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I:	 Ahh… Thank you so much for aggreging t participate in our study. You are participant number 126. Ahh.. can you please tell me your initials?
P:	(banground noise) [Initials mentioned]
I: 	It [Initials mentioned]. and the date of the interview is 31 October 2024. And the time of the interview is 15: 06. I am going to read our introduction. The tittle of our study is survey of knowledge and practice of good clinical trial of collaborative guidance in the conduct of clinical trial here in south Africa. And thank you so much for speaking to me today. I am interested in learning more about the implementation of clinical trial in South Africa, as key stakeholder in the implementation of clinical trials in south Africa I would like to learn more about your clinical trial practices and your experiences in clinical trials. Mmh and we appreciate you taking your time to have a one on one interview with us. There are no right and wrong answer, I am here to learn from you. Ahh participation is completely voluntary in the study and you can stop the interview at anytime and you do not have to answer any question you prefer not to answer or any question you find it hard to discuss. Do you have any question for me before we start the interview?
P:	Silent
I:	No questions, alright, we are going to do a background questions before (coughs) before we start. Ah… would you mind telling me your age or you prefer not to say?
p:	I am 42 at the moment.
I:	Aright. Ahh… dou you identify as male or female or other or you prefer not to say?
P:	Female
I:	Female. And your education discipline, is it public health, social science, medical science, environmental health, is it science or management or is it other?
P:	Medical sceicne
I:	Medical science. (paper noise) and then what is your country current residence?
P:	South Africa
I:	South Africa. And your province?
P:	Gauteng
I:	Gauteng. Would you describe your locality of where you live as urban or rural?
P:	Urban
I:	Urban. And then what is your current role right now
P: 	I am an Pi/investigator 
I:	Investigator/PI.  and how long have you been a PI/investigator, is it 0-4 years, 5-9 years , 14- 19 years or more than 20?
P:	I would say 5-9 years
[bookmark: _Hlk187326587]I:	Oh 5-9 years. And which department are you working for. Project management, laboratory administration, phamarcy , data management , quality assurance  monitoring and evaluation, economic, academic or other, or you prefer not to say?
P:	Can you please repeat?
I: 	No problem project management laboratory administration, pharmacy , data management , quality assurance  monitoring and evaluation, economic, academic or other
P:	I would say other because I am in the clinical… Ja, I don’t think fit in other of them
I:	So other would be clinical…?
P:	it would be clinical research 
I:	Clinical research, alright no problem. The se of intervention… Are you in phamacircal , are you in clinical trial organization, clinical research organization. Academic institute, health department ,Laboratory, ethics or other  regulatory ?
P:	In a clinical research organization
I:	In a clinical research organization. And which countries have you worked for?
P:	Only south Africa
[bookmark: _Hlk187327469]I:	Only south Africa. And how many years have you been working In clinical trials? 0-4 years, 5-9 years, 10-14 years, 14-19 years, or more than  20 years? Or you prefer not to say
P:	I am busy with the calculations
I:	Laughs) (background noise from people talking) (
P:	Okay, I would say 10
I:	10? To 14..
P:	10 to 14 years 
I:	Alright. For those 10-14 years how many clinical trails have you worked on? ? 0-4 years, 5-9 years, 10-14 years, 14-19 years, or more than  20 clinical trials?
P:	I would say more than 20
I:	Okay more than 20 clinical trials. On those more than 20 clinical trials, which phases have you worked on, phase1, phase2, phase3, phase4 or all phases?
P:	Mostly three, two and four.
I:	As part of your experiences, which diseases have you worked for, have you worked for HIV?
P:	Yes
I:	TB?
P:	Yes
I:	Pneumonia?
P:	No
I:	Gastro arthritis ?
P:	 No
I:	Soft tissue infection?
P:	No
I:	Bacterial infection?
P:	…I would say yes
I:	Yes, Vaccines?
P:	Yes
I:	Diabetics
P:	No
I:	Hypetention?
P:	No
I:	Cancer?
P:	No
I:	Anthriatis?
P:	No
I:	Stroke?
P:	No
I:	Kidney disease?
P:	No
I:	Heart attack?
P:	No
I:	Heart failure?
P:	No
I:	Alcers?
P:	No
I:	Asthma? 
P:	Yes
I:	Anemia?
P:	No
I:	Any other disease that I have not mentioned that you have worked on. Covid 19?
P:	Covis19 yes,  and ASV infection
I:	ASV infection, okay. Now we going to start our questions. Aright . so let talk about your role in the implementation of clinical trial here in South Africa. Do you have experience in the startup of the clinical trials?
P:	No
I:	No experience. And what role have you played in the implementation of clinical trials?
P:	I mostly played a role of being an principal  investigator or sub investigator 
I:	Alright or sub investigator. And then what would be your role as a PI orinvestigator?
P:	So as a PI is basically oversee the study  conduct, ensuring that the study is conducted according to the protocol and GCP principles, primary goal is ensuring th safety of participants
I:	Since you have been a PI. Have ever ben involve in a clinical trial that failed to be informative?
P:	I don’t..because even if the clinical trial is not a success but it is still informative , so I would say no.
I:	So tell me when the study failed to be informative you know what would have happened?
P:	I would say.. there was this vaccine trial where the vaccines was found not to be effective, I would say that it was still informative because it could have worked or it could have not worked. So that would be the only experience I had with the clinical trial 
I:	And then what challenges have you observe in the conduct of clinical trials in South Africa
P:	Tjoo (both laughed) mhh whee do I start, ok. There is lot but I don’t want to talk about politics now, one of the challenges is the our patient  population that we do our clinical trail on, I feel like sometimes we are being exploitative because our participants are just interested in money and they would signed up and volunteer  you know… we would do the informed consent but then they …not realy.. you could tell that they don’t care. they are here for money. So that for me is a challenge that unfortunately people are forced to take part in trials and it not voluntary if they doing it for money making thing. Sometimes the research unit where I have worked they take on a lot of studies because they want to make money out of the clinical trials, they would take a lot of clinical trials and they would not have adequate staff and adequate resources to conduct these trails and they end up compromising the quality of the output. Some science have literally misconduct has been done and mhh… ahhh.. faking of participants so I think there is no enough oversite regulatory bodies into the conduct of the research organization or research sites to implement. I would stop there
I:	And then this challenge of feeling like participants are being exploited because they need money as well and they come and do the studies that they don’t quite understand because of the economic situation and that is why they are taking part. How Can we solve this situation this challenge?
P:	Eish it goes to a bigger thing. It goes to the economy of the country, it goes to the government, it really bigger than you as a researcher. Obviously the population would need to… they need to ensure that there is work for people so that they don’t come to join the study . you know when we draw up informed consent, we do explain , we do tell, but that does not going to tell a person who is hungry to please consider this and that. So you cant educate your participant but there is nothing much you can do if they want to join the study even though it might not be beneficial for that,  so jeah.
I:	and then the…the clinics are taking on a lot of clinical trials and compromising the quality of the trial. How can we solve that issue
P:	And again it goes to this organizations, the governance of the organizations and what I have found is that when the organization becomes very big and they need the money to sustain the organization , I have seen also small organization that everything is about money. So clinical trials are taken as a cash flow. It always about money and making money. And that is one of the big driver, it not about scientific and then it about how much I make. The focus is on money because at the end of the  day it is business .one of the way to change that  and then when you are conducting a study… at the clinic you know…the clinic staff and management do not listen if you tell them that this is what we need because they start looking at the finances  and then when you are telling that listen you are compromising  patient safety because you don’t have time to view the result and do this …this. So fi the management can listen to the staff and the bottom line and focusing on the quality and hiring more staff and ensuring that there is enough resources to conduct the clinical trial.
I:	And then, you said some of the challenges is misconduct  being done, faking of participants. You said because there is no enough oversight. how can this challenge be resolved?
P:	I would say SAPRA and ethics committee need maybe to dig deeper when….they see problematic science. When they a site with increased number of safety issues and protocol deviations. that is already telling you that there is something wrong going on site. I have seen, SAPRA  has been doing a lot of inspections previously. Ensuring that they do inspections and follow ups for instance if they come and the inspections and give you your findings. they would do a surprise inspections sometimes but they need to come back and ensure that whatever that was found was addressed. because you would find that the bosses know, monitors and CFOs would know what is going on the site and everybody would be turning a blind eye on what is happening, because everybody is chasing the target of the studies and the money. So for me it been (inaudible 00:15:52)
I:	Ok, so what challenges have you observed with randomization in clinical trials?
P:	Mhh…sometimes you wonder how random the randomization is. I don’t know. We recently started unblinding one of our studies, and I actually questioned that did the sponsor really random, did they really did it randomly or they assigned? Because there was a lot of participants on placebo and I don’t know i don’t have any objective to prove that but don’t know how many did the random was randomization was, I don’t know but I don’t think I have had a challenge with it . one of the challenges I could say is that sometimes we become unblinded early because of the side effect from the drug or…so we know that the drug cause this side effect to participants so those participants have these symptoms. So ultimately, we would know that this one is on that so Ja. So I think that is a challenge so ja
I:	So how do you think this process could be improved, the randomization process?
P:	mhh…mhm… I was going to say transparency but then again you cant be transparent because it supposed to blinded I cant know how they are doing it . We just have to (both laughed) trust that what they have said about randomization is that they have done. Honestly, I have lost faith on these…especially when you are doing these drugs trails, and you ask yourself what exactly they are doing. Are they doing exact thing or are they faking (both laughed) I don’t trust them anymore.so to answer your question, I am not sure how we can improve that and with the symptoms as well there is nothing much that can be done. you can’t have a placebo that give you same symptoms as the actual drug.
I:	Okay, now let talk about the conduct and implementation of randomized clinical trials. Good randomized clinical trials are supposed to be designed to produce scientific sound answers to relevant questions by including a broad and varied population. So base on your setting and experience What  group are often not included in clinical trials without a good scientific justification 
P:	Umhh… I suppose usually minors , children would be excluded, pregnant women would be excluded when the design or elderly people, sometimes the elderly people are excluded because they are worried about comobilities, and then I find  I don’t know where the research is going. We more focused on the black population in all research you hardly find Indians and whites and colored people taking part in clinical trials but that is not how the study was designed and that is how south Africa is set up that clinical trial participants end mostly being black populations because of the socio economic status
I:	So what changes need to be made in the design and conduct of the clinical trials to be more inclusive or varied populations?
P:	when they do clinical trial I think when they do the protocol, they shouldn’t exclude the elderly just because they are worried about confounding issues that may comeup, and it just that it would be easier if you doing it in this population, so and you looking what is it that the cut off is 44 or 45. So I think when they designed the studies . you can include minors when it is things that relevant to them. it think when they give the design… and the ethics committee need to investigate why certain population is excluded 
I:	I like that the ethics committee must interrogate why they are not including the elderly. (both laughed). 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:	That would be a difficult one. I don’t think I have been in a situation where by participant did not stick …or unless there was a pharmacy error or something. But I have never been to a situation where participants are… what we have done was that we needed to stop the participants from continuing with the drug or whatever because of the side effects or other reasons. So in that scenario, I don’t know how it would occur 
I:	And then, how do you encourage adherence?
P:	There is a lot… there are problems in clinical trials , one is adherence, two study schedules visit and adherence to the medication. So ne, it starts at the informed consent on how you educate your participants about the study , you need to educate them, they need to know how to take the medication, why is it important to take it everyday and why they have to come for schedules. I have seem that printing and giving them study schedules helps , you might forget to follow up for the appoint ment , they would  pitch  because they have the schedule with them already. Interms of adhearance, thee is a lot that you can try on there is this PO BOXEX, where it tells you when the P Oboxex has opened . they call it smart P Oboxes. You can also use what is it called? The adherence thing where you tick  , where by the patient must tick when s/he take the medication. It like a diary. You can use reminders, telephone reminders for the participants. so most of our participants have sub phones so we could utilize that . so there is a lot that we could do. Basic thing which is educating participants and continuously education
I:	So now, impropriate data collection waste time and resources. Based on your experience what are some of the common errors in designing CRF that result in large volume of data that is not relevant to the research question?
P:	Tjoo…Okay…it..Mhh. it because the CRFs become too busy or you collect extra information, you will think that the physical exam must be done in every visit or where by you only need the weight or something. So just because we are so used to doing things this way because we come from a medical background , so in medicine we do things this way so , instead of streamlining things or people who have been in clinical trials for the past 30 years are used to doing it this way, but now you don’t have to and you can cut things out. You don’t have to be writing so much , you don’t have to have so muc information and the you start having errors and then when we capture data there will be more errors . you need to cut down things. I had an issue with of my studies, I created an inclusion and exclusion form, so the question was where is the source for the information in this form. I was like no this form is a source . people wanted me to have another CRF that has baseline medical history and then from this baseline I must take and put it in the inclusion and exclusion criteria form. And I am like why don’t we use this inclusion and exclusion form as the source ,…and they were saying it a ways of GCP. So it just not being innovative and doing things like we use to all along. I think moving to electronic source maybe it might help and minimize the errors that’s comes with writing. Maybe electronic source might be better going forward, might reduce the issues (Both laughed)
I:	We hope so. Communication with participants is one of the ethical requirements in the conduct of clinical trial. How can this be improved in your context?
P:	tjoo…communication… mhh…maybe one…also communication language of the participant matters, so in my side is high on migrant population. you find that I don’t speak all the languages, that the community speak, but there are research assistants that speak the language, so now as the investigator now i have to communicate and they don’t get the massage in their language of choice, so maybe things get lost in that and sometimes when you have these big studies with big numbers , keeping in touch with participants is sometimes difficult , and you forget to call them and keep reminders and keep track with all predicants, unlike when you have smaller , you literally….you know I have worked on and my research assistant knew every body by name , maybe 10 participants. and that one on one it helps you know. So I would say that are two of the major things, which is communicating by language and making more effort to be in touch with participants and that again you need more staff need to do that and resources
I:	to reach participants. So you would say more staff can improve communication 
P:	Yes, especially for these bigger studies
I:	Oh yes that is true. Alright. Is the registration of clinical trail publicly accessible data bases demonstrate transparency?
P:	Yes, I think it would, I don’t know if the result of the clinical is accessible, I have gon for ruslt, I go out to look at the protocols on how many participants have…but I don’t think there, I don’t know if there are any…it would if they could tell us.  For some that are working in the clinical trials … we don’t even trust what was done, even the information that you get 
I:	and then what could be done to improve transparency , like…like what more can be done to improve transparency 
P:	I suppose in the analysis or when they write up the paper, we need to understand..mmh… I suppose it will be difficult to put in everything but sometimes you find that maybe somethings get left out when they are now publishing the result and writing up these papers and ideally that should put this in that so many people had side effects . so ja I think you know ideally when you are writing for a manuscript and you have like 5000 word limit, you can’t put everything in the paper but maybe on this publicly accessible data base we can actually see what were the result if actually I wanna analyze it for myself and actually go and do my own analysis and see if I came up with the same conclusion but I will need to have all the data not just  what you selected to share with us to actually make your study look good.
I:	Oh I actually like that data is available so that we can analyze. So then, how do you assess that the trial design is operationally viable in your context? 
P:	Okay, in my context it will be, one I might be able to get the…the patient population or the participant, the type of participant that you need so that the trial… and then the…couple procedures are they…is it going to be [inaudible 00:34:26] for participants and also looking into the resources that I have in my side in terms of staff, number of staff etc , would I be able to actually conduct the study adequately with the resources and  team that I have and our limitations.
I:	And then how can monitoring and auditing of trials improve the quality of the conduct of the clinical trials?
P:	So, auditing and monitoring it is good, it is for improving the conduct because you have an external person comes and looks at what you have been doing and then can say okay fix this and that but what I find is that because we are the big studies the monitor and auditors only have time to see little proportion of the files . to be honest as the site we know that they are coming to see these files, so we fix those files (laughs) and we know that other files has issues, and we know they wont ... So it comes back to the resources again , you cant send one monitor to monitor 500 participants in the study. You are going to miss things, that person is not going to see everything. It is a good way, monitoring and auditing is a good way but just need to be implemented better
I:	Oh It should be implemented better. And then how often do monitoring and auditing activities should happen in a clinical trial?
P:	I suppose it depends on the size of the study and then how many procedures are happening. If it is a study where you see the participants once in every six months I don’t think you have much auditing and monitoring. But I think monthly is fine especially for fast highly  enrolling studies, monthly ..
I:	High enrolling studies (whispering). Alright, and then, we are now going to talk about good clinical collaborative guidance I shared some… I shared the guidance with you I shared the documents with you as well. So just to give you some information. The GCTC guidance was developed by group of diverse and multi-disciplinary individuals and organization that believes that good health care is informed by good evidence from good randomized clinical trials. And the introduction and promotion of the GCTC guidance will strengthen the scientific and ethical quality of the randomized clinical trial regardless of the context. So, the GCTC guidance is as set of new guidelines to conduct good clinical trial as you saw on the document that I sent to you. It has five principles that got 27 topics under the topic the.. the…the under the topics , right. And then we are hoping that the guidance provides universal relevant flexible and proportionate advice for a well planed and well run and also clinically relevant clinical trial as well. And also, that the objective of the guidance is to establish the key principles of randomized clinical trial. So what makes a good clinical trial is it design and analysis as well as ethical and social value. And we are hoping that the guidance will enable those involved in clinical trials to work out how a randomized clinical trial should be designed and delivered in a particular setting. So that is the GCTC guidance. Right. Emhh.. have you heard of the GCTC guidance or good clinical collaboratives and it guidance?
P:	No. until you guys sent me that email, I never heard of this before
I:	Alright. So here at Africa Health Research Institute are promoting the guidance. so what we are planning to do is that we trying to get people opinions on the guidance. So what we going to be doing with the project is that we are going to assess the knowledge of the GCTC guidance and the practice of the GCTC guidance among stakeholders of clinical trials that are involved in the implementation of clinical trials here in South Africa. We are also going to be increasing the awareness of the GCTC guidance and the adoption of it principles in the conduct of the randomized clinical trial in South Africa. And we are trying to get key stakeholders opinions or input on it feasibility and acceptability and adoption in the south African context and we also going, in the process we are going to be encouraging the implementation of the guidance here in South Africa. So we are going to do it through workshops. We are going to invite people to workshops to discuss the guidance and then they complete the surveys, they will be pre workshops surveys and then after the workshop they complete the post workshop survey to give us their opinion on the guidance and then after three months we send them another survey where we ask them if did it impact them , has it change their good clinical practice. Ans we are also inviting of which you are participating in the interviews. We are also inviting people who did not attend the workshops o just come and tell us their opinion on the guidance after we sent them the document and they read through it 
P:	Okay
I:	Alright. I am assuming that you read the guidance . so how is the GCTC guidance applicable to your organization?
P:	Mhh… so.. it is applicable. I was looking at it and I am like, okay, this is a good clinical practice basically it put in a nice way and if you read or trained on the randomized clinical trials . I am surprised when people are not …maybe that are not conducting according to this, because I thought this is RCT has too be like this. Maybe I didn’t understand them . we are finding that clinical trials are not designed according to these principles at the moment
I:	Alright, we did find that clinical trials are facing challenges. In one of the documents that we sent out that I also sent to you. We are finding useful evidence that good randomized clinical trial , challenges that they are facing is that clinical trial are not maximizing their potential because of the poor design and also the cost. And yes, you talked about money  and other challenges like moving away common diseases to rear diseases. So the collaboratives find that existing guidelines are failing to provide guidance under principles necessary to generate result safely and also ethically that is why they set up the guidance
P:	The principles are good because that exactly we should be doing
I:	Would you recommend training on the GCTC guidance in your organization?
P:	Emmh.. yes. I think I have the benefit of not having done epidemiology. You know I remember when we did the study design and all that…you may find people who work n  research clinical trial, who haven’t actually studied. They just found themselves in this field. So yes, training will be good definitely. 
I:	And then looking at the guidance , which challenges do you think can be resolved by the implementation of the GCTC guidance in your organization.
P:	Just repeat that
I:	Which challenges can be resolved by the implementation of the GCTC guidance in your organization 
P:	Ok. So… mhh. One of the challenges would be , I need to have frequent protocol amendments. Because the study was poorly designed at the first place. You know, as we find as we… you know our organization has other studies that sponsors. So they become their own sponsors and the same person implementing the study. I think you find that, you know, there's so many issues with the, you know, the… the… the protocol, the study design that maybe like you know, had you done this properly in the beginning from the beginning would need to be. You know, amendment this Member, this, not to file this clarification letter this you know, so yeah definitely. It will help to minimize that.
I:	Yes. It will decrease the amendments of the protocol.
P:	I think it will reduce if the study is designed properly from the beginning.
I:	Ja…Ja. Properly from the beginning. are there any aspects of the guidance you do not agree with or do not align with your priorities? 
P:	No. there wasn’t anything that I didn’t …
I:	Looking at the GCTC guidance what could be approved?
P:	What do you means by what could be approved?
I:	Like is the guidance missing are we missing an…
P:	Oh you mean improve 
I:	Jeah improves [both laughed]
P:	No, I think this covers everything. I don’t think there is anything that is missing from this 
I:	From the guidance. Alright.
P:	 I approve [both laughed]
I:	So one of the …one of our objectives is to introduce and promote the GCTC guidance and adoption of its principles in the conduct of randomized clinical trials in South Africa. Now, in your opinion, would the adoption of the GCTC guidance be feasible in the conduct of clinical trials in South Africa?
P:	Yes, it would be feasible, but I also remember that a lot of Most of the randomized clinical trials are mostly clinical trials that we get involved in and things that are coming from overseas or overseas sponsors, not necessarily from South African investigators, Yeah. So yeah, but definitely, I think it shouldn't be limited to just South Africa. It's something that should be a global thing, you know. Yeah, because I think in the …I've been working mostly on trials that come from these big pharmaceutical sponsors, you know. So I think everybody, You know, would benefit from these guidelines. 
P:	Yes. So what challenges do you foresee in the introduction and promotion of the GCTC guidance in South Africa? I don't even foresee any challenges, you know. Other than the fact that if you're dealing with outside investigators, perhaps you know, you know, and who are not working adopted this, you know that then that may be the challenge. You know, but I don't think it's...You know, basically this is this is GCP...it part of the GCP, i don't think they should be a problem you know in implementing it and then when our regulatory bodies like ethics and SAFRA when they review then clinical trials for approval. They need to keep putting these in mind these principles, you know that the study that I'm approving of does it really. Because sometimes you question how come ethics approve this (both laughed]
I:	And then if you were tasked with the promotion and increasing awareness of the GCC guidance and the adoption of its principles and the conduct of randomized clinical trials in South Africa, how would you implement the promotion and awareness of the GCC guidance and adoption of the guidance? 
P:	Training. Like you know, yeah, webinars and things like that and make them speed accredited please. Yeah. And then also engaging... I don't know who writes the ...our shtp document about that and who's responsible for that? 


