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 Transcription: 
I: 	So and thank you so much for taking the opportunity to take to interview, to thank you so much for giving us an opportunity to interview you. Thank you so much for giving us an opportunity to interview you. So, the date of the interview is 05/11/2024 and you are participant 129. Do you mind sharing your initials with me?
P: 	It's MA 
I: 	And the title of our part of our project is survey of knowledge and practice of good clinical trust, collaborative guidance in the conduct of clinical trials in South Africa and the time of your interview is 13 0 7, so 7 past one. So, I'm just going to read this short introduction. Thank you for speaking to me today. I'm interested in learning more about the implementation of clinical trials in South Africa and as a key stakeholder in the implementation of clinicals in South Africa, I would like to learn more about your clinical trial, practices and experiences in clinical trials in South Africa, we appreciate you taking the opportunity to talk to us. We are here to learn from you. There are no right or wrong answers, and you can stop the interview at any time. And if there are, there are questions you cannot answer It's OK you cannot answer them. Do you have any questions before we start? 
P: 	No, its fine
I: 	All right, so we are just going to do a short a short demographic form with you. Do you mind telling me your age or you prefer not to say?
P: 	That one, it says 52. I filled in the form yes.
I: 	Oh yes. I'm so sorry. I forgot to tell you that is for the pre-workshop survey. Our data manager is still working on sending you guys the survey form yes.
P: 	That’s Right.
I: 	Then your gender. Do you prefer that you do? Do you? Do you consider yourself male, female, other, or you prefer not to say? 
P: 	Male 
I: 	Yeah. All right. And education discipline, would you say you are in public health, social science, medical science, environmental health?
P: 	Medical science.
I: 	Medical science alright.
P: 	Yeah.
I: 	And then. Hmmm, What is your current country of residence?
P: 	South Africa 
I: 	And your province?
P: 	KZN
I: 	And your locality, would you consider it urban or rural?
P: 	Urban
I: 	And your current role?
P: 	So, faculty at AHRI, but I’m also a pediatric infectious disease specialist in the Department of Health.
I: 	And how long have you been a faculty at AHRI? Zero to four years. 5 to 9 years, 10 to 14 years, 14 to 19 years or more than 20 years.
P: 	Less than four years
I: 	Less than four years?  I've chosen zero to four years. 
P: 	Yes, that’s fine
I: 	And which department are you working for? project management, quality assurance, laboratory, monitoring and evaluation, economic administration, pharmacy, academic, data management and
P:	Academic
I:	Sector of intervention. Is it pharmaceutical, is it a clinical trial organization? Is it a clinical research organization? Is it an academic institute, health department, laboratory, ethics ,regulatory, or other?
P:	So I think, I mean department health actually, so yeah.
I:	Which countries have you worked for? 
P:	Only in South Africa 
I:	And then how many years have you been working on clinical trials?
P:	About 20 years
I:	All right, so I've chosen more than 20 years
P: 	Ja, that’s fine
I: 	And then, how many clinical trials have you worked on?
P: 	OK. What are the options?
I:	0 to 4, 5 to 9,10 to 14, 14 to 19 or more than 20 clinical trials.
P: 	More than 20
I:	Wow. And these more than 20 clinical trials when they phase one, phase two, phase three, phase four or other?
P:	So most of them were phase two and phase three
I:	No phase one?
P:	No.
I:	Phase four?
P:	So most of them have been late phase three trials, ja, and implementation science studies, which can be classified as phase 4
I:	Alright
I:	As part of your clinical trial experience, what type of disease groups have you worked on, HIV?  
P: 	So, it’s HIV and TB
I: 	HIV and TB?
P:	Yeah. 
I: 	Vaccines?
P: 	Yeah, so TB vaccines. And COVID vaccines
I:	COVID-19 vaccine. Soft tissue infection?
P:	Yeah.
I:	And then bacterial infections
P: 	Yes. So we do the study in pneumonia, bacterial pneumonia
I: 	Cancer?
P:	No
I:	 Anemia?
P:	 No
I: 	Asthma?
P:	No. 
I:	Heart attack?
P:	No 
I:	Kidney disease?
P:	No
I: 	Arthritis?
P:	No 
I:	Diabetes?
 P:	No
I: 	And now we are about to start our open-ended questions. Right. Now let's talk about your role in the implementation of clinical trials in South Africa. Do you have experience in this start-up phase of clinical trials?
P:	Yes
I:	Can you please tell me what experience is that?
P:	Served as either the main PI, the principal, PI, or local PI for either individually run studies or multinational clinical trials and global clinical trials, and I've been on the Chair Protocol International protocol involving new HIV drugs for children
I:	And then, what roles have you played in the implementation of clinical trials here in South Africa?
P: 	It starts from initiation of the concept through development of private grants. You know, writing the protocol, getting regulatory approval, ethics approval and then starting enrollment till the end of the clinical trial
I:	Until the end of the clinical trial? and then have you ever been involved in a clinical trial that failed to be informative?
P:	I mean it depends on which is which you consider to be informative. I mean I would say no, because even a negative clinical trial is a is a result. Think of anything that showed. Yeah. Yeah, all of them  have showed something.
I:	And, Yeah. So most of all of our participants are saying it's not that it was not informative, it's just that maybe the drug was not effective
P: 	Yeah. So it was informative
I: 	What challenges have you observed in the conduct of clinical trials in South Africa?
P: 	So the main thing is, I think funding the funding mechanism for internal or locally funded trials is [inaudible], so you often relying on international funding mechanisms for our studies you know, external, external, you know, collaborators. So that in the power dynamic becomes, you know, external, from South Africa, I think that's one major issue
I: 	And then and then this issue about funding of clinical trials, especially local trials that we have to look into international funding, how do you think we can resolve this issue?
P: 	Yeah, yeah, I think it's it's about finding, you know, for investment in local mechanisms of funding clinical trials and finding ways in which we can, you know, apply locally for for funding. I think that would be important and also I think there's some work to be done in terms of ensuring that, you know, when we apply for, whether it's NIH or EDCTP funding the the power balance is equitable is that is that we are so that you know, all partners in the in that agreement are seen as equal partners, that's not, yeah, subservient partners
I:	Yes, yes and. Then any other challenges you have observed in the conduct of clinical trials in South Africa?
P: 	Yeah. The other one is that, I mean the regulatory, I mean we've had, you know, intermittent issues with and and the regulatory delays in conducting clinical trials and that often makes it very difficult to be competitive when you are especially if it's a competitive recruitment strategy, yeah.
P:	And then how can this be resolved if there is regulatory delays?
I:	Yeah, I mean, again, I think about finding efficient systems. What I do, you know they especially there's, you know, seems to be there's nothing, there has to be a standard way in which approvals are achieved, including local hospital approval, district, provincial, national approval, that prevents the duplication of activities. So I think it's important for there to be oversight, but sometimes what you find is that, like you're doing the same thing over and over again at different levels, and there's a lot of duplication, and you know, the hospitals and the clinics are already overworked and overstretched so that they're still not seen as a priority for them. So I think, you know, having structure the way in which the approvals happen is more streamlined than the people know that you know, this is the person saying, for the Province of KZN where the approval is at, then they're being one approval process, whether you know we have. And that that body will coordinate it.
I:	Yeah. And then what are some of the challenges you have observed with randomization into trials?
P:	So the main thing so, I mean, I think one issue is really about getting participants to understand randomization, especially in placebo-controlled or clinical trials. So I think one is education of the community around clinical trials and the need for randomization and you know the understanding around that. Often, you know many of our clinical trials because it's, you know, many of the clinical trials we run our international studies, so the randomization is done on an external database system, and then, you know, the system is not working, or it's slow that delays randomization, quite considerably, so I think trying to find ways of simplifying the randomization processes is also important.
I: 	Alright, now let's talk about the conduct and implementation of randomized clinical trials. Good randomized clinical trials are supposed to be designed to produce scientifically sound answers to relevant questions by including a broad and varied population. So in your setting or based on your experience what groups are often not included in trials without a good scientific justification?
P: 	The obvious one is really children and women of childbearing potential are often excluded because of the need or the perceived need to protect their they are considered to be vulnerable individuals. So I think that sometimes then they're, you know, actually is of detriment to these populations and they don't get adequate access to, you know, high quality treatment because of [inaudible]. 
I: 	And then what changes need to be made in the design and conduct of clinical trials to be more inclusive of varied populations?
P:	The one is really around that, you know and then there's a lot of white papers written now around inclusion of adolescents in adult trials and expanding their database and then doing many of these trials concurrently with you know, with children, including them, you know, in parallel with phase three studies once we have some data, around safety and then early child with women of childbearing potential and if they become pregnant or on trial that they continue on trial with the appropriate signing of informed consent through accessing your pregnancy data. Yeah, I mean, so there's a, you know, there's a way of bias towards doing clinical trials in urban settings where there's, you know, more access to facilities and resources, so that also is a slight bias in terms of the patient population.
I: 	Now, failure to adhere to the allocated treatment arm, after randomization, may reduce their ability to compare between arms. What would be your suggestion to facilitate and encourage adherence to the allocated study arm?
P: 	So you mean in terms of the participant was allocated to a specific trial drug?
I: 	Yes, yes
P: 	I mean so generally I think what we would normally do is again again I think it depends. [inaudible] are randomized controlled trials, so it's it's double-blind placebo control trials, so we don't, so we don't have any idea of what the participant is receiving or the randomization of the participant. So I think there's so I mean if it's a double-blind placebo-controlled trial, I think a lot of that is really around ensuring that the pharmacy and the person dispensing the medication that there is adequate documentation and that the randomization, selection of the individual is maintained accurately at times, that’s one. That's the other is I mean, we've done a few trials where it's been openly labelled randomized trials. So again, you know, I think it's around counselling of, so I think it's quite difficult. The way you have you know where the intervention is with, the randomized to receive the intervention of the standard of care. And so there's always a perception that they will always people always get the intervention, so I think a lot of counselling is required to ensure that, you know, participants understand the randomization process and there's that there's, there's no no unrealistic expectation of that there will always  receive  the intervention of the new compared to standard of care.
I: 	Yeah, that's true. Yeah. And then disproportionate data collection wastes time and resources. Based on your experience, what are some of the common errors in designing CRF’s that result in large volumes of data that is not relevant to the research question?
P: 	Yeah, so a lot has of it is about duplication so that you have the same data points being duplicated across different CRF’s so I think making sure that the duplication of data is reduced. The other thing that that has helped a lot is using you know what we've done is designated certain CRF’s source, so then that's that prevents that duplication of [inaudible]. So really at the start of the study, you determine, you know, these CRF’s are being used as source and they get it entered directly into the into the CRFs and then prevents the duplication of our data and then I think last year I think mainly the other thing that's made a big difference is the team has [inaudible]. You know, the research lab enters the data. It goes directly into the into the CRF so that it doesn't require manual completion of the labs CRF here. So that's almost direct entry of that data. And then obviously, you know, as a study team, you need to design your CRFs to ensure that you're not collecting your data. That's not required. Yes, yeah.
I: 	You know, sometimes the CRFs come and it's from an international sponsor.
P:	Yeah. So again, I think most often. So again, it just requires, again I think  talks about that that you know that that as a side to the as a part of the protocol team you need to be involved in the development of the study from the start. So after the majority of the studies we've been involved in to be in a way involved in the study from the time of the funding application. So were you involved in developing the CRF you involved in the sops and developing the mops for the for the study.  So I think, you know, having input in all of those pieces makes a difference.
I:	Yeah that is true. Now communication with the participant is one of the ethical requirements in the conduct of clinical trials. How can this be improved in your context?
P:	So one major problem is I think one is education of the general community around [inaudible] clinical trials and I think you know what we found in COVID is especially for COVID vaccine trials because people were not making you know earning any money, the incentive to take part in clinical trials was just for, you know, those [inaudible] because no one was making any money. So I think it's about having that discussion and having an ongoing discussion with having an active care with the community. Engaging with the CAB around how do we educate the population, the  general population about clinical trials and involvement in clinical trials. So I think it's starts from when you know a person enters into a clinical trial.
I:	All right, now that's the registration of clinical trials in publicly accessible databases demonstrate transparency?
P:	Again, I think it's one of the requirements. So I think it's it's an important requirement. I really mean it. Yeah, I mean you can’t publish your research without having it, especially with a clinical trial without having it raised. It's it's already, it's. It's become almost now. Yeah. It's what you do. But I think it does. It does hold you to account for, you know, you know how you going to run the trial. So if you change anything and you know there's issues in your amending protocol and It's documented somewhere in the public forum where it's the way it is and how it's been and how it's been changed.
I:	Yeah. Yeah, So what more could be done to improve transparency in clinical trials?
P:	The [inaudible] overall is around data sharing and having your the data from clinical trials available for you know, for others to look at it and then, you know, also do analysis on it, compare the data to other pieces of data independently, verify the analysis of the data and make sure that people are not cutting and dropping data as they would like. So I think that's and that's sometimes quite difficult when the data is, is owned by the sponsor, sponsor is not local. So it's often something you don't have ownership of.
I:	Someone did say one of our participants did say data sharing. We want to analyze the data to see. Did you chop off some of the data? Did you focus on data derived side groups? To answer your question, yeah.
P:	Yeah. So I think that's that's one we have, you know, extreme transparency that everyone can see how you analyze the data and how you, yeah, and that what the data looks like.
I:	And then how do you assess whether a trial design is operationally viable in your context?
P:	So, you know, I think the main thing that I will look at is the is the study of the trial of relevance to the population that I treat. So pediatric infectious disease specialists based in KwaZulu-Natal and I treat patients on the daily basis, I know what are the you know common issues that that our patients face. So that is the first test, it has to go through is really is it will it be of benefit to the participants and patients that we are we are seeing and then and then the second thing is then looking at it, is it will the drug be available for participants after the completion of the trial. So that's important for the long-term availability of these formal agents for them. And then lastly then looking at do we have, you know today on what the sample size is, do we have the  patient population that they're looking for, you know, and look at the inclusion, exclusion criteria, is there anything in there that will either include or preclude anymore participants
I: 	Yeah. Now how can monitoring and auditing of trials improve the quality of the conduct of clinical trials?
P: 	Yeah, it's, so I think I think one thing, both internal and external monitoring is a means of improving the, the quality and then again whenever the monitor comes to do monitoring visit my first thing is that we are not adversarial. We are here to make sure that the clinical trial is being conducted in the best way possible and I don't think anyone can do everything in like 100% accurately. So I think again, you know both the monitor and the site are working with the two, the same goal of getting high quality data which will result in a high quality you know output. So yeah, I think. Yeah. So I think it's, it's vitally important that there's both internal and external monitoring to ensure that there's validity of the results producing and that there are other people are comfortable with the you know the results that you're you're putting out?
I:	And then how often should clinical trial monitoring, auditing and inspection activities happen in a clinical trial?
P:	So we normally, for most of the clinical trials, depending on the number of participants or usually the [inaudible]. So I mean there's obviously internal QC that happens on like a day-to-day basis. So that's internal monitoring and that's happening then there's external monitoring and obviously it depends on on how many participants that's happening. So if it's a high enrolling in a study, usually you know they coming out every once a month or twice a month or every second month to review participants. Here they what they'll do is do an external audit so you know in terms of the online system and  identify issues and then do a more selective onsite audit of files.
I:	Yeah, allright. Now let's talk about the good clinical trials, collaborative guidance. 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 GTCT guidance will strengthen the scientific and ethical quality of randomized clinical trials, regardless of the context. Now, have you heard of the good clinical Trials Collaborative and its guidance?
P:	Can't say I have. Yeah, so it's a. Yeah. Again, I think it's around working with different agencies, and I think a lot of it is really dependent on, you know, who the funder is and what, you know what mechanism they what you collaborators, you know, working should be or how things should work.
I:	So looking at the GTCT guidance, because it's a set of new guidelines to conduct good randomized clinical trial, right? How was the GTCT guidance applicable to your organization or department?
P:	Yeah. So I think the first thing is that everything has to be in accordance with the South African GCP. So I think I mean the first rule Is that the South African GCP takes precedent over everything else, and I mean I can do the one good thing is that, the, newer the latest GCP has been harmonized with the ICH and so there's a lot of collaborative activity you know with that. So I think I think again, I think that from my perspective I think because you know, we do need to make sure that you know whatever you know collaborators, groups that we join or get involved in that we remain true to our local guidance and which is obviously because we are you know we're doing research in South Africa and the South African GCP is mandated that it's it's actually legislated by the department of health. So I think yeah. So from my perspective I think, yeah, this. It's yeah, so.I don't think I think it may be different across different countries. And and the way you don't have any good internal country guidance you know to both inform the clinical trials or you don't have any good structures to that that that they may be value in having additional you know collaborative efforts to ensure that these studies happen.
I:	So if you don't have like a good guidance like internal guidelines in your country or country guidelines then maybe you might need the guidance.
P: 	You may need some additional guidance, I think. I mean, there's also advantages like many of the trails  to be conducting or part of other international networks, so like the Impact network, so the Impact network is the the infant maternal HIV trials, which is the NIH funded. So they have got their own set of guidance as well. So although they you know, guiding principles of many of these things you know how local South African GCP still will take precedent over those kinds. So I think I think I think the one advantage of having international collaborative efforts is around you know providing a forum where how we can you know, you can discuss with other investigators how, how, how they've had issues when conducting clinical trials. So I think it does give a forum for discussion on some of the issues around clinical guidance Yeah. So I think the main thing is around,  and then the one thing I don't like is we don't want to have repetitive people doing the same thing. So we built some African GCP and then you've got another guidance that you know and then you have another kind of. But I think we have to just remember we, you know, we are doing research in South Africa, and the South African DCP takes precedence over anything.
I:	Alright, looking at the statistic items, would you recommend training on the GCTC items to your organization?
P: 	And again, from my perspective, I think it's important to not to duplicate what's being done in as part of the South African GCP mechanism and you don't want to have a duplication of that activity. I think if there's areas that are not covered in GCP then that's I think there may be options to for additional training, but yeah, so I mean my main thing is, is that there's there shouldn't be duplication of activities and actually just because my GCP is so I think South African GPC is it will is coming up for renewal next year and I was doing the online course for the South African GCP and it's very extensive and I was doing the one from WITS I mean they, they they put quite a good program again related to the SA GCP guidance.
I:	So there shouldn't be any duplication. Is the question there? Is it causing duplication?
P:	There should not be any duplication together.
I:	Like your main concern is it causing duplication of what is already said.
P:	Yes. So I think it just unfortunately you're wasting people's time and you're sometimes cause more confusion because then you know, SA GCP says one thing, then another international body is saying something else different and that causes, you know, confusion. And again from my perspective we are in South Africa, GCP everything, so the foundation should be the SA GCP and we move from there
I:	So which challenges do you think can be resolved by implementation of GCP guidance in your organization?
P: 	I mean, I think again, I think some of the issues around the practicality of conducting research, you know SA GCP doesn't, it doesn't provide any of those nitty gritty things. So I think some of the practicality is around it and how yeah, maybe something that's.
I: 	All right. And then are there any aspects of the GCP  you do not agree with or do not align with your priorities.
P: 	I mean again, I'm looking at it now. I mean, all of it is fairly, you know, generic, you know and again, if I'm looking at if I'm looking at the drop-down menus on, you know, on a good trails.org website. It looks exactly the same as the SA GCP. So again, from my point of view, do not duplicate what's being done already.
I: 	Do you feel like the GCTC guidance is duplicating what is already happening?
P: 	Again, I think the again, we we have the starting point is SA GCP.
I:	Yes, yes.
P: 	So let me just ask You a question, So what is the? I mean again I think I'm assuming that you're coming from the perspective of GCT guidance. Where do or maybe you and you know where do you see the place of GCT in South Africa?
I: 	All right, so the GCP gives us the underpinning principles necessary to design, and, you know, produce a scientifically sound randomized clinical trial, right and what we find is that the GCP is about everyone who does health research does the GCP certificate, but the GCTC is focusing on randomized clinical trials. So, I feel like where it would fit according to me is that we could do the GCP certificate for the three days one and then maybe add a day or two days and we just focus on GCTC for people who do randomized clinical trial.
P: 	And I mean the one thing is I never say that I I think it's the other way around I think that GCP is actually the other way around, I think GCT is overly representative of clinical trials and it it's it's, you know, if you're if you're a, you know being part of it, we're just we're junior researchers just doing observational trials for them often a lot of what's done in GCP is not relevant to just a simple observational track. So I think that, you know, GCP is all overly invested in in clinical trial landscape. So I you know if there's anything I would say that you know you need something for junior researchers who are not involved in clinical trials. Because you know, if you look at what? Like a three day GCP, training is very much around you know what we do in clinical trials. Yes. That’s my perspective.
I: 	No right or wrong answers [laughing]
P: 	I think that. Yeah. So the GCP started off from a clinical trial perspective. So it  very much works on the lens of doing an intervention on individual, which is often not, not this because also meant a lot of junior investigators, you know, medical officers and registrars who are doing observational studies. A lot of what is being covered in GCP is not relevant to them. Yeah. So again, I think again my point is no duplication. Don't do it. Don't go through things that's already been covered in GCP. 
I: 	Now one of our objective is to introduce and promote the GCP guidance and adoption of its principles in the conduct of randomized clinical trials in South Africa. In your opinion, would the adoption of the GCTC guidance be feasible in the conduct of clinical trials in South Africa?
P: 	Yeah, I mean, again, looking at the, you know, the prospective participant, collaborative transparency, I mean all of that is covered in so I don't think there's anything that's earth shattering or something different from what's being done. So I don't think there's any impediment for it to be adapted.
I:	So what challenges do you foresee in the introduction and promotion of GCTC guidance in South Africa?
P: 	Yeah. So again, I think it's just it's duplication and again, I think people are going to find it, you know, yeah, that it's redundant.
I: 	Right. People will find it redundant. But how can we how can we address this this challenge in people are feeling like that it's a duplication. It's redundant.
P: 	So yeah. Yeah, what you need me to see is what are the areas that are not covered in GCP. What value people's time is important and just waste people’s time so see what are the areas that are over and above, you know what are the standard is SA GCP and then you need to see what are the additional value adds that this GCP is going to provide and then add that on top of GCP are not start with the whole new program. Yeah OK.
I: 	If you were tasked with the promotion and increasing awareness of the GCC guidance and the adoption of its principles in the conduct of clinical trials in South Africa, how would you implement the promotion and awareness of the GCT guidance and the adoption of the guidance?
P: 	I think it's about interacting with clinical trials units to find where the gaps that are not covered by SA, GCP and then and then and then adequately address those gaps.
I: 	So which major clinical trials implementers and key stakeholders in South Africa should be approached to promote and raise awareness of the GCTC guidance and the adoption of its principles in the conduct of randomized clinical trials in South Africa and why?
P: 	Again I think, the Department  of Health should be your first port of call  and  all the provincial and National Department, Health, Health research units embedded within it so, involvement of them in that process. And then and then this is obviously you know major stakeholders like SAPHPRA and also funding agencies like MRC, NRF which are, you know, funding agencies that do fund some of the local trials, there's some advantages of including them and then downstream is to involve, you know, actual trial units like like AHRI, like CAPRISA, like UKZN, Wits RHI, Desmond Tutu, And you know, that's what they try to do. So implementing partners around clinical trials.
I: 	Is there anything else you would like to share with me. 
P: 	No that's it. 
I: 	Thank you so much for your time. 
P: 	I hope it was helpful
I: 	Yeah, it was very helpful. It was very helpful. So we appreciate your input on this, this guidance and also your suggestion don't duplicate.
P: 	OK. OK, cool.
I: 	Thank you. Thank you so much Prof. Alright bye.The time is. 13h52.
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