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Host:  Ladies and gentlemen, I’d like to welcome you to today’s University of Washington webinar entitled “Subject Recruitment and Retention.” Today we’re using Microsoft Office Live Meeting and before we get started I’d like to explain some of the ways that you can participate. This presentation is being recorded and you are currently in listen only mode. Today’s conference is also being offered via closed caption. To enable this feature, please click on the Closed Caption button on your windows console. The seating chart allows you to give feedback to the presenters by clicking on the pull-down menu and changing your seat color. At this time please locate your seating chart and change your seat to yellow by clicking on the drop-down menu. By doing this, I know that you can hear my voice and that you are ready to continue. Great. It appears that several of you are responding. You may now turn your seat colors back to green and we will continue. On your console, you’ll see several panes, much like the seating chart that can be moved or closed to maximize the slide viewing area. Please be aware that these panes allow you to participate during this live meeting and should you decide to close these panes, you can at any time select the Restore Default Layout option under the View menu in the top navigation bar. You can also maximize your viewing area by typing Control H for a full screen view. To restore your original view simply type Control H again. I’d like to call your attention to the questions and answers pane usually located at the bottom of your screen. We encourage you to ask questions at any time. Simply type your question into the field to the left of the Ask button and then click Ask. Please note that you may have only one question pending at a time but may change your question by clicking the Edit button in the Q&A pane. Remember that if you do change your question, your original question will be removed. You may print a PDF of the slides today. To do so, please select the Print to PDF option under the File menu again in the top navigation bar. Should your browser freeze or you lose your Internet connection, simply go back to your initial browser and click the Reenter Meeting button to renew your conference session. If you experience any technical difficulties during the event, please turn your seat red or dial 800-893-8779 or Area Code 971-544-3222 for technical assistance. Please note that if you have changed your seat color to indicate a problem, you can expect a one-to-one chat to help resolve the issue. And now, without any further delay, I’d like to turn today’s Live Meeting over to your first presenter, Dr. Kathleen Bell with the Department of Rehabilitation Medicine at the University of Washington. Dr. Bell, you have the floor.

Dr. Kathleen Bell:  Thank you. I’m here today with my two colleagues to present the material on enhancing recruitment and maintaining participation in human subject research. Like to thank [unintelligible]for giving us this opportunity to pilot our skills at being able to lecture on a bad hair day. Today I have with me Dr. Nancy Tempkin. Dr. Tempkin is the professor in the Departments of Neurological Surgery and Bio Statistics and also Dr. Sirio Dickman who is a professor in the Department of Rehabilitation Medicine and Neurological Surgery and probably many others that I’ve lost track of, Psychiatry. 

So we’ll go ahead and get started today and I just want to set the context for this presentation. Human subject recruitment is not a problem for the rehabilitation medicine world alone. A survey that was done in 1999 of 41 randomized controlled federally funded trials in the United States found that a third of them, fully a third, were able to recruit less than 75% of their planned sample. This problem for recruitment and retention is actually the major reason for a trial being abandoned early so it’s one of the great interests to federal funding organizations as well as researchers as well in terms of trying to improve the overall productivity of a research fund.

So today we’re going to talk a little bit with Dr. Tempkin about why recruitment and retention is such an important factor in research, talk about the different factors that influence the supple recruitment of subjects and then Dr. Dickman will talk about some very practical suggestions on improving retention and follow-up and after that we’ll follow up with a Question and Answer session. I’m going to give the floor over right now to Dr. Tempkin who’s going to lead us off and we are just checking seats right now.

Dr. Nancy Tempkin:  Good morning. In addition to talking about the importance of recruitment and retention, I’ll talk a little bit about human subjects, knowing the human subject or the Institutional Review Board. But why should we sorry about recruitment and retention? The main reason is that these are vital parts of being able to drive valid conclusions from the study. You need good recruitment and good retention in order to get for your conclusions to be accurate—that is lack bias and also for them to be precise—and this cartoon illustrates the concepts of accuracy and precision.

The first panel here looks at the situation where one is inaccurate; that is although one would want to be here in the center of the bull’s eye most of the blue dots which would say represent the outcome of the study; we may have 50 studies here all trying to answer the same questions. We’re trying to get in the center here. The center of these dots tend to be away from the center of the bull’s eye—that is it’s inaccurate—and they’re all over the map so these studies are imprecise. Probably even worse to be in the panel below where you’re still inaccurate. You’re on average in the wrong location but they’re all very precisely in the wrong location so it looks like you’ve got things nailed down but unfortunately you have it nailed down in the wrong place. If we look in the right column here, it’s accurate so on average these dots are in the center but they’re everywhere. They’re so far apart that any particular study the results of it can’t really be trusted. Then down here in the lower right is where you want to be with accurate, precise results.

So the goals of recruitment are to get an adequate sample size surely. We have no cases. We obviously have no study at all. Most studies aren’t that bad off although I have heard of a few. But if we have too few cases that still causes problems in interpreting the results. If we get no significant difference but we have too small a sample that we actually end up with, then it may be not significant, however there may actually be an important difference that we’re missing. If the difference is significant, a small sample size is not going to cause that that would be trustable but even then the confidence interval on the effect would be wider than you would like so you still can’t nail down your results as well as you would hope. 

? Follow up the recruitment is to get a representative sample. The generalizability results depend on the group that the sample is representative of and this matters both in clinical trials and observational studies. For observational studies, the generalizability of the population of interest is really key. If your results aren’t generalizable to the folks people are interested in, your study is useless and clinic-based studies tend to be particularly problematic. I deal with studies primarily of traumatic brain injury and one wants to know: Do the results apply to people with traumatic brain injury in general? Or is it really people with traumatic brain injury who are seeing a psychologist one to ten years after their injury? This is a major problem with observational studies, certainly in head injury and I think in rehab in general.

For example, there is a common feeling that minor head injury or mild head injury is a terrible thing; that people with mild head injury a lot of them tend to have problems long after the injury, the problems are severe, and this impression is primarily from studies that were based on clinic populations. If you think about it, who is going to be coming to a clinic five years after their injury? It sure isn’t going to be people who are doing just fine. They’re going to stay out of the health care system entirely and it’s going to be the ones who have problems and it’s not only going to be the ones who have problems, it’s going to be the ones who have problems of the type that the clinic is treating. So somebody who is a psychologist is going to see psychological problems as being rampant, somebody who deals with balance is going to see balance problems as being rampant and the results won’t look funny to them because that’s who they deal with and that’s their reality. That’s not the reality of the whole group and they have to be very careful about saying who their population is; that either it often doesn’t happen on the author’s end to emphasize that this is a very restricted population and when you’re interpreting it you need to interpret it as referring to this population or readers get sloppy, don’t read all the methods and warnings and assume a generalizability that isn’t there.

In clinical trials a representative sample is still important. In fact clinical trial samples are rarely representative of the general population. One setup artificial inclusion and exclusion criteria for purposes often of the trial so you may in a study of traumatic brain injury be interested and think your treatment would work for everybody from a mild injury to a very severe injury but you limit of your clinical trial to the moderate or severely injured because you can use the smaller sample size. You will have more people having problems and you’ll be able to detect the treatment effect more easily in that group.

For the inclusion and exclusion criteria are known and in fact the consort which is—I can’t remember what it stands for—a group that has thought very hard about how clinical trials should be reported and they have indicated that one should always show within the study what your inclusion and exclusion criteria are and how many people you screened versus how many entered the study and the reasons they didn’t enter. So one should do a screening on to see why the patients aren’t entered and that’s very useful both for yourself in trying to increase recruitment and in understanding who your results apply to. 

In a clinical trial, the strong point of a clinical trial is that the study design—randomization blinding if you can do that—usually gives internal validity to the result. You can still mess it up even if you have a randomized blinded study by unequal retention. But the generalizability to the broader group depends on the treatment effect being the same in those you want to generalize to as it is in those actually studied; technical terms that would be called a lack of interaction. Interaction is when the treatment effect is different in one subgroup than in another and if you include all these people in your study you can then look to see if one subgroup has a different treatment effect than the other. If you’re talking about a group that wasn’t studied, you’re taking it on faith that the result is generalizable to that group. 

This isn’t only a theoretical problem. There is a large study in neurological surgery looking at bypass called ECIC—External Corroded Internal Corroded—bypass for strokes and it was a study comparing surgery for stroke versus medical management. And when the study was finished the results came out that the surgery did no good. There was a lot of negative side effects and there was little or no benefit. And the neurosurgeon said, “Wait a second. This is not a valid result although the entrance criteria were very reasonable for the study. Who was actually entered did not represent those cases that satisfied the entrance criteria. If a patient was a good surgical candidate,” the neurosurgeon said, “than they weren’t offered the study. They were just told, ‘Oh, surgery would be great for you. Let’s go right on and do surgery.’ The only people or the majority of people that entered into the trial were ones that had poor prognosis for surgery or a “iffy” prognosis.”

Now you can’t really test that out from the data because the good ones who weren’t entered weren’t entered but that was felt to be a major problem with this study. Poor retention can also cause problems with un-representative samples in either kinds of study. For example in the clinical trial, the side effects or lack of advocacy can cause dropouts/side effects usually from the active treatment, lack of advocacy often from the control or sometimes from the active treatment depending on how active the active treatment is, and there are rules that are usually associated with analyzing clinical trials that one would be expected to try to assess outcome even if the person is off the study treatment and then to do what’s called an “intent to treat analysis.” That does a great job in lessening the chance of declaring a useless treatment effective and the jargon terms for that would be protecting the size or protecting the Type 1 error. FDA pushes this. They don’t want an inactive treatment to look active. However by doing this, one does tend to underestimate a positive treatment effect.

Another thing about lack of retention is that the loss is to follow up are likely not representative of the whole group. So homeless alcoholics are usually hard to follow. My prejudice is they’re probably not doing all that terribly well. People who are angry with the facility may not be very happy about participating in a study connected with it and if they’re angry with the facility many times it’s because they felt the treatment wasn’t good and they’re probably not doing very well either, but it’s also hard to follow people who are back to work and have an active life and they might be doing extremely well. So you can’t really even know in which direction your bias goes if you have a large loss to follow operate. One can try to collect information at baseline and account for those who are missing follow-up and here the technical terms that you’re likely to hear are “multiple amputation” and “propensity waiting.” Both of these techniques assume that the missing people have outcome that is somehow like those who observe with similar characteristics and it helps some but it’s not nearly as good as getting those observations. It doesn’t save you from the problem; just makes a slight improvement.

Now I’d like to move on a little bit to a brief discussion of human subjects or dealing with your Institutional Review Board. This may not sound like it but I’ve not been a member of the Human Subjects Committee and I’m not trying to get on one but it’s helpful to think that both you as researchers and the Human Subjects Committee have the same goals. They want the research to be done, they want the research to be done well, and everybody wants to protect the rights of subjects and potential subjects. I don’t think there is hardly an investigator in the world who would say, “Oh, no, my goal is to trample on people’s rights and treat them disrespectfully” so you’re really trying to do the same thing. So really Human Subjects Committee is your ally, not as the enemy. It also is not easy to do. When they come back with 40 questions, many of them on things that you thought you answered just fine in the original application, it’s very hard to smile and say, “They’re trying to help me” but it really is an attitude that’s more likely to get the job done. The reality is that they tend to be overworked and they’re usually volunteers. 

So some things that we found to be helpful in working with the Human Subjects Committee is if the request is complex or contentious or when they’re coming back with questions they seem to not be understanding what you’re saying, to ask to come to the meeting in person and see if you can talk to them face to face. Often that’s a very much quicker way to understand what their issues are and get what you’re trying to do across to them than to go back and forth in letters or emails. I had never thought that was an option but when I did ask our coordinator—here it was a Ph.D.—putting in an application to drill into people’s skulls and put micro catheters in people’s heads we thought this might raise a few eyebrows. So we were saying, “What can we do” and we asked the coordinator, “Can we come? Can we show them what these things look like?” He said, “Oh, yeah, that would be great.” We did. We brought the neurosurgeon with us. It was clear that I wasn’t the one who was going to be putting those catheters in and it went through very smoothly. I think if we had tried to do that on paper either it never would have been approved at all or it would have taken many months longer.

The other thing is if you’re not really understanding or if you give an answer and they come back with the same question again, try to talk to…. At IRV we have coordinators who are assigned to each Human Subjects Committee who are a really good resource. They’re at all the deliberations. They know what people are thinking often, even if it doesn’t get written down. Ask what the concerns are or ask if they have any suggestions of how other people have gotten around this problem. Explain to them why you think it’s important to do this and see if you can come to a way to get the job done so that everybody can feel comfortable; that the people are being protected, the potential subjects and the subject.

Another thing that’s sort of funny about IRVs—and this is specially obvious if you’re doing a multi-center study—is the IRVs use local standards so what’s acceptable at one site may not be acceptable at another site. For example, the Seattle IRV is extremely comfortable with using waiver of consent. They’ve had it happen in a fair number of studies. They go by the rules; there are certain rules for when it’s comfortable. They go by them but the concept is not important to them. They think that this is something that is a reasonable way to get the research done and to protect the subject. In some states I believe it’s against the law to do a waiver of consent, even though there are federal rules for it and there certainly are places where although it might not be against the law it is very much considered out of the norm of what reasonable researchers should be doing.

Now what about looking at ways to identify subjects? If one of your investigators is providing clinical care to the subject or if the potential subject calls you as a volunteer there’s no problem. That’s straight forward. If you’re trying to identify people who are potentially eligible for your study to contact them, one way that we’ve used is to execute a confidentiality agreement with the Human Subjects Office and with that they have allowed us to screen records of cases that do not normally written under the investigators are providing clinical care for and then if someone is found we would be working in conjunction with someone who would be providing clinical care and there would be an introductory letter that would go out at least over this person’s signature and depending on the agreement with the individual that might be that their office would actually send out the letter or they might say, “Fine. Your researcher is welcome to send out the letter over their signature.”

And we have a study looking at depression following traumatic brain injury where the investigators want to enroll the people early and screen them, follow them to see when they developed depression and then there’s a clinical trial to treat the depression. So although the primary investigator is in rehab, they want to be enrolling people who are not at least yet in rehab and may never go to rehab but who are being cared for by neurological surgery and this is the way they’re identifying the subjects for that study.

This study is having some problems identifying getting enough subjects and so they’ve also gone to a provider in another city not too far away and are trying to screen cases there. They’re using a different technique; that is to have the outside provider screen the cases and contact them and then either one can have the cases say they’re interested, have them send in a card—have a prepaid card for them to send back which most people don’t do—or if your human subject is okay with it you can put in a negative option; that is like with the book clubs. If you don’t say that you don’t want it the study will call you. And especially with people with brain injury and cognitive impairments, argument subjects has been willing to allow the negative options because people with cognitive impairments often don’t remember to send back the card, even if they do want to participate.

From options for consent, again, if the patient is able to consent for themselves, no problem. If you need to enroll people early which might occasionally happen for a rehab study but not often, there’s the waiver of consent for emergency medical research that I spoke about a little bit before. Also something that’s likely to be more relevant if someone is cognitively impaired a legally authorized representative, usually the legal next of kin, can consent for the patient if they can’t consent for themselves. Usually if the patient is at all cognitively functioning one would want to get consent from the subject of whereas the consent form might be five pages in pretty excruciating detail, the consent may be a small paragraph saying, “You have a traumatic brain injury. We’re trying to see if a study does a certain drug might be able to improve your functioning. Are you willing to do that?” If they say yes and they’re legal next of kin consent, then that has been acceptable for RIRV. And then something that one may not think of all the time but sometimes it’s possible to get consent over the telephone. And then lastly from a human subject’s perspective think long term. When you’re doing the initial application try to think, okay, what may I want to do in the future and if possible get it in right away? 

So in terms of following people, sometimes a lot of times the databases to follow folks are keyed to Social Security number so you might want to initially indicate that you’ll be collecting people’s Social Security numbers in order to be able to find them if they get lost from the study. Another thing is to indicate you’ll keep data indefinitely. We got caught in a situation where for some reason I guess the IRV said, “How long are you going to keep the data?” and we said, “Five years.” And then we said, “Well, after that, oh, this is a problem. This is very valuable data. We don’t want to ditch it after five years.” It was a big annoyance to get that reversed. Luckily, we were able to do it but it was jumping through a lot of hoops. Include the possibility of dating use by others—students/colleagues—so that you’re not restricted if you do want to do that and then sometimes if you’re feeling your consent form is getting too complicated or if there’s supplementary studies that are not critical that you think might be contentious, you might be able to do a supplementary consent. We’ve done that for asking for permission for genetic samples that we thought people might be a little turned off by that when they don’t know us at all and we didn’t want them not to participate in the study at all because of that so we did that as a supplementary consent form after the participant knew us. Now we’re going to turn the presentation back to Kathleen Bell who’s going to be talking about subject recruitment.

Dr. Kathleen Bell:  I’m going to go ahead and continue now along the path of managing a human subject clinical trial and talk a little bit about why don’t people just sign on the dotted line when you hang up the advertisements and why aren’t they beating down your door to be part of your research which is obviously going to be so helpful for humanity and probably be a lot of fun for the subject themselves. We’re going to go over a little bit about on why people don’t participate to allow you to perhaps plan ahead on diminishing those barriers. The first thing I wanted to do was to give you these couple of references which to my knowledge are the best and most recent references on talking about problems with participation in clinical trials. Note that much of the information that’s presented in these papers and really in any of the rather minimal literature that exist on those are really taken primarily from drug trials and even more specifically from cancer trials. So not all of it is directly applicable to what we do in rehabilitation medicine but certainly a lot of it is. 

Remember when we’re asking people to participate in a clinical trial of any sort that we’re putting a lot of demands on them. We’re asking them to show up for procedures and appointments. We’re asking them to get themselves to and from places. We’re imposing ourselves upon their life. They may be enduring some physical or psychological risk. I can certainly remember the first research project I worked on in which I was inserting extremely large needles into the calf of young college student volunteers and when I look back on that I do shudder a little bit thinking about how little I knew about what I was doing. There are travel problems and there are costs to the subject to participate in research. The whole question of subject payments is an interesting one because we’re of course not really able to call them payment. It’s doubtful that any research project is actually able to pay a subject what they’re costs really are in terms of participating in a project. If we did I don’t think we’d have very many large scale studies but trying to make an honorarium to a patient reasonable enough to show your gratitude at any rate is something to consider.

People have a lot of biases about medical treatment. There are many people who simply don’t want experimental treatments. They don’t want to feel like guinea pigs and even if you assure them the treatment you’re giving is really impossible to harm someone with they may not want to participate. Many people don’t want to change their present treatment. The devil they know is often better than the devil they don’t know. Many people don’t want to take placebos and we’ll talk a little bit more about the whole subject of placebo but the whole idea of taking the sugar pill arm of an experimental treatment is very difficult for people and they may just have an aversion to the whole idea of random allocation. Subjects are often worried about what they don’t know and of course the whole basis of research is that we don’t know what the answer is going to be; that’s certainly not a great footing to start off with with someone you don’t know. They may not be at all sure about the advocacy of the treatment and of course we aren’t either and people may just generally mistrust hospitals and health care in general.

So some of the subject’s concerns about information and consents may be addressable. We know from many studies that have interviewed potential subjects and people who have participated in research that they really want more information. You do have to realize that the more information you give to a potential subject it may increase the likelihood that they may refuse to participate or it may alter their response to the treatment so this is something that has to be very carefully decided prior to starting the consenting process. There are certainly ways to optimize the consent procedure. It’s important to give a good verbal presentation in addition to what’s on paper. It’s often helpful to think of several methods of presenting the information, particularly if a trial is going to be complicated or if the concepts involved are complicated. Many subjects affirm that they like to have time to think about participation. They did not want to be pressured on the spot at the first approach to participate in a research study. Sometimes this is unavoidable. We’re presently doing a study in which we are recruiting people with concussion in the Emergency Department. There really isn’t time for them to think about it so we try to give them time in small chunks and they come back at a couple different opportunities during their Emergency Room visit.

We all would like to see I think in addition to subjects better, simpler consent forms. This is not easy to accomplish as there are many requirements by the Human Subjects Committees that end up having five-, six-, seven- and eight-page consent forms. On the other hand, there are certainly ways to structure consent forms so that they’re easier for people to look at.

The other thing that really has proven to be helpful in some studies is to have more than one person explain the study. For instance, it may be that a physician may be a good person to explain part of the study and it may also be good if a nurse or someone else can also explain the study so that there are two different ways of approaching it and the potential subject also feels that they’re getting more than one interpretation of the study.

There really however isn’t any magic bullet about consent forms. There have been a number of studies that have demonstrated that if you’re dealing with challenging population, people who are in lower socioeconomic groups or who are educationally deficient, that just having an easier version of the consent form is not going to result in a better informed subject. So putting all of your eggs in an easy-to-read consent form/basket is not going to get you an informed subject.

One of the big obstacles to people participating in research is this whole notion of randomization or equitable which is a very foreign notion to people who do not do scientific research and is actually somewhat of a foreign notion, even to researchers in a way; we’re asking people to accept the notion that we truly do not know what the outcome is going to be and therefore randomization makes perfect sense.

On the other hand, none of us would be doing this research if we didn’t think that it had a really good chance of working and patients are not stupid and they can figure that out for themselves; that one of the reasons we’re doing this drug study or this intervention that we think it might work. So it makes it very difficult for people to accept the notion of randomization. Now there are ways of constructing many studies that can at least partially overcome this aversion to randomization, for instance, offering a treatment later after the primary outcome measure is completed. Because one of the ways that we are increasing our participation in an exercise study once the primary outcome is completed, anyone who was in the random and the control group is invited to have the full benefit of the intervention and it has helped to keep our enrollment up.

Family and friends are a major influence on whether people will participate in research projects and including family and friends in the presentation of a research project is often very helpful in both helping the subject understand the study and in helping to mature participation as the study goes along. In all of the studies that have actually looked at recruitment, position recruitment however, is clearly the most powerful influence on whether somebody joins a clinical research study or not. Liking the physician motivator is going to increase recruitment, not having confidence in the physician is going to result in decreased recruitment. Now this is a little bit of a problem because if you’re asking the person who’s actually primarily treating a patient to enroll someone in a study it could be looked upon as coercion and again needs to be very carefully balanced on how the treating physician is involved with recruitment for the study.

There are problems however with using physicians as recruiters and as participants in research study if they are not truly in the core research group. Physician clinicians and other clinicians who really aren’t intimately involved in the research may really not be comfortable with carrying out the protocol. They may not understand the protocol; they may not be able to present it accurately. If they are in the position of having to do data collection, they may have a lot of concerns about poorly designed or what appears to be excessive data collection and again it’s very important to educate your recruiters as much as possible before setting them to work trying to recruit potential subjects. Physicians worry about giving correct information but probably the worst thing that can happen is that physicians or other healthcare providers may actually cherry pick recruits who understand better and this is something that you really have to watch out very carefully for if you are involving multiple people who are recruiting subjects. You really are going to run into grave problems of generalizability if you are only asking people to participate who will understand better or will be more likely to participate.

Now there is not a lot of research that supports whether or not there are specific groups that are more problematic than others in terms of successful recruitment but to date there really doesn’t seem to be any impact on the illness severity, the type of illness, the level of education, the age of the subject on successful recruitment. Rather successful recruitment really appears to depend primarily on the clinician or researcher who is working with the potential subject rather than the diagnoses themselves.

Other factors that can affect participative attitudes motivators to people participating in research studies include such things as the perception that by participating in the study they are going to be receiving either better clinical care or at least more attention; secondly, that there really will make a contribution to medical knowledge or care. This is very important to people who participate in research. This is one of the factors that over and over again mentioned by people who had participated in research that this is an important thing for them to feel that they were contributing and also the affinity again with the physician or staff. It’s important to have everyone understand the necessity of the control group especially when you’re using clinicians as gatekeepers or subject finders.

So here are a few suggestions that might improve subject participation. First obviously search your soul carefully and make sure that you are not demanding more of your subject than you need to. While it’s nice to be able to throw everything, including the kitchen sink, into a research project thinking you’re going to use that data later really search your soul and think: Do I need that now? Is this something that’s going to complicate the study to the point where people are not going to want to participate?

The second thing is to really explain the purposes of study and the investigations very clearly to people to avoid giving pressure and to really demonstrate personal interest in the subject situation. It’s important to sit down and let them tell you something about themselves and to have them then feel that they have a personal connection made with the research personnel. I’ll mention this again and at least one more slide. It’s very important to have dedicated research staff who are participating in recruitment. I think any of us that have tried to populate a study with only volunteer recruiters have found it to be extremely unsatisfactory. It’s also very helpful if you can do it to pilot some recruitment strategies ahead of time. No matter how well you think you have looked over the turf in terms of how many people might be out there as potential subjects it’s very interesting when you actually get in there and start trying to recruit what the barriers really are and if it’s possible to put someone into the actual places where there will be recruiting or with that population you’ll really learn a lot of interesting facts early on that may help you to be more successful later. Very few successful trials describe how they have overcome barriers so these are suggestions but some of them not proven. There really is almost no information particularly on how to recruit women, racial ethnic minorities, and certainly none for the recruitment of disabled populations. If you’re interested there was a workshop on health behavior research in minority populations back in 1992 which did have some information on this so if you’re looking at recruiting one of these populations you might want to refer to it.

So where do you find these subjects? There are a number of places that you can look. Registries are helpful or they’re not as helpful as one would wish. We do for instance have an institutional website where people who come under the UW website can just look and see what kind of studies are available for potential participants and I think I can safely say that we’ve never had anybody actually enroll in one of our studies via this but nonetheless it’s nice to have out there.

One of the things that has proven to be extremely helpful for us is to include on any study consent form a section of the end which gives additional permission to contact the subject in the future if other studies that may be of interest to them come up. It’s an additional place where they sign on our consent form and it allows us to…. For instance, this is a group that does a lot of research and brain injury but if we know that someone else is going to have a study that may make use of this particular population that we can then pull that up and we already have the subject’s permission to contact them to let them know about future studies. Occupational screening, direct mailing, direct mailing to primarily providers, personalized letters with follow-up phone solicitation of providers to help in identification of subjects, and coordinated media campaigns. If you’re doing a very large multi-center study in which you need a lot of subjects can be helpful. In terms of using the media, there are lots of fairly low cost ways of doing this at looking at community newspapers, community college newspapers, bulletin boards, etc., looking at list serves for potential referral sources. For instance, the Washington State Division of Vocational Rehabilitation has a list serve on which you can contact many, many vocational counselors so having somebody who can post on to that list serve is very helpful—various list serves exist for all sorts of government agencies like that—and then of course there’s patient advocacy groups. 

Try to reduce participant and convenience as much as possible. You may need to pay transportation costs. You may need to provide babysitting. You may need to construct your study so that the hours in with which people participate are outside of usual working hours. You might be able to structure your gratuity or your compensation so that you partially pay at each visit to offset the cost as you’re going along with a bonus payment at the completion of the study.

Now if you can arrange it, it’s always easier to recruit from a captive group of subjects so if you’re in the lucky position or you can only use people who are hospitalized on your rehab unit or only your current patients in a specialty clinic more power to you. What we certainly find in our institution where there are a number of people doing research is that we have a problem with collision, study collision, and we have to again look very carefully at where we plan to recruit a potential subject so that we’re not also interfering with other research projects and it’s much more difficult to find subjects in community living situations. You have to be much more creative about how you go to find them. You have to look at senior centers, health centers, subsidized housing units, and find out how you get the word out to people who are living there.

So the planning and management of human subjects study, pilot studies for recruitment, and retention are very, very helpful. As I said we’ve had quite a few surprises when we start recruiting even though we think we know what the lay of the land is we sometimes get into that actual situation and find out that there are barriers we never suspected.

The second thing is in terms of your recruitment projections you should have projections, you should have goals that you’re setting for yourself, and you should be monitoring your recruitment on a continuous basis throughout your research project. You should be keeping phone logs, interview outcome logs, scheduling logs so that you can go through and can really keep track of what’s happening with your screenings, refusals, why you’re having no shows, what’s happening with eligibility status, and track what happens to every subject that’s screened. If nothing else, it’s a wonderful education tool for the agencies that’s funding your study to show them that you have been a busy beaver.

In terms of planning and management, as I mentioned, paid research staff is absolutely crucial in terms of really getting good recruitment to a study. They need to be enthusiastic, committed, and personable. They need to be cheerleaders and they need to be compulsive so you have to look carefully for these people but they’re worth every penny once you find them.

In terms of using volunteer staff, build in time to do training, updating, and booster training. Make sure they is supervision. Make sure there are incentives of some sort for the volunteers and this doesn’t need to be monetary incentives but some sort of incentive and do very careful selection training and follow-up. I’ll skip this because I think that Dr. Tempkin covered generalizability well. The costs of recruitment are underestimated. Spend some time when you were actually developing a research project looking at what your cost effective strategies are going to be and allocate enough money to allow you to recruit.

When you’re writing your grant and you’re describing your potential participant, start thinking about where are you going to get them from, what it’s going to take to get those recruits, plan how you’re going to monitor it, estimate the cost of recruitment and write this into your grant and I think that you’ll find that sending agencies will really appreciate the thought that goes into this.

I’m going to go ahead now and I’m going to switch seats with Dr. Dickman and she’s going to talk about what we do with all these wonderful subjects once you have recruited them successfully into your research project. Dr. Dickman is taking a seat.

Dr. Sirio Dickman:  Hello. I think that Dr. Tempkin talked about why it is important to recruit eligible patients and Dr. Bell talked about how you go about recruiting them and I’m going to talk about how to retain them in the study. I think that there is going to be overlap between my presentation and Dr. Bell’s because the same factors that make people participate in the study are the same factors that keep them in the study throughout the protocol.

My presentation is going to pretty straightforward and very specific and it’s certainly based on our experiences over the last 25 years in terms of what worked and what didn’t work and so that is what I’m going to be presenting.

When you start out you have to have goals. You have to have expectations about what the study is going to achieve. Ideally, all enrolled subjects through Dr. Bell’s method will participate in the study for the full length of it that the outcome assessment for your data gathering is going to happen within the time range that is set by the protocol. This is over optimistic but the follow-up will be perfect that each of the outcome assessments or the data gathering is going to be complete rather than loss of missing data and that the data collected is going to be of high quality. So I think you have to have some goals. These are ideal goals. These are over optimistic goals but you have to have a reason why you are not achieving them and where you want to set them.

So how to maximize the chances that you are going to maintain the integral patients into the study and do your follow-ups. I think that the first one is really the same thing that Dr. Bell talked about and it is absolutely critical you have to have the funds to do it and it is always underestimated if in order to have dedicated staff you have to have sufficient funds. Second thing is that you have to assign the task of the follow-up to someone that can do it really well and there is no educational background that will help people do this. These are personal attributes of people. Some of our most successful people that have tracked patients have come from experiences of bartending. They know how to relate to people, to different kind of people.

The other critical element is that you have to have good contact information because you are going to follow them over time and you’d better have good contact information and we’ll talk about that later some more. But upfront if you get that information it’s going to help in the long run and then just like Dr. Bell said also is that the frustration and continuous participation has to be easy and positive and one can also use some tools to be organized and keep track of the follow-ups.

So who are the people that can do a good job? One thing that’s not in the slides but I would like to mention is that we have in most of the studies—not all—have kept the person that recruits the same as the one that follows people and I think that this connection between the subjects and the person that is recruiting and following is absolutely critical, even though there are different reasons why people participate the relationship with the person following them is really critical. So what kind of qualities are you looking for? They need to be bright, energetic, confident, and friendly. Other thing is just like in any kind of employee you need somebody that’s really going to take ownership of the project and it’s very important to them where they’re either successful or not; that this is not a job but this is their own project and they need to be compulsive. They have be organized because when you are dealing with a big sample pool you have to be pretty organized. Somebody needs to be organized. They need deadlines and expected goals that are set up for the project and the other thing is that that person needs to really feel that they need to believe in the objective goals of the study. Unless they buy into it they’re not going to be able to really get the participant to be excited about it and to continue their participation.

Here we’re talking about the relationship between the person that is following people and the participants. It is the rapport attachment. I think that it’s very important if that person really meets the subject and the significant other. Here significant other does not relate to a romantic relationship but these are the close primary contacts like parents, partners, siblings—that’s what we are talking about—and that is very important that they are able to meet face to face. It is important to tell the participant to tell their primary contacts, the people that they are given to contact, to expect calls so that when you call they know who you are and that your name has been given by the participant and I think that is really important especially with cognitively impaired patients when they are participants that there is somebody else, a family member that is involved, because the patient may never eve remember that they have consented to a study and the significant other is the link between you and the participant. They also provide the needed information. They can provide the transportation and support continual involvement in the project.

The first thing that is doing the follow-up they really need to have a very caring attitude and respect for the participant and not make them feel that they are guinea pigs so they are not just information providers but they are somebody that you really care about. The person needs to be very familiar with the study and even though when they consented you think that they know what they consented to many times, especially with neurological patients, they don’t really remember what study this is and sometimes they are also contacted by multiple studies so they cannot keep these studies separate and so it is a very important person that’s following to always feed that information and maybe the participant have forgotten why they are in the study, why they are participating, and what is this anyway.

Other thing is that the person that’s following, especially when it’s difficult to follow. There are participants like traumatic brain injury, for example, three of the presenters today that is mostly what we have done is that it takes a lot in order to get them to continue to participate and to bring them in. So the person has to be very persistent and not to really cross that line of being a pest.

So what other things can the person do to make the continued participation in the study positive? One is you pay them and you have to really qualify this very well with a human subject as you are really paying them for their efforts and time while they’re participating because they don’t want you to bribe them. They will help and the other motivators just like Dr. Bell described is that they want to help future ? They want to contribute to science and in some of the studies the outcome assessments, for example in our case, we do very extensive neuropsychological assessments and functional status assessment and a lot of times these are really clinical evaluations that are physically done and one thing this has been good incentive is to provide them with this information and feedback for no cost, and again establish a caring and positive and respectful relationship with both the participants and their significant other. The person has to be very flexible and I think the best way to describe it is really whatever it takes. The person has to work around the schedule of the subject including working weekends and nights and when you hire such a person make sure that this is what is expected of them so that they’re not expecting that they’re going to call the subjects between 9 and 5 and necessarily be able to find them and bring them in. And so our examiners and people that track patients they work weekends and the other thing is that you pay for their transportation. We have gone to the homes of people. As long as it is safe we have determined that it is safe, sometimes we have met patients in public sites very close to their home such as restaurants, the libraries and schools. And the other thing else when it comes to making it easy for them is paying for hotels, lunches, parking, etc.

So what kind of tools are helpful that can keep one organized in terms of following/tracking patients? One important tool is really the contact form and the subsequent slides—I’ll go a little bit more into that—and keeping that updated because the patient is enrolled in the study and then you may be following them for a month and maybe for years and so it is very important that you get as many contact information as possible.

The other thing is that the tracking form—Dr. Bell talked about that—and that is a tracking form that is used for each of the cases that you have and then recording every correspondence with them in terms of when they had been called, whether or not it was successful, what happened, whether or not at the meeting, if the appointment was kept, etc. And the other thing is that you need to have a master list of the subjects and determine the time windows of when they need to be brought in or the contact needs to be made to gather information and the other thing is also a tracking method of having cumulative maintaining the patients in the study. What is your rate of retention? And then keeping that updated so that you are on track. Don’t ever sign the project and then look at what happened at the end because you are surprised at how many people are really missing.

The contact information is absolutely critical and it should include not only the subject information, addresses, phone, cell phones, office phones, email address but the one thing that is missing from this and very, very critical is really Social Security numbers that Dr. Tempkin talked about. And the other thing is that you need to have as many primary contacts—people that will know the whereabouts of the patient no matter what—and these may be the family members, those are probably the primary ones, but in some cases we have gone to extremely secondary contacts like in a grocery store, their neighborhood that will know where they are, or even bars that they visit. And then you need to update the contact information during each communication. Now what happens if the contact information doesn’t work anymore and that has happened and that does happen. Some of the other records that you can use to track patients includes hospital records; another is electronic media like the telephone book and there are some other search engines, nurlin[?] data. Other one really sounds terrible but it’s called Dogpiles.com. Apparently, it has several search engines that’s contained in this one. Other one is prison records with some participants like in head injury a fraction of them are going to be there and that’s public record you can get whether or not they are there. There are Social Security index. Some of the cases are going to have died and you can find them that way and there’s also Equifax that is based on their credit checks.

Now the tracking form which is different from the contact form that is really all the contacts that have made and then you update them on a regular basis so that there is a permanent record so that when you try to contact them you don’t try those methods that have failed in the past. And I think that these records are really absolutely important to them to show us the rest of the team all the efforts that you have tried contact the person and why they were lost; that every case has to be accounted for.

Now scheduling appointments can be very challenging especially with certain kinds of participants. The call has to be made to schedule a time prior to the time window and I think that especially in high number of cases it is important to try to schedule them for the beginning of the range so that you are anticipating failure of keeping the appointment but still even though that will happen still you are within the time range and then you are documenting all the attempts that were made to contact the subjects and what happened. 

If you don’t find the patient, call a different time; call in the morning, at night, weekends. Saturday mornings we find are very helpful in finding people. If you are unable to contact the subject, the participant, contact the primary contact because they may know where the participant is. If all fail, you send a letter and by the way these are not the only things that you try. These are just a few things that I’m putting up here. If the subject is contacted, appointment has been set up but it is missed, you schedule as quickly as possible and sometimes you may just have to do that multiple times before you give up. And if everything fails—you cannot get the subject or the significant other but you can get them only for a very brief period of time—it is important to preset a number of questions that you really need the information for and try to at least get that on the phone when you catch them.

Now how to improve the chances that the appointment will be kept put your self in the position of the subject and what kind of problems they are going to face. One of them is transportation and it is important to work out the logistics of that. Call them couple days ahead of time to make sure that they remember the appointment. With cognitively impaired patients we have called them on the day of the testing in the early morning, send them very, very clear instructions for directions, sometimes we will send a taxi cabs to bring them in, and with the instructions tell them where to go and you meet them right at the door.

We talked a little bit about follow-up. Let’s say that you are setting your rule at 85% or 90% retention rate. I think that is very important to keep track of that and renew it very frequently to make sure that you have not fallen behind. Other methods that we have found useful is to discuss problem cases with the research group as you cannot have frequent meetings. You can have list serves and those have proven to be very helpful in terms of different people coming up with suggestions about what else to try and then as a group determine whether or not all avenues have been exhausted and that now you should stop pursuing the case. So when you call it quits the subject says, “I don’t want to be involved in this research anymore” and withdraws their concerns. Hopefully you have set some rules in advance in terms of what efforts need to be made before giving up that they have been exhausted; that the research group has no more suggestions to make. Sometimes there are several follow-up points and the subject misses one of them; don’t give up. Try them the second time because sometimes you do find them afterwards and then decision of the group and the PI saying that all efforts have been made I think at this time to call it quits. You want this to end like this one. Now I’m going to turn the lead to Dr. Kathy Bell again.

Dr. Kathleen Bell:  I think that’s really the end of our formal presentation. I hope we’ve covered a lot of background and very practical issues that’ll help you to be more successful in recruitment and retention of subjects in clinic research. I see that there are no questions so unless something turns up in the question box very briefly I’m going to turn this back over to John who I think is finishing up.

* * * 
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