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  I:	Um, so thank you so much for taking part in our study. My name is Anani Rata, so you are participant 1 1 8. Alright. Can you please tell me your initials, 
P:	uh, [initials mentioned]
I:	[Initials mentioned]? So the name of our study or the title of a study is Survey of Knowledge and Practice of Good Clinical Trials, collaborative Guidance in the Conduct of Clinical Trials. So, the date of our interview is 3 October 2024, and the time is 09:55.  Do you consent to being recorded? 
P:	I consent to be recorded.
I:	 Thank you so much. So I'm just going to read our introduction to you. So thank you for speaking to me today. I am interested in learning more about implementation of clinical trials in South Africa.As a key stakeholder in the implementation of clinical trials in South Africa, I would like to learn more about clinical trial practices and your experiences in clinical trials in South Africa. So we appreciate you taking time to have a one on one interview with us. Alright.  And there are no right or wrong answers.I am here to learn from you. Alright? So, um, participation in the study is completely voluntary.  You can stop the interview at any time. And you do not have to answer any questions you prefer not to answer, or any questions you find difficult to discuss. Okay. Alright. So do you have any questions before we start?
P:	No, that's good.
I: 	Alright. So firstly, I'm just going to ask a few background questions about you. Um, Would you like to tell me my age, or you prefer your age, not my age? My age. Or do you prefer not to say? 
P:	Fifty seven. 
I:	Fifty seven. And do you identify as male, female, or other?
P:	 Female. 
I:	Female.  And your education discipline, are you in public health, social science?
P:	Medical science. 
I:	Medical science. Alright. There's also environmental health.  There's also science, there's also management, and other. Medical science is correct. 
P:	Medical science,
I:	 Alright. So what is your current country of residency? 
P:	UK. 
L:	The UK. Um, so you don't have a problem? 
P:	No. 
I:	No.  The locality, is it urban or?
P:	Urban.  
I:	And your current role or position? 
P:	Uh, professor of local health. And director of implementation science.  
I:	And director. Okay. Yeah. and Director of Implementation Sites.  How long have you worked in this role? Zero to four years? 
P:	Five to nine years Um, this particular role, Professor of Global Health and Implementation, is since  2020. So that role, this particular role is four years, yeah.  
I:	So four years? 
P:	Yeah. 
I:	Alright, so you've been four years in Global Health.
P:	On Global Health, no, I've been, um,  Since  2000. So 24 years, more than 20 years in global health. 
I:	Oh wow. Yeah.  Which department are you working for currently?  
P:	Uh, that one's the, is that, you've got an academic option, don't you there? 
I:	Yes, I've got an academic option.  And sector of intervention, is it pharmaceutical?
P:	No, it'll be um, research academic institution, that one
I:	. Research academic institution.
P:	 Yeah. 
I:	Alright, thank you. Which countries have you worked for? 
P:	I've worked in the UK, South Africa,  um, India. 
I:	Oh, wow. 
P:	Um, Myanmar.  
I:	Eh? 
P:	Myanmar, Burma. 
I:	Oh, okay, I'll get that one. 
P:	Just M Y. M Y.  M Y A  N  M A R. 
I:	How many years have you been working on clinical trials?  
P:	Um, so the first clinical trial I did was in, well actually I did one in Burma, that's many years ago. So I could either, but doing it properly is around 20,  19, 2018, about  6 years. 
I:	About? 
P:	6 years. 
I:	6 years. That's right. Okay. Okay. How many clinical trials have you worked on? 
P:	Let's, uh, let's get a simple little,  like this,  and,  doesn't like me, um, about four. Alright.  Yeah, and actually five, because if you put in, yeah, five.
I:	 And what phases were those clinical trials, were they phase one? 
P:	They're all phase four. I mean there's, phase four and there's sort of,  One phase three, one two, but that's kind of should have been a phase four, but it's fine. 
I:	As part of your clinical trial experience, what type of disease groups have you worked on? 
P:	HIV. And I've done one malaria trial, but I don't know. You don't have, 
I:	yeah.  
P:	Malaria.  That's all, yeah. 
I:	Alright.  So we're just about to start now our open ended questions. Um. So, let's talk about your role in implementation of clinical trials here in South Africa. Do you have experience in the start up phase of clinical trials? 
P:	Yeah.
I:	 Can you please just give me just more? 
P:	Um, so, so I, the trials that I've run, I've always been the principal investigator, so, um, and sometimes the sponsor organization as well. So, uh, I've always been involved in the start up phase of clinical trials, but these are predominantly implementation trials. 
I:	So you said, uh, you mostly, the role that you mostly played has been P. I. 
P:	Yeah. 
I:	And sponsor.  
P:	Yeah, and, or sponsor, yeah. 
I:	All right. Have you ever been involved in a clinical trial that failed to be informative? 
P:	Um, no, they've always been informative. I've had clinical trials which had a negative outcome, but the negative outcome's also been informative, so no.
I:	So no, alright. And what challenges have you observed in the conduct of clinical trials in South Africa? 
P:	So I think there are several challenges. Um, I think regulatory, I think SAPPRA, SAPPRA's regulatory structure is understandably very protective, so very restrictive, but I think that impacts on justice and the ability to widen participation to some of the more disadvantaged groups, um, that's one.And then the other, um, concern I have with, uh, trials is there are challenges, for example, around, um,  children and getting children into trials because, you know, regulations around having parents, but the parents have to have legal status. Many, many people have sort of a semi legal governorship status. So, we're into observational studies, we often can use that, but in trials, they have to have sort of legal documentation, so those children can't participate even if they want to participate.Um, the third problem, I think, is a sort of slightly more complicated problem,  is, is, is an issue around roads and transport, so that we really need to try and decentralize. trials, as much as possible to reach people. But that then has the issue of each of those being a satellite being considered to be a C2 site rather than a satellite site.So some kind of flexibility around using, um, satellite sites. And then the fourth big issue I think is, um, it's a complicated one, but because,  and it has ethical sort of implications, I think the, although the amount of compensation is, is sort of…Consistent with salaries across South Africa in a rural setting, for example, where we mainly work that can be quite a high amount of compensation.And so the concern that people may be participating in trials because of the amount of money and also the really good health care that they receive within a trial setting, Uh,  kind of borders on the area where one becomes concerned about the extent to which that becomes coercive because they're not truly.Um, and then there's the tension and on the other hand you don't want sort of people not to be receiving any compensation. I don't know what, how to solve that tension, but I think that is a, that is a challenge to really, then when you're doing the informed consent, to be sure that person really wants to participate.And I think the knock on effect of that has been that you see sometimes people are not.  Taking the, you know, oral placebo, partly because I think they didn't originally care about the trials. [phones rings] Sorry about that. 
I:	No problem. Um.  And the children issue, how do you think we can solve that? The guardianship, the parents being the…
P:	…the I mean, there are  two things. One, I guess, globally, nationally, it probably is important from a child protection perspective that these, uh, these issues are resolved. So, you know, if we're saying that for a clinical trial  It's important that the guardian's a true guardian and has some registration.And then on the other hand, nationally, we're saying that's okay.  Maybe the problem is in that level. I guess on the other side is to try and sort of be consistent with what's normative behavior. So, you know, if  it may not be a full legal guardianship, they've gone to court, but maybe there are ways that we can,  check with the family, with others, that this is a true guardianship in the context of this setting and that we can document that in a way so that we've done our due diligence in terms of being sure that this is the person that's looking after the family.And it's, you know, within the family, and everybody accepts that this is the true guardian, even if they don't have a legal document. Um, so, so that would be my feeling, and maybe some paperwork, you know, some SOPs, some good practice around how to do that well. Because otherwise, I think, we're defaulting to the easy solution, which is to say that  let's just be safe, and only include people that have,  the right paperwork, who have the right guardianship, but then we don't have a representative sample.We're actually to a degree saying some people don't have a right to participate in trials, even if they want to. So from an equity and justice point of view, I think we need to, from that sort of ethical principle of justice, we need to find ways to overcome barriers to allow people to participate in trials if they want to participate in trials. 
I:	Thank you.  That is quite interesting. So what are some of the challenges you have observed with randomization into  clinical trials?  

P:	So  We, I haven't personally had so much challenge in that sense because we do a lot of work in the community engagement prior to really try and explain what randomization is and I do a lot of cluster randomized control trials, so we spend a lot of time  doing training and really also showing Explicitly people how the randomization happens.We have these randomization ceremonies. Where everything is done, every step is shown to people. So that they understand that what happens is purely entirely by chance.  But I think, you know, on an individual randomization, my concern would be that,  that you need quite, you need an educational level in a society that people kind of understand. A little enough of stats and probability to be able to understand how they're, what we mean by chance.  And really for us to work hard at finding the language to explain that. And a lot of people do know about gambling and they know about the probability of winning in cards and the probability of winning in dice.And so you can use quite easy language to try and get people to understand where the idea of chance actually comes in.
 I:	It's like flipping a coin. 
P:	Flipping a coin. And, you know, you can, I think using quite, uh, working with the community engagement. bodies that we have working with our, and we have very good community engagement, working with our social science teams to find ways to really explain chance in a way that's understandable in any context we're working in.Uh, but definitely where we've done it very explicitly and gone through all those processes and shown people the throwing of the dice and shown the way that it's by chance that each section has been picked has made it much easier to explain that these are truly  It's not that we've chosen somebody.It's actually happened by chance. 
I:	By chance, yeah.  Now let's talk about the conduct and implementation of randomized clinical trials, right? So good randomized clinical trials are supposed to be designed to produce scientifically sound answers. to relevant questions by including a broad and varied population.Alright? So, in your setting, or based on your experience, what groups are often not included in trials without a good scientific justification?  
P:	So, one group, as I said, is children. I think that's become quite difficult. Um, I'm seeing a change. Um, around pregnant women and breastfeeding. And I think one of the problems we've had is that we often don't have evidence for pregnant women and breastfeeding.And it's been really nice to see that Lenacavivir was the first trial that explicitly didn't exclude, um, pregnant women and breastfeeding. But I can see that lots of vaccine trials are  currently excluding…. Um,  so there are lots of pregnant women that are, uh, you know, lots of trials that still continue to exclude pregnant women and breastfeeding women. Lots of trials in the UK that I've seen exclude people living with HIV, people living with comorbidities. And many of those exclusions I think are not, um, necessarily scientifically justified. And I think we should be working harder that At the kind of protocol phase, we get rid of the scientific justifications that affect that.In real world practice, I think,  as I said, we just described children and the difficulty, even if you are including them, of getting them in. Um, the other populations often will be left out, would be mobile populations. Um, because of loss to follow up, but yet in reality, they are a real population that we'd be reaching. Other sort of key populations, like sex workers or  that are often excluded from trials because people find them challenging to engage in and do long term work with. And yet they may, for example, for HIV prevention, may be the people that need the products in the end. And so we don't have the space for them. [[ Someone came in and disturbed the interview]  Okay. If you pause, we'll come back and continue. 
I:	Okay, alright.
P:	It'll be half an hour, then we'll come back. Thank you. Sorry.
 i:	Um, this is part two of participant  118 and we are going to start at, uh, question six and the time is 10. 50.  Alright, so the last time we were talking about, uh, people that usually get excluded in clinical trials without any scientific justification. So we're just going to continue with question number seven. So what changes need to be made in the design and conduct of clinical trials to be more inclusive of varied populations? 
P:	 Okay, so, so I think some of it we've probably touched on a little bit. So one of the issues would be, um, in terms of sort of physical access. So I think if, if some of the people that are being excluded from studies is because they're living in remote areas or more rural areas and therefore not kind of, Accessing these sort of fancy clinical trial units is to, to be imaginative and I think, um, there's some experience in AHRI under, uh, Dr. [Name of the Dr mentioned] team of sort of looking at delivering clinical trials through primary healthcare settings and putting the investment in to make them. Um, clinical trials safe, but getting those settings, so you're getting people in a primary care as you would in many high income countries, and even going further and looking at delivering trials in community settings, whether through mobile clinics, um, or, uh, other kind of other ways.It probably has to be a mobile clinic because you still do need the receipts, the clinical trial kind of. Thank you.  Um, equipment, but having this more decentralized hub and spoke model of, um, delivering. And I think one of the challenges is that that model isn't explicitly familiar everywhere. And from a regulation perspective, each unit is considered as a unit and therefore needs the full team, which is not possible. So having a hub and spoke model where the satellite sites. are regulated under the central CTU, um, but are actually physically further out, in the same way that we're decentralizing healthcare. We'll get much more remote people, so that's the first thing.  In terms of getting children, I think it is looking in each country, looking at the context or area, the context in which we're working, what are the ways in which guardianship are defined, and having some clear guidance. That could be standardized and is, um, just to make sure that it's safe Yeah. From a clinical governance perspective, but that there is a way that those young children can participate if they don't happen to have otherwise. You're excluding orphans and vulnerable children. Yeah. Mm-hmm  . Um, so that's, and the third one I think is, um, so it's remoteness for pregnant and breastfeeding women, I think is about creating a stronger kind of advocacy from the communities of breastfeeding and pregnant women so that they.Not only feel that they're able to engage in studies, but they can really understand the role the benefits of participating in studies Because it's obviously a very challenging time to make decisions around  Participating in studies, but if we don't have evidence from those groups, then we won't know  When the study gets registered, whether it's safe in those groups, and then they get excluded from the treatment eventually.So, that will need some more careful thinking and some more clear guidance, but I think Lena Kapovia has started that process and, and hopefully will end up with more guidance around including that really important group of women in reproductive age.  In general, I think women have often been excluded, and now that has shifted, but having, you know, making sure that all clinical trials look at their recruitment and have equitable recruitment, women and men, different age groups, and different rural socioeconomic places to just ensure that there is much more equity.Um, and I guess the final way to overcome it is having much more local community engagement to try and kind of Engage them in the importance of trials, make them advocate for the trials in their communities and for them to be able to identify where there are bottlenecks, where there are challenges, where there are barriers,  um, and to try and include people.And the final area, I think is the ID issue. Yeah. Um, and I, you know, and I think potentially we should.  Think about investing in biometrics more because then you can overcome the issue of some people just not having ID for virtue of being a migrant. Um, in terms of adolescents and young people often their IDs are being held by their parents and so therefore they don't, even if they're 24 or 25, 30.They don't want to go and tell their parents they're going to participate in the trial. And so they don't go and get their ID. So I think we need a way to overcome ID is a barrier. ID is an important thing so that we know who is participating, but we need to find a way to overcome that as a barrier to participation.
I:	No, that's true. That's true. 
P:	But I think, I guess, I think it's having that underlying ethos that we want participation to be as wide as possible. It's up to us as trial leads to Find ways to overcome barriers within the regulation and then advocate for the regulation to relax if it's preventing participation.So what was once protection shouldn't be a barrier to participation. It should really be about protection of human subjects.  
I:	That's true. That's true. Now, um, the next question says failure to adhere to the allocated treatment arm after randomization may reduce the ability to compare between arms.  What would be your suggestion to facilitate and encourage adherence to the allocated study arm? 
P:	I think I am less worried about that, but this is probably because I'm more of an implementation study, but I think one of the benefits of having had the intention to treat analysis  is that we explicitly want to look at whether a product is usable. Um, and so as long as it's a true placebo controlled trial or there's true, uh, the  equivalent of the randomization is allowing you to have equivalent counseling, equivalent relationships with both arms, then the retention should be the same across arms.And if one arm is differentially retaining to another, then that may be a signal about that product. Um,  so I'm not necessarily.  massively concerned that a, so we know, for example, um, in the antiretroviral therapy treatment trials,  um, the last trial that showed the dolutegravir was superior to Afavirenz was because it was intentioned to treat.And what happened is there's much more discontinuations in the Afavirenz arm. Um, and that was an important finding because it meant that although both were, if you looked on a per protocol analysis, both were equally efficacious in terms of the impact on the,  on the kind of the drug's impact on HIV.  TLD or dolutegravir was superior because there was much less discontinuations due to the CNS side effects.And so that finding is important because a real world use is actually a real world use. People are going to discontinue. So I'm not  particularly concerned about that. I think that what needs to be considered is There's two ways around that. One is, you know, obviously having very good pilot work, phase one, very good phase two studies, which identify that early so you don't take those drugs into phase three.But if they do go into phase three, the statistical analysis should be taking into consideration the possibility the one arm will do worse from a retention perspective.  And an intention treat analysis  manages that, and then you can do a per protocol analysis for drug levels if you want to see proof of concept. I mean, another thing that people have done, which has worked very well, is smart trials in which you do, you basically get rid of the idea of phase two, so you're, you're in a way, rolling in phase one, phase two, phase threes into each other. And so some of these questions can be answered through the design of the trial.Uh, there are sort of power calculations.  Aspects that need to be considered. But, you know, for us in South Africa, there's huge opportunities to do these massive platform trials um, that, for example, in COVID in the UK answered really big questions around, um, COVID treatment. That's why the UK managed to end up with all the kind of early diagnoses around how to manage COVID in ITU because they had these platform trials that everybody participated in. Everybody got randomized and quickly could go through different um,  Conurbations of treatments and so I think there are opportunities to think imaginatively about trials. Yeah, so as to be inclusive but also to To find out these answers without having to finish a whole trial and then realize that half your  Intervention arm dropped out because they hated the drug and you spent three years and then found out
I:	 Now disproportionate… disproportionate data collection with time and resources  Based on your experience  What are some of the common errors in designing CRFs, um, that result in large volumes of data that is not relevant to the research question.
P:	  Yeah, so I think, um,  yeah, I, I really agree with this one. And I think it's not only that it wastes time and effort, I think the quality of the data is worse if you're collecting too much data and therefore you might be missing the quality of the data. The good data are the ones that you really need, those variables you really need.So my feeling, I mean, in terms of experience, there are several things you can do. One is, you know, making sure there's not too, there's a very clear hypothesis around your, um, study. And to think about  each data collection tool, what hypothesis is it going to answer? How is it going to help answer that hypothesis? Is there anything in that that's superfluous that doesn't help your hypothesis? Yeah. It's trying to avoid the, you know, what if, oh, wouldn't it be good to know? Wouldn't it be good to know questions?  No. You need to get another grant to answer that question specifically. It's not, oh, I'd really like to.It's a little bit of self discipline amongst the trial investigator team because they're often the ones who'll say, wouldn't it be nice to know? No, yeah. “Oh, shouldn't we just do this”? And then I think Very, very clear pilot testing of the tools. I think we, we don't spend enough time, um, prior to starting in that startup phase to really take those tools extensively, pilot them, look at how long it takes to do them, look at the validity and reliability of each of those questions with cognitive interviewing with our social science teams who are very good at it and then getting, and then, you know, making some discussions around what are the risk benefits to these long, um, CRFs.Just because you have someone there and you're paying them compensation doesn't mean you want to keep them there for as long as you're keeping them. So I think,  I think it's, you have to have some quite strict rules about that. Um, and then maybe some good practice, even some studies looking at, you know, showing people that those long tools,  uh, just basically the reliability, the data declines. And there is some fairly good evidence showing that, you know, you can, the questions early on answer better than questions later on. And if systematically, the important questions later on, you're systematically going to have poor, poor data. So you can, you can look at those. There are things where people do randomly change the order of questions so that they can overcome thatUm, and, um, But being, I think, very strict about piloting and having a rule about how long you want your tools to last.  And if they're over a certain amount of time, what, you know, what doesn't need to be there. 
I:	Sometimes I say that if it's sponsor related,  and they're not even maybe South African, it's from the UK side or USA side, and the ethnicities just keep Yeah.And then you end up in South Africa, there's black, there's coloured, there's Indian. Yeah, 
P:	yeah. I mean, that is an even bigger question. I think that's  That is an important one, is that when we have these multi centered trials that sponsor driven.  I think importantly we should have protocol chairs that have  some relationship to the place in which these studies are going to be done to be able to feedback some of those issues.Um, not, you know, not the me too's, not so many questions and other questions relevant to these settings. And really, a question that hasn't been validated in a setting shouldn't be used.  I mean, if we were doing observational studies, we would say that. If we were doing a mental health trial, you'd say that, because you know that that tool has to be validated for that population in that setting.And I think maybe some of the other subjects  may not be so familiar with that kind of work, uh, just thinking they can just put any question in.  And I think definitely cutting back on that.
I:	 Okay.  Now, communication with participants is one of the ethical requirements in the conduct of trials. How can this be improved in your context? 
P:	So,  I think that's another area where it's been driven by pharmaceutical trials in the global north.  Uh, who have been risk averse over the years and have, you know,  lengthened and lengthened and lengthened their, um, informed consent process. The informed bit of the consent process. Um, at the,  and I think the, by risk averse, I think they're averse to, um, litigation.They're litigation averse. So, therefore they're really concerned about having all the information there. And not necessarily about, um, making that information as understandable and meaningful as possible and that that process of informed consent itself doesn't become a deterrent to participating in trials.And I think there have been some very nice pieces of work done, uh, from low and middle income countries in particular, lots from Africa, quite a lot also from South Asia, around using different forms of delivering the information of informed consent because the point is that you want people to be informed  of the trial and whether you can use pictures.Um, videos, role play, having group information provision where that they have opportunity to ask all the questions they want and then going on to the individual informed consent to the way ensuring  that people are truly informed, um, and that they understand. What it's meant, particularly those things you just described being challenging, like randomization.Why the, why you? You know, what, what is the, what are the risks? What are the benefits? Benefits, yeah. All of these to be fully understood, um, may need using a mixture of media, and there's very good experience, um, again led by social science teams in different settings to really look at the ethical processes, um, and I think that, There's a, um, there's a body, Bioethics Network, led by Oxford, that works in different countries.It's been doing a lot of work around informed consent,  true informed consent, and unpacking  what's, sort of, legal regulation, just tick boxing, what's actually getting people to understand what they're participating in, and also understanding the biology, potentially, of what's happening. Like when you're doing phylogenetics, do they understand, in genetic testing, type studies.Do people understand what it means? What are the repercussions when they, when they, um, consent to the genes? So, you know, being kept forever. All those things. Do they, when they consent to biorepositories, do they understand what it means? So, so I do think we need more work on doing imaginative models of providing the information and then checking that the consent is happening. The other thing I think is a probably deeper thing, which is The informed consent is based on a very, kind of, individual,  single person has a right to make decisions.  And in many cultures, in many countries, the social structure is very different. And there, you know, there are gatekeepers to that informed consent.And so, to be able to keep, you know, the broader social group aware of what's happening, but also still have the individual giving their individual consent without the coercion that may be coming from outside, from family members or both directions, coercing them not to participate or coercing them to participate.We need to also really be understanding our cultural context that we're working in. So I think it's critical to have that.  A GCP should really, really emphasize that side of things. That these things need to be developed with communities,  have community advisory boards inputting into them, having a, um, you know, having a social scientist, anthropologist, whatever group of people that are working close in communities inputting. And again, testing. Spending some time on validating and testing the tools we use. But not being afraid to say,  to use imaginative ways of providing the information, even before people come into the,  even in the community, before they actually get enrolled into clinical trials, that they really are aware of it. 
I:	That's true. I'm learning so much.  And then does the registration of clinical trials in a publicly accessible database demonstrate transparency? 
P:	 I think it's one of the steps to transparency. I actually, I think not only clinical trials, I think that also observational studies should be registered so that you can't change your hypothesis and your plans afterwards.I think, I think it definitely helps that we are We're pre defining our hypothesis, we're pre defining our, um,  analysis plan, we're pre defining what our primary and secondary outcomes are, so we can't change them ad hoc halfway through a trial. So I, I do think it's been very helpful. Um, whether, whether there's enough information, I mean, the clinical trial registries are pretty, there's a lot of. Whether there's some thinking about what's in those clinical registry trials,  you know, how easily they are accessible, that's a different question, but I think that the principle of having them registered, I, I agree with, I can't see any  drawback to it. 
I:	So I know that clinical trials get registered on clinicaltrials.gov or SANTACA the South African National Clinical Trials Register. Do you think there are other ways we can improve on transparency? 
P:	 I mean,  In terms of making sure that the whole population know about it. Uh,  I think, yeah, I think there would be ways. If there are formats, I mean,  for example, with uh, PrEP, AVAC have a, have a website where all  use everywhere in the universe is registered, and that's a very easily navigatable, uh, website that kind of the public can go in and find.I think, and I know that in the UK there are a series of publicly available, um, websites that you can search for trials in your area that you can participate in.  that uses lay language that really explains it. And I think, I guess, one of the issues with these clinical trial websites is that they are very kind of clinical trial y language.And potentially there is a benefit that maybe having a lay,  lay lens, uh, lay language, um, page that's easily navigatable, that you can, you know, looking for trials on HIV in South Africa, you can search them and they'll all come up very clearly described in lay language. I think that would probably improve transparency.Maybe again having using multimedia to do that, having video  segments, or having blogs, or using other formats to make sure  So the idea of all of this is that we would make it more accessible, that people Who are going to be participating in trials understand their trials better and some of this may be really going back to trial participants Can they think of ways,that they would communicate with them would like to commute would have had would like to have known about this trial. What's the key? Information that should be on a clinical trial, you know, if you're doing stakeholder interviews, should you be doing interviews with community? You know for HIV trials, what kind of information do you want to know about a trial? Is it the stuff that we put on clinicaltrials. gov or do you want other things? Something else. Something else. Maybe something, you know, do you want,  what kind of, you know, do you want something pictorial that shows what kind of people this is for? What's going to happen in the future? So I think  it would help, you know, right now they are  pretty, sort of,  dry.
I:	Yeah. [laughs]
P:	There's no way around it. It's actually quite hard to find them. Yeah. When I do websites for my own ones, I can't find them. I have to go back in. But that might just be me. So, I mean, yeah, making them more user friendly more accessible. And this is something funders and sponsors could do.Sponsors could be responsible for having on their websites, uh,  and I think NIH do that to a degree. A much more, you know, a lay summary and then a click onto the  trial registry. You know, there are ways that that can be done. Organizations can do it for their trials, where they have a summary of all their trials, in lay language, and then you can click through to go to the, um, and see, and see what the clinical trial, you know, if you really care about what the primary outcome, secondary outcome in the analysis plan is, you might go in, but you might at least want to have an idea of what the, Of what is happening.What we put on a patient information sheet, in that sort of first place, what is the,  of this trial. And who is eligible.  So, yeah, I think anything we can do to make that more accessible would be good.
I:	 How do you assess whether a trial design is operationally viable in your context?  
P:	So I haven't had to do that because mainly  have been kind of a, either an investigator or a PI so the trials have been designed for  the setting.So I've not done a sponsored trial.  that someone else is, um, doing, so I don't think I can answer that question  appropriately.
 I:	And then how can monitoring and auditing of trials improve the quality of the conduct of clinical trials?  
P:	Yeah, so this is again another thing, I think it, I think,  my experience monitoring has actually been quite helpful, so I would overall say the monitors that I've experienced, um, to date, have helped, have worked with us.And I think that's where they've been good monitors. They've been monitors that want to help make the trial work, rather than just ticking boxes. And I think that's important to, to have monitors that are involved and engaged in the process and care about the trial and just want to make sure it's delivered as safely and efficiently as possible and obviously, uh, within the regulations.So I think that's an important point.  Um, with mobile men, it was interesting to see that The PI, the Chief Investigator, engaged Monitor even before,  even before the site initiation visit. So it's helped very early on to make sure that we were really aware of the regulation in the country. And I think that's a useful approach.Um,  the, I mean, the other thing is, I think  the Monitor's role is just to make sure  things fit the regulations. So I think the more important thing is making sure the regulations are,.. are, are, are, are fit for purpose and aren't just regulations for regulation's sake. Mm-hmm . And I think that broadly globally, tr the trial regulations have moved.Un understandably. We've, we have had some very unethical and poorly conducted trials in the past, and therefore regulation was important. Yeah. And you have, um,  like Sapra or our MHRA in the uk or the us FDA, we've, we've had regulatory.  kind of oversight that perhaps has swung the pendulum over to being very, very cautious. And that's good, I think it protects participants,  but I do think it ends up also creating barriers to equitable participation and I think some simplifying  of regulations, in the way that I think at one point there was work done around simplifying the language of legal documents, but simplifying regulations so that they  Their purpose is really clear.And again, maybe working with communities on that. Yeah. And getting community input. So that we're talking about protecting communities and human subjects, but where is their voice in the regulatory approach?  Do they want as much regulation as we're providing? Or do they want to have easier access? And are there ways to protect without being a barrier? And I think getting that balance right is always difficult. But I think having community engagement and the community and advocates  Being our eyes and ears  to tell us where we are in that boundary between being too protective and too dangerous is sort of, um, I think they'd be the best people, and there's been some good work in program science that I think may help with that, uh, called community led monitoring.And so having,  and community, that means that, like, monitoring a health service, rather than relying on just data that comes from the health service, is, you know, people go, like, people living with HIV go to clinics, or people going for sexual health services, they have, they provide feedback, but quite quantitative feedback, and how long do they have to wait.

I:	Oh, yeah.
P:	 Did, you know, was it, I was supposed to get this counselling, did I get this counselling? But with structured tools that they fill in,  so you get feedback from the recipient of the intervention. So potentially getting feedback from the communities and I think some trials that we've been part of, like PrEP Vac, um, where the social science component has been quite strong, they've interviewed participants and they've interviewed service providers and been able to give quite good real time feedback around.Um, how the trial is happening.  
I:	And that gives Good.
P:	 Yeah. So you get the, the participants voice into And I think if we did more of that, we potentially would have picked up, for example, in the voices trial, that the participants weren't adhering, and didn't have any interest. They were really coming for the nice services, and they didn't want to hurt the feelings of their nurses and doctors, so they were going to tell the nurses and doctors they're taking their tablets.Yeah. But they, um, were scared not to say they wouldn't because they might lose, be thrown off the trial. But, um, but they weren't taking their tablets. Or in that, in, um, the real piperine ring trial, they put the rings in tea in order to pre air. That's how far they went to pretend they used something that they weren't going to use.So, I think, I think we should be engaging advocates and  trial participants to get the regulation right, that it helps people participate but also protects them.  
I:	And, according to you, how often do you think inspection, monitoring, and auditing should happen in clinical trials?
P:	 I think it should be gauged to the risk of that trial, and I think that may be not what's happening.There's sort of a standardized approach, but I think, you know, we have trials which  range from incredibly high risk  You know, cancer trials with drugs that are very, very potentially lethal, serious side effects, to trials of drugs that is just, in some ways, a refashioning of another drug and we know it's got very low side effect profiles.And I don't think we should have the same regulatory,  um, infrastructure for both. I think we should have a risk assessment of the trial product. or intervention, and the regulation, the monitoring should be matching the risk.  
I:	GCTG  agree with you.  The guidance agrees with you. They also say that, that maybe we should Check the risk of the study, then we can determine the monitoring.That kind. Yeah. Yeah. Alright.
P:	 Now, I mean, I think we have a problem. The monitoring is sometimes is now done by independent organizations and they now have a vested interest to keep the monitoring infrastructure going.  Oh. So I think that's one part. And then of course the,  the regulatory authorities have very kind of.Stringent views, and so I think it'll be working regulators, but also bearing in mind there probably is a vested interest in a whole industry of, um, what are they called, um,  yeah, of these sort of agencies that run trials and monitor trials.
I:	 Oh, the CROs.
P:	 CROs, yeah. 
I:	Oh, okay.  Now let's talk about  GCTC guidance.Um, so the GCTC guidance was developed by a group of diverse and multidisciplinary individuals and organizations that believe that good healthcare is informed by good evidence from good randomized clinical trials. And the introduction and promotion of the good clinical trials collaborative guidance will strengthen the scientific and ethical quality of randomized trials.Uh,  clinical trials regardless of where they're being done. Right. So, have you heard of the GCTC guidance? 
P:	I have heard of it now, yes. 
I:	[Laughs]Yes.  
P:	through this, um,  through this 
I:	through this, the interview.?
P:	Yeah. Do think Well, yeah. Yeah, because it came out. No. Yeah,  yeah, yeah. I have, yeah, I've heard of it. Yes.  
I:	What have you heard about G-C-T-C-Guidance?
P:	Um, I've, I've heard that it is trying to, um. Um, that many of us as trialists have been concerned about the, the sort of kind of one size fit alls of sort of traditional pharmaceutical trials sort of done in high income countries. It's just being used as a sort of mold that everybody has to follow, but the context can be very different.And trying to fit your trial into the mold, this mold is, is complicated and doesn't necessarily answer the original idea, which is that you want to answer the question by a randomized controlled trial. So it sort of lost sight of what the original idea of having a randomized controlled trial is and what the GCTC was about to be, you know, what good clinical practice was about. So,  so I, I know that this process has been going on and they've been trying to develop guidance that will be more adaptable to different contexts and make trial access more equitable globally,  rather than concentrated in, um, not just in high income countries, even within high income countries, just within a particular tranche  of educated  white men to a large degree.And so there's been an idea to try and, because otherwise the data is only relevant to that group and We don't know what, and we know that terrible things happen because of that. We know that D4T DDI.  because they were tested in a particular, in white men in the U. S. when they're supposed to be used globally, lactic acid doses was very high amongst, uh, black African women and then pregnant women but they'd never been included in the original trials, and they had no signal. And, you know, there are many other signals that we might be missing, and I'm really pleased that the pharma have moved in the direction, at least in HIV, to widen participation, and that's been a move, but  that's very specific, it's a very specific, Parts, particularly HIV, with very strong advocacy that's been able to do that.And I don't think that's necessarily true across, I don't think like, the COVID vaccine trials had HIV as an exclusion criteria early on. They had diabetes as an exclusion criteria. Those are the people that got sickest. Yeah. So, you know, I think that this idea of trying to really get some, you know, acceptable, globally, internationally acceptable guidance allows us to make trials more accessible. But still safe.  Still equitable, still ethical. Um, I think that's really important. So yeah, I'm very excited by the process.
I:	 Alright. And how is the GCTC guidance applicable to your organization or department?
P:	  I think, you know, we work in a very, very resourceful setting. Many of the challenges that I just described earlier, you know, are  hugely fold, you know, it's an area with high levels of unemployment,  therefore sort of high kind of incentives can be coercive. They, it's an area with very, um, poor transportation,  relatively low health literacy, limited access to health services, coming to a clinical trial unit is quite difficult. So, all of those. Concerns around being able to get equitable access to trials is like, you know, hugely manifold there. So having guidance that helps us to deliver it.But still bring new products to people, not, they don't have to wait to be last in the line for a product to go through its trial, go through registration, go through phase four implementation, and then finally it comes to a PHC essential drug list.  At least have, be able to have access to the same innovations that other people have access.And I think I'm particularly keen, because I think currently we're still working in areas where They are diseases where people are relatively well and it's easy to manage in this diverse, in this sort of rural setting, like HIV, TB, vaccines, but, you know, it would be good to be able to do cancer trials.Cancer,  cancer drugs are, like, you know,  We are miles behind in low middle income countries in terms of where the highest burden of disease is, the least evidence is coming from. Um, and that's because these are quite challenging trials to do, but to think, be able to work, have a, um, a structure which allows you to start to think about how can we deliver these more.difficult, more complicated treatments, these complicated trials in  every setting, resource poor or resource rich, so that everybody has access to the greatest innovations in healthcare. I think, I think it will help us. It won't be everything, but it'll be one step in that direction. 
I:	One step, yeah. That's true.And would you recommend training on GCTC guidance to your organization?
P:	 I think so, yeah. 
I:	You think so?
P:	 Yes.  
I:	And why would you recommend it?  Why would you recommend training on GCTC guidance for your organisation? 
P:	I think because it's broader than GCP guidance. Um, so GCP is important and, um, gives very important ethical principles that are broader across all health related research but there are some particularly complicated things about trials, uh, that  you will, you know, that  that is slightly more nuanced, um, and that we've touched on some of those. Uh, that if you just had GCP training, you may not be able to kind of really, um, catch that. So I think, and it may need to be thinking about who in the organization should get GCTC training, but I think having some GCTC, to really have some particular trial  training over and above. I think a good clinical practice, I think would be useful. For people who are involved in trials at least. And those that are career free enough that they should be recommending trials.
I:	 Yeah.  So, which challenges do you think can be resolved by implementing the implementation of GCTC guidance in your organizations, I think we've gone through those.
P:	Yeah. 
I:	Yeah. [Laughs] Now, number 18, are there any aspects of the GCTC guidance you do not agree with or do not align with your priorities? 
P:	I don't think I can think of any. 
I:	 It's got five principles.  A clinical trial is informative, with respect of participant, transparent and collaborative, uh, feasible for its context, and it is well managed.

P:	No, all of those are fine.
I:	 All of those are fine. 
P:	All of those fit. There's nothing to disagree. Okay. I mean, it's the operationalizing, which is where, like, the transparency, but that needs to be operationalized. All of those are fine. It's not rationalization, but the principles are correct.  And I think they go beyond GCTC.
I:	Yeah. 
P:	Yeah.  That's the critical aspect of it. 
I:	 So one of the, one of our objectives here at AHRI is to introduce and promote the guidance and adoption of these principles in the conduct of randomized clinical trials here in South Africa. In your opinion, will the adoption of the GCTC guidance be feasible in the conduct of clinical trials in South Africa? 
P:	So I'm,  it's probably more difficult for me to answer that question.  I think South Africa's quite complicated, um, place and there are a lot of vested interests and so I think, I think the actual principles are very easy to implement. I think there will be, need to be quite good stakeholder engagement and, and um,  sort of  bringing them in, um, and consultation.So that every, all the main stakeholders feel like they have had a  input into it. And I think this process that you're interviewing us and the stakeholder workshops that you're going to have, I think will help do that to make sure that the people feel ownership of it. But I would also suggest quite strongly that, that not just stakeholders shouldn't just be trialists,  but also really engaging community, whether it's trial advisory groups. Across a range of conditions. Yeah. Um,  community advocates, just making sure that they're, they also feel ownership of it and see how this is, goes beyond a normal GCP or the components that really expand it and make it,  make, make it easier to do trials in a more equitable way, more transparent way than we have then perhaps.I think that that would probably help, but yeah, you'll need buy-in  to do it in South Africa  and it's, there are so many.  different groups. There's,  there's regulators, but there's also the Department of Health. There's all the universities.  It's a complicated place.  Maybe easier said than done. 
I:	 Alright, those questions, you probably have answered them, but I'm just going to read them out to you.If you were tasked with promoting and increasing awareness of the guidance and adoption of its principles in the conduct of randomised clinical trials in South Africa, how would you implement the promotion and awareness of the guidance?
 P:	Yeah, so I think that would be it. So I think you'd want buy in from the regulators, but thereafter I think you'd also want to really engage both trialists and, um, potential participants through the, I guess the easiest way is through trial advisory groups, um, and trial advisory boards that are participants.And I'd ensure there's quite a lot of diversity in that, both diversity by province.  Um, by ethnicity obviously in, in South Africa, that's critical. And by age, to try and definitely engage younger people in this process. Yeah. And to make sure they're not excluded. Um, pregnant, breastfeeding women, they're not excluded.So I think having broad engagement, so there's buy in. And making it kind of South African owned in some ways. the version that is  distributed in South Africa. 
I:	All right. You've just answered this one. This one as well.  I was going to ask which major clinical trial implementers and key stakeholders in South Africa should be approached to promote and raise awareness of the guidance and the adoption of its principles in the conduct of randomized clinical trials and why.So you've, you have answered. And you've all
P:	, in addition to that, you also have, I think, the trial networks like ACGG. The ones I know, but various different conditions will have trial networks. Yeah, yeah. Um, it's worth it. En engage in the trial networks,  the CT obviously, where there are a lot of clinical trials.Clinical trials, and some of them have, um, are networks, all the clinical trial units. Um, SAPRA, clearly,  uh, S-A-M-R-C. Yeah. Because they're, they're critical. The big, I mean,  some of the universities, Hmm.  Um, ethics boards. Yeah.  And then  critically stakeholders. Community stakeholders as well.
I:	 Yeah. Yeah. True  
P:	Pharma. 
I:	Ethics. 
P:	 Ethics. Definitely. Ethics boards need and the extent to it. Yeah. Whether you should be evolving. Pharma  was, I mean, within South Africa, probably the pharma, the pharmaceutical. Yeah. Because, I mean, some of the problems we've identified in South Africa also that regulation is slightly different. Like the Pharmacy Council will have slightly different regulation to SAPRA around pharmacy.They'll have slightly different regulations, so thinking about the key professional councils of Pharmacy Council, Nursing Council,  Doctors Council, probably need to engage them to agree at some point. 
I:	Yeah. No, that's true. Hmm. 
P:	I can't remember what else there is. Physiotherapy. There probably is a physiotherapy council.And these professional bodies are much more powerful than  people. 
I:	Yeah, professional bodies.
P:	 So, you know, for example, um, Essentia had this sort of agreement to do a trial of PrEP delivery through pharmacies and the pharmacy council had been on board and they got an award.  And then the doctor's council was like, . So there, there are those complications as well. 
I:	Oh, oh wow.  I didn't thought of that council, so thank you.  So is there anything else you would like to share with me? 
P:	No, I think this is a really, really, really fantastic project. Uh, thank you. all the luck. 
I:	Uh, thank you so much. 
P:	And uh, hopefully we will see the GCTC. 
I:	All over. All over.  We hope so, too. We hope so, too. So, thank you so much for your time. We really appreciate your input and all your suggestions. 
P:	Thank you very much.
I:	 Thank you so much. So, the time is 11. 31.  
P:	You did well.
I:	 Thank you.
