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Transcript
I: Start recording. So we have started recording so you are participant 134. And can you please tell me your initials?

P: [Initials mentioned]

I: [initials repeated] alright and then the date of the interview is 04-12-2024 and the time of the interview. Is 11h04. So once again date is 04 December 2024
Alright So,  as I said, the title of our study is survey and practice of good clinical trials collaborative in the context of good clinical trials in South Africa. I'm just going to read a short introduction for you. So, 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 stakeholders in the implementation of clinical trials in South Africa, we would like to learn more about your clinical practices and also your experiences in clinical trials in South Africa. We really appreciate you taking the time to have a one-on-one interview with us. There are no right or wrong. Answers I am here to learn from you. Alright, so you participation in this study is completely voluntary. You can stop the interview at anytime and you do not answer any questions. You prefer not to answer or any questions you find difficult to discuss. Do you have any questions before we start on the background information?

P: No

I: Alright, just some background information would you mind telling me your age or you prefer not to say

P: Now it’s 64

I: 64 and then do you identify as male, female, other, or you don't know or prefer not to say?

P: Female

I: And your education discipline. Is it public health? Social science, medical science, environmental, health, science management or other.

P: Medical science

I: Medical science and then current country of residence

P: South Africa?

I: And the province?

P: Western Cape

I: Would you say you stay in an urban or rural area?

P: More urban

I: All right and your current role opposition?

P: Research consultant

I: Consultant and then how long have you been working as a research consultant? I'll give you a scale; zero to four years, 5 to 9 years, 10 to 14 years, 14 to 19 years or more than 20 years. More than 20 years.

P: More than 20 years

I: Department, are you working for project management? Quality Assurance, laboratory monitoring and Evaluation, Economic administration, pharmacy, academic data management or other.

P: Monitoring and evaluation

I: And then the sector of your intervention is a pharmaceutical. Is it clinical trials organization? Is it a clinical research organization, academic institute, Health Department, laboratory ethics? And then

P: Clinical research organization

I: Clinical research organization alright; which countries have you worked for?

P: Oh, must I say countries that I have worked in 

I: Yes

P: USA, 

I: USA

P: Europe. Uganda, Rwanda, Zambia, Zimbabwe, Tanzania,  South Africa [Laughter], Malawi

I: Oh,  Zimbabwe Malawi. Oh wow, we are well traveled. So I've got us, Europe, Uganda, Rwanda, Zambia, SA , Zimbabwe, Malawi

P: Yes, I think that's about it.

I:Alright. And then how many years have you been working on clinical trials? I'll give you a ring the latter four years. 5 to 9 years, 10 to 14 years, 14 to 19 years or more than 20 years.

P: More than 20 years

I: More than 20 years. And then how many clinical trials have you worked for? In those, yeah

P: 100 plus

I: Oh alright, I'm going to choose more than two. 20 clinical trials. And then there's hundred plus clinical trials white phase of trials have you worked on; Phase one.

P: Bioequivalent Phase 1 to phase. 4.

I: Alright, phase one to phase. 4 any other? Phase of clinical trials you've worked for.

P: I've done some implementation and I've done some product attribute studies as well. As well as human factor studies that you need to do for device for devices.

I: Oh for devices wow alright. And then this 100 plus clinical trials, right? What? Type of disease group have you worked on? HIV.

P: Yes

I: Bacterial infections?

P: Yes.

I: Arthritis?

P: Yes

I: Stroke?

P: No

I: Tuberculosis. 

P: Yes.

I:  Vaccine? 

P: Yes.

I:  Kidney disease?

P: With kidney yes 

I: Heart attack?

P: Yes; fabulation and post mycotic infections?

I: OK. So heart attack and heart failures.

P: Hmm

I: Alright, ulcers?

P: Ulcers and so forth, yes.

I: Diabetes?

P:Yes

I: Pneumonia?

P: No

I: Gastroenteritis?

P: Gastroenteritis?

I: Yeah

P: No


I: Hypertension?

P: Yes

I:asthma?


P: Yes, 

I: anemia?

P: No

I: Cancer?

P: Yes. Managed cancer studies submission, Yes, 

I: soft tissue infection


P:  yes.


I: Soft Tissue infection yes; any other didn't I mention like COVID-19?

P: Yes, manage huge COV disease and COPD.

I: Oh COPD yeah, we don't have COPD

P: Yeah, [inaudible segment; 00:07:30] 

I: Alright

P: Atopic skin diseases I think that's enough

I: [Laughter] Alright, now we.

P: A lot of psychiatry trial I have managed doing profiles with psychiatrist like Schizophrenia, Bipolar Depression and those type of trials.

I: Oh depression. All right, I've got them. And then now we are going to start our open-ended questions.

P: OK.

I: Alright there we go 134. Let's talk about your role in the implementation of clinical trials in South Africa. So do you have experience in the start tup phase of clinical trials? 

P: Yes

I: Can you please tell? Me. What role..What experience you have?

P: I do have experience I am sort of at 3 rows In my career, the 1st 10 years it was investigator and principal investigator role and national coordinator role, and then in my second phase it was for a contract research organization where we represented the sponsor where work was dedicated; and in my next phase was I've worked for a actually a product development partnership that developed HIV prevention products. So, from that row I've basically been the ?dick? from the compound up to licensure with SAHPRA

I: Oh wow

P: Yes, for the delatugravir was my baby. 

I: Oh, wow. 

P: Yes. So I was fortunate to lead that for nearly 15 years.

I: Oh, wow 15 years. Oh, that's amazing

P: That was a journey

I: And then what role have you played in the implementation of clinical trials?

P: All their roles in the set from a sponsor side is we've done site capacity building, empowered it to be GCP compliant as well as implementing the full state of I shall be perspective incidents and studies up to the phase 3 clinical trials.

I: Oh, wow and then have you ever been involved in clinical trials that failed to be informative?

P: It all depends how you say failed to be informative for me failed to Informative means that you couldn't analyze the trial. You couldn't use the the science outcome; for me a failed information is not to either strike safety or efficacy for me, that's your answer. Regardless of what's the outcome because you either stop your product or you or you continue. We have been fortunate never been in a position where we couldn't analyze the data due to either safety and care or quality of data.

I: Oh wow

P: Yeah

I: Almost 15 years.

P: Yes.
 
I: Wow oh wow and then what challenges have you observed in the conduct Of clinical trials in South Africa.

P: Say again that 1st part

I: What challenges have you observed in the conduct of clinical trials In South Africa.

P: It all depends, I think. Again, when you're looking at, for me the biggest 1 is that If you're looking at our experience, infrastructure and teams versus inexperience and normative teams that you need to more tightly manage your experience teams and the way that they conducted; We know it all versus the other side teh team that's new, they want to learn, they want to do it right. They want to do it where there's more and lack of knowledge where you can do that capacity strengthening and they will follow where the other side it's more a challenge that they didn't stay as part of the growth of research in the global environment, especially good clinical practice and ethics; and then you need to fill in those gaps are much more challenging in general. (I:Yeah), I think the the second one that I've learned a lot was that COVID haven't done us justice with the regards to ethics at various institution that the potential cuts with records the ethics in implementation and it's only after three years we can see the change back to good clinical practice, but acceptable in a pandemic is not acceptable necessarily routinely and the the top, they said, was that even if the intent is good, you need to have all your quality processes in place to see where are the gaps and not assume everyone is ethical. Yeah, it's tough because that's my ?trait? but it's not necessarily the case, yes.

I: Is ethical? Any other challenges you've observed in the conduct of clinical trials in South Africa?

P:Yes, that's the from a. From a research perspective. The other one is from a community perspective more being fortunate that when you do community engagement is that you need to engage both male and female as well as respect the the ?yellow key? that's different in every community and you need to know that. The second one is that. Don't assume participants will be adherent to the product use regardless  you got to say is it easy to use Yeah, for me the the the one is participants are smart; the innovative thinking of how to convince the teams that they're using the product uhm and for me the last one is that low socioeconomics and that's actually for me the most important doesn't mean that because people haven't had the opportunity or there's low socioeconomic, that they're not smart, we're going to high EQ and IQ and you all most. Communities you can actually involve the in your protocol and if you respect them they will. They will adhere to both the protocol as well as the product, but you need to empower them with knowledge.

I: Hmm. Yeah, yeah, that's true, Alright and then what are some of the challenges you have observed with randomization into trials?

P: And the investment in in your design of your protocol are critical. I always say that the investment in the way that you like your protocol involve your statisticians and design your protocol. You will make up that time if it's a robust design, umm, and that you will be able to engage with your research site to ensure that they can actually execute, because for me it's the population. That will benefit out of it, but you need to be able to illustrate that your design is robust and secondly that the design is population friendly in order to get your answers 

I: And then now let's talk about the conduct and implementation of randomized clinical trials. Now, good randomized clinical trials, as supposed to be designed to produce scientifically sound answers to relevant questions by including a broad and varied population. In your setting; right or based on your experience? What groups are often not included in trials without a good scientific justification?

P: I think we we caused a lot of those hurdles over the years, but initially and even very much so still issue our people living with HIV because it and and it was basically because the ignorance? of the incidents and the treatment and that that work is very often later in product development you get drug interaction impact of immune suppressive disease and I think very often also you're the risk and challenges of TB treatment and the impact on the drug and the development, yeah, because it's especially in South Africa that interaction is real for us, especially when you roll out new medication. What other diseases eh of course your your more than 65 because it's a different group. (I:Yeah)  I Think Adolescents because adolescents don't necessarily fall into Pediatrics, although they are categorized under Pediatrics, they very much this bridging eyes between 16 and 18, so the Physiology come closer to adole... adults and, but they're still categorized in South Africa as your pediatric group, although there's a trick now to say at a distance versus, they categorize it different age ranges.

I: Yeah

P: Yeah

I: Anyone else you

P: Then of course if you're looking at your phase three very often, it's your your chronic disease profiles, especially if they're not stabilized for a certain period of time, yeah that how do you define stable chronic diseases? How do you define stable medication treatment? Because especially in our environment where very often at your sub district, district level, people are getting every month different type of medication, it's different. So very often it's the same generic, but it's still not the same clause very often. It all depends on what's available, making it challenge for us.

I: Yeah

P: If you categorize in adolescents I think the challenge with regards to consent of parents and the legal guardian, because our legal guardians in South Africa is not necessarily so easy.

I: Yeah.

P:  They they think that's what they think

I: Yes, yes. And then what changes need to be made in the design and conduct of clinical trials to be more inclusive of these varied populations?

P: My my sense is in our own environment in South Africa when you think about Phase 3, is that painting? on the medication and the indication that it might be worthwhile already include 16 to 18 years with a different concept to already include them in a disease like HIV prevention or treatment to say, OK, let's do that as a sub group and getting data real time because thinking of when you get that data, then there's already a five to seven-year gap since approval that you need to apply for a different indication and that takes time. That's just one scenario. The other scenario is when you keep opinion and you see the protocol design already trying to motivate to have your age, people living with HIV or people that experience this treatment and then you can illustrate that by inhibition or treat that.
Speaker
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P:
As well as how do you define chronic diseases? I think one that we can't get away with is women of childbearing potential because for me, it's not negotiable that they need to use contraceptives that's reliable just because of the risk of the little one if if they conceive that we know they are protected. It's basically collaboration. It's that and and also from the researchers, the investigators are understanding of the regulatory path of the product, because if a farmer or a group comes, then there needs to be locally understanding of what's the essential information they need to get the product license and what the time they connect later because it's this balancing scale between product development and what the investigator or the site wants or the community want. It's not always an easy balance because you still need to tick he box from the regulatory side. And and there needs to be an understanding of that as well. All the designs are not as yet acceptable to the regulators you know.

I: Alright now, failure to adhere to the allocated treatment ARM after randomization may reduce the ability to compare. What would be your suggestion to facilitate and encourage adherence to the allocated study ARM?

P: What will be my recommendation to adhere?

I: Yeah, to facilitate and encourage adherence to the allocated study.

P: Community, education, community, education, education ahead of time, I think it's for me first research indication that the community understand the importance of adherence, especially where your financial incentives are so important for various community. That you you must preach that gap between getting the financial incentive versus protocol adherence to visit and adherence to product use; and we can bridge that gap we we set up to succeed, yeah, but and that could be is not only that protocol in your question it's indication on why do we need new products or a point of cake taste or prevention. How do you educate them to get that? Yeah. And then once they understand if they participate and not adhering, we won't have new medication versus yes, we know there is incentive, but that your commitment for new medication or or devices or and identify who are the body system or the support system of your participants because if there's a difficult trial of difficult again if you can look at the body system to support it or support groups in the community that will encourage them to adhere to visits as well to product use

I: Yeah.

P: for me, the other important is to invest in explaining side effects. That said what are you how can they help you to overcome it? This very often at these five days of not feeling well of a medication is the first week. And then once you overcome that, you tolerate that and It takes investment to to explain that to people and working very closely with them.

I: I like the setting, investing in explaining the side effects allow disproportionate data collection, waste time and resources based on your experience, what are some of the common errors? In designing CRFs that result in large volumes of data that is not relevant to the research question.

P: That link back to the protocol design because it all depends on your primary and secondary outcomes, because when people need to understand if you define it in the present, you need to write it down please, because otherwise, why are you defining it? If you're not defining it, you're not allowed to write it down because they haven't consented. It. So that's why the protocol design in a bit are so important. What are the anthropometry vitals, physical, what do you need to get to an answer and to illustrate to regulators that it's safe and that's what you need to collect. People, especially from investigator driven or academic sometimes want to add everything, and you create so much noise that you don't necessarily get anything. So, it's really to say don't collect incase collect what is critical and what will give you your explanation of a potential finding
 
I: Yeah, yeah. Someone said what if it helps in the future

P: Where do you stop asking that question What is the future? So you need to think through what do you need to do to get an answer if you get answer A, can you explain it with your data If you get answer B, can you explain it with your answer? If you don't get that answer, can you explain it with your data? So it's really too bad, correct and not. Just in case, because if you say in case. What are the cases that you need to think through that to the least important that that grid should be in place also for the data in case otherwise you get these samples in via bags that's for years hey never. There's never in case. So, it's ready to sink through, innovatively. What are the potential use for future? Otherwise you creating data but you never use it. That's also not fair to the participants where you store all the samples and not using that data.

I: No, that's true. That's true, which means more blood is getting thrown out. And then communication with participants is one of the ethical requirements in the conduct of clinical trials. How can this be improved in your context?

P: For me important as data you need 40 seconds dedicated time with a participant or any individual to make a difference. For me it's just stick through with every informed consent process where it starts. If it's group in the community then coming to groups in the in the center versus your individual center consent. Consent for me  you should not fast track you. You you should personalize it because every person needs a different way of communication and you will get your success at the end, and and be sensitive when you say someone's intent is incorrect and be able to roll the side covered, discuss it with the point that you enhance that versus you get non ideal. So, OK, it's important that we don't just chase numbers that that we individualize got safe to ensure that we get correct participants.

I: I'd like that.

P: And respect their decision.

I: Yeah. Respect the acquisition and let that individualize the consent process.

I: I'd like it and then that's the registration of clinical trials in publicly accessible data bases demonstrate transparency.

P: Yes, it's the one side to me  the concern is if you start referring participants in the listening to that database because they can't access it. So, it needs this balancing our community where my son is based how will that access that? And I think that is the balancing scale in general you tick the box because the people that wants to know the size but people that wants to on a community level is not always accessible.
Speaker
.

I: hmm so, how can we how can... What more could be done to improve transparency?

P: It did start to do dissemination at the research site as well that I feel once you got your data, each trial should include the result with the dissemination plan to give people the opportunity to present results participants to ask questions and say what about me? Where did I? Because that is important for those participants as well.

I: That's true and then how do you assess whether a trial design is operationally viable in your context?

P: It's basically experience on the one side, but the other side is listen to the feedback from the research side, because what is acceptable to one is not necessarily to everyone, and it's also important to learn to to accommodate the lessons you've learned or based practices. I always say it's best to engage site with each other because they usually learn from each other and say how can be implemented or not and then they listen to the challenges and see can we find the solution or not.

P: It will and if not, what is the best alternative to get to the to the result that you need, yeah.

I: I think you're going to ask this question how can monitoring and auditing of trials improve the quality of the conduct of clinical trials?

P: That's a difficult one, I think it's. We see a trade 
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