many things came into question.  First of all, was there indeed a sufficient benefit to give all patients adjuvant chemotherapy or not give them the kind of therapy that were reported?  Is this a sufficient benefit?  Does one need to have a greater benefit, because here all of these patients did not benefit.  The therapy was not necessary, rather, because this is the bottom line and they would have done just as well without any therapy.  

	And the patients above the top line didn't benefit even though they got therapy.  So you have a certain percentage of patients, and this is a schematic.  

	This is a hard question to ask.  We have the same problem in positive node patients.  Is the therapy-- should it be used for these patients or not?

	(Slide.)

	Well, one other thing that did come out, and that is that in our data, in the data that was presented, we did not present any information from patients with occult cancers, very small tumors.  So, therefore, we don't have information relative to whether those patients should or should not receive chemotherapy.

	Well, everybody is looking for the perfect marker to determine which patients should get adjuvant chemotherapy, node negative patients, and which shouldn't.  This would be the perfect marker if you could take all patients and just look at some marker and say all of these patients here don't need it, all of these patients need it.

	This would be the worthless marker where you do get some discrimination, but obviously both groups do so poorly that it doesn't matter, and they should all get therapy.

	(Slide.)

	Well, how good of a marker should you have before you make the decision that the top line is so good that you don't need therapy?  And that is indeed a very hard question.

	(Slide.)

	Finally, in my last few minutes, or minute, I would just like to present to you an experience which is a personal retrospective one of 14 peer reviewed papers submitted to six different journals by me between 1985 and '89.  These are the names of the journals.

	Five were rejected by the initial journal but subsequently accepted by one of the above journals.  In other words, they were all kept within these journals.

	(Slide.)

	The time from submission to first reply was 3.8 months.  And the time from first reply to resubmission, resubmission to acceptance, acceptance to publication, and so on, with an average time of 8.5 months. 

	(Slide.)

	Now this varied from journal to journal, but as you can see some of them were 10 months, 11 months, 8.5 months, 8 months.  And there was a good journal down here that did things in 4.6 months.

	Well, I obviously think that this is a very important meeting.  It will give us some information, if nothing more, how we can increase or decrease the time between carrying out a research and having it in print.  Thank you very much.

	(Applause.)

	DR. CHALMERS:  Dr. Friedman, do you want to take over before our discussion?

PRESENTATION BY DR. MICHAEL A. FRIEDMAN

	DR. M. FRIEDMAN:  Thank you very much.  I have been asked to present two pieces of information today, the first having to do with the clinical alert associated with this node negative breast cancer information and then some subsequent efforts by the National Cancer Institute to try and formalize and analyze the process by which these sorts of announcements are made.  And that is what I would like to do.

	(Slide.)

	When the National Cancer Institute first mailed a clinical alert concerning the node negative breast cancer data there were a large number of questions raised and a large number of issues that needed to be addressed.  

	(Slide.)

	Some of these I think were addressed relatively well.  Others I find fault with, and others have as well.

	Let me just point out, if I may, that in reference to the data that Dr. Fisher has just presented, the four studies that he described were studies which were supplementing an earlier body of information from three other trials which had been published, which were available in the literature, all of which had some flaws, sample size or the care to which the patients were randomly allocated, and so forth, but these were data which generally supported the hypothesis that adjuvant therapy might be beneficial for node negative breast cancer patients.

	(Slide.)

	On top of this basis are the three trials from the United States that Dr. Fisher just mentioned and the one additional trial from the Ludwig group.  Please understand, the reason that the National Cancer Institute thought it was important to publicize this information was because we had substantial confidence in the quality of the investigators, the questions, the data, the methods of analysis, and that we felt this was information which was already known and being acted on by some members of the oncologic community but which was privy only to that group of individuals, and that it was our responsibility to make known to all practicing members of the oncologic community this information so that they could use it or ignore it as they saw fit, but that the responsibility was ours to disseminate this information.

	(Slide.)

	The question was asked whether individuals read publications that are sent out from at least the National Cancer Institute.  Let me assure you that some of them certainly do.  We received a large number of letters.  

	This is one of the most vocal and critical, saying that this individual was outraged not only by the manner in which the information was distributed, but also by the unethical, as he states, and unprofessional manner of the whole enterprise.

	(Slide.)

	As Dr. DeVita has already mentioned, we were careful to try and analyze what impact this mailing had.  There were two mailings in fact.  And I would like to share some of that information with you.

	About 11,300 physicians were contacted, and about 5,500, or just under half of that number, actually responded back.  A number of questions were posed:  did they find the clinical alert process to be adequate?

	Well, 3/4 of them did and I thought this was generous of them.  But at least 1/4 found some fault.  The specific issues that were raised, the changes that these physicians would suggest, included: waiting for the publication of peer review journals, about 1/3 of the respondents; the need for more information; and this low minority said just don't do this ever again.

	(Slide.)

	The question was asked: did the alert provide sufficient information to make a clinical decision about node negative breast cancer patients?  About 60 percent thought it did, but a substantial minority, 40 percent, wanted more information, wanted the kind of detail that they had come to expect from full journal publication.

	(Slide.)

	What we mailed out was something far briefer than that.

	Another question was:  have you changed your treatment practice based upon this alert?  About 60 percent had and about 40 percent had not.

	(Slide.)

	And if the practice was not changed, there were a number of reasons for this, but in a small number of cases 17 percent, already these physicians were giving this adjuvant treatment.  Eleven percent, almost 12 percent, found the results not sufficiently convincing.

	(Slide.)

	Now it seemed to us that there were many ways in which we could improve the process of disseminating information about this first clinical alert.  And since we fully expected to have other opportunities to provide information to the general public and to the practicing community, Dr. David Korn, the chairman of our National Cancer Advisory Board, had a meeting approximately one year ago to discuss this topic here at NIH.

	What I would like to do for this second portion of this presentation is to briefly share with you some of the considerations and some of the recommendations made at that gathering of investigators, editors, newspaper media, and research sponsors.

	The primary assumptions for us I think still hold, that we have an obligation not only to improve the care of patients with cancer, but to disseminate information which can directly promote improved care.  And that is the basis upon which we, and presumably all the other institutes, are operating.

	(Slide.)

	For the purposes of our discussion and for the purposes of our guidelines, we are restricting ourselves only to NCI sponsorship, only to very large or relatively large Phase III randomized studies, to high quality, currently employed statistical technologies, and to modern clinical trial methodologies.  And these are important considerations which certainly have flawed earlier studies but I think are less commonly found today.

	(Slide.)

	There are a number of questions that we tried to ask and some answers that we received.  Question number one, whenever you are considering a clinical update or alert is: how relevant or appropriate is the clinical research protocol?  If the experiment is not carefully designed, if the subjects are not adequately protected, then the whole system falls out immediately.

	(Slide.)

	Suffice it to say that there are a large number of levels of review at our institute, and at others--

	(Slide.)

	--and that human subject protection is scrupulously maintained.  And these are critical.

	(Slide.)

	The second question is:  how valid are the data?  Are the data carefully monitored?  And to what extent are quality control measures employed?  

	(Slide.)

	I shan't go through this with you, but  suffice it to say that there is a good deal of attention given to this.  One of the most important factors is the existence of a data monitoring committee.  This is not a completely independent data monitoring committee as some institutes employ.  This is a data monitoring committee made up of at least partially those individuals who have cooperative groups involved in this research effort.

	Also central to this is predetermined data reviews at fixes intervals, based upon either event ratios or time.

	(Slide.)

	This question is exceedingly difficult and a theme that we come back to frequently.  What data are so important that they deserve the extra attention provided by a clinical update or clinical alert?

	(Slide.)

	And, finally, how is such information actually disseminated?

	(Slide.)

	In terms of this fourth question there are really two portions.  One has to do with substance, the relevance and the appropriateness of the hypothesis, the quality of the data, the importance of the findings.  Defects or failures here invalidate the whole process.  This is what we can pay scrupulous attention to.

	(Slide.)

	But there is another aspect, which is issues of style, the method of the public announcement.  And here defects or failures render the process ineffective.   

	And here is where the National Cancer Institute had considerable criticism based upon our first clinical alert.  Not all the relevant bodies of physicians were consulted prior to mailing.  At the time of the mailing not all groups of physicians who would be interested in the data were provided with the information.

	One of the most regrettable defects was the fact that general surgeons were not included in the first mailing of an update having to do with breast cancer.  And this obviously was a group of physicians who were vitally interested in this group of patients and who took proper offense at not being included in this sort of information.

	This is something which was remedied with our second public announcement, an update concerning the adjuvant therapy of colon cancer, which was by and large a much more successful endeavour.  But here it was absolutely necessary to pay attention to those details.

	(Slide.)

	If I had to summarize that meeting which took place here about a year ago, there was near uniform acceptance, with two dissensions, of the reality of and the need for future announcements based upon both ethical and legal principles, as we saw it.

	There was an absolute need to preserve the integrity of peer review and the need for collegial interactions based upon mutual respect and trust between the sponsors of the research, those who carried out the research, and of course the patient community who represent the subjects of the research.

	Now, recognizing this need to preserve the integrity of the peer review system, there also was a need to, as rapidly as possible, as accurately and completely, and convincingly as possible, disseminate this information.

	(Slide.)

	This is a diagram of something which was proposed at that meeting which has subsequently been voted upon by our National Cancer Advisory Board, and which represents our current policy for the National Cancer Institute.  It looks a little bit involved.  In fact, it is.

	But what it is based upon is a preservation of peer review at the same time of collegial interactions with all the relevant specialty organizations which have a significant concern about the information to be disseminated, and a process of internal and external review which permits information to then be distributed after it has been looked at by a significant, but not unwieldy, number of individuals.

	Does this assure that the information will be uniformly well received or accurate?  No, but it assures that it is subscribed to by a large number of people and that there is no general body of individuals who feel disenfranchised from this system.

	We have not yet had the opportunity to employ this system, but expect that within the next year we certainly will do so.  There are a large number of questions which are still unanswered by this sort of a process, and this is presented to you only as one initial attempt by one institute to solve these problems, and by no means does it address the concerns which other individuals at other institutes will raise.

	Thank you all very much.

	(Applause.)

	DR. CHALMERS:  Thank you, Dr. Friedman.  I think it would be appropriate for Dr. Vincent DeVita to start the discussion.

	DR. DeVITA:  I would like to just emphasize a point that I think is relevant--

	DR. CHALMERS:  You have to speak closer in.

	DR. DeVITA:  --relevant to all the studies we are hearing today, and that is the window of opportunity and what it does to the system that you use to handle this kind of information.  I mean, the window of opportunity in the package we have today goes from eight months-- eight hours, I guess, for the steroid study and the spinal cord injury, to roughly six weeks or so for the breast cancer study, during which some large fraction of patients will pass through and the therapy may or may not be usable in that population of patients.

	The outside limit of the window, one has to assume, is about 10 months because in most cases a journal will publish the article by 10 months.  So if you are dealing in that window of opportunity you have to have a process that is flexible enough to deal with it.

	I think that in the case of the clinical alert from the cancer institute we had a six week window so we had some time.  And, as Mike points out, we could have been a bit more effective in taking that time to notify more physicians that this was going to happen so they would have been better prepared.

	In the case of the steroid study for spinal cord injury, if I may comment before we present that data, there is no window of opportunity and you cannot take the interest of a physician in knowing the data ahead of the interest of the patient who might be affected by a spinal cord injury.  I don't think you can ever do that, and I don't think the purpose of the clinical alert process is to notify the doctors.

	The clinical alert process is to notify the public at risk.  And, in order to make that most effective you have to have doctors prepared to receive that kind of information.  So we shouldn't confuse the mission of the institute.  You have a public responsibility.

	The only other point I would make is that you can codify a review process and make it not too dissimilar to what a journal will do, and you have to be sure you have a couple of elements in that review process I think that are key.  We have already talked about a way of getting to a public that an institute thinks is appropriate.

	The other is that the review process be handled in some way that is really open to scrutiny.  I don't think it is something that should be handled in camera.  I think all the institutes have advisory councils and they are public meetings and, properly supplemented with additional expertise, can make these over and over again.  And that is, I think, what we have been hinting at all along this morning.  I will stop there.

	DR. CHALMERS:  Dr. Bazell?

	MR. BAZELL:  This is ground that has been gone over before with respect to this announcement, but I just bring it out in this meeting.  Dr. Fisher's presentation elegantly showed us that this information didn't sneak up on anybody for sure, and in terms of the decision to make a clinical announcement, how much had to do with Dr. DeVita's impending retirement from head of the NCI?

	DR. DeVITA:  That is a very interesting question.  I didn't even know I was retiring at that time.

	MR. BAZELL:  You were leaving.  You were leaving the directorship.

	DR. DeVITA:  This was well before that.  It had nothing to do with it.

	MR. BAZELL:  It had nothing to do with you personally?

	DR. DeVITA:  May I ask you why you would ask?  I mean, is it something you would only do if you are retiring, in which case the NIH is in a lot of trouble?

	MR. BAZELL:  Well, it would be the case if that were so, but certainly if you had a point of view that you wanted to get across and you were fearful that your successor might not present that point of view--

	DR. DeVITA:  No.  Interesting question, but no.  First of all, I didn't know who my successor would be, and secondly, it was not the issue at all.  We just felt--  We were fortunate, and I think it happens, that there were a number of large scale trials underway that would impact finally on common cancers.  And we were being faced with this kind of information where that window of opportunity would probably mean we would have to get information out before they went through the normal peer review process.

	Again, as Bud has heard me say before, I called Dr. Relman because all the people were concerned about the New England Journal of Medicine not accepting, and he didn't hesitate for two seconds to say if you all think it is appropriate, do it, and it will have no effect one way or the other on publication of the articles.  Thus assured, the investigators were cooperative and away we went.

	An imperfect process at first, but at least I think it caught the attention of the physicians and led to some useful debate.

	DR. M. FRIEDMAN:  May I just make one observation?  I have heard a lot of motives ascribed to the clinical announcements that we make.  I have had individuals ask me why we only did it prior to budget hearings by Congress, and in fact they weren't in any way, not even temporally, associated with that.  One of them was completely at the wrong time of the year for that.  Others see ulterior motives that may exist in this.  

	Let me assure you that there is one reason for distributing this information, and that is the preeminent concern with getting information that is going to affect patient care to the physicians and the patients who look to us, who put their trust in us to provide that information.  And that is the only reason it is done.

	It raises an important point which was mentioned earlier, which is that any time a Federal agency sends out information there are always concerns that are elicited by that.  Are physicians or patients being dictated to?  Are standards of practice being arbitrarily changed?  And these are very serious considerations.

	As carefully as we tried to write our clinical announcements, they were still subject to some misinterpretation because people reading them quickly, or people assuming what they were going to read, misinterpreted some information that was presented there.

	The opportunity was made to offer data for scrutiny and consideration and discussion between a patient and a physician, but nowhere in any of the documents that we sent out did we demand or indicate that there was some legal or binding responsibility that a patient receive a certain treatment.  It was just an ongoing educational attempt.

	To the extent we do that well, then we serve the purpose.  To the extent that we do it badly, we in fact set back the whole process, and we don't want to do that.

	DR. CHALMERS:  Vince?

	DR. DeVITA:  Just to add to what Mike said, that window of opportunity meant that by the time the article was actually published, for example, and there was no need for speed once it went out, that 50,000 women would have passed through that window of opportunity and would not have had the confidence that the data would apply to them.

	I do want to mention anecdotally, not to be critical because this was a new area and people were kind of trying to figure out how they were going to respond, but our first reaction was to present the data at the ASCO, the American Society for Clinical Oncology, and we actually approached the society.  The meeting was coming up in a month, and there were 6,000 oncologists there and the press covered the meeting, but it was rejected.  The suggestion that we add it to the program was rejected.

	And I am sure Dr. Fisher won't mind me mentioning the fact that we offered to publish the work in the Journal of the National Cancer Institute, you know, put it in, get it out.  That was the end of the peer review because we had already done that.  Dr. Fisher preferred the New England Journal of Medicine for obvious reasons, in many cases, so we try to abide by the wishes of the investigators and not twist their arms.  So I suppose it might have been done another way.

	DR. CHALMERS:  Did you want to respond, Bud?

	DR. RELMAN:  I would just like to make two observations.  Dr. Fisher's data on the time take from, total time, from submission to publication by several journals, including ours, being rather long is true enough.

	In this particular case, the four manuscripts on adjuvant chemotherapy of node negative breast cancer that we handled presented a particularly difficult problem to us because we had four papers that didn't all come in at the same time.  The announcement already having been made, as Dr. DeVita said, we didn't feel that we were under the gun to deal with each paper as received as quickly as possible.

	We felt that, in the interests of scholarly and critical examination of the evidence, it would be well to have all four papers -- there were some differences, some nuances, some important differences, among these four papers.  We felt it was important to have all four papers reviewed, revised if necessary, and then have editorial comment all together so that physicians could see the whole package.

	To coordinate that the papers had to-- in several cases the papers were rejected initially for one reason or another, had to be revised.  To do all this took longer than average for us.

	The second point I would make is that, in this case, this raises a very interesting question.  I don't think it is unfair to say that there were many qualified experts, Dr. Fisher and Dr. DeVita, who didn't share your enthusiasm for the conclusions.  We had these papers reviewed by eminent people, many, and we got a mixed response.

	Some agreed entirely with the conclusions that were drawn by the papers, some not.  And we decided, in view of that, to publish two editorials presenting somewhat different points of view.  And it is my impression that after we published those papers there still was no unanimity.  

	We received a lot of mail from very experienced oncologists and surgeons, some of whom said this is definitive and decisive work, others of whom said no, we don't agree and, you know, it is only partially true.  And the risk is that if you do too much to put a government imprimatur on this sort of thing you may constrain legitimate criticism and post-publication review of what is, to some people, still an open question to some degree.

	So we have to be careful about that and when advanced advisories are released the emphasis ought to be on the data and what the range of reasonable interpretations are, rather than saying this is the answer, this is the one right way to treat these patients and if you don't do that you are not treating your patients properly.

	DR. DeVITA:  But you see, the alerts were also very qualified.  What they said was, women ought to be aware of the options, and nobody said you had to treat anybody.

	May I mention one other thing, Tom, because it was brought up by Bernie and I think the duration of time for publication was on my mind in response to Mr. Bazell's question of me.  There was a prior paper, the one Bernie showed, on lumpectomy which took 14 months to be published in the New England Journal of Medicine because it was an even more controversial subject.  But that was the definitive study on lumpectomy versus mastectomy.  

	And talk about a window of opportunity, we have 14 months during which women had no option, based on that data at least, of whether or not they should avoid a mastectomy.  And that had caused us a lot of concern and we had been criticized by women's groups for not getting involved in the peer review process.  I had one brief discussion with Dr. Relman about it, but then this came on the heels of that and that, I think, had some influence on expediting the process.

	DR. CHALMERS:  I would like to call on Dr. Paul Meier and then come back to the panel.

	DR. MEIER:  I got up here because I thought no one was going to discuss the issue of how different this is from the CAST study.  In the CAST case I think no one questions that there was a very dramatic finding that simply had to be gotten out as soon as possible.  Our discussion this morning was all about could it have been done a few hours earlier, or what have you.  That is not, I think, critical to the issues that we are dealing with today.

	This problem is a very real problem, and I lack-- I do not lack sympathy for either side of the debate.  But it seems to me much, much more questionable, and I am glad that Dr. Relman pointed out that this is not the kind of situation which all the authorities in the field would agree that everybody had to have this opportunity.  

	Indeed, I am substantially troubled by the idea and the emphasis that Dr. DeVita gives to this window of opportunity.  In the style of improving therapy we are between a rock and a hard place.  If we think we have something that improves therapy we want it out right away.  We want everybody to have the advantage of it.  

	But the style of abrupt decision made by a relatively few is a style that often leads to error.  Clinical trials, even well done ones, often lead to error.  And there is a very serious question whether, in general, the population of patients is well served by using this style of clinical alert.

	We are not dealing with the great dramatic difference that Dr. Fisher showed us.  We don't have one group that is all going to be saved and the others are all going to die.  Thus it seems to me much, much more questionable here, and for myself I tend to what I consider the conservative side.  Better we look it over very carefully, and better we review it and put it out in standard mode.

	The idea that some people will die who might have been saved, that is perfectly true.  But if we follow this mode the reverse will be true on many occasions as well.  We have to decide which mode we think, on average, is most effective and which is most acceptable to the population.

	DR. CHALMERS:  Mr. Bazell?

	MR. BAZELL:  Following up on that and what Dr. Relman said -- and I apologize to Dr. DeVita if I said something that was untrue, but you should know that that motive was ascribed to you by many oncologists and I didn't just grab that out of the air.  And I think the fact that that was going around illustrates that this is not a clear treatment issue and it illustrates an issue on which emotions run very high.

	And the fact that the NCI chose at that particular time, for whatever reason, to issue a clinical alert for a subject that the last speaker point out is quite different than the previous example, is an interesting one, and it does lead to that sort of charge that there are motives other than simply trying to save lives.  Of course everybody wants to save lives, but it is not always so clear.

	DR. DeVITA:  By the way, 100 people shared in the decision to release the clinical alert.  It was not a one person decision.  I counted them, 98 actually.

	DR. RELMAN:  I want to make my position.  I think you were right in sending out a clinical alert.  If I were in your shoes I would have done the same thing.  I have no criticism of that.

	I simply pointed out that in this case it was legitimately arguable and debatable.

	DR. DeVITA:  Oh, absolutely.

	DR. RELMAN:  And the situation is somewhat different.  You know, the cost benefit to the patient, and so on, is still being debated.  It is quite different, as Dr. Meier said, from the previous case where it was fairly open and shut.  A decision had to be made, it had to be made promptly.  It was done promptly and an announcement was made.

	DR. CHALMERS:  Dr. Steinbrook had his hand up first, George.

	DR. STEINBROOK:  A slightly different point.  I wanted to ask Dr.--

	DR. CHALMERS:  Could you speak right into the microphone?

	DR. STEINBROOK:  I wanted to ask Dr. Friedman about an article here, "Guidelines Set for Early Release of Clinical Data."  It is a reprint in the packet of materials we got from the Journal of the National Cancer Institute.  I wondered about two statements, if they are in fact the policy, and if so you might elaborate on the rationale for them.

	The first is the statement, "Regardless of the endpoint, a clinical announcement should not be made until the paper is accepted for publication in a medical journal."  And the point I would make there is that sounds rather restrictive given the range of possibilities of what might happen in the future and the urgency which might be associated with that information.

	And the second point is the final paragraph, which says, "The recommendations clearly state that the clinical announcement will be mailed to the medical community before it is sent to the media, a public announcement coordinated by the press office."  I would raise two points there:  one, as Vic Cohn mentioned earlier, the difficulty of doing that and the practical problems associated with that; and the subsidiary point, which perhaps is more important, the need for the media really to have as much information as anybody else in order to provide a reasonable assessment of what is going on.

	DR. M. FRIEDMAN:  In response to your first question--  I am sorry.

	DR. CHALMERS:  Go ahead, it was directed at you.

	DR. M. FRIEDMAN:  In response to your first question, that is the idealized guideline, is that the information that a manuscript would be submitted and at least preliminarily accepted by a journal.  There is also a statement in there that it is at the discretion of the director of the institute that if he or she feels there is such an important pressing demand that any aspect of the system which we describe can be short-circuited, compressed, modified.

	This doesn't mean that one person will do it independently.  It does mean there will still be lots of input from the advisory bodies.  But there are parts of it which can be truncated in the public health interest.

	So that is the ideal situation.  Everyone agrees that if you have an announcement coming out at the same time of a full publication, that educationally that is the most acceptable to most physicians, but that short of that there are other options that can be considered.

	With respect to your second question, it is a very vexing issue, I am sure, from a journalistic point of view.  This group of people who met here a year ago had the sense, and I share it completely, that there is nothing more confusing or troubling to a patient than bringing information to a physician asking for guidance, care, counseling, support, advice, when the physician has not had the opportunity to at least assimilate even the briefest synopsis of the information.

	Now, there are important needs that the press has in terms of information, getting information in a timely way.  But my feeling is that there is an even greater obligation to the provision of proper health care that suggests that if possible it would be ideal to have the physicians presented with the information earlier than when the patients would in order that the physician can arm himself or herself to answer questions, to see how that prescribed care might impact on that particular patient, and how to advise a patient.

	DR. CHALMERS:  George?

	DR. LUNDBERG:  I was confused by the clinical alert when it was originally submitted, and I was opposed to it once I saw what had occurred.  I hear nothing today that changes my opinion.  I am still opposed to that clinical alert.

	You can only call wolf a few times.  And that first slide that was shown of the urgent clinical alert was a call of wolf, and I think it was confusing and I don't think it was definitive.  I don't believe the information that it related to was definitive.  I think it is still not definitive.  

	The consensus conference that many people here participated in, Dr. Ferguson was in charge of here, six months ago that is in this week's JAMA, incidentally, says there is still confusion, and a lot of confusion, about what the appropriate treatment is.  So I think that was the wrong thing to do.

	The only thing I can see that it might have accomplished was it created a nice discussion about the problems and in that situation maybe in the long run it is beneficial to the problem of how to distribute this information.  And second, it may have educated a lot of people about being concerned about breast cancer in general and the fact that there is a lot of research going on about it.  But that is a very general kind of education.  Those are the only two benefits that I can see from it.

	DR. CHALMERS:  Do other panelists want to comment on the clinical alert technique?  Dr. Bracken?

	DR. BRACKEN:  This is a different comment, but in the spinal cord case wolf was called once and Sidney responded appropriately.

	(Laughter.)

	DR. CHALMERS:  I wish I had heard your joke.  Would you?

	DR. BRACKEN:  I said wolf was called once and Sidney responded appropriately.

	The point I wanted to make was from an investigator's point of view, and it is sort of around the time of release of information, however that is going to occur.  I think it is extremely important that investigators in a sense be protected by some form of keeping data confidential while that early part of that process is going on.

	It is very disruptive, I think, to investigators to be -- I will say harassed; it is too strong a word -- but be called frequently by press for information which is still being worked on.  I was very interested in Dr. Friedman's last slide where he had sort of the dual process of manuscripts being under review and the clinical alert process going on at the same time, which clearly involves many, many people.  Dr. DeVita said it involved at least 98.

	I think the threat of premature leaks -- and this is premature before any form of release, however that is going to be -- can be very disruptive to investigators, and I think their interests are better served by that not occurring.  In fact, in our own research group we will not talk to the press about any of our studies unless there is a manuscript that has been accepted.  And we have learned over the years that this can consume an inordinate amount of time, number one, and number two, lead to tremendous misrepresentations about the research if this sort of process goes on.

	DR. CHALMERS:  Bernie?

	DR. FISHER:  Well, there are a lot of things that have come up here.  I think that for those who are interested in the philosophy and history of science it is pretty obvious here that when you do have paradigm changes, which I think is what alerts should be related to, those things that are really changing, you are going to get a lot of controversy and you are going to get a lot of difference of opinion.  And if you don't get that kind of difference of opinion you may think that your paper was really another ho-hum, me too, kind of endeavor.

	So I think that is something that I, as somebody who is interested in this subject, it makes me feel better to know that there was this kind of difference of opinion.  And as far as I am concerned at my age, and having done all I do, I know that everything one does is only provisional and that next week something else is going to take its place.

	But in terms of the negative node thing, I think it did demonstrate pretty well that negative node patients, that chemotherapy is of value in negative node patients.  And then it is going to take the next 10 years to do all kinds of what has been called normal science, this kind of examination, the cost benefit of this and that, to argue and debate about, and I don't see anything really wrong with that.  I think it is perfectly reasonable to do.

	I think that one of the real serious issues from my perspective relative to the clinical alert, I don't think that the clinical alerts--  you know, from my perspective I don't think they are worth so much concern about in view of the whole information process of medicine.  

	One of the concerns is what happens after the clinical alert, the consequences vis-a-vis the press in general, because you then get second line reporting and third line reporting and fourth line reporting, and the competence of the people reporting gets less and less with each wave, and the kind of stuff that then comes out is totally unrelated almost, or untrue, with what the original issues were involved with.  And I would really like to have some comments from the press about that.

	DR. CHALMERS:  I am afraid we are going to have to continue this discussion after lunch because there is ascending agitation about the fact that we have to be out of the dining room, upstairs dining room anyway, by 12:40 p.m. or so.  So I would like to announce that the panel will be eating on the 14th floor apparently and the rest of the audience is in the regular cafeteria here.  But we have to be back here promptly by 12:45 p.m.

		(Whereupon, the meeting was adjourned for lunch.)�

AFTERNOON SESSION

	DR. CHALMERS:  Dr. Simon, do you want to start us off?

	DR. SIMON:  I just wanted to note that one way that this example differed from the previous one was that it wasn't really an announcement about a single clinical trial.  It was an announcement about the results of several clinical trials.

	I think in cancer there is often more than one trial that deals with a particular treatment, and so one of the problems I think in interpreting the literature -- and I think it was sort of emphasized this morning -- when you decide whether to accept a publication based on is it original you may distort the communication that you give to your readership by tending to not publish confirmatory trials, be they positive or negative.

	I think one issue is to make sure that in trying to communicate through other mechanisms that you not exacerbate that problem.  I think in this case it was a situation where the announcements did deal with information that arose through several clinical trials that dealt pretty much with the same therapeutic questions and, fortunately, reinforced the conclusions.

	DR. CHALMERS:  Victor Cohn, you had something too at the end of this morning?

	DR. COHN:  When we were talking about the role of the media in disseminating this to the public -- and of course the public gets most of its information about medicine through the media -- I think we have to face the fact that there is a lot of good reporting and there is a lot of bad reporting.  I think a good deal of thought needs to be given by both sides of the equation, that is the medical world and the journalistic world, to improving the reporting.

	One step to--  there are a lot of ways it could be improved and a lot of ways it could be improved by the medical world.  One thing that many of us have always wanted and demanded, and not always been able to get, is a copy of a full speech or a full paper at the time that it is given. 

	One roadblock to that, although I am in sympathy in general with the Inglefinger/Relman purpose, one roadblock to that is if I go up to a guy at a meeting and he has given a talk, and ask him for a copy of his paper he will say no, I am not supposed to give you my paper, which means that I can ask him some questions but I am not going to have as complete a set of information as I ought to have.

	I don't think that universities, or medical centers, of NIH, or anybody else, should put out press releases without attaching a full copy of a report because there are always nuances, and reservations, and side effects, and things like that that don't wind up in the press release or in the brief 7 or 10 minute talk at a meeting.

	I think that is only one way in which communication to the media could be improved, and I would plead for a lot more thought on other ways to improve the process.  I don't know what they all are just off the top of my head.  Some of my colleagues will probably have some ideas. 

	Robert Steinbrook wrote a good paper in JAMA early this year that explored this topic, but it needs a lot more thought because we have to face the fact that no matter how you cut it most people are going to get their information from the media, and if we need to improve it let's think about how.

	DR. CHALMERS:  I think you have hit two sensitive nerves, one in Boston and one in Chicago, because I can't imagine either of you gentlemen being very happy about the broad dissemination of manuscripts which you have in press.  What that implies is, if it is handed out at the time of the meeting, or with the alert, or sent out by the National Library of Medicine electronically, that the manuscript you have in press would be available to be read by anyone who wants to read it.  And what does that do to your subscribership and your advertising?

	DR. LUNDBERG:  Well, you are obviously asking a provocative question and an appropriate one.  We talked at the beginning, at least on one of my early slides, the trust relationship the editor has with the reader, with the author, with the public in general, with the owner.  And here you raise the question of what is our responsibility to the owner of the publication and its viability at that point.

	And if it became a common practice, for example, for Don Lindberg to distribute full text copies of any articles of any of our journals in some kind of electronic form, I would see that as his acting as the publisher.

	DR. CHALMERS:  But I thought that is what he is proposing.

	DR. LUNDBERG:  Well, I don't know if he is proposing it.  I think he was proposing on an occasional basis articles that have already been accepted with copyright being retained by the group, or whatever journal it is, that has accepted the paper.  

	But I have shared with Don personally in the last couple of weeks my own concerns about this step, and I hinted at it in my remarks earlier this morning, the step that could come from the stimulation of a conference such as this; namely, to make the government, through the National Library of Medicine, the publisher.  And maybe our country wants to do that, but I don't think it does.

	We would have a lot of difficulty with the idea of Don Lindberg en mass communicating information that we owned because we had done all the work with it.  We invested the expense of peer review.  We have considered it based upon it having been sent to us only.  And here we are with our editors, whom we pay, having done the work to produce a manuscript and then somebody else becomes the publisher.  

	We wouldn't sit still for that because of the trust relationship between the editor and the owner of the publication.  So this is one of the conflicts that is there.

	I think what Don was talking about was on an occasional basis when there is really a reason for a smashing clinical alert of some sort, but then you have to figure out who is the referee.  I mean, who sits up there and reviews the instant replay on this thing to decide whether this really is a smashing alert or whether this is something that somebody thinks might be -- 100 people think it is, Vince tells us this morning -- but others say hey, that wasn't any alert at all.

	I think then you are in a real problem in terms of who do you have as the panel of referees to decide when Don Lindberg potentially usurps the publisher's right to publish articles that were given to that publisher in good faith.

	DR. CHALMERS:  Well I think we ought to ask Don Lindberg what he was talking about.

	DR. LINDBERG:  I am going to speak to you as a non-usurper.  I think that George is correct.  The picture that I had was of a relatively unusual event in the form of, requiring an NIH-wide clinical alert.  And I think in most cases that the first step, namely the alert itself in its present form, is sufficient, and that the second step of a full text would not be required.  But that would be an unusual event in either case.  I don't see us as usurping the role of the peer review, the super journals, at all.

	DR. CHALMERS:  Well, there is one point I would like to make about this morning, the last part, is that no mention has been made of the fact that the Oxford group has compiled a very large number of trials, which to be sure have not been published like they might have, on negative node breast cancer.

	And that leads me to ask how PDQ is going, because it seems to me that the important thing we have to have in this field, in every field, is an ongoing registry of trials as soon as they are started so that one can keep track at certain crisis periods of the status of all the other trials in that period and thus regulate your conclusions according to what may be coming out in the next year or two as well as what is already done and not yet reported.  does anyone want to say how things are going with PDQ?

	SPEAKER:  Can you tell us what it is first?

	DR. M. FRIEDMAN:  PDQ is a computerized, generally accessible, database which has a number of different portions in it.  It has one portion given over to state-of-the-art statements which simply describe general biologic information about a disease and accepted standard therapies for that disease, and what expectations one might have for the outcome given those standard therapies.

	It also has sections devoted to new therapies or developing therapies, and has some listing of protocols which are available.  It does not, though, serve as an encyclopedic reference for all ongoing studies.  The submissions to PDQ are made on a voluntary basis by the investigators, or for that research which is sponsored by NCI.  We have a rather complete database there.

	But as you recognize, there is an enormous amount of research which goes on which is not reported in PDQ and it can't be used as a final reference resource.

	DR. CHALMERS:  We desperately need some kind of efficient registry of ongoing clinical trials.

	DR. M. FRIEDMAN:  It was intended for something different.

	DR. DeVITA:  I am sorry.  I came in late, but PDQ does have all the NCI sponsored clinical trials.

	DR. M. FRIEDMAN:  That is right, but not the foreign.

	DR. CHALMERS:  For most of the rest of today's activities there is no such registry.

	DR. RELMAN:  Tom, excuse me.  When you say registry, what information is there?  Is it simply the protocol, or are results there too of ongoing trials?

	DR. CHALMERS:  Well, I think eventually we should get to -- this is my own personal opinion -- we should have a protocol with a progress item so that you can know how far along that study is and hopefully we will get there someday so that authorized people can get at results also.

	DR. RELMAN:  Before they have been reviewed?

	DR. CHALMERS:  Pardon?

	DR. RELMAN:  Before they have been reviewed?

	DR. CHALMERS:  They are reviewed before they started.

	DR. RELMAN:  How is that again?

	DR. CHALMERS:  Peer reviewed, well accepted, randomized control trials have been approved, put in the registry and everybody can get access then to how many patients have been added and when they are expected to finish, and certain people might be able to get access to the ongoing results.

	DR. RELMAN:  So is it your contention that a properly designed clinical trial needs no peer review thereafter and should be just automatically published as soon as it is finished?

	DR. CHALMERS:  Well, we may be jumping, Bud, to the late afternoon discussion.

	DR. RELMAN:  Okay.

	DR. CHALMERS:  Can I defer that?

	DR. RELMAN:  Okay.

	DR. CHALMERS:  But I think it has got to come up as to what data monitoring committees do with regard to peer review.  But I think we ought to get on with the Eye Institute.  A lot of these things we are discussing will come up again, and within the last hour we can get to the nitty-gritty of what is left over.

	Dr. Palmer, are you ready to report on the randomized trial of cryotherapy for treatment of retinopathy of prematurity?

RANDOMIZED TRIAL OF CRYOTHERAPY FOR

TREATMENT OF RETINOPATHY OF PREMATURITY (ROP)

	DR. PALMER:  I am ready.  Let's run on the slides, please?

	DR. CHALMERS:  There is nothing wrong with the acoustics from back here anyway.

	DR. PALMER:  (Slide.)

	One thing that is unique about the study that I will be talking about is that no one in this room who has not already developed retinopathy of prematurity is at risk for developing this disease, unlike the other diseases that have been mentioned today.

	(Slide.)

	To orient the audience, some of whom may not be so familiar with eye anatomy, I would like to just point out that the inner lining of the eye, the back wall of the eye that we see when we look in, is lined by the retina.

	(Slide.)

	It is necessary to give you a visual image of what this disease is, and so I am going to show you here a premature infant's eye.  And the characteristic of it is that the retinal blood vessels which start at the optic nerve and go forward, do not go to the edges of the retina.  They stop about halfway in this particular example, and they really don't reach their destination to fully vascularize the retina until the baby is near full term.  So it is a characteristic of normal premature retinas that the retina is not completely vascularized.

	(Slide.)

	And here we see another eye where the vessels have grown a little farther.  Notice that the peripheral non-vascular retina has a different color than the orange vascularized retina in the back.

	(Slide.)

	If retinopathy of prematurity develops, that normal transition zone between vascularized and non-vascularized retina becomes quite abrupt.  In this case there is a sharp demarcation line between vascularized and non-vascularized retina that is even elevated a little bit into stage two of retinopathy of prematurity.

	(Slide.)

	That is the pathodemonic(?) hallmark of retinopathy of prematurity, is that abrupt demarcation line between vascularized and non-vascularized retina.

	If the disease progresses then there develops tissue growing off that ridge in toward the center of the eye, off the plane of the retina if you will--

	(Slide.)

	--and that would be stage three retinopathy.  Now at any point along the way ROP, or retinopathy of prematurity, can either resolve spontaneously or it can progress.  

	(Slide.)

	So if that is retinopathy progresses the retina begins to elevate and detach, leading ultimately to a retinal detachment.

	(Slide.)

	That is a total retinal detachment shown here, and that can even progress--

	(Slide.)

	--until the retina actually collapses together in the middle of the eye and is held together by scar tissue and, therefore produces blindness.  It would be like wadding up the film in a camera.

	(Slide.)

	Retinal detachments do typically occur in the third or fourth post-natal month, so this all happens quite early in the life of the infant who is born with a normal looking retina, develops retinopathy, and can progress to blindness in the first months of life.

	(Slide.)

	Cryotherapy, which I have already mentioned, is simply the term used for the therapeutic use of cold.  This is a cryoprobe, a surgical instrument which becomes very cold, cooled by a refrigerant that circulates through it.

	(Slide.)

	The probe is shown in relation to an infant's eye to give you a concept of the relative size.

	(Slide.)

	In cryotherapy for retinopathy of prematurity, the cryoprobe is applied to the outside of the eye by the ophthalmologist by looking in through the pupil, sees where these little freeze spots occur inside the eye.

	(Slide.)

	And for the treatment I am talking about today it amy take as many as approximately 50 of those little spots to completely freeze that non-vascular part of the retina, which is the essence of this therapy, cryotherapy.

	The disease, retinopathy of prematurity, is marked, as I mentioned, by a certain incidence of spontaneous resolution.  Therefore, any treatment applied will be associated with a certain incidence of regression of disease.

	Cryotherapy for ROP was first reported from Japan in 1972, and throughout the '70s there were scattered reports here and there from all over the world with varying opinions as to its efficacy.  And in the United States into the early '80s there continued to be a substantial controversy as to whether the value of the treatment outweighed its perceived risks.

	There were reported failures of treatment, some catastrophic, and in which the treatment itself was implicated by the authors in causing poor outcome.  And finally, the actual risk of doing this treatment was never well worked out, so there was a controversy.

	(Slide.)

	Therefore, it was decided by a group of investigators in the early '80s that there was a need for a systematic study of this treatment in order to determine what its risks and benefits might be.

	(Slide.)

	And to just briefly outline the chronology, the study was first funded by the Eye Institute in March of '85.  the study was organized throughout '85, and in January of 1986 patients began being inducted into the study.

	(Slide.)

	Ultimately there were 9,751 infants of birth weight under 1,250 grams, 1,250 grams or under, and that is about 2-3/4 pounds, and those were the patients followed along prospectively.  You see somewhere in the neighborhood of 1/4 of them died early in the course of their life, but there were a total of 4,099 babies who were not excluded and who were followed prospectively to see if they developed the retinopathy that would be studied in the cryotherapy trial.

	(Slide.)

	Eventually there were 291 patients who met the inclusion criteria of disease severity, and if they had this in both eyes, so-called threshold disease in both eyes, they were randomized so that one eye received cryotherapy and the other served as a control.  

	In cases where only one eye met the disease category that was classified as an asymmetric case and these infants were randomized against each other.  This would be the independent sample part of the study, and that comprised about 20 percent of the patients while 80 percent were in the bilateral group.

	(Slide.)

	As shown here, about 80 percent bilateral and actually 17.5 percent in the asymmetric category.

	(Slide.)

	So, in quick review, 23 centers were involved.  Enrollment started January of '86.  Infants weighed less than 1,251 grams.  And, as you will see, in January of 1988 enrollment stopped.

	(Slide.)

	The method used in this trial for data monitoring was that of conditional power, sometimes called stochastic curtailment.  Conditional power calculates the probability of rejecting the original null hypothesis of no treatment effect at a given information time in the study using the study's present data and assuming the null hypothesis for the remainder of the trial.

	Information time is the proportion of the total planned information that is observed at the time of data monitoring.  

	This procedure for monitoring accumulated results of a trial can lead to termination of a trial when there is strong evidence of benefit.  It is conservative in that it seldom leads to stopping a long-term trial very early.

	Statistical procedures for conditional power calculations were developed for this matched pair study and there was additional information from the unmatched part of the study, that is the unilateral threshold disease, and this was also examined.

	(Slide.)

	The outcome of the study is summarized here in that the unfavorable outcomes, classified by their likelihood to be associated with blindness, were 21.8 percent at the time of the decision to stop the study, in the group that received cryotherapy, as contrasted with 43 percent adverse outcome in the control group.  And this constituted approximately a 50 percent reduction in the unfavorable outcomes.

	(Slide.)

	These preliminary results were reported in two journals, one to the ophthalmology community and the other, one month later, in the pediatric literature.  These were the same article but designed to reach the two groups of medical specialists who take care of these babies.

	There is a herd instinct that you have heard referred to in other terminology this morning among health care providers.  The confusion among American ophthalmologists about whether to use cryotherapy or not was associated with a certain fear of using a treatment that might be harmful to infants.  

	And so as soon as there was fairly clear evidence, even from the preliminary data, that the benefit of the treatment outweighed the risk, there was an unusually rapid inauguration of this therapy across the United States in nurseries.  

	And I think as a good testament to the power of large multi-center randomized clinical trials, you could imagine that there are many ways to go from point A to point B and most of medical clinical progress has been made through highways and byways of research, a combination of small studies and accumulation of experience.  You could compare a large multi-center clinical trial to an interstate freeway in which there is a lot that goes into setting up the system, but it gets to an answer that is relatively definitive and in the long run efficient.

	(Slide.)

	Now this trial ended nine months earlier than originally scheduled, and I would like to go through the sequence of events.

	(Slide.)

	The unusual elements of the disease involved blindness of infants who were born with apparently normal eyes.  That could be bilateral.  That was due to a disease which progressed rapidly and had an extremely unpredictable course, and there was no proven therapy prior to this time.  These made this a little unusual.

	(Slide.)

	The Data and Safety Monitoring Committee is listed here.

	The termination of a clinical trial requires that many issues be dealt with in an orderly and expeditious manner.  Thorough consideration of ethical and scientific issues, as well as orderly planning, are the keys to the successful management of the close-out phase.

	For the first two of the five meetings of this group, the Data and Safety Monitoring Committee, had there was essentially no three-month outcome data to review.  The third meeting dealt with a review of the early three-month outcome results data, and by the time of the meeting -- you will see the chronology in a moment -- in August of 1987 there was more three-month outcome data, that is three month following cryotherapy, and a limited amount of data from 12 months.

	We designed two periods of assessing outcome, one at three months following treatment, one at 12 months following treatment, the purpose being to ensure that it was not just a transient benefit in these patients.

	The projected number of patients with bilateral threshold by the end of the study was 280.  Actually, we had recruitment above that predicted, a little unusual for these studies, in that we ended up with 291 at the time the study was ended, even though we finished 9 months before we had predicted we would.

	(Slide.)

	The chronology of the events in closing out this study will be reported in the upcoming spring edition of the journal entitled Controlled Clinical Trails, and this is a table from that.  I realize there is too much on it for you to read from the back of the room, so I have selected out certain features of the chronology to emphasize.

	(Slide.)

	In august of 1987 I, for the first time, was briefed about the unfolding data that had been reviewed at intervals by the Data and Safety Monitoring Committee, which indicated a favorable trend, but not yet conclusive.  There was discussion and planning about possibly ending the trial, and because I now had some potential bias from knowledge of this trend I withdrew myself from the decisionmaking aspects of my clinical center and turned that over to another investigator there.

	In January of '88 the Data and Safety Monitoring Committee finally felt that they had enough 12-month outcome data to ensure that there was no serious likelihood of the reversal of the benefit of cryotherapy, so they did at that time recommend stopping enrollment.

	(Slide.)

	On the 16th of January I arranged for three members of the executive committee to meet with me, and for the first time they became aware of the data, and we began outlining the step-wise procedure for the termination of enrollment in the study.

	(Slide.)

	We needed to inform the investigators and to end the randomization part of the study, and to notify the participants in the study so that they would know what to do with their patients, publish the results, continue patient care in the infants who were enrolled and who were still developing the disease, potentially, and to continue input, in other words to continue the follow-up phase of the study so that we would be able to monitor for the long-term effects of cryotherapy, which we think is quite an important aspect of this study.

	(Slide.)

	In stopping the study it was not just simply a matter of telling the investigators we are not enrolling any more patients.  It implies there is a preferred care or procedure.  So what is the care procedure for subsequent eligible patients in the centers and elsewhere?  And we felt there was an ethical mandate to inform the care providers, and this created the dilemma we have already heard discussed of speed versus the need for necessary details in order to make sense of the announcement.

	(Slide.)

	So on January 19th of '88 there was a meeting called here at the Eye Institute that Judith Stein will tell more about in a moment.  Randomization was stopped, first by a telephone call to the principle investigators outlining in brief what we had, and then followed immediately by a letter giving more details, and eventually by another -- within two weeks -- another letter giving quite a few details.

	(Slide.)

	So to just run quickly through what we did, we stopped the enrollment on January 22nd.  The investigators were notified the 25th.  A clinical alert then was sent -- which Judith Stein will tell a little more about -- to those specialists who take care of premature infants in nurseries so that they would have the information they needed to take care of clinical problems that might arise before publication in the Archives of Ophthalmology and one month later in the Journal of Pediatrics.

	(Slide.)

	This is, to me, an interesting aspect of this in the world of eye research, is that it involved the cooperation of neonatologists and two subspecialists within ophthalmology, the pediatric ophthalmologist and the vitreoretinal specialist.  And there is no other condition that requires close teamwork among these three groups of subspecialists.

	So we had an advantage in our patient recruitment because all these patients were hospitalized.  They were all in neonatal intensive care units.  We knew they were there because we had a log of who was there and when they were born, and so forth.

	Another interesting and unusual aspect of this disease is that only the doctor knows whether the patient has the disease and may need treatment.  So it is not something like the patient complains of symptoms.  

	And finally, there is possibly an unusually narrow time window.  The age, youngest infant who received cryotherapy was six weeks old, and the oldest was six months old.  So during that span of time the entire population runs through either needing or not needing cryotherapy.

	This process of arranging for the termination of enrollment in our study proceeded, I felt, very rapidly and efficiently and smoothly.  It was a cooperative agreement funding mechanism, and I thought that this represented a cooperative agreement in its best sense of the word in that the investigators and the Eye Institute collaborated to work out a smooth method of terminating enrollment.

	We are now in what we refer to as Phase II of this study, which does not of course involved any further enrollment of patients, but which does involve long-term follow-up of those infants enrolled looking for visual outcome as well as structural eye outcome.

	So that concludes my remarks and Judith Stein will take the podium next.  Thank you.

PRESENTATION BY DR. JUDITH STEIN

	DR. STEIN:  Thank you.  Dr. Palmer has just told you about the steps that led to the decision to halt the trial from the perspective as study chairman.  In my portion of the discussion I would like to continue the study from the perspective of the National Eye Institute and from my point of view as the Information Officer at the NEI.  Could I have my slides on?

	(Slide.)

	The institute's policy has always been to take a very active role in both the planning and coordinating of the dissemination of clinical trial results.  On January 19th, which was the same day that Dr. Carl Kupfer, Director of the NEI, approved the termination of the study, a group was assembled to formulate plans for the study's dissemination.

	(Slide.)

	At the National Eye Institute, this group involved the Director, the Deputy Director, the Associate Director for Science Policy and Legislation, Chief of the Collaborative Research Branch where our clinical trials are managed, and myself.

	On the NIH level we consulted at various points along the way with the NIH Communications Office and the Freedom of Information Office. 

	(Slide.)

	From the study perspective, at various points along the way as we went through our plans, we involved Dr. Palmer, as study chairman, in addition, members of the study's executive committee, coordinating center staff, and principal investigators played key roles all along the way.

	The overriding issue in our early meetings was how to assure the early release of accurate information to the widest possible audience.

	(Slide.)

	We considered the following:  who needs to know; what do they need to know; when do they need to know it; and, how will they be told.

	(Slide.)

	Audiences that we felt needed to know the study results included:  journal editors, study patients and their families, health professionals and others in the scientific community, the media and, therefore, the public.  The families of the study patients were notified by the principal investigators, so I will just deal with the others on this list.

	(Slide.)

	Because the rapid publication of a scientific paper needed to take the highest priority, members of the study's executive committee contacted several journal editors to discuss expedited review and publication of the results.  The editor of the Archives of Ophthalmology, an AMA publication, agreed to begin the review process immediately.  Because pediatricians also needed the information, the editor of the Journal of Pediatrics was also approached.

	Each editor knew that the other editor had been contacted and the same article was sent to both editors.  Each received a completed manuscript within two weeks of the decision to terminate the trial, and provided review and acceptance within one week.  However, the earliest time that any article could appear in a journal was April 1st, and we are back in January still.  So this time gap led to a number of issues, and the editor of the Archives was closely involved as we went through these issues.

	(Slide.)

	The next audience we needed to consider were those health professionals that had an immediate need to know the results.  Even with the promise of rapid publication, we were concerned about the possibility that infants might go blind during the time that we were waiting for the study results to be published.

	To solve this dilemma we started to prepare a clinical alert.  This was prepared by the study chairman and NEI staff and was reviewed by the editor of the Archives of Ophthalmology.  The clinical alert letter was co-signed by the Director of the NEI and by Dr. Palmer as study chairman.  It included a list of study centers as well.

	It did not contain any data, but it stated that the study had been terminated, that patient enrollment had stopped, and that if anyone had candidates for this treatment they should contact one of the principal investigators in the study.

	The letter was mailed by the NEI information office on February 12th, three weeks after patient enrollment was terminated, to 2,300 pediatric ophthalmologists, retinal specialists, neonatologists, and directors of neonatal ICUs.  These were groups who we thought had an immediate need for the information.

	As I mentioned earlier, the professional societies for all these three groups provided us with their mailing lists so that we could send those letters out.  I should also mention that other professional societies in ophthalmology have also worked with us in subsequent clinical alerts, and in fact the American Academy of Ophthalmology has a clinical alert mechanism for their members that we had to tie into at one time.

	One advantage that we had over some of the other studies that we are talking about today, and one of the reasons why we were able to target these audiences so narrowly, was the fact, as Dr. Palmer mentioned, that the babies that needed this treatment were very likely to be in the neonatal intensive care unit and already under the care of physicians.

	So with this mailing we felt confident that those who had the most immediate need for study information had been contacted and the appropriate patients would be able to benefit from the results.

	(Slide.)

	And that brings us to the last audience that needed to know the information, the media and, therefore, the public.  At our earliest meetings we discussed the advisability of holding a national press conference. 

	Arguments for the press conference included the fact that since retinopathy of prematurity affected thousands of premature infants annually, study result were important to prospective parents.  In addition, as a study supported by taxpayer dollars we felt that the public had a right to know the results.  And finally, we considered the fact that this particular disease had received quite a bit of press attention over the last 30 years or so, and that indeed this was the most significant new treatment finding for this disease in over 30 years.

	So, with all of this in mind, we decided to plan for a press conference that would coincide with the publication of the journal article.  The data planned for the conference was March 29th, and the article was to be published on the 1st of April.

	At the same time that the clinical alert was mailed, letters were sent from the NEI information office to the principal investigators of each of the 23 participating clinical centers.  This letter told about the plans for release of information and it urged them to contact their institutional public affairs office to see if they would like to participate in press activities in their own center.  And this would be in conjunction with the national news conference.

	At the NEI we got to work preparing materials that could be used on both the national and the local level.  At this point the AMA became very helpful to us in notifying the press of our intentions.  On March 18th the AMA sent a notice to 3,000 media representatives notifying them that there had been study results obtained and announcing the press conference.

	One day after that I attended a meeting of all of the principal investigators where we discussed at great length the plans for the information dissemination, how to talk to the press, because many of these people had really had no contact with the press in the past.  And another thing that we did was, we prepared a list of about 40 possible questions that might be asked.

	The study chairman and his staff prepared answers to these questions, and we all went over them.  Because there were 23 different centers it was very important that all of the principal investigators speak with one voice.

	So within the next few days press packages were mailed and additional announcements of the study results, and an embargoed press release was mailed, again by the AMA, to the press list.

	The press conference was held on March 29th, both at the National Eye Institute here and at 21 of the 23 clinical centers throughout the country.  We had a variety of materials that we prepared for the press, and that included preprints of the articles because the article in the Archives was going to be published several days later.

	The news conference was very well attended, and it resulted in a tremendous number of articles and television programs.  We felt that we got very good coverage, which went on for months afterwards.

	Regarding feedback, we had no negative feedback and no complaints from either health professionals, the media, or the public, about the content or the timeliness of the information.  No embargoes were broken, and no news was released before its time.

	We realize that our window of opportunity was longer in our case than it was for some of the other studies mentioned, and some of those that will be mentioned after ours.  However, we also feel that this provided us with the opportunity to assemble the proper cast of characters and to proceed with an orderly release of information.

	One thing I do want to mention is that the NEI has assembled information about all of its clinical trials that are supported by the institute.  There are 23 ongoing trials, and we publish this in a book that we update annually and send to all the health professionals that need to know it.  So that information does go out on a regular basis.  And that is our story.

	(Applause.)

	DR. FERGUSON:  I think one can detect the long arm of the institute director in these elaborate plans, and Carl Kupfer is here.  I wonder if he would like to say anything before the general discussion starts?

	DR. FERGUSON:  Can we get the panel out of the dark up here, please?

	DR. KUPFER:  Thank you very much, Tom.  I will be very brief.  I do think that the major responsibility for what we are discussing, the clinical trial results, clearly rests with the institute, and I think that in the institute there are individuals in biometry and epidemiology, and information, in scientific reporting, who, being brought together, can develop the strategy which must be custom fit to each of the clinical trials that one wants to disseminate.  I think this is just one example of dissemination of information, one trial.

	I think there are one or two points that I would like to just emphasize that really point up the need for speed.  The first point is that at the time that the Data Safety and Monitoring Committee were meeting and began to see a trend in the data coming forward, plans were already being made at that time for the preparation of manuscripts as well as what plans should be put in place for the orderly release of information.  So we did have an opportunity to begin planning very early.

	And the second point I would like to stress, again very, very important, is ultimately the single most important thing that we must do is to have a written paper published detailing the results of the study because only with that paper can individuals examine the data and draw their own conclusions as to whether the study is truly to be both believable and generalizable.

	We did make the effort to prepare that paper at the same time as plans were being put forward to disseminate the information and again, these went along parallel tracks.  Again, I just want to stress we must eventually publish the paper as rapidly as possible.  Thank you.

	DR. CHALMERS:  Dr. Bracken?

	DR. BRACKEN:  In a laudable attempt to try and spread the news about this finding to a broader group of clinicians, the investigators seem to have conflicted with another principle, which is that one doesn't publish twice in two journals even though, of course, it was agreed by the editors of the journals in this case.

	I think that is something that I have trouble with, but I would like to ask Drs. Lundberg and Relman whether in fact they would agree to concurrent publication of the same paper in specialty clinical journals.

	DR. LUNDBERG:  First off, I am very proud of this particular study.  I think this is a wonderful example of what you can do in a specialty area that may be more difficult to do in a more general medical area.  The Archives of Ophthalmology, one of our consortium journals, edited by Dr. Mort Goldberg, who is Professor and Chair of Ophthalmology at Hopkins, is a wonderful example of how such a specialty journal can work.

	For example, that journal is received by essentially all ophthalmologists in the United States, including residents, fellows, academicians, et cetera, as a giveaway at no charge to the recipient, despite the fact that it is a high quality peer review journal.  You can get at that audience beautifully through a specialty publication.

	Now, obviously Dr. Goldberg agreed with the authors and agreed with the other journal editor, the editor of Pediatrics, that this would be accomplished.  As to concurrent publication as opposed to sequential publication, it is a different question.  This instance, the Archives of Ophthalmology had primacy.  Pediatrics came a month later, as I saw your chart.

	I think it would not be rare for journal editors to agree to do that.  I don't know what it said in Pediatrics, and I have not reviewed that particular publication at this moment, but commonly one journal will publish something that another journal has already published with the permission of the publisher, with a footnote saying "Reprinted with permission" of so-and-so at such-and-such a time.  I don't know if that happened this way, but that has happened twice to us in the last week, actually, in other kinds of journals with permission.

	As to exact concurrent duplicate publication to entirely different audiences, I think it would be very unusual for journal editors to agree to do that, although if the editors knew about it, understood it, did it in advance, and disclosed to the readers, it could be accomplished.

	DR. RELMAN:  Well, I find myself essentially in agreement with Dr. Lundberg about the principles here.  I think that if one journal wishes to reprint an article which has been published elsewhere, with due credit to the original article, there is no objection, as long as it is clear it is one article that is appearing in two journals.  Then it is a matter between the editors involved.

	New England Journal would never reprint an article that had been published elsewhere, but if some other journal wanted to reprint something that we had published, after we had published it, that would be all right as long as it was acknowledged it was the same article.

	I agree with George Lundberg, though, that usually there would be problems, almost always there would be problems, about simultaneous publication, Dr. Bracken, in two or more journals of the same article without recognition that it was the same article, because then indexing services and references have all kinds of problems, and I think that would be a bit messy.  So I don't think that would work.

	But sequential publication with acknowledgement seems to me okay when there is agreement.

	DR. CHALMERS:  Certainly the meta-analysts would have to keep on their mettle to keep from counting it twice.

	DR. RELMAN:  In view of what you say about the beautifully automatic, fail-safe method, by which meta-analysts proceed, that shouldn't be any problem.

	(Laughter.)

	DR. CHALMERS:  I agree.

	DR. LUNDBERG:  Dr. Chalmers, Dr. Palmer has provided me with the first page of the article from Pediatrics, and the footnote reads, "This article was published in the April 1988 Archives of Ophthalmology," with the exact reference.  "It is being published with their permission in Pediatrics as a special because of its importance to pediatricians."  That was one month later.

	That is perfectly kosher, in the public interest, I think a good use of pages by the editor of Pediatrics, and I laud him or her for that public spirit.

	DR. CHALMERS:  Does MEDLINE have any system for indicating when an article is identical?  Does it list it twice?

	DR. LINDBERG:  Yes we do, we have a publication type, and in this case it would be called duplicate.

	DR. RELMAN:  George, would you publish an article that had already been published elsewhere?  I said that we never would.  Would you do that?

	DR. LUNDBERG:  Every week the Journal of the American Medical Association republishes the main articles from the MMWR that the CDC had published within the last few weeks, in the public interest, with an exact footnote saying such, because we think it is right for patients so to do.

	DR. RELMAN:  That is not what I am talking about, George.  I am talking about articles published in other peer review journals.

	DR. LUNDBERG:  I consider the MMWR a peer review journal.  The editor of the MMWR, Dr. Goodman, is sitting there right now.  Perhaps he would like to be involved in this discussion.  But, as to otherwise, would I republish a paper that you published a month before--

	DR. RELMAN:  That was what I meant to ask.

	DR. LUNDBERG:  No way on God's green earth would I publish something you published.  No way!

	(Laughter.)

	DR. RELMAN:  But you have 650,000 readers, subscribers, all over the world.  Why not?  In the interest of education.

	DR. LUNDBERG:  Because we cover that by publishing abstracts from your journal, as needed, and abstracts from 500 other journals around the world every week.

	MR. BAZELL:  Dr. Chalmers?

	DR. CHALMERS:  Mr. Bazell, would you please interrupt this conversation?

	MR. BAZELL:  This conversation seems to have taken the centerpiece of this group all day and I would like to.  I have an interest that I have to put forward.  I work for the National Broadcasting Company, which is a division of the General Electric Company, and they try to make money.

	I am curious, for both of you gentlemen, what percentage of the AMA's income is generated by the journal, and the New England Medical Society, and how much pressure is there to keep the revenue flow up, and how much does that enter into your decision about what to publish?

	DR. LUNDBERG:  The revenue generated by our 10 journals for the AMA is in the range of $35-$40 million a year.  It is public information.  You could find out simply by asking.

	Most of that is advertising revenue.  A fair amount is subscription revenue.  Some is classified ads.  A little bit is dues, since we are owned by the American Medical Association.

	As to pressure, we are under substantial pressure to provide quality publications for all 10 of our journals, for all or our recipients, and for all other kinds of good reasons, one of which is to continue to be viable journals that will generate revenue.  In general we are expected to bring in enough revenue to support the publications without dues revenue going to them, with rare exceptions.

	As to pressure, the third part of your question, pressure, what sort?  

	MR. BAZELL:  Pressure to-- well, the type of pressure that we have just seen exhibited in the interchange between the two of you, the pressure to have the article that is going to get the most attention, either from physicians or from the public and, therefore, to get more, particularly the physicians, to read your advertisements.

	DR. LUNDBERG:  	We grade our journals on 17 different criteria, and we do this about once a month, all 10 of our journals.  One of them is attention, attention in various ways.  You like people to know that you published something, and that it was visible to the scientists and to the public.  

	MR. BAZELL:  Dr. Relman?

	DR. RELMAN:  Well, the New England Journal's revenue is quite substantial.  I think it is probably a little bit higher than the 10-- well, it is pretty substantial.  And we do make a profit from advertising.  That profit is the property of the Massachusetts Medical Society.

	But, ever since the Medical Society bought the journal, some 70 years ago, the policy has been strictly followed that the society has nothing to do with the editorial decisions of the journal, knows nothing about the forthcoming articles, has no influence whatsoever.  

	The New England Journal could, in fact, survive at a profit from subscriptions only.  It does not need the advertising in order to survive as a journal.

	MR. BAZELL:  Why is it so important to you that an article not appear elsewhere or be quoted elsewhere, kind of the Inglefinger rule?  Why is the Inglefinger rule so important to you, in terms of your profitability?

	DR. RELMAN:  The Inglefinger rule simply says that we will not consider anything that has been published elsewhere, or is about to be published elsewhere, in total or in substance.  The reason for that is many reasons, but in this context the fact is that we accept, we can publish, barely 10 percent of what is sent to us.  

	A lot of what we reject, as a matter of fact most of what we reject, is publishable material somewhere.  We don't see why we should exclude something from the journal in favor of something that has already been published elsewhere.  We don't see what use.  It is a waste of journal space, valuable journal space.  It seems to us that no useful purpose is served, and in fact it uses newsprint, ruins the environment, wastes a lot of time.

	Review of articles is terribly expensive.  I calculate that we spend well over $1 million a year reviewing articles.  It takes a lot of valuable time.  We don't see why we should do that if it is already published somewhere else.

	MR. BAZELL:  But it does help your profit?

	DR. RELMAN:  I beg your pardon?

	MR. BAZELL:  But it does help your profit to have original material, just as though, if I am repeating my competitors with a news report people might stop watching.

	DR. RELMAN:  Well, we share every, every, publisher's desire to be interesting and original.  That is understandable.  I agree with George Lundberg.  Why should we not be concerned about having something in our journal that is original, not been published anywhere else.  What is wrong with that?

	MR. BAZELL:  I don't want to monopolize this, so I will stop in a second here.  The reason, of course, that cuts to a lot of why we are here, is that those--  we have heard here today and those of us who are medical science reporters drew a lot of criticism, and it is often justified of medical science reporting, but I have had occasion to criticize articles, lead articles in both of your journals, as being inappropriate for being so.  So it is not as though--  and perhaps even being sensationalist at times.

	DR. RELMAN:  Inappropriate in what sense?

	MR. BAZELL:  That it was a study that would not be appropriate to convey to the public as a significant achievement in medicine.

	DR. RELMAN:  Well, our readers are physicians.  Are you saying that the article was not appropriate to be read by physicians?

	MR. BAZELL:  Depends on--  I don't want to get into specific articles here.  We are going to go on to other subjects and we have other subjects to talk about.

	DR. CHALMERS:  I will change the subject by saying, Bud, I am shocked that you could survive on subscriptions alone because I think there are a lot of young people who can't afford to subscribe to the New England Journal of Medicine, and you could disseminate information much better by just giving it away.

	DR. RELMAN:  We probably could, but advertising income is an on again/off again thing.  I would be in favor of lowering the subscription rate.  I would not be in favor of giving it away.  I don't think that is a good idea.  But I would be in favor of lowering our subscription rate if we could count on the fact that our advertising income would do it.  I don't know that I could persuade my bosses to do that, but that is what I would be in favor of.

	The fact of the matter is that advertising income is very seasonal.  At the moment it is dropping off sharply and the future is uncertain.

	DR. CHALMERS:  George?

	DR. LUNDBERG:  We, in contrast, are strongly in favor of giving away high quality medical publications to whomever will benefit from it.  For example, our Southeast Asian JAMA, published on Hong Kong for nine Southeast Asian countries, has a monthly-- is received by 50 percent of all the physicians in 9 Southeast Asian countries, and it is free of charge to every one of them because we are able to raise revenues in other ways.  A lot of those doctors don't have much money.  We think those are proper giveaways.

	DR. CHALMERS:  Well, we are a little off the beat at the moment.  Are there any other comments on the ophthalmological spread of information?

	MS. THOMAS:  Dr. Chalmers, I would like to make a comment about this.  From my perspective, this Eye Institute trial was really, in a way, a model for an orderly dissemination of information.  It had a lot of good aspects.

	They told the physicians first, as some of us had mentioned might be important.  They held a news conference which I think -- but I have no proof -- means that you get more accuracy in reporting.  That is an assumption on my part, as compared with simply a news release mailed broadly.  They had the manuscript available at the time of the news conference, which should satisfy Vic Cohn's interest in having all the data.

	I think it is a model, but I think we are all aware that there was a very substantial amount of time between the time the alert went out, the clinical alert went out, to the doctors using this kind of treatment, it was February 12th, until the news conference.  And I think we all recognize that in many, many of our situations that holding pattern would never stay.  it would not be an orderly dissemination process, unfortunately.

	DR. CHALMERS:  Paul Meier?

	DR. MEIER:  I wanted to say a little more to what Ann Thomas just commented on.  The ROP experience escaped criticism.  That doesn't mean it is free of all possible blemish, and I would like to pursue that a little more.

	It seems to me to come between CAST and the node-negative breast cancer cases.  In CAST, no question what it was that had to be said, and the question was how to get it out.  In this case, there are, as I understand it, potential damage due to cryotherapy and an infant who might get well could, in fact, be damaged by it, and therefore the people who had prematures under their care but who were not under this study had, I think, a difficult problem in front of them.

	So I would like to ask, for example, what fraction of the neonatal intensive care units were involved in this study?  I am assuming it is a small fraction.  And, although people were told that cryotherapy was good they weren't, I take it, given very much information, and it was up to them whether to refer their patients to the other centers or not.  Were they given a manuscript?  Were they given anything to study to help them make that judgment?

	DR. PALMER:  They were not sent a preprint.  They received the clinical alert which contained a list of names and phone numbers of the principal investigators at the 23 centers, with the recommendation that they call for details about individual patients.

	One thing that makes this workable is that it is not a high volume disease, so the principal investigators were not overwhelmed with such calls.  In fact, you ask what percent of nurseries were involved.  I can't give you the percent, but we calculated that approximately 15 percent of the premies in the country were in the study.

	DR. CHALMERS:  I think, But, we better get on unless you have something very urgent.  Go ahead.

	DR. RELMAN:  Very briefly.  I want to make clear a point about advertising and journals.  In my opinion it is not a good idea for a scientific, a scholarly scientific journal, to be dependent largely or totally on advertising, and that is why we will never lower our subscription rate to the point at which we are dependent on advertising.

	The fact that our readers are willing to pay for the journal gives the strength and the independence to be totally dispassionate in our attitude towards advertisers.  If our survival depended upon advertising, inevitably as the advertising tides changed, we would be under increasing pressure to stay viable by playing ball with the advertisers, inevitably, or else you would have to go out of business.  

	We don't ever want to be in that position, so we will never give the journal away and we will always charge at least enough so that we can be independent.  We think our readers value that and that is what they are willing to pay their money for.

	DR. CHALMERS:  Thank you.  The second half of this session is randomized controlled trial of high dose methylprednisolone in the treatment of spinal cord injury.  Dr. Michael Bracken is Professor of Epidemiology at Yale.

RANDOMIZED CONTROLLED CLINICAL TRIAL OF

HIGH DOSE METHYLPREDNISOLONE IN

THE TREATMENT OF ACUTE SPINAL CORD INJURY

(NATIONAL ACUTE SPINAL CORD INJURY STUDY [NASCIS 2])

	DR. BRACKEN:  Thank you, Mr. Chairman, ladies and gentlemen.  Acute spinal cord injury afflicts about 10,000 persons in the United States every year.  It is typically caused by automobile and diving accidents or falls and gunshot wounds, and typically results in permanent paralysis.

	Victims of this injury are frequently paralyzed from the neck down, they are quadriplegic, or from the waist down, they are paraplegic.  Some 4/5 of the patients with acute spinal cord injury are males age 15 to 35, and the annual medical costs of this injury are about $4 billion, with another $4 billion in lost earnings a year.

	Patients with acute spinal cord injury live longer and achieve greater independence than they used to, but this is almost entirely due to improvements in nursing, medical management, and rehabilitation.  No therapy has been shown to improve neurological recovery after acute spinal cord injury.

	The National Acute Spinal Cord Injury Study was founded now about 14 years ago to study treatments for acute spinal cord injury.  The study group focuses on what is called secondary injury.

	It is known that in the hours following acute spinal cord injury there is a complex series of pathophysiological events in the spinal cord which essentially destroy the walls of the nerve cells.  Neurons which survive the initial trauma are destroyed in great numbers by this process, which eventually leads to physical destruction of the cavity in the spinal cord, beyond which further treatment cannot reverse the damage.

	This process, which we believe is primarily, but not entirely, responsible is a degratory state of events called ion based lipid peroxidation.  Now, what we call NASCIS 2, the trial which is being used today to help concentrate our thoughts on the dissemination process, tested two study drug regimens:  extremely high doses of methylprednisolone or naloxone, which were thought to inhibit the lipid peroxidation process.

	If I could have the first slide, please?

	(Slide.)

	Over a 5-year period, 10 medical centers randomized 487 patients to receive either methylprednisolone, naloxone, or placebo.  These patients were examined for their neurological recovery out to one year of injury, and -- the next slide--

	(Slide.)

	--it was the six week and six month data that were first reported in the New England Journal of Medicine.  Here are the essential results.

	At six weeks, patients given methylprednisolone, if they were treated within eight hours of injury, had about an 18 to 19 percent recovery of the function they had lost at initial injury, compared to about 11 to 12 percent of the placebo group.  These differences were sustained out to six months, and further sustained out to one year.

	This analysis is the intent to treat analysis, as Dr. Davis mentioned this morning.  We also found in the analysis of patients given the protocol compliers these differences were even more enhanced.

	Fortunately, this improvement was accomplished without any increase in complications.  Next slide.

	(Slide.)

	Here is just a list of complications that we looked at.  None of them were significantly different between the treatment groups.  And, moreover, there were no differences in mortality, shown on the next slide.

	(Slide.)

	This is out to six months.  The one year data, which we now have, are essentially the same.

	Let's now look at the dissemination process that we undertook on the next slide. 

	(Slide.)

	The beginning of the process for us started when the last piece of relevant data was collected, and that was when our last month followup neurological exam had been completed.  This study, unlike some of the other ones that you have heard about, was not terminated early, but went to the full, pre-planned study number.

	Investigators can speed up the time to complete the final dataset -- I think this is important -- by starting the final analysis early.  This is necessarily a more complex analysis than monitoring committees generally receive during the course of the trial, but all of these trials can be modeled in a statistical fashion long before the final data are collected, and in that way a prompt analysis can then be finished when the final pieces of data are collected.

	It is extremely poor practice to leave all of the data cleaning and all of the data analysis until after the last piece of data has been collected.

	Similarly, I think manuscript preparation can be started before the analysis is completed.  Multi-center studies such as ours, with multiple authorships of the paper, will always take longer to prepare, but with the fax machine this should only be a difference of days rather than weeks.

	We, in our study, experienced delays in getting comments back from our authors.  It could have been quicker.  It certainly could have been quicker if it had not been done in August.

	It took the New England Journal of Medicine four months to review our paper, and I think this is unnecessarily long for a paper which had potential to change clinical practice.  And I am pleased to learn that we apparently fell through some cracks and that there is a process for expedited review of similar papers such as ours.

	The paper was not actually rejected, as suggested on the slide this morning, but rather we were encouraged to resubmit with some very minor changes.  I think if a more definite provisional letter of acceptance had been issued at this point, it is likely that our press release would have been about seven weeks earlier, even though eventual publication would not have been changed.

	Once our revised manuscript was resubmitted to the journal, the journal acted very expeditiously in approval and final publication.

	With respect to the press conference, again the journal raised no objections.  They were supportive.  They embargoed none of the information in the paper.  They did want the manuscript itself not released for copyright reasons, and I think that is understandable.

	The clinical alert was issued 13 days after the press conference, and as investigators we shared responsibility for this.  I think we erred.  The alert should have been issued at the time of the press conference itself and perhaps, in fact certainly to a broader base of clinicians.

	We do not, and never will, know what difference in patient care combining the medical alert with the news conference would have had on this particular situation.  Certainly some of the agitation felt by some members of the neurosurgical profession about our early release might have been alleviated if we had combined the news release with the medical alert.

	We do know that many patients in this country and throughout the world were treated with the methylprednisolone protocol as a result of the news conference.  We can't quantify that, but we know it from numerous personal reports.

	There were many times in the latter part of 1989 when I remembered a story about Galileo, not because NBC news is like the Spanish Inquisition, but because when Galileo realized that he had proof that the earth was not the center of the universe he held back this information for many months, knowing full well what a firestorm it would bring about him.

	And I suspect that all of the investigators involved in the studies we are discussing suffered considerable stress over the knowledge they held, anticipated with dread the media blitz they knew was about to be sent on them, and wondered why they hadn't studied plant biology.

	All of these concerns are intensified when the news conference predates publication.  I think most investigators are very reluctant to hold press conferences before publication.  Why, then, did we decide in our case that early release was necessary?

	Well, certainly we knew we would be damned if we did and damned if we didn't.  We would have been severely and correctly criticized had we not given our colleagues a chance to implement the protocol that in fact was being used in 10 medical centers across the country during the time the paper was simply being put into print, after review, a time when we estimated some 2,000 spinal cord injuries would occur in this country.  Next slide, please.

	(Slide.)

	So here is some of the reasons that we went through as investigators.  This was a primary deciding factor for us in determining that study results should have been released.  Despite all the reasons that follow, and despite all the recognized problems with peer review, we feel it is imperative that peers outside the study group review the methodology and findings.  And review here means study of the manuscript submitted for publication.

	I cannot foresee any study results for any illness which would merit release of findings by a press conference without peer review of the manuscript.  I think it is essential that a publication not only be planned, but be guaranteed by a journal's acceptance of the manuscript, at the time the press conference is being held.  It is essential that there be the promise of the full manuscript, and I am a little bit surprised to find myself as the investigator here perhaps being one of the more conservative members of this panel.

	Even with peer review, our own group was reluctant to have the press conference six weeks before publication.  Why, then, did we agree to one?  Next slide.

	(Slide.)

	Well, first of all we had a monitoring committee, as all of the trials have, which had followed this fairly continuously.  While not a substitute for peer review, I think this does provide another outside check on the quality of the study.  Next slide.

	(Slide.)

	It was a randomized trial.  It has been well recognized that these are the gold standard for treatments of therapy, and it is no coincidence that the six studies under consideration today are all randomized clinical trials.  It is very difficult to detect all the random noise in uncontrolled studies, and only properly conducted trials can really sort out the real therapy from the red herrings.  Next slide.

	(Slide.)

	In our case, the study drug was a familiar one, whereas some new therapies may involve brand new drugs which medical staffs are not familiar with and, therefore, need more background information.  Methylprednisolone has been widely used for many years.  The difference for our study was simply one of dose and timing, issues which we felt could be dealt with in a press release.  Moreover, this drug was already available in hospital pharmacies.  Next slide.

	(Slide.)

	There were, in this case, no alternative treatments for this injury.  This is important because physicians were not being asked to make a choice between treatments.  They were not being asked to withdraw patients from an already existing treatment, about which perhaps efficacy was known.

	The choice here was relatively simple:  to use or not to use.  And it should be noted again that 10 large medical centers, those involved in the study, had already implemented the treatment.  Next slide.

	(Slide.)

	There were no complications or increased mortality from this treatment.  The treating physicians would have had a much more difficult choice, one of balancing risks against benefits, if in fact there had been a higher complication rate, and it would have demanded more information from the trial itself.  So the absence of complications makes the physician's choice of treatment an easier one to make in advance of seeing the full paper.  Next slide.

	(Slide.)

	There is considerable comfort to the investigators in being asked by one of the National Institutes of Health to release results before publication.  I think while one would not want to censor investigators from releasing information without the encouragement of some public body, investigators themselves would be wise to not go public unless some outside authority has deemed the work of sufficient importance to do so.

	If a public body requests release of a study and the investigators agree, then I don't think editors would wish, and we have not certainly heard anything to contradict this today, they would not wish to stand in the way of publication.

	In conclusion, and on the next slide, this is from a paper by Steinbrook and Lo which I think is a very nice review of some of the issues here, that rapid dissemination of information about promising therapies is indeed crucial for patients with severe illnesses where there is no effective treatment.  For a tiny minority of studies this urgency would justify unconventional communications.

	We can never be the judge, as investigators, of whether our own study falls into this tiny minority.  Perhaps only history will be the final judge.  Certainly history will tell us some studies released early need not have been  and others not released early perhaps should have been.  Nonetheless, a more rational process for making this decision about the early release would be welcome, and hopefully this meeting is the first step.  Thank you very much.

	(Applause.)

	DR. CHALMERS:  Thank you.  Dr. Michael Walker, Director of the Division of Stroke and Trauma, National Institute of Neurologic Disorders and Stroke.

PRESENTATION BY DR. MICHAEL D. WALKER

	DR. WALKER:  Thank you, Mr. Chairman.  Well I think, as you have seen today, the problems of randomized clinical trials and opening are certainly protean.  It depends upon the disease, the availability of alternative treatments, and the significance or importance of the finding.

	Now the Neurology Institute's approach towards this has been that the peer review process is primary and very important in the entire method by which we release a trial.  A study is not complete and is not reportable until after the peer review process has taken place.  While this is often, but not surely and always, executed by journalists, it very frequently is.

	Now Dr. Bracken has presented some of the results.  However, there are certain characteristics of the findings in this trial which I would like to review which led to some of the decisions which we made.

	(Slide.)

	First, the disease itself is a devastating disease process, as Dr. Bracken pointed out.  It affects young men, usually in the primary years of their lives, and lasts for a long, long time.  The treatment has a very tight time constraint.  It must be utilized within eight hours or it is not effective.

	The finding of this trial is a first; that is, this is the first effective treatment for the treatment for spinal cord injury, and that certainly brings about a certain amount of excitement.  There was minimal or no toxicity found in the treatment, which is extraordinarily unusual.  And finally, the dose and treatment schedule itself was unusual from that usually employed with corticosteroids.

	There were also certain factors in the analysis which Dr. Bracken carried out which are of importance, and they relate to two fundamental issues, namely:  

	(Slide.)

	--robustness of the findings, that is, how strong are they and how well do they stand up; and, durability, that is, how long do they last or is it just a flash in the pan.

	(Slide.)

	In looking at this study, it has both robustness and durability.  That is, these findings pertained to patients who had both complete and incomplete loss of function.  And for those of us who have dealt with these patients, a patient with complete loss of function is never supposed to recover or have a response.  This was an extraordinarily important finding for us and gave great hope to the field.

	The results were also found over the expanded neurologic score and the functional category, two different ways of measuring and looking at these patients.  It was found over time at the six weeks, six months, and at the one year analysis, and therefore it had durability.  And it was seen both in the intention to treat analysis as well as in an efficacy analysis in which the results were found to be even better improved.

	Thus, with the acceptance by the peer review process, and with the prolonged turnaround time with which we were dealing, all of the points above which I have pointed out fell into place, it became quite apparent that the information deserved rapid and wide dissemination.  Within a week Dr. Bracken and colleagues had prepared a summary of this information, clearance from the department had been obtained, and a press conference was called.

	(Slide.)

	An information package contained a variety of information for those who attended, including information concerning the major aspects of the study design, its primary results and, very specifically, the dose and treatment schedule because it was an unusual use of corticosteroids for only 24 hours.

	It also contained a list of the participating centers so that if physicians wished to call other physicians and get information they could, as well as their phone numbers.  And it contained a variety of other information.

	It became apparent by the middle of the afternoon of that day that this was not sufficient information in terms of the dose and the treatment schedule, and thus an 800 number was established by the end of that day which was able to report to people who wanted to call in the information concerning specifically the findings in abbreviated form, as well as the dose and treatment schedule.

	(Slide.)

	The response over the ensuing week can be characterized very simply:  that it was considered as being too little information, that is, not enough was seen.  Everybody wanted to see the entire paper and see all of the results.  It was considered as being too late, and it was considered as not having been sent to me personally, as a physician, so that I consider all of it before I want to employ it in my patients.

	This finally culminated at the end of that week, and I might say the last straw was, in fact, a letter from Dr. Sidney Wolfe to the Secretary, which then made us decide that we wished to prepare a clinical alert.  

	(Slide.)

	Dr. Bracken was gracious enough to agree in the preparation of this clinical alert while the institute looked into strategy, in a matter of a day or two, as to how best we might disseminate it.

	Now our reasoning is shown on this slide.  We looked for a common denominator considering the eight hour timeframe in which treatment must be utilized.  And the common denominator is clearly the emergency room where the patient comes first.

	At that juncture the patient is in the emergency room.  Information could be obtained from the EMS people, informed consent from the family, and trauma physicians are available for immediate care, equipment and drugs are available, and consultation from a wide variety of other people can be obtained rapidly.

	It thus appeared to us as though this was the convergence point at which patients, physicians, equipment, and supplies all came, and this was the place where we should focus our clinical alert rather than disseminating it widely across the nation to a great many physicians.

	(Slide.)

	Within a very short time, then, a clinical alert was prepared and, with the help of the American Hospital Association who had available a complete list of fax numbers for all of the emergency rooms across the country, this fax -- this is the cover sheet for a six-page fax which was then sent out to the attention of all emergency rooms and all of the divisions in it.

	(Slide.)

	In addition, in order to make sure that they had appropriate coverage, the information was also sent to all members of the American College of Emergency Room Physicians; again, these being the physicians who were first in the emergency room and would be in a position to disseminate the information, make sure that it was made widely available.  

	So about 7,000 hospital emergency rooms, and some 13,000 physicians then were made aware of the information very quickly.  

	(Slide.)

	The response was rather similar to what we had heard before: that it was still too little, they still wanted to see the entire paper; it was still too late, we would like to have had it out earlier; and, it was not sent directly to me, as some physicians indicated.  This, I think, does continue to be a problem for us, and I think you might take slide off.

	I might add that with now the remarkable accuracy that one gets with 20/20 hindsight, the institute might have done things a bit differently.  But we would have done many things the same way.  We would still have utilized peer review as one of the most important characteristics of what goes on.

	But in order to serve our patients, and in the best way of protecting patients, peer review must be employed first.  We would have wanted to use peer review, however, much more rapidly.

	Secondly, we would have used the clinical alerts.  However, we would have had even a wider distribution.  And third of all, we would have looked at a way for accelerating the entire process, but that of course is what the discussion during this entire conference is all about.  Thank you.

	(Applause.)

	DR. CHALMERS:  Dr. Relman, do you want to open the discussion?

	DR. RELMAN:  Yes, I think I should.  It is unfortunate that we spent four months in the review of this article and, with the benefit of hindsight, that should not have occurred.

	How might it have been avoided?  There was a covering letter from Dr. Bracken saying that he requested expedited review.  That request somehow got lost in the interstices of a busy office with many people handling the paper, and the review was not expedited.  It was a standard review.

	To avoid such things in the future, and to avoid having everything ride on one letter, it seems to me that NIH ought to do regularly what it has done most of the time.  That is to say, there ought to be direct personal communication between sponsoring agency and editor saying, "Look, we have identified this study as of urgent concern to the public health and safety.  We want to issue an advance notice of some kind, a clinical alert or advisory, or put it on an electronic bulletin board, or whatever, as soon as you have completed peer review.  Please expedite it and let us hear from you immediately."

	That has been done on several recent occasions with us, and we have unfailingly responded.  That was not done.  We obviously have the responsibility for having spent that time, but I think it could have been avoided if NIH had been a little more aggressive and made clear their desire to do something immediately as soon as peer review was finished.

	DR. CHALMERS:  Did the investigators call the journal and say "Where is our paper"?

	DR. BRACKEN:  We did, but we were not hysterical about it.  I think it would have been a routine phone call to the editor that we knew was dealing with the paper.

	DR. RELMAN:  Is it fair to say that it was fairly routine?  We receive phone calls or letters all the time by authors who want us to speed up the review of their manuscript.  In all fairness I have to say, and I want to make it clear, it was our responsibility.  We took four months.  We should have been much faster.

	But, we almost certainly would have been much faster if the urgency of the situation had been directly conveyed to us by a phone call.  We would for certain have responded immediately and I, or my executive editor, would have immediately gone into the machinery to find out where the paper was and moved it along very quickly.  We did not do that.

	DR. CHALMERS:  Well to use a relevant--  similarly we cry wolf quite often when we don't hear from any paper within a month.

	DR. RELMAN:  Yes, I mean that is the point.  We have innumerable phone calls, all the time, and it is hard to sort out the truly urgent.

	DR. CHALMERS:  I would also like to ask Dr. Bracken or Dr. Walker how many years ago the first clinical experience with a steroid drug and acute spinal cord injury was described.  Do you know?  In other words, who first gave the drug once, uncontrolled?

	DR. BRACKEN:  Well, steroids at much lower doses were being given like holy water throughout the early '70s.

	DR. CHALMERS:  Yes.  I was going to say it is hard to believe it wasn't tried many times in the early '70s.

	DR. BRACKEN:  Yes, but these were doses which were low by a factor of 1/10 to 1/100 of the dose that we finally studied, as just described.  Now--

	DR. CHALMERS:  So that time lost is a lot more than the four months.

	DR. RELMAN:  Yes.  May I ask a question of Dr. Bracken or Dr. Walker?  Do you have any reliable information about the extent to which actual patterns of treatment in the emergency room are now changed as the result of this communication?  Do you know whether it has now become routine to use methylprednisolone in the management of acute spinal cord injuries?

	DR. BRACKEN:  It is very mixed.  We think in this country now about 80 percent of patients get this protocol.  In Australia, for example, it has been formally adopted as a protocol by the Australian College of Neurosurgery, or whatever that body is.  In Canada it was not adopted, but people have had a choice.  So it has been a very different pattern throughout the world.

	DR. CHALMERS:  Is it carried in the ambulance for emergency medical treatment services?

	DR. BRACKEN:  In many communities now it is put into the ambulance, yes.

	DR. WALKER:  Dr. Chalmers, may I just make a correction to what you had, I think, tried to allude to, namely that corticosteroids have been used for over 20 years.  That is quite correct.  They have been utilized for cerebral edema.  It was thought that they might be helpful for the edema associated with spinal cord injury, and I think that is what you are referring to.

	However, the conventional doses and treatment schedule utilized for cerebral edema is totally ineffective in the spinal cord.  And, as a matter of fact, this is a major problem that Dr. Bracken ran into in his first study, where he would have preferred to have studied, I believe, a placebo versus conventional dose corticosteroid.  He was not able to use placebo because everybody believe the conventional 10 days worth of corticosteroid must be of help and it was the usual medical/legal argument that you couldn't withhold this from patients.  That does and treatment schedule, I think it is fair, Mike, is it not, to say is not effective?

	DR. BRACKEN:  Right.  That was from another randomized trial done in exactly the same fashion as the most recent one but with much lower doses.  And that found no benefit from the low doses of methylprednisolone.

	DR. CHALMERS:  But you were able to do this one without including a lower dose.

	DR. BRACKEN:  Well we used the previous trial as a rationale for then going back to using placebo as one of the treatment arms.

	DR. WALKER:  This study was the first to utilize a placebo.

	DR. SIMON:  Was there any concern expressed about issuing a clinical announcement based on, it looks like, a subset analysis?  In other words, you got your treatment effect in the subset of patients treated within eight hours, although the trial was open to patients who could be treated within 12 hours, and without any confirmatory trial?

	DR. BRACKEN:  Yes.  It is a subset analysis, but it is only one subset analysis of one.  It was preplanned from the very beginning that we would look at early versus late.  We didn't do, you know, 20 subset analyses and then just find it there.

	But interestingly, the fact that the difference was found as expected, if it was going to be there at all, in the early treated group, those analyses were not done in the monitoring committee analyses, and it is one reason the study went to full termination.  We didn't stratify the data and do all the kinds of analysis we did in the final analyses for each monitoring committee visit, so that sort of explains why we went to full completion.

	But I think that the underlying thrust of your question is completely correct, but in fact in this case it was a particular stratification that was preplanned.

	DR. SIMON:  I don't have any answers.  It is just that I think it does raise difficult questions and you always feel much more comfortable when you have a confirmatory trial.  That is not to say you can always do a confirmatory trial.  But I think, to me, when it is a subset analysis, certainly preplanned is better than unplanned when it is not sort of one of many subset analyses.  

	But given still that it was a subset analysis and there was no confirmatory trial, I think it raises the issue-- you know, it is a little less strength of evidence than I think you would ideally like to have.

	DR. CHALMERS:  Dr. Steinbrook?

	DR. STEINBROOK:  Just an observation, and a question for Dr. Bracken.  It strikes me that so far we have heard about four different studies from four different institutes and there is a marked variation both in time course and also in availability of information either, quote, "pre peer review" or "post peer review".  

	We go from one situation in the heart study, where the publicity came within weeks of the knowledge of the finding and the published articles came later, to the last situation, where we had 8 or 10 months, depending on how you count it, between the awareness of the observation, the petition for peer review, and the general dissemination of the knowledge.

	It would seem to me, as an outsider, that there ought to be an ability to be a little bit more standard, looking toward the future now as opposed to the past, between different institutes, and also to have some rough correlation between the time and the urgency and the magnitude of the impact on patients.

	My specific question related to your study concerns the fundamental observation, which I guess you became aware of back in August, that you had something that appeared to be efficacious and just how much through the peer review process in that eight months of time going forward did the essence of the treatment schedule change and the substance of your main conclusions?

	DR. BRACKEN:  The finding didn't change at all.  Essentially, when we did the final analysis in August, that was the finding that was held all through the rest of the process.  We felt that the peer review was profoundly important because, even though the monitoring committee had been visiting and that was a form of outside review, they are still part of the study.  

	And I think it is crucial that some outside group -- and I think general peer reviewers can do this as well as anybody -- look at the overall methodology, look at the finding, and give it their blessing.  Quite frankly, I think until you have done that you really don't have a finding.

	On the second point, I think the time course of 10 months actually does not differ that much between these different studies.  What differs is at what point each study decides to go forward.

	DR. CHALMERS:  Mr. Bazell?

	MR. BAZELL:  Two questions.  First, for Dr. Bracken.  Your cry for peer review I think is well taken.  Why did you choose the New England Journal of Medicine specifically as the vehicle for this?

	DR. BRACKEN:  Well, in our view that journal is the one that is most widely recognized, at least in academic medicine, as the one that gives the paper credibility by being published in it.

	MR. BAZELL:  The second question is for Dr. Relman.  Given we have heard this is a unique paper, a unique finding of enormous public health impact.  Following up to what we were talking about before, do You think it would have hurt your reputation, your circulation, or how you are regarded by physicians, if you had allowed a preprint of this paper to be disseminated at the time of the press conference?

	DR. RELMAN:  There was no preprint available at that time.

	MR. BAZELL:  Well there was a manuscript certainly.

	DR. RELMAN:  Well, what is going to be published in the journal is not available in any form until about three weeks before actual publication.

	MR. BAZELL:  But this was about three weeks, wasn't it?

	DR. RELMAN:  I beg pardon?

	DR. BRACKEN:  Six.

	MR. BAZELL:  Six, excuse me.

	DR. RELMAN:  Because what is going to be published is edited, maybe even changed by the authors in response to queries from our production department.  Maybe the abstract is rewritten, or some point in the conclusion is changed, up until about three weeks or four weeks before.

	So, if NIH wants to distribute an advance copy of the article as it is going to appear in the journal, it has to wait until our final production process is finished, and that is about three weeks before, at the minimum.  And it depends.  It can be eight weeks if it is in the front of the journal, three weeks if it is in the back section.

	NIH, however, is perfectly free to write its own version, no literally what is going to appear in the journal.  it can write its own version of its results any time it wants.  I have made that very clear.  It can prepare its own paper.  It can prepare its own summary, any time, even before it is submitted to us.

	MR. BAZELL:  And in this case that would not have prevented publication if they had done that?

	DR. RELMAN:  Absolutely not.  We have made that repeatedly clear.

	MR. BAZELL:  So that, Dr. Walker and Dr. Bracken, you could have prepared a paper in the format that most physicians and scientists would have understood it and made that available at the time of the press conference and avoided some of the difficulties.

	DR. RELMAN:  Or, Mr. Bazell, earlier.  They could have done it any time as soon as the study was completed.  They could have prepared something at the time before they submitted it to us, if they wanted to.  That is their call.

	DR. BRACKEN:  I think the difficulty, of course, is that we could do that but then you no longer have a peer review manuscript.  It is another manuscript.

	DR. CHALMERS:  Dr. Altman has a comment.

	DR. ALTMAN:  Given the delays that you are discussion, both in the journal and from that point the NIH, does each side see each side vulnerable to malpractice suits from anybody that was paralyzed, or the families of somebody that was paralyzed, during this time who might feel that if they could have had that treatment they might not have been paralyzed?

	DR. RELMAN:  To whom are you addressing that question?

	DR. ALTMAN:  Both to you, from the New England Journal, from the journal point of view, and to the NIH.

	DR. BRACKEN:  Well, I am not NIH.  But let me just-- I know what you are asking.  Certainly we did not, as a group of investigators, worry about any malpractice issue at all.  Perhaps that is because I am not a physician, but I don't think so.  But all my colleagues are physicians, and we just dealt with this on a straight information basis.

	In fact, I think the malpractice issue has been completely moot.  That is not to say it won't appear at some point, but there have been virtually no phone calls from lawyers.  One I remember, but that is it.

	DR. CHALMERS:  Any other comments?  The back row up there first and then you.  I beg your pardon.

	SPEAKER:  Yes, I have two questions.  First, to Dr. Relman.  This morning Dr. Lundberg mentioned that at JAMA there is a process whereby editors that reviewed manuscripts as they come in would routinely flag ones that would necessitate expedited review.  I was wondering if that goes on at the New England Journal?

	DR. RELMAN:  I am sorry, I can't--

	SPEAKER:  I was wondering if there is a process where early on in a review somebody at the New England Journal would identify manuscripts that warrant an expedited review, that it is done totally in house rather than waiting for a request from NIH to do it.

	DR. RELMAN:  We usually do, but it is not absolutely invariable.  Sometimes a manuscript escapes that kind of decision, and then we have to rely on the author or the NIH to personally contact us to say.  But usually we do.

	SPEAKER:  My second question was to Drs. Bracken and Walker.  I was wondering whether any consideration was given at the time the manuscript was first written or, in hindsight, would consideration be given now to having the institute set up its own peer review, independent of any journal, to expedite the review process?

	DR. WALKER:  I might respond to that.  Yes, I think that certainly is a consideration, particularly in view of the delays that may be anticipated in future publications.  Exactly how to implement that I think will depend upon what the finding is on any future trial.

	DR. RELMAN:  I want to make it clear, there will never be a delay, and there never has been a delay, when there is direct contact between author or NIH and editor.  I don't see that as a problem.  We can, and usually do, a review of an expedited paper in anywhere from one to three weeks, as the other cases we are discussing here today will demonstrate.

	DR. CHALMERS:  Dr. Walker.

	DR. WALKER:  I think it needs to be clearly stated, Dr. Relman, and correct me please if I am wrong, that I asked you two questions in one of our phone conversations:  one, could the publication time be advanced rather than the May issue, and you said that it couldn't be; and the second was, could the manuscript be released, and you said that it could not be.

	DR. RELMAN:  That is correct.  Both statements are true statements.

	DR. WALKER:  Now, I need to ask you a little bit about the statement you made a few moments ago, which I think there is an internal contradictory set of phrases, in which you say that any and all of the information within the manuscript can be utilized, but the manuscript itself cannot be utilized.

	The manuscript, when you think about it, is, after it has been refined and honed and focused, is the embodiment of the information.  The information is not something that is abstract, but it is the manuscript which expresses it and gives it detail.

	So how is one really supposed to go about writing a secondary paper in relationship to the manuscript which you are about to publish?  Does that make it two publications?  Does Dr. Bracken have two publications now in his curriculum vitae?  There is an internal contradictory thought there which I can't quite put together.

	DR. RELMAN:  Well, I don't think there is any contradiction.  I think it is reasonable and consistent.  Let me repeat what our position is.

	If you want the manuscript that will appear in the journal, you can have it when it is available.  It is not available until maybe as much as eight weeks before publication, maybe as little as three, depending on what part of the journal it is going to be in.  But at that point, when the final manuscript, as it is going to be published in the journal, is ready, you can have it as long as you credit it to us.  And if you feel that is important to disseminate it, I have indicated you can have it.

	Before that time, it is not available because we are still working on it, and because the wording is going to change.  And therefore, if you want the information made available, you can take all the numbers, all the tables, all the figures, and write your own interpretation of it, and issue it, not as a manuscript, but as a release from NIH, as an advisory, or a summary, or whatever.  But it is not a manuscript that has been published.  ordinarily, publication means publication in a journal.

	DR. CHALMERS:  Clearly the problem is you two are looking through different windows.  In other words, are you referring to the three to eight weeks that you could not release it, or before that?

	SPEAKER:  I am referring to the concept of taking all of the same information and creating another manuscript.

	DR. DeVITA:  Not published though.  It is just being disseminated by--

	DR. CHALMERS:  But Bud has made the point that that can't be done when they are still changing their manuscript and called the New England Journal of Medicine.

	SPEAKER:  Well, can't you just call it a preliminary version of the manuscript that has been submitted to the New England Journal?

	DR. RELMAN:  Why does it have to be a version of the manuscript?  All the time people give talks, abstracts are presented, summaries are written of one sort or another, and later it is going to be turned into a manuscript.  I don't see any problem there.  What you are publishing is the information for doctors to be able to decide whether they want to treat patients or not.  

	You put your spin on it.  Your spin may not be the same as the spin that is ultimately put on the manuscript itself.

	DR. CHALMERS:  Can I get to the gentleman who has been standing by this microphone for such a long time, and then we will be back, because it is the same general subject, I take it.  If it is a new subject, can we wait?

	MR. THOMPSON:  It is somewhat-- it is a related subject.  In all this rush to get all this information out, some of the question that I am having as I am watching the data go up on the screen is whether there is a threshold, or such a thing as an urgency threshold, for what should constitute clinical alert.

	What Dr. Fisher showed was, you know, this small difference or, you know, a couple of tens of percent difference, between those who just get surgery and those who get chemotherapy.  The difference in the spinal cord trial is 11 to 12 percent of people recover function compared to 18 to 19 percent recover function.

	My name is Larry Thompson.  I am from the Washington Post.  When I put this in the newspaper and the general public reads this, they are going to look at this and say that is not that significant.  That is not that much of a difference.

	If it is a significant difference, more than statistically, but it is a real significant difference in the outcome for people, as obviously the import that you are giving it, if that is the case, then why is only 18 percent of the doctors using it in the ERs when people come in with broken spinal cords?  

	It is sort of two different things, I realize, in the same question.  But, at what level is something so significant that you are not crying wolf, that it is a clinical alert?  And if it is a clinical alert, then why aren't people getting that in the treatment out there in the real world?

	DR. BRACKEN:  It was 80 percent.

	MR. THOMPSON:  Eighty, 8-0.  I am sorry, I misheard that.  I apologize for that.

	DR. CHALMERS:  Dr. Fauci?

	DR. FAUCI:  Tom, this is going to come up in the next couple of discussions, but I just-- I think I know what the confusion between Bud Relman and Mike Walker is, at least from the standpoint-- because I have discussed this with Bud about letting information out, and he is correct that he said we could let it out.

	I think what you are asking, Mike, is if you have a manuscript in your hand that is the one that you submit to the New England Journal of Medicine, that may be changed substantially, that is not a New England Journal of Medicine manuscript yet until three weeks before when they finally write off on it.  

	You are asking, can you take that manuscript and don't call it a New England Journal of Medicine manuscript, just take that manuscript which you know will be changed somewhat by the journal, and send that out as your information dissemination.  Is that really what you are asking?

	DR. WALKER:  In part, particularly if it is not changed too much.

	DR. FAUCI:  So then I have to ask Bud, if he does that, and doesn't call it a New England Journal of Medicine paper, but says we wrote it, we put the data in with the tables and the figures, and we know it is going to be changed, can we send that out by whatever mechanism the NIH finds to send it out, and will that compromise the publishing of that modified version of it in the New England Journal?  That is what everybody asks us and we would like to have it clarified.

	DR. RELMAN:  No, it will not compromise publication.

	DR. FAUCI:  I know.  You told me that on the phone.  I want everybody else to hear it.

	(Laughter.)

	DR. RELMAN:  As long as you don't say that is what is coming out in the New England Journal.  It is not the New England Journal paper.

	DR. FAUCI:  If you state that this is the NIH's version of our data and send it out, that is okay.

	DR. RELMAN:  Perfectly okay.

	DR. BRACKEN:  This is not widely understood by most investigators.  I think it is a real source of confusion.  If Dr. Relman could put that into his journal, some of the things he just said this afternoon, it would be a tremendous help.

	DR. RELMAN:  I am writing the editorial now, Dr. Bracken.

	(Laughter.)

	DR. RELMAN:  But let me say that I have never been ambiguous about that when asked, and we are talking only about those relatively few situations where there is general agreement between you as author, between NIH as sponsor, and between editor, that this is important, it is urgent, and it ought to get out right away.  

	Clearly, we couldn't countenance that for every article that people send us.  I mean, we couldn't allow authors to send to Larry Altman the manuscript that they are sending to us.  We can't do that.  Or mail it out wholesale to all their friends, or have NIH send it out.  We couldn't do that.

	DR. CHALMERS:  Dr. DeVita?

	DR. DeVITA:  I have to say I don't know how much clearer you can make it.  That is always what I have heard from you.  And every time it has been cited in the newspapers it has come out that way.  I don't know why this Inglefinger rule is so confusing.

	In fact, I was going to ask you one question, then I have a comment.  How often have you implemented the Inglefinger rule, and how often has it affected, in your judgment, and issue of public health?  Let me just add one comment on the tail of that, the issue of expedited review.

	How in the world can any journal, with all due respect to you and your boss, Dr. Angell, and the expertise, how in the world can any journal be expected to have the expertise on board to know when they should expedite all kinds of articles?  I mean, it really has to come from an agency like the National Institutes of Health in some way to be able to identify it.  You can't rely on the journals to be able to do that.  

	You will have gaps, you will have slips, and you will have articles that are not identified for reasons of expertise.  How often do you implement the Inglefinger rule?

	DR. RELMAN:  You mean how often have--

	DR. DeVITA:  Pulled an article as a result of its dissemination?

	DR. RELMAN:  Oh, I don't know, very rarely.  Dr. Angell, are you in the audience somewhere?  You have got a better memory than I.  How many times have we pulled an article because of violation of the Inglefinger rule?  Not very often.

	DR. ANGELL:  (Inaudible.)

	DR. RELMAN:  You say five in the last 10 years?

	DR. ANGELL:  I think so.

	DR. RELMAN:  Less than once a year.

	DR. DeVITA:  One per two years.

	DR. RELMAN:  That is less than once a year.

	(Laughter.)

	DR. DeVITA:  Has there ever been an occasion when that was a public health issue of some sort, that information was--

	DR. RELMAN:  No, we would never do that.

	DR. COHN:  Does pulling an article mean the same thing as refusing to consider an article in the first place?  Dr. Angell?

	DR. RELMAN:  Oh, you are asking Dr. Angell?

	DR. COHN:  Yes.  By pulling an article, is that the same as refusing?  Are there more instances than five in which you have refused to consider an article?

	DR. ANGELL:  Usually after consultation with the (inaudible).

	DR. CHALMERS:  I think you will have to move to a microphone.  There is one right up behind you on the left there.

	DR. ANGELL:  I have trained Dr. Relman well, so he really does know the answer to this.  Usually this sort of thing happen in consultation with the authors before they have actually submitted it.  They phone and they say we want to submit an article to you, and at the same time we want to submit the same article to JAMA, and we say no.

	So it is not played out.  I would say maybe once every two years is it played out, and we pull an article that is far along in the production process because we find that the authors have published it elsewhere.

	DR. COHN:  About how many times a year does it happen when it is not played out?

	DR. ANGELL:  Oh, I would say every couple of months.

	DR. RELMAN:  Yes, several times a year.  We get back to the author right away.  I mean, we cut it off at the pass.  As soon as the manuscript comes in, or as soon as we learn about it, we say no, we are not going to consider this paper because it has been published elsewhere or you sent it elsewhere.

	Sometimes the author tells us right up front, you know, another version of his paper is going to some other journal.  We say "Good luck.  It won't come out in the New England Journal."

	SPEAKER:  Thank you.  I apologize for being hoarse.  There has been a lot of discussion about the policy, which is an enlightened policy, of the New England Journal of Medicine.  If the concept of a scientific advisory group were to be developed for these various research projects, the New England Journal has said that they would still go ahead and publish the article.  Am I not correct that no other journal has taken that enlightened viewpoint?

	And if that is correct, would that not frighten researchers from permitting their study, their work, from being presented to a scientific advisory group for peer review, presented to the public, and then submitted to a journal?  And if I am correct, would it not be a good idea for NIH to try to get all the other journals to agree with Dr. Relman's policy?

	DR. CHALMERS:  I am not sure who should discuss that.

	DR. RELMAN:  I am not sure what you mean.  Do you mean to say that you think it is a good idea that any author with any article could go to some sort of independent advisory body that is waiting to provide immediate peer review and would guarantee--

	SPEAKER:  No, that is not.  What I am saying is, you have stated that the New England Journal of Medicine would not disqualify an article because NIH put together a scientific advisory group that discussed the issue and went public with some kind of a clinical alert.

	DR. RELMAN:  Yes, because it was urgent and the author felt it was urgent, and we agreed.

	SPEAKER:  I am not criticizing you, I am criticizing the other journals, like JAMA, which I believe would refuse to publish such an article, and Archives of Internal Medicine, Annals of Internal Medicine, and other journals I believe would refuse.

	DR. LUNDBERG:  Tom, may I respond?

	DR. CHALMERS:  Yes, of course.

	DR. LUNDBERG:  Your key word was "urgent" and Bud's key word was "the editor agreed it was urgent".  That is inculcate in the policy I handed out this morning, early conversations between an author and an editor, with an agreement that it is that urgent.  But if the editor doesn't agree it is that urgent and can't be persuaded, then all bets are off.

	DR. DeVITA:  Does the editor always know more than the experts in the field?

	DR. LUNDBERG:  The editor is responsible for the journal and has to make that judgment.  That is his job.

	DR. DeVITA:  You are entitled to make the judgment, but I am not sure you are in the position to say you are the expert to make that judgment when a panel of experts has been convened on the public policy issue to decide that is an urgent issue.

	DR. LUNDBERG:  The editor would have the responsibility of seeking advice and counsel from wherever the editor chose and then would have to make that judgment.

	DR. CHALMERS:  Dr. Relman?

	DR. RELMAN:  Vince, I am sort of halfway between you and George on this point.  I think the editor has to be involved.  The editor has to have the right to say it sounds crazy to me.  I don't care that you have got all those experts, it doesn't make sense to me and I feel strongly enough about it that I won't be part of it.  I agree with George.

	On the other hand, you are right.  The editor doesn't have in his head, or even on his staff, necessarily, all the expertise to make the complex difficult calls.  In the case of the node negative cancer chemotherapy, I frankly wasn't sure at the time, when you told me, that you wanted it, but I told you, Vince, that is your decision.  You do it.  If you think that that is important, and your scientific advisory board thinks that that is important, okay. 

	I wasn't sure.  I mean, I didn't say, you know, I know that that is right.  I was a little dubious, but I said that is your call.  And I think that is the right attitude to take.

	But if it were something that I really knew a lot about, let's say kidneys -- or I used to know a lot about--

	(Laughter.)

	DR. RELMAN:  And you tried to talk me into something that you said was really urgent and I knew a lot about it, and I felt confident, I might stand my ground and say no, send it somewhere else.

	DR. CHALMERS:  Dr. Fauci?

	DR. FAUCI:  Tom, I think getting back to the question, an important question which I think got lost in all of this, is that if the New England Journal of Medicine has this policy, which they do, if the other journals don't go along with it there is still a great deal of anxiety on the part of investigators that Bud Relman has the enlightened view--  First of all, not very many people know about that enlightened view.  That is for sure.

	(Laughter.)

	DR. FAUCI:  No, I think that is the point that you were saying.  I do because I have discussed it with Bud a lot.  But if an investigator has a manuscript and says, well, the New England Journal of Medicine will, in fact, honor this arrangement where I can disseminate the information, what happens for some reason or other if that just doesn't pass muster in the New England Journal of Medicine and doesn't get into the New England Journal of Medicine?  Then no other journal might take it.  Is that really what you are asking?  That is the problem, because you can't have just one journal, you have to have everyone have that enlightened view.

	DR. LUNDBERG:  May I respond to that?

	DR. CHALMERS:  Yes.

	DR. LUNDBERG:  The International Committee of Medical Journal Editors, which is comprised of about 13 internationally important general medical journals, a founding member of whom was Dr. Ed Hueth(?) who is sitting about halfway in the back there, has been dealing with this issue for three years, attempting to create a specific position paper that we would all, we 13 journals would sign off on, and would recommend to the world of journals.

	Now this international committee has been working for about 10 years on all sorts of things, and recommended many different policy positions on ethics, and how you properly deal with manuscripts, and these recommendations have been, in fact, accepted by hundreds of medical journals worldwide.

	It is our hope that when we meed again next month in San Francisco, when we have among ourselves this same conversation like we have been having today, that we have been doing for three years, that we will come out with an actual agreement and then publish in all of our journals what we -- all of us meaning 13 journals -- what we think is the right way to handle this.  And I think it is going to be something fairly close to what we have been talking about today, but exactly what I don't know because we have been hammering for three years and still haven't quite gotten there.

	DR. CHALMERS:  Mr. Bazell?

	MR. BAZELL:  Dr. Relman, to get-- this is maybe a dead horse, but it seems to me the important one that we are here to beat today.  To get back again on this time.  On the timetable on this study there was a four month delay, which you say was too long because of misunderstandings and everything.  Then Dr. Walker and Dr. Bracken made the decision to hold the press conference.

	When they-- they could have at that press conference, and this is a crucial point for us in the media, as well as for practicing physicians, because those of us who can't-- many of us have the background to be able to understand scientific papers, but if we don't we certainly can understand the fax machine and send it to somebody who can.  So it is very important, as Vic Cohn said, that we get a paper along with a presentation at a press conference.

	Let me just repeat that.  If at that press conference they had given their manuscript with their numbers, and said that this had been peer reviewed by the New England Journal of Medicine and a version of it will appear in the New England Journal of Medicine, would you object to that?

	DR. RELMAN:  Now we are getting down to semantics.  I would not object to their giving you that paper.  I would have some concern about their giving the implication that we had approved it.

	MR. BAZELL:  But that is a very important point because they waited to hold their press conference and give this crucial medical information to the world until they got the word from you that your peer review was successful.  So why can't they give that information out at the point when they disseminate the information?

	DR. RELMAN:  Well, I have said they can give the information, but I am not too happy about their saying that that is the paper that the New England Journal has accepted, because it isn't.  

	MR. BAZELL:  But I am not saying that they should.  What if they said that this is the manuscript that was submitted, it has been peer reviewed, acceptably, and the New England Journal has agreed to print a version of the paper.

	DR. RELMAN:  I suppose we would have to talk about the language.  If it was made clear that there might be some further revision, but that it had passed the preliminary review, or something to that effect, that would be fine.

	DR. CHALMERS:  I think this has been clarified.  Victor Cohn?

	DR. COHN:  I think there is a simple answer to this problem, Dr. Walker, and for the media a way in which the media can get full information at the news conference, or whatever, the release or whatever it is, without violating the journal's desire for an original manuscript, which is simply for somebody to prepare what we call a full-- do a good, full job of preparing a fact sheet that lays out all the facts in serial form.

	I have often wished when I got a fancy release that I instead had a fact sheet just laying out the facts, one, two, three, four, five, six, or whatever.  Some people do it sometimes and they do it well.  It is usually not done as well as it could be, but it could be done quite well.  All it requires is some hours work on the part of somebody to do it.

	DR. RELMAN:  Look, it seems to me that NIH, or any other agency, can't have it both ways.  They cannot say it is okay because the New England Journal has approved it, or because JAMA has approved it, or because Annals has approved it, and publish something that we are not going to publish.  If they want to ride on the backs of a peer review journal, then they have got to wait for the peer review process to be complete.  The peer review process is not complete until George or his delegate signs off on the article, or I sign off on it, or Marsha Angell signs off on it.  Somebody makes a final decision, then the peer review is complete.

	If they don't want to wait for that they take their own-- they say our advisory body has decided that the data are reliable and here is the complete summary.  And I said that I wouldn't care if every number that was submitted to us appears in that summary.  That is fine with me.  But you can't have it both ways.  And I insist that the peer review process is important until the very end.

	Very often it is the final wording, it is the shading, it is the nuances, it is the conclusions, it is the interpretation that may be modified further by discussion with authors.  I very often, or Marsha Angell very often, had the experience of getting on the phone at the very end with the galleys and the authors say look, I am not happy with your conclusion, I am not happy the way you word this.  And then we negotiate some new language.  And that can be crucial.

	And the peer review process is not complete until that is done.  You want to have a peer reviewed article by the New England Journal, you have got to wait.  Otherwise, do it on your own on your own authority.

	DR. CHALMERS:  We have another comment from the floor.

	MR. PALKA:  I would just like to raise the point that I am getting at the sense that this argument, this discussion, isn't only about peer review.  Dr. Raub started the meeting by saying how important NIH viewed peer review, and Dr. Walker repeated it, Dr. Kupfer.  I can't believe that the NIH doesn't know about how to do peer review.  Each year they give out several billion dollars worth of money to researchers based on a process that they are referring to as peer review.  So they obviously know how peer review works.

	But somehow at the end of the day when these papers have been paid for by Federal money there becomes a need to involve the Journal of the American Medical Association or the New England Journal of Medicine in the process of peer review.  Now I would like to hear what the panel has to say about why the same government body that can put together a peer review panel that can give out several billion dollars can't put together a peer review panel that can evaluate the research that comes out of that, and then there are ways that the Federal government can publish things.

	The National Library of Medicine has raised a couple of electronic possibilities.  The Government Publishing Office, Printing Office, can put out documents.  I think there is another issue here that goes beyond peer review and it has more to do with the cachet, or something, about being in JAMA or New England Journal of Medicine.  It is not just about peer review.  I would like to hear what the panel says about that.

	DR. CHALMERS:  Dr. Bracken?

	DR. BRACKEN:  Well I think that one reason is that if NIH has sponsored research then there is a perception, at least, of vested interest.  And the journal, whichever it is, is clearly not vested in the research.

	MR. BAZELL:  But clearly that is not the only reason.  Mr. Palka's point is a very good one.  You responded to my first question about this paper.  You wanted publication in the New England Journal of Medicine and you wanted publication in the New England Journal of Medicine not necessarily because that is what is best for the patients who might benefit, but because that is what is best on your CV.

	(Applause.)

	DR. CHALMERS:  I don't see how you can tell what people's motivations are.

	DR. DeVITA:  Oh, but it is true.  I don't think there is any question about the fact that we send it to the New England Journal of Medicine because it is a classy journal and you publish in Science and the New England Journal of Medicine it means something in terms of the advancement of your career.  

	I just don't think that you can have both.  When you have an issue that affects public health, you can do what we have been talking about and still not interrupt the peer review process and have the article published in the journal.

	DR. CHALMERS:  Dr. Fauci?

	DR. FAUCI:  Again, all these questions are going to keep coming back, but in answer to Joe Palka, I don't speak for the NIH.  I can speak for my own institute, which I think reflects what most of the other institutes feel, is that we feel that, for example, the data safety and monitoring board that we put together, very, very carefully and scrupulously looks at the data and, in my opinion, is as good a peer review as certainly any journal peer review.

	You may want to call in some outside people to make sure that in fact you don't have the perception of conflict of interest, but we do peer review all the time.  And as you are going to hear with the next series of studies, we released information immediately after the data and safety monitoring board felt the study should be terminated because we felt that peer review was as good a peer review as you can get anywhere.

	DR. CHALMERS:  You are almost right, but I have served on about 15 of these committees and I have developed a certain attachment for the investigation as the years have gone on.

	DR. FAUCI:  That is why I said bringing in a couple of outside people to make sure there isn't.

	DR. CHALMERS:  Okay, but you wouldn't forego journal publication?

	DR. FAUCI:  Absolutely not.  I am totally in favor of all the things that have been said regarding having that last final fine tuning that bud keeps getting back to.  That is critical.  It makes it a better paper, it makes it a better interpretation of the data.  That is critical to the process.

	DR. CHALMERS:  Dr. Simon and then Dr. Meier.

	DR. SIMON:  I just wanted to-- I agree with Dr. Fauci in many ways, but I think there is a difference between the data safety and monitoring board deciding to terminate a study and what a manuscript or what a recommendation would be for sort of widespread use of that treatment.

	There is the issue which was brought up this morning of external validity and generalizability of results, and things like that, that aren't really inherent to the data safety and monitoring board.

	DR. FAUCI:  Steve Lagakos I think is going to make that point in his discussion.  There is a difference there, and I think that gets back a little bit to what Anne Thomas said a long time ago, is that sometimes you don't have that luxury of stopping a study and having the time of doing all the fine tuning before you are going to have people breaking your door down to ask you why you stopped the study and they want the information immediately.

	DR. CHALMERS:  Dr. Meier?

	DR. MEIER:  I want to reinforce what Dr. Fauci just said and what others have said.  I don't like to see a conflict here between the press and the medical investigators.  

	There is no doubt whatever in my mind that there are competing legitimate interests.  There is the patient's interest in getting new information, the therapist's interest in having it before he has a newspaper thrust in front of his nose, the editor for publishing a journal that has a respectable reputation, and the investigator for getting credit for the hard work that he does.  These are all very legitimate interests.  They do compete with one another and we are unwise to suggest that somehow it all fits together very neatly.  It does not.  

	And there is no doubt whatever in my mind that we go to the journals for peer review for just the reason that we want to get published in the best journal.  I cannot doubt that the spinal cord study would have been credible had it not appeared in the New England Journal.  It would have been credible, I think, had it been published by the NIH.  

	It is a legitimate interest to get it into the journal, and we really have stayed away, and I am troubled by the fact that we have stayed away, from trying to strike that balance.  We have avoided facing that there is really a distinct competition between the investigators' legitimate desire for proper credit and the interest of getting that thing out early.

	DR. CHALMERS:  Larry Altman?

	DR. ALTMAN:  Bud, can I clarify a point here?  I am taking what you have been saying all to apply to investigators--

	DR. RELMAN:  Can you speak closer to the microphone?

	DR. ALTMAN:  Yes.  I understand, or at least I think I understand, what you are saying is that if an investigator or an author gives a paper at a meeting that author can then give a manuscript to the press, because that is what you have said that authors cannot do at meetings.

	DR. RELMAN:  That is right, but we are not talking about the same manuscript.  In the one case we are talking about a manuscript that is going to be submitted to us.  An author cannot give such a manuscript to the press before it is submitted to us.

	If the author wants to say-- is giving a talk at a meeting, and he has read from the manuscript, and he wants to give that to the media, we won't disqualify.  We advise him.  We don't say we will disqualify because you have given it to the meeting.  You can do it if you want.  We say, if you do, there is the risk that some publication like Medical World News or the Medical Tribune or some medical newspaper, will publish everything which will, in effect, scoop the article that you are submitting to us.  Then we would be troubled.

	The average story that you or anybody else would write in the media based on that article wouldn't bother us at all.  The mere fact that someone gave you the manuscript would not disqualify it.

	DR. ALTMAN:  But what is the distinction between the manuscript that somebody presents or gives at a meeting than the manuscript that you have labeled not the manuscript in the New England Journal but the manuscript that might be prepared by NIH for an urgent situation?  But what is the difference in the manuscripts?  They are both manuscripts written by authors that may not be the final report that appears in the journal.  So why wouldn't it make any difference for either category?

	DR. RELMAN:  The special arrangement, the abrogation of the Inglefinger rule, that we have been talking about applies only to a very limited number of manuscripts where NIH, author, and editor agree that it is urgent to get that information out.  It does not apply to everything else.

	If NIH were to ask us for permission to disseminate a version of an article that had no urgent relation to the public health we would not give it.  We would say we won't consider that manuscript for publication in the journal.

	DR. ALTMAN:  But it would not apply to another recognized, organized group of medicine?

	DR. RELMAN:  I beg pardon?

	DR. ALTMAN:  It would not apply--  You are saying it is only NIH, it would not apply to another, say, private medical research organization?  You are specifically naming NIH, so what I am trying to distinguish is, are you limiting this specifically to NIH or could this be another recognized medical body?

	DR. RELMAN:  Now what are we talking about?  A manuscript that has been sent to us and--

	DR. ALTMAN:  That has been approved because of some urgent need.

	DR. RELMAN:  No, it has to be a government body or some agency that is qualified to decide what is in the public interest.  And I don't think that we can extend it to all sorts of private organizations that may have special interest in a particular disease or a particular--  We are talking about government agencies.

	DR. ALTMAN:  Okay, so it could be the FDA?

	DR. RELMAN:  Yes, FDA, CDC, NIH, or something like that.

	DR. CHALMERS:  It is time for our break.  I would like to make the observation that if Franz Inglefinger had known before he was buried how many people would try to bury the Inglefinger rule I think he would have been quite delighted.

	(Laughter.)

		(Whereupon, a brief recess was taken.)

	DR. CHALMERS:  I anticipate that the rest of the afternoon will have an increase in the pace and the activity of the discussion.  And to introduce the subject we have the person who has been on the firing line with this regard for quite awhile, Dr. Anthony Fauci, Director of the National Institute of Allergy and Infectious Diseases, National Institutes of Health.  Tony?

INTRODUCTORY REMARKS

	DR. FAUCI:  Thank you very much, Tom.  I will be very brief in my introductory comments since many of the areas that I wanted to cover in an introductory manner have been discussed over the past hour or so.  

	I would like, however, to take the opportunity to point out, both to the audience and to the panelists, the unusual nature of the two studies that you are going to hear about now as a group; namely, the use of AZT in asymptomatic individuals, which will be presented by Steve Lagakos, and the use of corticosteroids as adjunct therapy in individuals with pneumocystis carinii pneumonia.

	The are different for a number of reasons.  The first study was one that was entirely sponsored and funded by the National Institute of Allergy and Infectious Diseases through its AIDS clinical trial group.  And, following the termination of the study by the data and safety monitoring board, there was rapid dissemination of information that you will hear about in some detail from Dr. Lagakos.

	In that regard, I can't help but think of the comment that Anne Thomas made and my response to that, in that this is a different kettle that we are dealing with here vis-a-vis the other studies we have heard about because to terminate a study and to contact physicians and think that you have any time at all before you hold a press conference or before you let the press know is totally unrealistic, and I think you are going to hear about that a little bit.

	We received some considerable criticism about that study because individuals said we did not give enough information for the physicians to make up their minds.  This was heard from places as far away as England and France and the clinics and hospitals throughout the country.  

	This brings up a point that I think we should consider, another comment made by a panelist, is the difference between the amount of data that is necessary for the data safety and monitoring board to terminate a study versus the amount of information that is necessary to put in a form for a physician to interpret to make his or her own decision about whether or not they want to use that modality of therapy.

	Now the second study that you will hear from Dr. Masur is a study in which we did not fund the research but we were asked to participate and help disseminate the information from a consensus conference that in fact, notwithstanding what you read about in the newspapers, did not reach a consensus at the time of the consensus meeting.  And there was a great deal of concern and a great deal of misinterpretation of the amount of time it took from an agreement to be made about how one would come out with how a statement of whether physicians should change their modality of therapy for patients with serious pneumocystis carinii pneumonia vis-a-vis the time that that information was known.

	So we are dealing with two separate situations, one funded by us that we were totally responsible for and which we took part in the dissemination of information, one in which we were asked and took part in the dissemination of information of something that we were not responsible for as a funding agency.

	If you can keep those two things in mind, as well as the fact that when you are dealing with AIDS, as Admiral Watkins, when he spoke about all of the problems we have in society and how they were all brought into sharp focus by the lens of HIV, I think it extends even to the area of the dissemination of information because everything you have heard about, some which we had a lot of time for, some which were done very carefully and in an organized manner, all of that is put under very, very sharp focus by HIV and AIDS, and I think it really is somewhat of a different ball game, although the principles, the scientific principles, remain the same.  

	With that I pass it on to Steve.

	DR. CHALMERS:  Now the first of these two talks will be by Dr. Steven W. Lagakos, Director, Statistical Data and Analysis Center, Department of Biostatistics, Harvard School of Public Health.  And you can tell that he is a biostatistician by trade because he is going to use overheads, although he also has a necktie.

CONTROLLED CLINICAL TRIAL EVALUATING

THE SAFETY AND EFFICACY OF ZIDOVUDINE (AZT)

FOR ASYMPTOMATIC HIV-INFECTED INDIVIDUALS

(PROTOCOL 019)

	DR. LAGAKOS:  I was going to--  well, as Dr. Chalmers indicated, I am a statistician.  I was the statistician for the trial I am going to describe, and the purpose of my comments is to basically review for you the design of the trial, the motivation that led to its initiation.  

	I am not going to say too much about the specific results, but rather focus on how information was disseminated once the trial was closed by the data safety and monitoring board that reviewed it, and at the end comment on two issues that relate to dissemination of information and the timing of this dissemination.  So if I could have the first slide, please.

	(Slide.)

	I will first make some comments on the design of the study, very brief, just so that you will have an idea of the basic issues.  Then I wanted to say a few things about the climate that existed during the conduct of the study and the rationale for the design that we chose.

	I will then talk about the data and safety monitoring board that is in place for the AIDS Clinical Trials Group which conducted this study and some of their operating procedures.  Then I will talk specifically about Protocol 019 and the events that led just up to the closure of the study in August of 1989 and do a chronology of subsequent events that related to dissemination of information.  Next slide, please.

	(Slide.)

	So, let me begin with the trial.  Protocol 019, as it is called, is a double blind, placebo controlled, randomized clinical trial that evaluated, in addition to a placebo arm, two different AZT arms, one a lower than-- a dose of 500 milligrams a day, which was lower than what was in standard use at the time, and another, 1,500 milligrams a day, which was on the order of what was being used at the time the study was designed.

	The population for this trial were people with asymptomatic HIV disease.  Some of these, many of these patients just learned that they were HIV positive before entering the study.  Some knew.  Very few knew when they became infected, but they were asymptomatic.

	The primary endpoint in the study was the time until the development of AIDS or advanced ARC, or death, and I will refer to that in the following comments as just clinical progression.

	The study was really two studies with separate sample size calculations, one for persons with fewer than 500 CD4 cells and one for persons with greater than 500, and they were designed and analyzed in that way.  The total sample size that was planned for the two was about 3,200 patients, 1,400 in the first part, 1,800 in the second part.

	Accrual began in the middle of 1987, and the last patient was enrolled into the study in July of 1989.  And it was a multi-center trial.

	Well, what was the motivation for doing this study?  Just prior to its initiation the original AZT trial results were released.  That trial showed that persons with advanced symptomatic HIV disease, AIDS, or advanced ARC, that in that population AZT would prolong survival as compared to placebo. 	This study moved back one step and tried to ask two questions:  given that we know that AZT can prolong survival, or may prolong survival, in persons with AIDS, does giving it early prevent the onset of AIDS?  So that was one of the goals.  And the second goal was:  is a lower dose of AZT as effective and less toxic than the standard dose?

	During the trial there was considerable speculation by various parties about the trial, whether we should be doing the trial, and so on.  There was a point at which, and there still is, where people opposed the use of a placebo arm in that trial.  There was opposition to the use of the AZT arm.

	Toward the end of the trial there was growing-- this was, the trial ended accrual in the middle of '89 -- there was increased interest in the use of prophylaxis for PCP, and several months before the final patient entered the task force of the NIH recommended that PCP prophylaxis be employed in patients when their CD4 counts fell below 200.

	So that was the environment we were operating in.  We elected to use a very large sample size, 3,200, in order that this--  the main goal of this was to ensure that we got the results as soon as possible in chronologic time.  Had the trial been 1/3 the size it was it would have taken perhaps until next year to get the same number of events.  

	Therefore, by having a larger sample size there was the advantage of getting results sooner in chronologic time and there was a second advantage and that was that when the trial was stopped very, very few of the people who were on the placebo arm had developed endpoints, and the large majority were still asymptomatic and were therefore given AZT.  So it was a trial in which the results benefitted most of the recipients in what turned out to be the poorer arm.

	There is a downside to this use of a larger sample size, though, that I will get to later.  

	How was the trial monitored?  Next slide, please.

	(Slide.)

	The AIDS Clinical Trial Group has an independent data and safety monitoring board consisting of clinicians, ethicists, biostatisticians.  They use formal stopping criteria.  That is to say, the number of times the data are analyzed are determined beforehand at particular times, and the fact that the data are being looked at repeatedly is being taken into account in evaluating the significance.

	This information is delivered to the data and safety monitoring board by the statistical center, and it is presented to them in a closed session.  In general, in ACTG trials investigators in the field who are participating have no access to the trial results.

	The chairman of the study will have access to accrual information and baseline characteristics, but in general even the chairman of the study won't have privy to the data on efficacy while the trial is ongoing.

	Now in the case of Protocol 019 the first time it was presented to the data and safety monitoring board was in November of 1988.  This was some nine months before it was stopped.

	At that look, which was very early on in the trial, there wasn't an efficacy analysis performed.  A priori it was felt that there would have been far too few events to waste a look.  Instead, the first meeting focused on the quality of the data and ways of preventing biases and other unwanted features of the trial, such as loss to follow-up.

	So, although the data and safety monitoring board met on this trial in November, there was no examination of efficacy data.  Really the first look at efficacy data came in August of 1989.  That coincided with the first end term analysis for efficacy of Protocol 016, which was a similar study, AZT versus placebo, in patients with early symptomatic disease.

	So, what happened in August of '89 is that the data and safety--  Next slide, please.

	(Slide.)

	The data and safety monitoring board met on the second of August to review the data.  In the case of Protocol 019 they asked for some additional information.  They met again two weeks later.

	Based on the additional information they ceased the-- they recommended that we cease the placebo arm of that study.  Now the additional information that was requested had to do with information that had accumulated between the time that the database was frozen for analysis in May and the time at which we presented the data.

	Normally the way these presentations go is, one freezes the database, cleans it up, does the analysis, takes it out to the DSMB.  There was concern that any events that occurred in the period between the database and the presentation be thoroughly analyzed and added to the analysis, and that was done in that two week period.

	So at that time the recommendation was for the part of the study consisting of persons with fewer than 500 cells to stop the placebo arm because there were significantly fewer progressions in the two AZT arms.  

	The numbers involved were relatively small.  There were, in terms of development of AIDS there were 33 AIDS cases in the placebo group versus 11 and 14 in the two AZT arms.  And, as I indicated earlier, the large majority of persons at that time in the placebo group were still asymptomatic and those people were immediately put onto AZT.

	The other part of the study that had to do with earlier, patients with higher CD4 cell counts, continued.  There were very, very few events and none in patients with higher than 500 CD4 cells.  

	But there was one change made to that part of the study.  The feeling was that when patients from that part of the study dropped below 500 they would go onto AZT in the face of these results.

	On the same day that the DSMB made its recommendation to the Division of AIDS and to the executive Committee of the ACTG, these data were discussed by those two groups jointly and the decision was made to terminate the placebo portion of that trial.  And at that point in time, August 16th, the immediate concerns were notification of the ACTG sites of these results, notification of FDA, media, participating-- the pharmaceutical sponsor, and other Federal officials.  Next slide, please.

	(Slide.)

	And I would just like to indicate some of the things that were going on at that time.  On that day there was a press release written and released by NIAID and FDA.  There was a document, a question and answer type document, that was prepared.  The sites in this trial from the ACTG that participated were sent this press release in a question and answer document and then offered instructions on their patients who were part of this study.

	The press release and the question and answer document were also sent to Congress, HHS, constituency groups, and foreign investigators.  And about two weeks later, on the 29th, another document, an alert, was prepared by NIAID which briefly summarized the trial, and it was widely distributed to something like 14,000 doctors in this country.  It made no recommendation regarding clinical practice.

	And there is also something called the "Note to Physicians" that was also prepared.  These were all brief summaries of the data.

	In the ensuing months-- next slide, please.

	(Slide.)

	From the period from September of '89 to March there were a number of activities going on simultaneously.  In the immediate months following these results the ACTG spent considerable energy assisting Burroughs-Wellcome, who was the pharmaceutical sponsor, by providing information to them that they used in the preparation of an NDA in which they sought to expand the licensing of AZT to a broader population.  At that point it was licensed for persons with more advanced disease.

	In October of that year members of the ACTG traveled to London to present our results to the data and safety monitoring board of the so-called Concorde Study, which was a somewhat similar study being carried out there.  They also sent information to the DSMB of a VA study that had some similarities to this study.

	On November 5th, about 11 weeks after the study was closed, a manuscript was submitted to the New England Journal.  That same month at the usual group meeting of the ACTG the results were presented in detail at a plenary session to the ACTG investigators, which numbered about 800.

	In March there were FDA hearings based on the application by Burroughs-Wellcome, and these hearings led to the recommendation that AZT, the approval of the licensure of AZT in persons with asymptomatic and early symptomatic disease.

	That same month there was a state of the art meeting that convened.  Members, persons from the scientific community, participants in this study, and members of affected communities, a broad range of people who had expertise and interest in these results, a state of the art meeting, and it was at that meeting that a recommendation--   That group was asked to consider the recommendation in terms of clinical practice that should arise from these data, and they recommended that in persons with fewer than 500 CD4 cells AZT be considered, at the low dose, be considered for therapy.  And in early April of 1990 the manuscript appeared in the New England Journal.

	There were some other bits of information sent out to the collaborators in the trial, but I won't discuss those.  If you could go to the next slide.

	(Slide.)

	Let me now then just comment and somewhat recap some of this by talking about issues that affect the timing, some of the timing, involved in dissemination of information.  On this slide I focused just on the manuscript.  There is the time, the first time period indicated on the chart is the time between when the trial was stopped in August and when the manuscript was submitted for publication.

	And the next timeframe is from first submission to publication.  And I just listed a few factors which affect these two timeframes.

	First of all, the first timeframe.  I wanted to point out that in this trial the investigators -- this was the first interim look -- the investigators involved, including the study chairman, really knew nothing about the trial results before it was stopped.  Now the chairman knew about the results.  He was brought in shortly before that, but in general, apart from him, no one else knew these results until the data and safety monitoring boards recommended the closure and then subsequently the NIAID and the ACTG executive committee decided to terminate the study.

	So there was no prior sense that gave people the opportunity to think about the implications of their results, although I am sure people were thinking about that.

	Another factor that affected--  and that affected the preparation of the manuscript because there were lots of tables and so on, but there were many additional things, as I will mention later, that come into play when one thinks about a manuscript, which is different than what a DSMB thinks about.

	Secondly, there is an issue of what I call updating denominators.  I indicated earlier that the data for the DSMB report was based on a freeze of the database in May, yet between the time we froze the database and cleaned it up and summarized its results, and the time we presented it to the DSMB, a bit more data accumulated and we were able to get for the DSMB information on what patients may have progressed during that period.  But we didn't really have much information on those who didn't progress.  

	We assumed that they were followed up until that point in August and didn't progress, but in order to appropriately take into account those denominators we needed to know information about when they were last seen and that required going back to the field.  

	There were a number of additional analyses that were not considered by the DSMB and that were not particularly germane to their decision to stop the trial.  Yet, they were very important in any manuscript that would be submitted for publication.  I think that illustrates a distinction between the types of things a DSMB focuses on and what additional things one must consider, we think should consider, in a paper that appears in print.

	Some of these involve additional information on compliance, related studies -- external validity was mentioned -- concomitant medications, duration of treatment.  That is, what is the interpretation of the numbers and what are their limitations?  

	And finally, it took time to prepare the manuscript and circulate to coworkers.  I was highly impressed with the data given on the CAST study with the short turnaround time between their trial stopping and preparation of the manuscript.  I thought we worked very, very hard to do this in 10 weeks.

	Between the time the manuscript is submitted and it is published, it must be reviewed by the journal.  The revisions almost always, or very often, take place, and then the article must be resubmitted and ultimately it is published.  

	What factors affect that?  Well, the completeness and quality of the original submission, the timeliness of the authors in making revisions, and the timeliness of the journal in doing its part.  Next slide, please.

	(Slide.)

	Finally, I wanted to just mention, raise three issues having to do with dissemination of information.  They have to do again with the timeframes I mentioned on the previous slide.  The questions are, and these are mainly questions and not answers:  what to release, and to whom, before the manuscript is submitted for publication.

	The points that I think need to be considered there are that the data may differ somewhat from those in the final publication.  I indicated that one updates denominators, so numbers can actually change as an inevitable consequence of the process.

	Secondly, and I think this is a real issue, and I think Dr, Relman alluded to it but I am kind of surprised more people didn't, interpretations and conclusions from the study may differ in the final publication.  One considers issues over and above what the data safety and monitoring committee did, issues such as considering the compliance or non-compliance in the study and the loss to follow-up rates.  How does one interpret these?  What types of biases could these have caused and could these have explained the difference?  And how do these studies relate to other studies?  What are the limitations of these studies?

	In Protocol 019 it was stressed that the results showed that there was a delay of the time until progression in patients who got AZT versus those who received placebo, but there was just two years of follow-up and the ultimate paper stressed the fact that it could be -- and we just had no way of knowing at that point -- that with continued follow-up the rates of progression, the cumulative events, would be equal.  And whether or not they were, the paper shed no light on ultimate survival.  And in terms of interpreting the results of a trial these kinds of things become very important.

	There is also the issue of concomitant medication which prophylaxis for PCP, which happened in a relatively small number of people but still happened, and that had to be looked at and we had to think about what, if any, effect that could have had on these results.

	So the data might be different and the interpretations often differ.  And I think if you ask a number of investigators whether they like the peer review process, you may find out that there are aspects of it they don't like.  And we all, when we get a paper back from a journal, would love to see it accepted with no revisions.  But I think most people would say that, in general, the peer review process really improves a paper because it more or less forces you to make the results a more clear and presented in a-- more full, and avoids possible biases on the part of investigators.

	So I think, although the peer review process does add more time to it, I think most investigators feel that it is a critical step in the overall scientific effort.  In a study like this one, where there are important implications, you really do want to have, and we really wanted to have, input from others because there may have been aspects that we missed because of incompetence or because we were just too close to the problem.

	After submission of the paper, but before its acceptance by the journal, what should be given?  Well, I am not sure what should be given out, but again the point is that interpretations of the results and their limitations may differ from what people feel at that point and what appears.

	Finally, once a paper is submitted to a journal and accepted and it is in final form, there still is a short period of time between then and when it appears in print.  And I don't see, from a scientific point of view, much purpose or much value in withholding information at all at that point.  Depending on the journal, there may or may not be policy about that.

	In summary--  well, this is not even in summary.  I just want to make one final point, and that is that when we talk about peer review by the NIH, insofar as we are referring to a data safety and monitoring committee I think these committees are essential and extremely valuable, and I think in the AIDS group we have an outstanding one.  

	Yet, I think that that committee is very different than peer review for a journal.  The data safety and monitoring committee has as its obligation to focus on the main outcome of the study, look at the safety of the data, see whether, according to the prescribed stopping rules the objectives of the study were achieved.

	It is another thing to talk about other external data, other aspects of the database that were not presented to the DSMB that were secondary importance but perhaps important in the overall scheme of things, and then what the limitations of the study are in terms of its interpretation.

	So I think in terms of what is most valuable -- without commenting on what should be released -- what is most valuable or should be most valuable for a practicing physician, I would say there are two things.  I would say first there is the completed manuscript that appears in the journal or the peer review manuscript, and secondly I think your things such as reports from consensus conferences or state of the art groups who take that manuscript, which oftentimes does not prescribe therapy but lays out the facts of the trial and its limitations and combines that information with a myriad of other considerations that practicing physicians need to worry about in the recommendations.

	So I think in terms of what really benefits, it is one thing to reach the practicing physician.  In terms of what I think should be most valuable to them, I think it should be the peer review paper and ultimately state of the art type reports which take the paper and related papers and make suggestions on how practices might be changed.  Thank you.

	(Applause.)

	DR. CHALMERS:  Thank you, Steve.

	I think we should go ahead with the second paper on AIDS and then have the discussion of both.  That would be by Dr. Henry Masur, "Clinical Trials on Corticosteroids as Adjunctive Therapy in Pneumocystis Carinii Pneumonia."  Dr. Masur is Chief of the Critical Care Medicine Department in the Clinical Center of the NIH.

CLINICAL TRIALS ON CORTICOSTEROIDS AS

ADJUNCTIVE THERAPY IN

PNEUMOCYSTIS CARINII PNEUMONIA

	DR. MASUR:  Thank you.  If we could have the first slide, please.

	(Slide.)

	What I would like to do is provide you a little bit of background about the issues that we are dealing with in terms of pneumocystis and corticosteroids and then review the chronology of events that led up to having a consensus panel and then disseminating the information that the consensus panel concluded was appropriate.

	First of all, I think everybody is aware of the fact that pneumocystis pneumonia is a very common complication of HIV.  Pneumocystis is the most common life-threatening opportunistic infection in AIDS.  About 80 percent of AIDS patients will have at least one episode of pneumocystis if they fail to take prophylaxis.  And for a variety of reasons more and more individuals are failing to take prophylaxis for economic, social, educational, and other reasons.

	Therapy is unsuccessful in about 10 to 20 percent of episodes of pneumocystis; that is, the patient dies.  And patients who die are those who start their therapy late when their pneumonia is severe.  So I think by way of background, pneumocystis pneumonia is clearly a very large problem in HIV infected patients.

	Adjunctive corticosteroids have been an attractive possibility in terms of treating pneumocystis.  Steroids have been around for therapy of a variety of disorders for a long time.  They are clearly used for a variety of well substantiated indications like rheumatoid arthritis or like lupus.  

	High doses of corticosteroids can have substantial toxicity, which I have listed here, including:  gastrointestinal bleeding, high blood glucoses, altered chemistries, and so on.  So the use of corticosteroids is potentially harmful.

	In some infectious diseases other than pneumocystis corticosteroids are probably beneficial, and there have been recently articles suggesting very substantial benefits when corticosteroids in high doses are used for severe bacterial meningitis, particularly in children.  And there is older literature about the use of corticosteroids in tuberculous meningitis and typhoid fever.  So the use of corticosteroids for an infectious disease, although generally controversial, has been shown to be useful in a few very discreet situations.

	In other situations, it is important to recognize though, that corticosteroids have been fervently advocated.  Yet, in some of those situations, particularly with septic shock and adult respiratory stress syndrome, controlled trials ultimately showed that despite the fervor that corticosteroids were associated with, there was either no benefit or, in the case of septic shock, there was substantial harm.

	So to use corticosteroids, particularly for an infectious disease, can be beneficial, but it also can be associated with substantial disadvantages.

	(Slide.)

	The role of corticosteroids as adjunctive therapy in pneumocystis had come up for a variety of reasons, first of all, because corticosteroids are so often used in desperation.  There were some anecdotal reports, some published some not, that corticosteroids had benefitted patients when these steroids were added to patients who were failing conventional anti-pneumocystis agents like trimethoprim sulfa or pentamidine.  

	Following that there were uncontrolled series published which reported benefit when corticosteroids were added either for patients who were failing conventional therapy or when added up front at the initial part of the regimen for people who were thought to have a poor prognosis.

	There was concern, though, although some people who were publishing these uncontrolled reports were very enthusiastic about corticosteroids, there was concern that in HIV infected patients corticosteroids could accelerate replication of HIV.  This was some data that was reported by Dr. Fauci's laboratory.  

	There were also reports, anecdotally, that corticosteroids could accelerate the growth of Kaposi's sarcoma; they could exacerbate the immunosuppression, leading to activation of other infections that AIDS patients are known to have like cytomegalovirus; and they could have all the complications I alluded to before just from giving high dose steroids, namely GI bleeding, hyperglycemia, et cetera.

	Given this controversy it seemed like an opportune time to investigators in a number of areas to look at corticosteroids for pneumocystis in controlled trials.  And thus, at a variety of sites I have listed here, in 1987, 1988, controlled studies were indeed initiated.

	(Slide.)

	In 1990 it seemed that it was an opportune time to have a consensus panel to look to see what these controlled trials were showing.  And there were a number of good reasons, we thought, to have a consensus conference.  

	So, with good intentions, and I think good results, we initiated a process of having a consensus conference and then disseminating the results of that consensus conference in a variety of ways I will detail in a moment.  Again, the reason that we decided to have this consensus conference was that, as I have indicated, this was a controversial area. 

	There were studies that were in progress, but none had been published in journals.  The Canadian study, which was terminated in the middle of 1989, had been analyzed but was not published in manuscript form.  The San Francisco study was terminated in June of '89.  Although presented in abstract in a number of places it had not been published in manuscript form.  The trial from Miami was in progress.  Nobody knew what the results were.  The European trial was in progress.  Nobody knew what the results were.  And the California Consortium Trial had been presented partially at a number of meetings, but the final results were not known although the study had been finished.  They were just evaluating the results and they had not yet been published.

	It was felt that, since there were indications that some of these trials were showing dramatic benefit from corticosteroids, that in this controversial area there needed to be a consensus conference so that clinicians could get prompt and definitive guidance about whether or not they ought to add these corticosteroids to their regular therapeutic armamentaria.

	(Slide.)

	We thought, therefore, that when we had the consensus conference and we ultimately came to the conclusion that corticosteroids were beneficial, that the results of this consensus conference would be met with headlines like this:  "Steroids Are Helpful in AIDS Trial" as this headline from the Boston Globe showed.

	We were somewhat surprised that, in fact, at least one newspaper, the New York Times, looked at this not in terms of the benefit of steroids but looked at it as a problem of disseminating information.  They were much less impressed by the benefit of steroids that we thought that this consensus panel had identified early on and was responsibly disseminating by appropriate means.  They were more struck by the fact that the news of this benefit was delayed five months by a government agency.

	(Slide.)

	I think that the flyer that you have all seen from ACT-UP very cogently identifies some of the problems that some individuals perceived. 

	This was followed up by what seemed to be more and more inflammatory rhetoric.  They indicated that the U.S., which I suspect is Dr. Fauci, denied delaying that--

	(Laughter.)

	DR. MASUR:  --treatment of AIDS patients.  It certainly wasn't me.

	(Slide.)

	And then, lastly, there was an unsigned piece in the Times indicating that on the general topic of the ethics of withholding medical information that this was perhaps a low point in terms of dissemination, when they indicated that last week this notion of "Publisher Perish" took a grim new turn when it was learned that authors had withheld information so that it could be published in the New England Journal.

	And I feel very strongly that this was very far from the truth, and what I would like to show you here is what the chronology of the consensus panel was and what efforts we made to disseminate this information.  And then I suspect the audience and the panel can make their own comments about whether this was appropriate or inappropriate.

	(Slide.)

	First of all, the conference, the idea came from the University of California and was supported by the National Institute of Allergy and Infectious Diseases.  The conference was convened in relatively short order.  The idea to do this was initiated in March and the appropriate investigators were convened in May.

	And at that consensus conference there was great difficulty in reaching consensus.  First of all, a number of the studies had not been completely analyzed.  Investigators presented their data but there were important pieces of information, particularly about the completeness of information, the completeness of followup, that needed further work.  So some of the investigators had to go back and get additional pieces of information.

	There was great controversy at that panel as to exactly which pneumocystis patients would benefit.  Was it patients with mild, moderate, or severe disease?  How did we define these issues, and which steroid regimen was best?

	Every study used a different definition of who to include in their study, and every investigator used a different steroid regimen.  So there was considerable controversy.  I might add that even though the consensus panel ultimately came to some conclusions, these issues are still extraordinarily controversial.

	Yesterday I was in Dallas at a meeting that is organizing a multi-center trial and for two hours we debated how to handle steroids in this trial, exactly what patients should be started on steroids, exactly what regimen should be used.  So even though the consensus panel came up with what I think are generally regarded as reasonable recommendations, there was still great debate over these issues.

	So the fact that on May 15th we could not come to a consensus I think was not terribly surprising.  In fact, it took us about three months to ultimately come to a decision that everybody could live with. 

	(Slide.)

	And we felt that it would not be constructive to announce that three investigators felt that steroids should be started at a certain level of oxygenation, five people on the panel felt differently.  We did not want to have a divided panel, and we wanted to have something that everyone could agree on.  Otherwise, the whole purpose of having consensus would be lost in that we would not have recommendations that clinicians would easily understand and hopefully follow.

	While this was going on, after the first draft was faxed to panel members, the information was not withheld, despite rumors to the contrary.  The information was presented at the International AIDS conference by Sam Bozzette.  The Los Angeles Times covered this story in their San Diego edition.  Dr. Fred Sattler discussed the data at a different plenary session from the session where Bozzette presented it.  And I was interviewed by Lifetime Television series on this issue.

	In addition, fortuitously, I had been asked to write an editorial for the Annals of Internal Medicine.  And this editorial, which accompanied the Vancouver study, in fact appeared on July 1st.  In that editorial I reviewed all the issues which the consensus panel had reviewed and, although I did not give the consensus panel recommendations, I gave my own personal recommendations which, it turned out, were almost identical to what the consensus panel ultimately came up with.

	So within six weeks, or within two months really, of the May panel, in the Annals of Internal Medicine on a page 1 editorial, this issue was prominently reviewed.  In addition, I also presented the consensus panel interim status at the AIDS Clinical Trial Group, and that story was covered by the AMA News.

	(Slide.)

	Now during this period of time we were busy tying to arrive at a consensus for the panel.  On August 23rd the final statement was finally approved by everybody.  It was submitted to the New England Journal on August 31st.  We had a preliminary discussion with the editor about the submission.  There was a phone call in early September indicating it was accepted, and then an official acceptance on September 11th.

	It was immediately indicated to us that the Inglefinger rule was waived, although that had not really been an issue in our minds.  On October 9th a letter to physicians and newsletters were sent out.  Although the ultimate publication didn't appear until November 22nd, this was represented at the National Infectious Disease meeting by Sam Bozzette again.  

	So I think that, in summary, this consensus panel was inspired by recognition that it was an important new development for the therapy of AIDS which needed to be disseminated to the practicing physician.  I think that the information from the panel was rapidly disseminated to a variety of physician groups.  I think that the consensus was reached as rapidly as feasible given the difficulty of the data, and I think that this information ultimately was published as expeditiously as it could be.

	With that I will turn the podium over to Dr. Fauci, who will make some further comments.  Thank you.

	DR. FAUCI:  You got it wrong, Henry.  I made my introductory comments.  We will have the panel discussion now.

GENERAL DISCUSSION

	DR. CHALMERS:  All right, Bud?

	DR. RELMAN:  I think that the history of these two AIDS studies is very instructive, and I would like to highlight a few factual points.

	First of all, in the case of the AZT study, by the time we got the manuscript, as Dr. Lagakos already detailed, NIH had made the decision to go public.  There was a full disclosure, ample information, so that we got--  but we waived the Inglefinger rule and prepared to review the paper on its merits when we received it.  The review took nine weeks.

	In the case of the steroid studies it had not already been published, at least the one that had been sent to us.  The information from those had not already been publicized.  

	I am sorry, they had been publicized already, and the Inglefinger rule was also waived.  The Bozzette study took three and a half weeks to review, and the consensus statement, actually, from time of receipt to phone call was only four days.  But the letter of acceptance was 11 days.

	So when we are alerted, and when we know what NIH wants, we move with all possible speed.  I don't see how a responsible review could have been carried out any faster than it was.

	Now, despite those facts the New York Times, which for many years has taken the view that journal peer review is some sort of censorship and stands in the way of full public information about science, the New York Times saw fit to publish four articles, two of them bylined by Gina Colatta(?), two of them in the "Review of the Week" section with no byline, in the Sunday Times, charging that there had been undue delay, in part due to fear of the authors that they would not be published in the New England Journal.

	The New York Times did not see fit to check with me to find out what the facts were until after they published their first article.  I called up the New York Times and spoke to Gina Colatta, who was the author of the article, and told her what the facts were, told her she could check with NIH or with the authors involved, and that I thought that it was a gross distortion of the facts.

	For one reason or other that didn't occur and three more articles appeared.  In the course of this I became incensed enough to call up Tony Fauci and he and I agreed that a letter to the editor of the New York Times ought to be written laying out the facts, which we did.

	Tony, I don't have in my file exactly when that letter went in, but it was some time in November, after maybe two of the New York Times articles had come out.  They didn't publish that letter until December 12th, in the meantime publishing two more articles claiming that there had been delay.

	Finally, however, on December 3rd, the day after the last large piece in the Sunday Times charging darkly that there was some kind of conspiracy against informing the public by medical journals, and in particular the New England Journal of Medicine, finally on December 3rd there appeared a correction notice, a tiny one inch correction notice, which said that "due to an editing error," quote/unquote, they had conveyed the impression that the New England Journal had been responsible for delay and that wasn't the case.

	I consider that to be irresponsible journalism, particularly by a distinguished newspaper which prides itself on publishing the facts, "all the news that's fit to print," and is concerned about facts, and had ample opportunity to set the record straight before they did.  I think it is very unfortunate.

	And it does reflect, I think, an attitude on the part of some journalists, and particularly, I am sorry, to say some on the staff of the New York Times, who have long believed that peer review is a form of censorship and isn't really necessary for the responsible dissemination of scientific information.

	Well, there was a symposium, an international symposium last year, sponsored by the AMA, at which all sorts of criticisms of peer review were aired, some of which were legitimate.  Clearly peer review is not perfect.  But it seems to me it is hard to escape the conclusion that it is the only thing we have got.  We can't do without it, and we ought to be working constantly to improve it, but we shouldn't try to eliminate it.

	I think today we heard what I consider to be a very strong defense of peer review.  I was very glad to hear Dr. Lagakos particularly point out that even after data safety and monitoring boards have signed off, and even after institutions have signed off, that there is a lot to be improved in the manuscript by peer review.  

	And of course the vast majority of manuscripts, Dr. Altman, the vast majority of manuscripts that are submitted to us have not had the benefit of NIH peer review or scientific advisory peer review.  And to imagine, as you have suggested, in public and to me personally on several occasions, that newspapers can do the same job of reviewing the validity of scientific information that peer review journals can, I think hardly needs any further discussion.

	DR. CHALMERS:  Other panelists?

	MR. BAZELL:  Well, perhaps there is one-- the issue here at the moment seems to be the New York Times, and there is one representative from the New York Times here.

	DR. CHALMERS:  Well I was going to give Larry time to gather his thoughts.

	(Laughter.)

	DR. ALTMAN:  I have never said that a newspaper can do the same job as peer review.  Peer review is something else.  Peer review is a system.  I have talked about when information can be released and at the time that it can be released.

	Peer review from a journal, or from NIH or something else is review to experts on the outside.  It is independent evaluation.  But I have never said, that I can recall, that a newspaper's peer review is the same system as  a journal's peer review.  I am talking about going to meetings.  I am talking about reporting on information when it is given at a meeting or where it is given at some format where you can report what is said at that time.

	The interference with information given at a meeting or withholding data from a meeting because of fear of not getting published later is a different issue that is tied up in it.  But they are two independent things.

	Peer review goes on in a newspaper of a different sort, but I think peer review is a phrase that isn't in any dictionary.  I don't think there are any standards about it.  I think there are a lot of things that need to be improved.  But I have never said that peer review should be discarded.  You have said that I have said that, but I can't find any record that I have said it.

	DR. RELMAN:  Well, I don't know how many times it needs to be repeated.  I have written in editorials, I have made innumerable public statements to the effect that, authors are free to present their work at scientific meetings, that the Inglefinger rule does not apply if articles are written about presentations at scientific meetings, and I have made it clear to you where my concerns are.

	I am glad to know that you really feel that peer review does have an important role to play.  It is my understanding that you had expressed that view to me personally, that peer review might not be necessary if competent professional reporters dealt with the information, but that is beside the point.

	I want it clearly understood now, publicly, that the New England Journal was not in any way responsible for any delay in the dissemination of this information and the New York Times, I think, was guilty of irresponsible reporting for publishing, not once, but four times after the mistake was pointed out to them specifically by me, and after they had full opportunity to confirm the facts with the principals involved.  And then finally, one day after the fourth article, to publish a little correction notice attributing the whole thing to editing error I think is disingenuous.

	MR. BAZELL:  Dr. Chalmers?

	MR. BAZELL:  I think there are a couple of issues here.  One is--

	DR. CHALMERS:  Could you speak right close to the microphone?

	MR. BAZELL:  I am sorry.  There are a couple of things going on here.  I think that most of us journalists agree that the New York Times was wrong in this case.  Many of us, including myself, did stories reporting that the New York Times was wrong, and I find that to be an enormous waste of my time.  I hate to do that, but we interviewed Dr. Bozzette and got the facts straight the next day because the New York Times is widely disseminated.  

	But I think that was one error that really should not, I think, be the subject of this conference because I think that, as Dr. Meier pointed out before, there are competing interests here that have to be resolved and you can't come to some sort of consensus this afternoon.  

	One of the reasons that that error in the New York Times was so readily accepted is a widespread belief, which you may not believe to be true, but a widespread belief that researchers often do withhold crucial data that is important for public health purposes because they want it to be published in the New England Journal of Medicine.  In other words, there was a very receptive audience for that charge even though it was wrong in that case.

	You guys have journals to publish that make money.  You researchers have public health concerns to take care of.  You also have your career milestones that you achieve by publishing in these journals.  We disseminate information based on trying to sell newspapers or advertising on our broadcasts.  All of these things are not necessarily bad, but I think that often they do come into conflict with one another and that is what we are talking about.

	I would hate to see the rest of the hour, or the rest of the time we have left, dwelling upon this one bad article in the New York Times or that series of articles.

	DR. CHALMERS:  I think it is fair to assume that there is not much more to be gained by going over the New York Times experience.

	MR. BAZELL:  Except to say one thing, to point up that Dr. Altman did not write that article or, I can say with some certainty, have anything to do with it whatsoever.

	DR. CHALMERS:  So if we can go on, Victor Cohn, do you--

	DR. COHN:  I am not going to talk about the New York Times.

	(Laughter.)

	DR. COHN:  I am sympathetic with the loftier goals of the Inglefinger/Relman rules, but the fact is that a lot of investigators misinterpret and overinterpret them and there is a widespread fear of not getting your stuff published so you don't want to say anything much at all.  People just don't understand.

	Second of all, the practical situation.  You said that what you really object to, a fellow can say his piece to journalists at a news conference after his talk but you wouldn't like it if, you might really penalize him, if a full report appears in Medical Tribune or Medical World News.  

	Well the practical situation is that I give a talk, I am investigator and I give a talk at a medical meeting.  Six journalists rush up to me and want more information.  Three of them are from the public press and three of them are from the medical press.  It is very difficult for me at that point to give full information only to three people and not to the other three people when I don't really even know who they all are.

	So, therefore I hold back from everybody.  That is the practical problem.  I don't have an immediate solution for it, but I think that we all need to think about getting information to the public, which is our main goal, and not have bars in the way.  There are some bars in the way.

	DR. CHALMERS:  Can we, along with dispensing with the New York Times dispute, also dispense with the Inglefinger rule dispute for the rest of the afternoon?  I think there are a lot of other things besides the Inglefinger rule to cover in this amount of time that we have.

	There is a gentleman standing down here and then we will go on.

	DR. HOROWITZ:  Completely different subject.  A question on study design which has important implications for, I believe, for dissemination of study results.  It is with regard to the AIDS study that was presented today.

	DR. CHALMERS:  Incidentally, could you identify yourself?

	DR. HOROWITZ:  Yes, my name is Herschel Horowitz, NIH, retired.

	As I heard the brief description of the study, you oversized the population or made it particularly large out of concern for compassion.  Well, correct me if I am wrong, but as I heard you say it, you used a particularly large sample size so that you could put the placebo group onto treatment should you find that the treatments were effective.

	DR. LAGAKOS:  No.

	DR. HOROWITZ:  Well, why don't you clarify that before I go on?

	DR. LAGAKOS:  Well no, go on.  I am sorry.  Why don't you finish and then I will.

	DR. HOROWITZ:  My question, though, still applies whether it is that study or any other study.  If excessively large populations are used, or samples are used, for studies in which there are going to be rules for cessation or premature stopping of the study, aren't those studies likely to have excessive power so that trivial differences may lead to a premature termination of the study because of the excessive number of subjects?

	In the particular case of the AZT study, although it could apply to any other study, you had two treatment regimens.  And, as I heard the findings, there may have been a very slight advantage to the higher dosage group, to the lower dosage group, both of which did better than the placebo of course.  But couldn't, because of an excessively large population, lead to the conclusion that a higher dosage regimen is warranted when in fact, if the study were properly sized you might not be able to show an advantage to a higher dosage?

	DR. LAGAKOS:  Well let me just, on that last point, the two dose groups were not significantly different, but if any one was better it was the lower dose.  So it was the opposite of what you just said.

	Let me just try to repeat the point I was trying to make with respect to size.  What drives the power in a clinical trial in which the endpoint is time until some event is not so much the number of persons enrolled in it, but rather the number of events that occur.

	It means, therefore, that we could have designed that trial with perhaps 200 patients per arm and waited until all of them developed AIDS and we would have had enough power to answer, to detect a treatment difference at that point.  But this population of patients who are asymptomatic have such a long time until the development of AIDS, such a long distribution, the average time from infection to symptoms is now believed to be in excess of 10 years, that that trial would have taken us into the next century.

	Alternatively, one could have more patients and the time it would take to see 50, 60, 70 events, endpoints, would be sooner in chronologic time.  And as a result you would get an answer quicker.

	Now there are a number of advantages to that.  One is that in that particular trial the people who participated, most of them, if there turns out to be an inferior arm, could be moved over.  But that wasn't really the driving force.  The driving force was that, in this area of AIDS things are constantly changing.  

	And everyone felt that if we tried to wait until 1992 back in 1987 when this was designed, if we tried to wait until 1992 to answer a very preliminary question on monotherapy in a specific dose, it would be just far too long.  So we upped the size.

	You were kind of using the word "adequate" versus "inadequate."  That is irrelevant.  We upped the size.  Each of those-- the size we used was adequate for the power that we needed, but the consequences were that we got the results sooner.  

	Now the downside is you see less of the survival distribution and it means that it is conceivable that after four years of followup those two curves which diverge may come together again.  But you can't have it both ways.  If you want to see those whole curves you wait until the year 2000 with 200 patients.  So I am just saying it is a difficult issue and we struggled with it.  

	In retrospect, given everything that is happening, I think we are comfortable with the decision to go with a large sample size.  That cohort now is getting AZT.  It is answering other questions.  It is going to answer long-term questions.

	But it wasn't the question of taking what was right and modifying it to some other end.  It is just that it is different from a study where you get an answer straightaway when you do a follow-up study.

	DR. CHALMERS:  I think that is a very nice explanation.  Now are there other questions?  Dr. Steinbrook?

	DR. STEINBROOK:  I am struck, and this is really a question for Dr. Fauci, but I am struck in hearing these two presentations of two different trials how differently at one sense they were handled.  Now in saying this I understand they are not the same intervention, things are unique.

	But still, in one instance you are going public in a fairly wide way within days.  In another instance, leaving all of the misinformation which came out about the steroid trial side, there was an accepted manuscript in existence in early September of last year.  There was a note to physicians put forth in October which, as I understand it, was funded, its distribution, by a drug company, no activation of the normal press office mailing list.  And the actual study did not become available until the time of the publication, even though from what we have heard today there probably wouldn't have been a problem of making more information available based on that publication much earlier.

	So I guess my question is:  what do you feel you have learned from these two instances and what sort of a policy would you perhaps be in the process of devising for the future?

�	DR. FAUCI:  Well, I really can't comment about what process we are in of policymaking because that is one of the reasons for holding this exploring dissemination process meeting that we have right here.  But the difference between the AZT study and the steroid study was really substantial.

	We were very convinced about the AZT results.  That was a single study that had endpoints that were easily measurable.  It was a well defined result that we felt comfortable about.

	With the steroid situation you were talking about five separate studies in which a consensus could not really be met even after several meetings of the people who were convening the consensus conference.  So there was a big, big difference between the two.

	DR. STEINBROOK:  Well what I am talking about is, at a certain point you had a consensus statement which existed in a final form.  Yet at that point, one would assume from Dr. Masur's discussion, there was something that you felt practicing physicians, patients, et cetera, ought to know.  At that point there was still a period of time, based on the discussions today, it sounds to me like you could have gotten more information out earlier.

	DR. FAUCI:  Right, there was a period of time there.  There were several reasons for this.  In my mind one of the most important of them, retrospectively, looking back now, trying to sort it all out, was that given the real seriousness of the possibility of a mistake vis-a-vis steroids -- not mistake in the data because the data was clear, but the situation that there is a very significant downside of giving corticosteroids to HIV infected individuals, potentially, as Henry alluded to -- we felt it would be important to get a fresh peer reviewed look.  

	And we relied on the New England Journal to get that independent look at a consensus opinion, not at data that we could sit down and analyze, but what their opinion was of that consensus.  And their opinion was very valuable to us, and that is the point that Bud brought out, that we got on the phone immediately after they had looked at it and passed on peer review, and said go ahead and disseminate it.

	It was the uncertainty of the difference between the steroid consensus and AZT use.

	DR. STEINBROOK:  Just to follow up one more time.  I am not disagreeing with anything that you have said.  At that point it seems to me, whether that was September 14th or 15th, it strikes me from what we heard there would have been a mechanism, or should have been a mechanism, to get this out to a greater number of people in greater detail, and that that could have been done sometime in those two months without violating any of the things which have picked on as things you shouldn't do.

	DR. FAUCI:  Yes, okay Bob.  I understand what you are saying.  I think that gets back to some of the things that Don Lindberg had discussed about trying to work out mechanisms whereby we can get data out in sufficient form and complete enough for physicians to make up their own mind about.

	One of the things you heard Don mention is using the NLM mechanisms.  We have not worked out, and that is one of the things we are here struggling with at the NIH, we have not worked out, at least in my mind, an adequate mechanism yet for the dissemination of information.  We need to do that.

	We are looking now at the prinicples of when to disseminate, what constitutes peer review enough to disseminate.  When we establish that, which I think we are establishing very nicely today, then I still think we have a chore of figuring out logistically what the best way to get that information disseminated.

	DR. LUNDBERG:  Tom?  I think I heard a problem and I hope I am not right.  I think I heard Tony say that he wasn't sure that paper was valid and wanted to use peer review of a journal to validate it at that point.  Did I not hear you say that?

	DR. FAUCI:  No, not at all.  Welcome to the world of AIDS, George, because let me tell you what happened to the AZT.  We were bombarded with criticisms when we came out with the AZT data, for a variety of reasons.  One, we didn't give out enough data.  It was sort of that slide, too little, too late, and not to me.  We were bombarded with that with the AZT.

	We were bombarded by criticisms that we didn't give the real peer review because the data and safety monitoring board was so invested in the study that, in fact, they came out with this information.  This was the AZT.

	We wanted to make perfectly certain that on such a charged issue, with the implications of the danger of corticosteroids, that we had an independent body, which at this point was the New England Journal of Medicine, look at it.

	DR. LUNDBERG:  I understand, and my words were slightly different from yours, but I don't think my meaning was greatly different.  However, I also heard from Dr. Relman, and from you, and not from Dr. Masur, that acceptance was within four days by telephone.

	DR. FAUCI:  Right.

	DR. LUNDBERG:  Knowing how journals work, the likelihood of the kind of peer review you were looking for, I think you were looking for, having happened in four days before a telephone acceptance is pretty shaky.

	DR. FAUCI:  It wasn't four days, George, was it?

	DR. LUNDBERG:  Four days.  Four days by telephone, 11 days by letter.

	DR. CHALMERS:  I would like to change the subject a little bit and ask a question of Dr. Masur and Dr. Meier.  In going over the consensus conference, which I think is a critical milestone in this kind of problem -- in other words, here are four or five studies, none of which are published, and which one wants to get the information out.  And everybody got together and apparently got all the patient, individual patient data from each of those studies.  

	But the analysis, it seems to me, is primarily one of sort of reviewing what each of the studies shows.  I see no real evidence of sophisticated meta-analytic approach to the individual data of combining them.  It talks about three out of five studies showing this and two out of five that.  

	That, to me, is a little disappointing, and I think one might have, by using many different meta-analytic techniques, maybe arrived at more conclusive answers more quickly.

	Paul, am I being unfair?

	DR. MEIER:  Yes.

	DR. CHALMERS:  Thank you.

	(Laughter.)

	DR. MEIER:  This was not a case in which there were a number of studies with small effects and the question is if you combine them together can you tease out what the real effect is.  There were big effect.

	There was one study that quite flatly disagreed with the others, so it is not just a little heterogeneity.  it was just plain different.

	And the task of the consensus conference, then, was to make some sense out of a general, four out of five in agreement, one different, each of them really sufficiently different that you would be rather reluctant to do any kind of pooling.  And it seemed to me that the consensus conference undertook the right task and, I thought, did it pretty well.

	I had a couple of other comments, but I think I will let Henry add to this particular point.

	DR. MASUR:  Why don't you go ahead and make your comments, then I will have the last word.

	DR. MEIER:  Well, my comments were, first of all, largely cut off by the Chairman, who said I wasn't to bash the New York Times any more, and I thought I had a right, but nevermind.

	I did want to say that I--

	DR. CHALMERS:  I felt sorry for the New York Times.

	DR. MEIER:  What is that?  Nevermind.

	I did want to say that I am in full agreement with the remarks made by Drs. Masur, Fauci, and Relman on what, in fact, happened.  And the other thing I did want to say, however, is that several points in this conference, and we have just had it now with respect to turning over the consensus conference to the New England Journal for a final bedding, there has been concern, there comes a point at which we should be ready to speak and somehow the schedule of the printer gets in the way.  And that does seem indeed troublesome.

	I am concerned about the mechanism of that and I don't think we have really approached ways of trying to find a solution to it.

	With respect to the spinal cord study, the delay that occurred there, it seems to me, is a little hard to understand from the point of view of credibility of the results.  My impression is those results would have been credible wherever they were published, if it was published as a special monograph by the NIH, and yet it was felt one had to wait.

	I do believe in many cases that one is waiting--  excuse me, I don't want to say that.  I think in many cases the investigators are tremendously concerned that it is not good enough to have it in a monograph even if it is credible, because the individual investigator makes his career in, if you will, gaining credits with his university position.  And what are those credits?  He gets grants.  He gets publications in first class journals.

	If you take that away from him you have taken away a large part of his livelihood.  If we want investigators to keep on doing these things, they have to be able to earn the credits to which they are entitled.  That is a problem that I do not know how to solve, and I think that is an absolutely essential ingredient in the things that we are talking about here.

	DR. CHALMERS:  I just want to express a disagreement that the fact that there was heterogeneity does not mean that one cannot use quantitative techniques for approaching the data and evaluating the heterogeneity, and coming up with a combined answer that expresses things better than the majority of studies were positive.

	DR. MEIER:  There are degrees of heterogeneity, Tom, and I think in this case it would not have been appropriate to do what you are suggesting.

	DR. CHALMERS:  Dr. Simon?

	DR. SIMON:  There is a balance, I think, between the need and desire to get information out quickly and the need and desire to get information out completely.  And to get the information out--

	I think in the different examples we have gone through today the balance is more one way than the other.  In some cases the issues are very clear cut.  In the first example I think the issues were very clear cut and probably the ultimate manuscript didn't add so much to the basic result.

	In cases, for example with breast cancer, where you have a toxic treatment, and I think the decision of whether to use that treatment or not is more subjective, I think the situation is somewhat different.  But in all cases I think there is both need to get information out quickly and needs that probably can't be met by a quick release of information.

	And so I think in all of these cases, in addition to dealing with the timeframes and journal publication and journal review, we are left with the issue of making sure that the issuances of announcements and alerts by the institutes are as good as they can be within the timeframe that they have to be.

	So I think all of the institutes-- I think that is one thing that all of the institutes have tried to deal with.  Really my question was:  what sort of mechanisms did we use in the AZT study to put together the announcement that was released very quickly?  Who reviewed it?  Were outside investigators intricately involved with it?  That type of thing.

	DR. FAUCI:  Steve?

	DR. CHALMERS:  Could you pull the microphone closer?

	DR. LAGAKOS:  Sorry.  There was just a variety of announcements.  Some, as I mentioned, were prepared -- the ones that came out 10 or so days later were prepared -- by the Division of AIDS.  Others were prepared by the study team, Paul Volberding, Maureen Myers, myself, under very rushed conditions.  Maureen Myers and I were up pretty much the whole night afterwards trying to get some data together for FDA.

	And it is worrisome because when you are going around the clock for 48 straight hours trying to write something it is hard to write in a clear and concise way.  And in retrospect, perhaps we--  I am just not clear on how we could have done that any better and any quicker.  But there is a danger in that you are trying to anticipate a lot of questions and answers that people might have when you haven't had a chance to fully absorb the information yourself, because there is a lot to absorb in any one study if you are hearing about the results for the very first time.

	DR. GREEN:  On this issue of completeness--

	DR. CHALMERS:  Identify yourself.

	DR. GREEN:  Sylvan Green, NCI.  On this issue of the completeness of data, the statement was made several times this afternoon that a data and safety monitoring committee has the role of looking at the primary endpoint and deciding when to stop the study, with the implication that at that point now it is going to take time to start looking at secondary endpoints, to look at interpretations, to look at sources of bias, and that the investigators have to do that to prepare a manuscript.

	And I would argue that that is a shortsighted view of the role of the safety and data monitoring committee.  If you are going to go to the trouble of constituting such a committee, and if you have the proper expertise on that committee, then that committee can all along be looking at these various issues, looking at a variety of endpoints, looking at sources of bias.

	In fact, not only can they, they really should be because if the answer, if the interpretation, is going to depend on possible biases then that committee should be considering that in their decision whether or not to stop the study.  And I sit on several data monitoring committees for the Eye Institute, which is a different institute than I am in, and our committees do look at all these things.

	This means that when we decide to stop a study, which just happened in one recent study, we first-- all those other endpoints have been looked at by the study statistician because we were requesting them in the data monitoring committee.  And we are in a position to advise the investigator on a whole range of issues.  We don't just tell them, "Guess what? Your study has just been stopped" and now cause a panic.  

	But all these issues have been considered in a package by a competent data monitoring committee and, therefore, we can advise the investigators on what can go into the publication, and the publication can start at a much more accelerated pace.  That is why, for instance, although I wasn't involved in the Eye Institute study that was presented today, there were only a few weeks there between the end of the study and they were ready to go public.

	It seems to me that more of us can do that sort of thing by taking advantage of a good safety and data monitoring committee.

	DR. LAGAKOS:  If I could just comment briefly.  Is there time?

	DR. CHALMERS:  Sure.

	DR. LAGAKOS:  If I gave you the impression that the ACTG data and safety monitoring committee said "Tell me the number of events in the three groups and that is all I want to see," I gave you the wrong impression.  They look at a lot of things.  But as you know, as well as probably most people, when you do an intent to treat analysis and you stop a study, the advantage of intent to treat is that it ordinarily will not introduce or inflate a type I error, so that when you stop a study you don't have to worry--  It can obscure an effect but it won't necessarily cause an effect.  

	But the effect that you see in terms of what it really means in terms of a drug effect is going to be mediated a lot by compliance rates, loss to follow-up rates.  And a full interpretation of that, and drawing out consistency with other studies and related studies, takes a lot of time and thought.  And I think that is beyond the scope of most DSMBs that I have seen.  

	So I didn't mean to imply ours did not do those other kinds-- anything but look at the number of endpoints.  They did, but there was lots more to do and there always will be, I think.

	DR. CHALMERS:  Dr. Bracken?

	DR. BRACKEN:  Yes.  I would like to respond to the comment Dr. Meier made about the spinal cord study.  I think one has to understand the psychology that is going on in a study group where it is a very visible, you know, multi-center trial, when the analysis has uncovered a finding that the group is very excited about and you are going through the period of trying to do further analysis, test the result, and prepare a manuscript.  

	There is tremendous opportunity in there for bias in the group themselves in the sense of ignoring contradictory findings, and in leading themselves on.  And I think there is absolutely no contradiction in a research group being very keen on their results and believing in their results, but at the same time saying we still need outside peer review.

	And that is why investigators, I think, are perhaps among the keenest people for peer review.  It is the knowledge of the process that has gone on, and the knowledge that there have been many opportunities for potential bias, biasing one's selves in pursuing this particular kind of analysis.

	So for us to have gone public in the early days of finding the result, well we didn't even consider it because we just felt we needed to go through the proper steps of analysis and then have someone else -- and int his case it was a journal review -- look at the whole study and look at the process that we had been through.  It is a form of self-protection for the investigators and it is absolutely crucial.

	DR. MEIER:  Tom, if I may.  Dr. Bracken, I couldn't agree with you more, and that is not what I was talking about.  That is to say, I was suggesting that it might have been possible to get a different peer review group than the one that you chose, that took perhaps longer than you might have wished.

	Furthermore, my concern is the delay between getting your peer review and announcing the result.  It seemed to me that you thought, and also the peer reviewers thought, the result was very sharp, very clear, very important, and very important to a sequence of individuals who were not getting the benefit.  And it seems to me in that case that delay is a little hard to take, that further delay after the peer review.

	DR. BRACKEN:  Well the delay between the peer review being completed and the press conference was two days, so that could hardly be quicker.  Obviously--

	DR. WALKER:  One week.  One week.

	DR. BRACKEN:  Well, I think it was two days, so we will have to talk about that later.  But if we had realized that our review process was going to take four months we would have expedited it, but as you are going into these things you hope it won't take that long.

	DR. CHALMERS:  Dr. Fauci?

	DR. FAUCI:  Am I hearing that if the data and safety monitoring board stops a study that we need to wait a considerable period of time to do a lot of other fine tuning before you go public on it?  Is that what you are saying? 

	Because if the data safety and monitoring board has enough data to stop a study, the statement you usually hear is that it is unethical to continue the study.  If it is unethical to continue the study, is it then unethical not to let the private doctors know about why you stopped the study because they may be doing something that is contrary to that that study--  I hope that we are not hearing that we should be extending this period of time greatly about when you let the public know.

	I agree completely with all the things we said about the peer review process ultimately for that final finished manuscript, but if we are not going to go public but we stop the study for ethical reasons, then all of a sudden it becomes an ethical question whether you should not make this public knowledge very quickly.

	DR. CHALMERS:  I too was a little bothered by the statement on one of the slides at the bottom that cleaning up had to be done after the decision was made to stop, especially denominator things, because I think if those are at all important things they really should have been done before the decision was made.  And it would be horrible to quit and then clean up and then find, oh my god, I shouldn't have quit.  We can think of some examples like that.

	Dr. Friedman has been wanting to say something for a long time, Larry Friedman.

	DR. L. FRIEDMAN:  I just want to emphasize what Sylvan Green had said, that in all of the data monitoring groups that I am aware of at the Heart, Lung, and Blood Institute, in fact do review the kinds of things that have been talked about.  We do review compliance.  We do review completeness of data.  We do review balance between groups.

	DR. CHALMERS:  But you are doing that all the time?

	DR. L. FRIEDMAN:  We are doing that constantly, and so at the last meeting, presumably when they will recommend early stopping, we can say yes, we are comfortable with the data.  We do recognize that there are going to be a few events that we don't know about yet because the file had been closed a month before.  But those few events are certainly not enough to overturn any of the conclusions that we are likely to make.  And it may require at some future time, like we are doing with this past, updating the publication, but it certainly doesn't change any of the conclusions or recommendations.

	DR. CHALMERS:  Mr. Bazell?

	MR. BAZELL:  I would like to follow up Dr. Lundberg's question a little while ago to ask you, Dr. Relman, and you Dr. Fauci, what exactly happened in that four days?  What did you do in that four day period that made you, Dr. Fauci, more comfortable with releasing that information to the public in four days?

	DR. RELMAN:  We had a couple of people who are expert in infectious diseases, and who know a lot about pneumocystis pneumonia and a lot about AIDS, read the article, read the consensus statement.  They said it seemed sensible, it seemed like a fair interpretation of the evidence that we have, and we think it is a good idea for the New England Journal to publish it.  We did it in four days.  That is about as fast as we can possibly do it.

	DR. CHALMERS:  What Bud is pointing out is, there are a lot of resources in Boston which can be--

	DR. RELMAN:  Yes, absolutely.  There are a lot of people in Boston who know a lot about AIDS and a lot about pneumocystis pneumonia, and we relied on them.

	MR. BAZELL:  And there are people in Bethesda and there are people reachable by fax machine all over the country.  I just, you know, the question is not that you did a bad job, but why not some other outside group?

	DR. FAUCI:  Well, the question of steroids in HIV infected individuals is a bit different than showing that someone who does or does not get a drug is going to do well or not versus, for example, the AZT.

	MR. BAZELL:  Oh I understand that, absolutely.

	DR. FAUCI:  I have shown in my lab that steroids could induce the expression of HIV.  So to say that any extra bit of information from the experts that Bud could get together in a totally independent, not associated with the study at all, is not important I think is incorrect.  It is important.

	MR. BAZELL:  But I think one of the things that has come to me out of participating in this meeting is that there seems to be two enormous centers of power in the dissemination of crucial American medicine.  One is the New England Journal of Medicine and the other is the National Institutes of Health.  I don't doubt that the NIH should have such an important role.  I question why, perhaps, the power of the New England Journal.

	DR. LAGAKOS:  Can I comment on that?

	DR. RELMAN:  May I speak to that point?

	DR. LAGAKOS:  Well, I think you are more relevant to speak to it.  Go ahead.

	(laughter.)

	DR. RELMAN:  The New England Journal has no power, Mr. Bazell, other than the confidence and respect that its contributors, and its reviewers, and its readers, choose to give to it.  We simply try to represent a system that is subscribed to, that is advocated, by the vast majority of investigators.  

	I have sent out a questionnaire to 2,000 readers of the New England Journal at random, most of whom were physicians, asking them whether they agreed with our policies, our reviewing policies.  The overwhelming majority said yes.

	I have, over a long period of time, being very active in clinical investigation and being involved in many clinical investigation societies, have queried my colleagues in clinical investigation, do they think the system that we use is a sound one?  And overwhelmingly they say yes, don't change it.  In fact, if we did change it we would lost their respect and we wouldn't get articles.

	So we are simply an instrument.  That is all we are.  We are just an instrument.  We reflect the judgment and the will of the community of physicians who produce the information and who use the information.

	When they change their mind and when they say they don't want us to do it this way, we will change.  We are not an independent power in any way.

	DR. CHALMERS:  Victor?

	DR. COHN:  I have no particular brief for the New England Journal, but I have been reporting for a long time and I would be very distrustful of having all the power.  I think the New England Journal does have power, and others do too, and I would be very distrustful of having all the power in the hands of any government agency because very government agency is political at times and we need other influences in this country.

	I think everybody today had good defenses for what they had done and what they hadn't done.  Despite that, I think that when Tony Fauci says that there is a problem and not yet an adequate mechanism agreed on for dissemination of information, he summed up today in a nutshell.  There is a public problem certainly, and a problem of perception certainly, that needs to be dealt with.

	I think NIH can't let every institute reinvent the wheel every time it has a problem.  It has to have some kind of central advisory mechanism at least to the institutes.  And very possibly with public participation and practicing physician participation it would seem to me--

	DR. LINDBERG:  I would like to--  I can certainly agree with what Victor Cohn said.  I would like to add a couple of ideas.

	One, the suggestion that it is silly or unduly self-serving for an author to want to have his report, or even a funding agency to want to have data reported, in journals such as JAMA and the New England Journal and Annals of Internal Medicine, I don't think that is foolish or trivial or unduly self-serving at all.  Take into account that not only are these fine journals, they also are very large.  They are the largest medical publications in the world.  

	And if I suggest that National Library of Medicine can do some small efforts to help in the dissemination, then I think it is more important on the early side, on the announcements on the incidence than it is on the dissemination of full text.

	You know, it is foolishness for us to talk about telefaxing some copies when the distribution of JAMA is over 400,000 a week.  The distribution of the New England Journal is over 250,000.  Annals is over 90,000.  These are huge publications.  They are also very excellent in quality, but they are very large.  It is to everybody's advantage if you want to increase the wide dissemination of the information that one wait a little bit and that it go into those publications of high quality and large volume.

	I think what Tony Fauci is pointing toward is a next step where the institution draws itself together, makes the policy, sets the mechanisms in place, so that we can, in fact, improve our dissemination policies, both on the early side and on the late full text side.  We will do it.

	DR. CHALMERS:  Bud?

	DR. RELMAN:  I think this has been an extremely useful conference and I am very grateful to the NIH for setting up this occasion.  I think it has been very useful.  As the diplomats say, it has been a full and frank exchange of views.

	(Laughter.)

	DR. RELMAN:  And I think we have all learned.  I have learned a lot too today.  If I may, I would just like to say two of the lessons that I have learned.

	DR. CHALMERS:  Before you say that, let me tell you you are anticipating what I was going to say next, and that is that before calling on Storm Whaley to summarize, I hope the panelists will think about expressing what they think has been accomplished today.  So I am just asking other people, while you are doing it, to think about what they would like to summarize has been accomplished.

	DR. RELMAN:  Well, the first thing that I have concluded from what I have heard and thought about today is that it is essential to do what-- now I am embarrassed, who said it? -- I guess it was Vic Cohn said it.  I think it is essential for NIH to have a uniform policy to anticipate these situations, have a uniform policy that is practical, that is effective, that is realistic, that will facilitate public dissemination and dissemination to the medical profession, of urgently important information once it has been peer reviewed, either in house by the NIH through its scientific advisory board, or by journals, or by both.

	And it is essential that if the journals are involved that they know and that they bend every effort to expedite their review.

	Secondly, what I have learned today is that the strong feeling that most clinical investigators have had, and which the journals' editors have had through the years, that there should be no public dissemination of clinically important information until the medical profession has had full access to the information, full peer reviewed information, is very sound.  And it seems to me that everything we have heard today supports that view.

	In the public interest, doctors have to have all the facts, critically and carefully peer reviewed before them, at least at the time that the public begins to hear about it.  And I cannot see any reason why it is important for the public to know about something that has not yet been put before doctors, because doctors have to put into practice the information that they get.

	So I think that, whatever mechanisms that we use, they have to assure that doctors get the full information when the public hears about it.

	DR. CHALMERS:  We have two from the floor.

	MS. CHASE:  Yes, I have just a brief question.  I will try to keep real short.

	DR. CHALMERS:  I think you need to come closer to the mike.

	MS. CHASE:  Hi.  Thanks.  This is okay?  I am Marilyn Chase from the Wall Street Journal.  I would just like to--

	DR. CHALMERS:  You have to act like you are a rock singer and really talk right into it.

	MS. CHASE:  Okay, sorry.  Marilyn Chase from the Wall Street Journal.  I would like to address just a quick closing question to Dr. Fauci and maybe some of my fellow journalists on the panel.  That is, in all the talk about various quarters of the publishing world that are pressing scholars for earlier and earlier release there seems to be little mention of sort of a new force in the age of desk top publishing, and that is the Community AIDS Newsletters.  

	I would just like to ask whether any of you care to comment on the publication of some very preliminary data recently by AIDS Community Newsletters and how this might affect your notion of embargo, and whether this alters in any way the fundamental concept and purpose of embargo, given the fact that the newsletters are proliferating, they are really numerous, widely read, and really quite formidable in terms of their ability to shape opinion among AIDS activist groups and patient advocates.

	DR. CHALMERS:  Someone want to take that?  Tony?

	DR. FAUCI:  Well I am not sure really what you are asking, Marilyn?  Are you asking do I think that the community newspapers could be important?  I don't have in front of me this preliminary data.  I really don't know what you are talking about on that.  

	But if you are asking me do I think that perhaps the community newspapers may be one of the vehicles that we the NIH use to disseminate information once it has gotten through the peer review process, whatever that peer review process is, the NIH peer review process, the journal peer review process, what have you, the answer is yes.  I think that they are because they have a very wide distribution to the people we need to get to.

	MS. CHASE:  No, I was looking at the question a little bit differently.  I am talking specifically about some of the discussions, of particularly the 016 data, that have been published widely in some of the community newsletters that came out of the recent ACTG meeting.  Daily newspapers and television are prohibited from discussing this data, yet it is widely read about and discussed, and used as a basis for further action by some of the advocacy groups.

	I wanted you to comment on ongoing embargoes in view of these quite widespread leaks.

	DR. FAUCI:  Yes.  I think on questions of embargoes you should ask the journal editors since I don't get involved in embargoing anything.  I am sorry, Marilyn.  I don't think I am meeting a TIA (inaudible).

	DR. LINDBERG:  It is interesting that embargoes haven't come up much today at all.  We have been talking about information dissemination long before the embargo period would apply in the traditional sense.

	It seems to me that the embargo system that Bud's journal, and our journal, and many other journals use is sound and reasonable.  It is clearly in the public interest, in our view, and clearly in the interest of the public media representatives of print, television, radio, et cetera, to have an even shot, an equal shot, at whatever is there, an opportunity to have time to develop their stories, do appropriate interviews, and not be racing each other to scoop one another in terms of how the journals work for the vast majority of what we publish.

	What we have been talking about today I believe, as Bob Steinbrook mentioned in his article, is an itsy-bitsy chunk, a small chunk, of the overall amount of information that is provided for medical journals to publish.  I think the embargo system generally works very well, with a few notable exceptions over the past few years, in the interest, I think, of reporters and the public alike.

	DR. FAUCI:  Tom, I am sorry, just in fairness to Marilyn and thinking about what you are saying, Marilyn, are you saying that if the community newspapers get information, be it at an ACTG meeting or sitting in on a committee, and let's get down to what you are talking about, they get information and they will put it out in that newspaper, and yet the standard classic newspapers like the Wall Street Journal, the Washington Post, the New York Times, respect an embargo on certain information whereas they are putting information out that they probably shouldn't be putting out because it hasn't been fully matured as data.  Is that what you are asking?

	MS. CHASE:  Right, I am talking about a pre pre-publication embargo of sort that the institute feels that it needs to allow scholars to air their data and fully discuss it.

	DR. FAUCI:  Yes, if information gets out in community newspapers that is not, as we call, mature data, where you really can't interpret it, there is always the danger that the readers of that journal will get misinterpretations of what that data means.  Now I don't want to under any circumstance give the impression that I am against what is published in the community journals because I think they do serve a purpose and are very helpful in the dissemination of information.

	But I am afraid that if in fact information is broadly disseminated from a discussion at an ACTG meeting before we have even formulated what the data means, that that could really lead to some fundamentally dangerous misinterpretation of the data.

	MS. CHASE:  Well there is a lot of discussion right now of 016 and I am just wondering if you could give us in the daily press a little bit of guidance as to what remains of an embargo once it starts to erode like that.

	DR. FAUCI:  Well, for what I know the 016 study is still in the process of having the data analyzed, and when the data is fully analyzed that information will be made public.  But it is still in the process of analysis by the investigators involved, at least the last I heard of it.

	DR. CHALMERS:  The back aisle on the left?

	MR. BRODNER:  This is for Dr. Fauci and Dr. Ferguson.

	DR. CHALMERS:  Again, please speak right into the microphone.

	MR. BRODNER:  This is for Dr. Fauci and Dr. Ferguson.  I am Jim Brodner from ACT-UP, New York.  I am glad to hear that the NIH is planning on adopting a coherent policy on the dissemination of information.  I want to note that there is no patient advocate on the panel, and I am wondering if you gentlemen are planning on including patient advocates as you develop this policy?

	DR. FERGUSON:  Yes, we are.

	MR. BRODNER:  And how will you accomplish that?  And how do you plan to include us in developing the policy on dissemination of information?

	DR. FERGUSON:  That will depend on the digestion of what we have heard here today and how things go on in the future.  This is an information exchange, and I think that we will use this for fodder for future development of ideas and policies.  It will certainly include patients and practicing physicians.

	MR. ZOLA:  I was hoping the panel or some members--

	DR. CHALMERS:  Please identify yourself.

	MR. ZOLA:  Mitchell Zola, Medical World News.  I was hoping that the panel could return to an issue that arose this morning and then that Dr. Relman just returned to, and that is the sense of the idea of it being important for doctors to have access to information slightly prior to the time other members of the public get it so they can deal with patients coming to them about something.

	In the circumstance of something like a clinical alert, it was mentioned this morning the difficulty of getting that information to doctors in a uniform way prior to it being found out by the press and being released through the media.  I was wondering if anybody had any ideas of a way around resolving that problem?

	DR. CHALMERS:  I would like any other members of the panel to summarize what they learned today, or what they think is important that has come across, and what further ought to be done.  Mr. Bazell?

	MR. BAZELL:  Dr. Chalmers, please allow me to begin.  I am going to leave soon, and I apologize for having to leave early.  So I will summarize.

	I have learned a lot today too, and it seems to me that we are talking today about a question of what is a clear-cut instance of-- a question in medical ethics.  We are talking about a very small percentage of the overall body of medical research that Dr. Steinbrook wrote about.

	We are talking about studies that come to a conclusion that either should-- that either have profound implications for public health or should alter the practice of medicine in a significant way.  And we all agree that that is a very small percentage of that activity that goes on in medical research, not that the rest of it isn't important, but that this is what we are here to talk about today.

	The rest of it can certainly wait until it is published in JAMA or the New England Journal or some other journal until it appears in the popular press, and physicians have a chance to look for it.

	So it seems to me that the National Institutes of Health should have some body, some possibly a committee of NIH directors or their designates, when some study which is funded by the NIH, which includes most of medical research, comes to a conclusion that falls under that heading that people believe needs to be disseminated rapidly, that that idea can be tossed around.  First of all, is this an idea that needs to be disseminated rapidly?

	And then, allow it to be disseminated rapidly in the best interests of everybody, which means that the public needs to know as quickly as possible, physicians need to know as quickly as possible, and the journal editors need to cooperate in a way so that the investigators feel that they are getting their due in terms of the publication, so the physicians can get the information.

	In response to that last question, I think that allowing a pre-publication manuscript, or the essence of it, in these cases, to go out along with the press conference will accomplish that purpose very easily, without interrupting the principles.

	And I think it is important, Dr. Relman, that you do acknowledge the power that you have.  And you are correct in saying that the power that you have is not power that you have grabbed but power that is given to you because of what you represent.  That is fine, but it still is an enormous amount of power in terms of how the medical profession operates.

	So I think that, again in this tiny subset of circumstances, when things come out that are crucial to the practice of medicine, that you do bend your rules as much as possible so that everyone gets what they need, which is practicing physician, patients, and investigators.

	DR. RELMAN:  I agree with you.  I have said that I agree with you, and that has been our policy for a long time.

	DR. CHALMERS:  Thank you, Bud.  Mike?

	DR. BRACKEN:  I come away with four, I think, things.  It has been extremely helpful.  I wish it happened a year ago.  It would have saved us several scars.  But certainly better later than never.

	I think the question of monitoring committee responsibility versus outside reviewer responsibility is worthy of a lot more discussion than we have had time to give it here.  I see a distinction between these two sets of reviewers.  If the two could overlap more it might help the process of dissemination go along much more quickly.

	I think if Dr. relman is going to publish what he said today about the concurrent release of a second paper, which is not a New England Journal reviewed paper but is one very similar to it, I think that would be extremely helpful to investigators because there is tremendous confusion about this question among investigators, and I think it would be extremely important to spell out how much information can be in that second paper and give some idea about the format of it.

	And finally, I do hope NIH will follow this up with some sort of committee to develop a set of principles, because I think there are principles here which are generic to all of these six trials and other situations, to develop a set of principles which could be followed and which will give guidance to everybody.

	DR. CHALMERS:  Dr. Cohn, do you have anything more to add?

	DR. COHN:  I think I have said it.

	DR. CHALMERS:  Dr. Davis?

	DR. DAVIS:  I know it is the wrong time to bring up a topic not discussed at all, but I would like to mention that in the discussion of developing an NIH policy I would like to see some consideration given to some quality control.  I think all of us have had the experience, or a lot of us have had the experience, of hearing on the television or reading in the newspaper of a study's results and then going to the journal, reading the article, and finding we are not sure they are the same study even though they are reported to be the same study.

	Whether that is a misinterpretation by the reporter, or a misrepresentation by the investigator, is hard to tell.  I might also parenthetically say I have occasionally seen manuscripts where the abstract didn't seem to go with the main paper in the same sort of sense.

	DR. CHALMERS:  Dr. DeVita?

	DR. DeVITA:  Yes, well I actually enjoyed the meeting as well.  I think it seems to me that the clinical alert or some mechanism very similar is here to stay because the current peer review system really can't deal with issues when you have small windows of opportunity and information has to be disseminated.

	Also, while the journals are concerned with public health, as they should be, they are not responsible for public health where the National Institutes of Health is mandated to have that responsibility.  And before we are too critical of my old home, I should point out that the process of an alternative method of peer review, coupled with the peer review system, began here and this is the way it often happens at NIH.  Out of the diversity of the institutes comes this kind of a process that creates a problem, that creates criticism of the process that began at the institution, and then out of it comes a mechanism that we can all live with for the next 20 years or so.

	So I am very comforted by the fact that the NIH is preparing to develop some sort of policy.  I only urge that it is not too rigid and it focus primarily on the process of decisionmaking or whether or not to do it and how to get the information out as opposed to sticking to some sequence of steps that may not be applicable to all the different problems faced by all the different institutes.

	DR. CHALMERS:  Dr. Fauci?

	DR. FAUCI:  I am also very pleased with the meeting, and I am particularly gratified by the fact that things were aired out publicly with everyone in the room, and people in the audience able to hear it, that we have been wrestling with for some time.

	What I gathered from this is that there really is absolutely no reason for, in matters of urgent implications for the public health, that the information cannot be disseminated.  There is no reason for it not to be disseminated once it has been peer reviewed by someone.  It doesn't have to be a journal, peer reviewed, and have that information disseminated to the American public or the world public that would benefit from that information, and that that also is not on a collision course at all with the standard absolutely necessary continuation of the role of journals in the dissemination of information to the scientists and to the public as a secondary measure.

	So I am very pleased that we all agree on that, and I think there is no reason at all now why that can't be.

	DR. CHALMERS:  Larry?

	DR. L. FRIEDMAN:  The only thing I have to add is that it is clear that it would be rare for a recommendation to stop a study early to come as a complete surprise, either to the key investigators or to the sponsors of a study.  Therefore, there is no reason why these plans for early dissemination of results that are important to public health can't be planned sufficiently in advance so that a short time window can be accomplished.

	DR. CHALMERS:  I thought you were going to say so that the first draft of the manuscript can be ready at the time the decision is made.

	DR. L. FRIEDMAN:  Close.

	DR. CHALMERS:  It seems to me that would be a real advance.  Michael Friedman?

	DR. M. FRIEDMAN:  Just a couple of thoughts, please.  One is that there are many issues that have been discussed today, and sometimes these issues have been mixed in a way that can be potentially confusing.

	We have talked about how to identify new knowledge and how to disseminate new knowledge.  And, whereas I think that journals are absolutely essential for the second, the dissemination -- whatever else we add to it they represent the backbone of dissemination of knowledge -- they may or may not have an important role to play in the identification of new knowledge.  I think that the peer review system is a very valuable adjunct but it, as has been pointed out, is not the only way in which new knowledge can be identified as important.

	There has been a lot of philosophic discussion here.  Ethical issues have been raised.  It seems to me that one of the most important issues is also philosophic.  It is epistomology.  It is really the question of what do we know, when do we know it, and how confident are we that we have new information in hand.

	We have all been wrestling with at what point do we have sufficient confidence that we say something is real and something is important.  And several people have pointed out that those two things are not necessarily the same.

	We recognize that there is a tremendous biologic heterogeneity and that there is no treatment which is going to be ideal for an entire uniform population.  And so there will always be questions about subset analysis and what population this is best for.  And no matter how carefully done a study, no matter how carefully analyzed and reported, it will be incomplete by its very nature.  So we have to publish information, we have to present information publicly, even though we know it is going to be incomplete.

	Our goal here, I think, is to provide options and choices, reasonable options and choices, to patients and to physicians.  Full peer review and rapid transmission of information are not irreconcilable, and can be integrated, I think, in a number of examples that have been presented here, and we can do a better job in the future.

	While I think it is reasonable for NIH to develop a general policy, I agree with Dr. DeVita that it should not be too rigid and it may not be possible to have a single uniform policy that applies to all the institutes since each of the institutes have different organizational structures.

	We hope to utilize the National Cancer Institute's policy guidelines at some point in the near future.  We found these to be successful in our colon cancer update, and heard virtually no criticism of that process.  Obviously, this is not an end, but we expect to add further refinements in the future.

	I really appreciate the opportunity to listen to this discussion today.  Thank you.

	DR. CHALMERS:  Dr. Lagakos?

	DR. LAGAKOS:  I will try to be brief.  I think if one focuses on the goal of accelerating or improving clinical practice as quickly as possible, one aspect of it that we haven't discussed today, which is perhaps not relevant, is when studies are determined, new therapies are found, that these be made available to individuals as quickly as possible.  That has to do with licensure.

	And the second issue is with respect to convincing physicians, practicing physicians, that they should, or giving them the opportunity to decide whether they should, change their practice.  It is my view that the most valuable information for making that decision comes through the form of peer reviewed research as well as consensus conferences because a peer reviewed article may not address the issue of what does the practicing physician do.  It may talk about a drug.

	I think going public through the media has an advantage of just providing information to the populace for which this is being done and alerting people that there is research that is out there that is relevant.  Yet I think, in terms of the patient or the physician deciding, the best available information for them to decide is through peer reviewed research and consensus conferences, state of the art meetings, et cetera.

	DR. CHALMERS:  Dr. Ferguson?

	DR. FERGUSON:  I will leave most of the comments to the experts here on the panel.  I would like to personally thank all of the panel members, especially the panel members, for their attention and hard work in this.

	My comment is that at the Office of Medical Applications and Research we are very interested in trying to get information to physicians.  It is a very difficult job, and I think what we have heard a bit today will help some.

	DR. CHALMERS:  Dr. Lindberg?

	DR. LINDBERG:  Tom, thank you.  I will be brief.  I enjoyed the meeting as well and I think it went quite well.  I like Tony Fauci's closing remarks.  I think that the institution of NIH can in fact figure out a way to solve this problem and to get a system which will meet the scientific requirements and also will utilize the scientific strength of the institute.

	My own thought, we will do what we can using the information systems.  And I am very grateful to the editors for their extremely cooperative and encouraging attitude and statements.  I think that it all makes it sure that we will have a good outcome.

	I am going to go back and think hard about something I always keep thinking about anyway, how to get information at the time and place that people need it.  We still don't know how to quite do that, but this is a step in the right direction.

	DR. CHALMERS:  Dr. Lundberg?

	DR. LUNDBERG:  First, I found it an interesting day.  Second, I want to thank the organizers, Dr. Ferguson, Dr. Raub, in particular, and the moderator, Dr. Chalmers, who did such a good job.

	I think the input from today should be helpful for the International Committee of Medical Journal Editors, to which I referred earlier, when it meets next month trying to deal with this issue, among others.

	Fourth, I look forward to a policy, such as has been hinted at today.  And while it has been suggested it might be narrow and only affect certain institutes, I would recommend that it be broad, broader than I have heard so far, affecting not only the NIH but also ADAMHA and the FDA, because the principles should be the same across those three agencies.  And the National Library of Medicine would, of course, be a part in that.

	And fifth, I would like to end by commenting that I didn't hear one comment all day from anybody about the impact of all this new information on the cost of medical care.  We heard some questions from Mr. Bazell on the cost of journals and how we raised the money, but not one word about the impact of all this on the cost of medical care, which of course is the main problem in this country.

	DR. CHALMERS:  Dr. Masur?

	DR. MASUR:  I think early on Dr. Meier indicated that there were a lot of conflicting interests on the part of patients, investigators, and journals.  It sounds as if we are reaching a consensus on how to accommodate all those. 

	But speaking at least as an investigator I can say that I think there are a lot of misconceptions about what policies are and what they ought to be.  It may be clear to Dr. Lundberg, to Dr. Relman, and to individuals at NIH how things are and how these policies are compatible with a rational dissemination of information, but I think there is a lot of misunderstanding on the part of the public, and on the part of investigators.

	I would hope that if, in fact, we can arrive at some consensus here, we will make sure that not only do the people in this auditorium understand the policy, but that hopefully we will regain the confidence of the public and of investigators who, at this point I think, are very uncertain as to how they ought to proceed.  Hopefully we will make sure that this message is loud and clear in a way that they will hear, whether that is by computer, by journal, or by popular media.

	DR. CHALMERS:  Dr. Palmer?

	DR. PALMER:  Well I am glad to have participated in this conference and have enjoyed hearing the concluding remarks in particular, and I really have nothing further to add.

	DR. CHALMERS:  Dr. Relman?

	DR. RELMAN:  I have had my say and then some.  Thank you.

	DR. CHALMERS:  Dr. Sacks, you have been unusually quiet.

	DR. SACKS:  Most of the points that I would have liked to make have already been made, but I will repeat a couple of them.  One is that I think that we need to remember what Dr. Lundberg just said, that the ultimate result of all this should be getting treatment out to the patients.

	The other comment that I would also like to repeat is that I agree that it might have been interesting and informative to have patients with some of the diseases we discussed on the panel, but I think that I can probably say that everybody on this panel would like to think that they have been acting as a patient advocate.  And I think probably some evidence that that may be true is the fact that most of the points in this ACT-UP manifesto have been discussed by the group here already.

	DR. CHALMERS:  Dr. Simon?

	DR. SIMON:  I think it is essential that we do have the confidence of the public and that there be no question that there is any delay due to the journal we want to have things published in.  I think today has been useful in clarifying that these obstacles don't exist.

	I do feel, however, that we haven't really dealt adequately with the distinction between recommendations and results of clinical trials.  At least for cancer clinical trials there is not always a simple--  the decision to terminate a clinical trial by a monitoring committee does not lead in a simple way to recommendations for exactly who should or who shouldn't receive what therapy.  

	Part of it is cost, as was alluded to.  Part of it is side effects of treatment.  Part of it is heterogeneity of patients.  Part of it is various kinds of endpoints that can be used.  But the process of terminating a clinical trial--  and part of it is also the fact that in cancer usually you have multiple clinical trials related to the same therapeutic question.  

	So in cancer at least the issue of termination of a clinical trial is generally different than the issue of what recommendations you pose.  So I think lots of thought has to be given to when you issue an alert, when, so as to avoid selecting one study out of similar studies that were negative, and also so that you can think through what the recommendations should be because it is not a straightforward thing.

	I think this has been a useful meeting, but that is one area that I think deserves further discussion.

	DR. CHALMERS:  Ms. Stein?

	MS. STEIN:  This has been a very educational meeting for me today.  One of the things happened today that I thought would happen, and that was that I was going to learn a lot more about what is going on in other NIH institutes as well as learn a lot about what is going on outside of NIH.  I think that points up the fact that the institutes are very autonomous in how they go about setting policies for how they disseminate information about their own trials.  

	And I think, since we have learned so much today, it would be good for us to take advantage of the lessons learned by those of us who have had to go through this experience, the joys and the agonies, and I think that some general policies could be developed that would benefit all of the institutes when they face this in the future.

	DR. CHALMERS:  Dr. Steinbrook?

	DR. STEINBROOK:  I have appreciated very much the opportunity to participate in this panel.  Very briefly, I think in developing a policy the NIH should keep in mind the complexities of different diseases, notwithstanding that a decision to go public should have some rough comparability between agencies.  By which I mean that if there is very good information which will be helpful for a life-threatening illness in one agency, that delay shouldn't be greater in that agency than another one.  I think Dr. Fauci made a very good point along those lines.

	I also would just like to say, as an outsider, that I think it is very important to have a mechanism which exists, which can be called on, that if one needs mailing lists one knows about them in advance, and that one have some funding available.  I think that credibility to the outside world is far greater if NIH, which funds studies with public money, can use its own money rather than relying on a drug company or something of that sort to get a message out when it feels that there ought to be a message to get out.

	DR. CHALMERS:  Ms. Thomas?

	MS. THOMAS:  Yes, I am very glad that we put this meeting together today to focus on a communications side of what NIH does.  I hope as we go forward with setting some principles or some practices or guidelines that we will remember that with our $8.3 billion budget we need to remember to put some budget into the dissemination side of things as well as the research end of things.

	DR. CHALMERS:  Dr. Walker?

	DR. WALKER:  This meeting came about because many felt that we were constrained by a variety of real or perceived publication constraints and restraints.  The need for new and changed guidelines is evident, and in fact we have even heard some of them enunciated today.  

	However, one thing I am sure of is, the very next trial which comes down the line is probably going to be that trial which will seek to break those guidelines if they become too hard and too fast.  So I think you must remain extraordinarily flexible and the key to the whole thing is sensitivity to these issues as they are evolving.

	DR. CHALMERS:  Is there anyone in the audience who would like to talk?  If not, I will turn to Storm Whaley to summarize the summaries.

	MR. WHALEY:  It has been very adequately done, and I am not going to abuse your time by taking any time to do this.

	Six weeks ago I guess it was, Joe Palka wrote in Science a description of this meeting, which turns ut to be very apt.  He said, "The issue will be when should research results be made public, to whom, and after what kind of scientific scrutiny."  I think these are the topics we have been on for this period.

	Two or three details that I want to mention.  The meeting started out with an assertion, really, that the current system ain't broke, it needs fine tuning, and I think that is what we have been talking about here.

	There was agreement of the importance of peer review, of the essentiality of peer review, and how the system does work under most circumstances.  But there was agreement that there are exceptional situations where expedited review and dissemination is called for, but each case differs.

	Another suggestion was made that the rigor of peer review be tampered with.  Someone said it is not wise for an investigator to be his own judge.  It isn't easy to decide when to terminate a study, was told us.

	The editors of JAMA and the New England Journal have told of the mechanisms they have for expedited review where the need is immediate.  They agreed that as soon as peer review is completed, either by the government or by the journals, the information can be made available without difficulty in publishing later.

	A discussion went on as to the difference between a compilation of information and the finished manuscript.  The New England Journal indicated that when the final manuscript is available, in the copyrighted version, it might become available on-line through data processing means through the National Library of Medicine in advance of final publication, ranging from three to eight weeks, as I understood it, depending on where in the journal the article is to appear.

	There was a discussion of the role of the public and Victor Cohn I think talked about the importance of making for better reporting on our part by helping get the material fully available to the reporters at the time the reporting to the public is done.

	And of course there was also the note that the end product of this is a reminder that there is a change in behavior of physicians.  And there is a relationship between the role of the public and this has been brought out in our discussions.

	Dr. Relman and others I think have also reminded us that the ultimate responsibility for the dissemination of the results of the trials that we sponsored rests with NIH and that we can't duck that.  Someone said that NIH should get itself together and do something, and maybe that is what we are about in this meeting today.

	Only in the last hour did we get much into a discussion of the difficult matter of making decisions, how do we decide when to quit; how do we decide when it is wise to do so?  Of course, this is at the heart of what must be thought about.

	I think that is what I have heard in the meeting, plus the wonderful, I guess you would call it kind of an obligato of the chorus that has been singing here.

	DR. CHALMERS:  Thank you, Storm.  On behalf of Dr. Raub and Dr. Ferguson, I want to thank all the panelists for spending such a long day here and thinking so hard and speaking so well, and also the audience for attending so long.  Thank you very much.

		(Whereupon, at 5:39 p.m., the meeting was adjourned.)




