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S1 Supplementary information: Development and content validation of the Patient’s Qualitative Assessment of Treatment version 2 (PQATv2)
[bookmark: _Hlk86238456]Methods
The original Patient’s Qualitative Assessment of Treatment (PQAT) 11 was modified to add two new items (items 2 and 4) that ask respondents to rate on a scale of 0–10 how significant were the “benefits” (item 2) or “disadvantages” (item 4) of the drug taken during the trial (see Table 1 and Fig 1). The four items (three qualitative and one quantitative) from the PQAT were retained, resulting in a six-item instrument that constitutes the second version (PQATv2). This version of the PQATv2, designed for use in clinical trials (copyright Sanofi), is available for use and can be requested from the Mapi Research Trust (https://eprovide.mapi-trust.org/instruments/patient-s-qualitative-assessment-of-treatment-version-2). 
Members of an advisory panel of patients with type 1 diabetes mellitus (DM) (n = 6) and an advisory panel of patients with type 2 DM (n = 5) were presented with both the four-item PQAT and the six-item PQATv2, and feedback was collected on their comprehension of the items and about the relevance, clarity and ease of understanding of the two additional items included in the PQATv2. Patients recorded written comments onto the instrument copies (n = 10) and the interviewer collated additional notes during panel discussions.
Results
A total of 11 patients with type 1 or type 2 DM located in Southern California (male n = 7, mean age 52 years) took part in the PQATv2 advisory panels (Table S1). Among those who provided written feedback, the majority (n = 8/10, 80% for item 2; n = 8/10, 80% for item 4) stated that the meaning of the two new items was clear, as was that of the response options (n = 10/10, 100% for item 2; n = 10/10, 100% for item 4). 
Testing of the PQATv2 instrument therefore revealed that the two new items were well understood by patients. However, in direct response to patient feedback and to reduce ambiguity and increase clarity, minor changes were made to the wording of some of the item and response options. Specifically, some patients (n = 3/10, 30%) suggested that the initial term “significant” (initially used in both new items: “how significant were the benefits/disadvantages you experienced with the drug you received?”) should be reworded for clarity. Items 2 and 4 were therefore modified to remove the word “significant”, replacing it with the wording “how beneficial/disadvantageous was the drug you received during the trial?” in the validated version of the instrument. The new wording of items 2 and 4 was not tested further in the PQATv2 validation, but was tested as part of the PQAT-RW interviews.
The response options in both items 2 and 4 were also updated so that the lower end of the scale read “not [beneficial/disadvantageous] at all” and the higher end of the scale read “extremely [beneficial/disadvantageous]”. Two participants (n = 2/10, 20%) felt that the terms “benefits” and “disadvantages” were too vague, portentially resulting in great variability around the meaning of the terms for different patients. However, as the instrument is intended to allow for broad considerations in patient responses, the terms “benefits” and “disadvantages” were retained.
[bookmark: _Ref94191136][bookmark: _Ref94191131]The PQATv2 has been linguistically validated in over 20 languages 28, demonstrating its applicability across varied cultural and linguistic contexts. Only minor variations were implemented across different linguistic versions of the instrument. As the word “disadvantageous” was well understood in the original US English version of the instrument, the term was maintained in other English versions (for Australia and the UK). However, adaptations of the instrument for some other English-speaking countries and some non-English languages have replaced “disadvantageous” with alternative wordings deemed more suitable to the language of the country. For example, the term “unfavorable” was used in the Spanish version of the instrument for Spain, as participants reported it to be easier to understand and more idiomatic than “disadvantageous”. The term “unpleasant” was used in English for Canada.

S1 Table Sample demographic characteristics of the PQATv2 patient cohort.
	Demographic characteristic
	Total (N = 11)

	Gender, n (%) 
Female
Male
	
4 (36.4)
7 (63.6)

	Age, years 
Mean
Minimum, maximum
	
52
27, 67

	Diagnosis, n (%) 
T1DM
T2DM
	
6 (54.5)
5 (45.5)


12/09/2024	Confidential	PQAT-RW PRO MS

Abbreviations: T1DM, type 1 diabetes mellitus; T2DM, type 2 diabetes mellitus; PQATv2, Patient’s Qualitative Assessment of Treatment version 2.
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S3 Supplementary information Cognitive debriefing results from the introductory instructions of the PQAT-RW.
	Instruction
	Understanding
	Suggested changes

	The following questions ask for your opinion on [drug], the drug that you are currently taking to treat your [condition]
	N = 16/16 (100%) participants understood this instruction without difficulty
“… you're looking for my opinion on the medication I am on that I'm taking to treat my MS”
	n = 1/16 (6.3%) suggested changing ‘the drug’ to ‘the medication’
“I would just say, uh, we would like to better understand your own experience taking the medication or using the medication … Um, I think, uh, it just sounds better”

n = 15/16 (93.8%) did not suggest a change 


	There are no right or wrong answers; we would like to better understand your own experience of the drug
	N = 16/16 (100%) participants understood this instruction without difficulty
“… to be honest about, um, my opinion and, and how these drugs have impacted my life” 
	n = 1/16 (6.3%) suggested changing semicolon to a full stop
“... instead of that, um, semicolon it just should be a period” 

n = 15/16 (93.8%) did not suggest a change 


[bookmark: _Hlk85463493][bookmark: _Ref94191346]Abbreviations: PQAT-RW, Patient’s Qualitative Assessment of Treatment – Real-World.

S4 Supplementary information Cognitive debriefing results of the individual items of the PQAT-RW.
	Item
	Understanding
	Response
	Suggested changes

	Item 1 (main benefits)
What are the main benefits you experience from [drug], the drug you are currently taking to treat your [condition]?
	N = 16/16 (100%) understood the item
“… they want to know, you know, what good do I get out of this medication”
	N = 16/16 (100%) thought this item was easy to answer
“It was pretty easy. Uh, it's a general question and I didn’t have any trouble answering it” 

n = 13/16 (81.3%) thought it was easy to know how much detail to provide in their answer
“Easy … I mean I think because of the size of the textbox you can't really go into too much detail. But I, I think that it's a pretty basic question where you could just write a few sentences” 

n = 3/16 (18.8%) it was unclear if it was easy/difficult for them to know how much detail to provide.
“Um, well it—I guess it depends on how thorough you want the answer”
	n = 1/16 (6.3%) participant recommended rewording the item to say ‘primary benefit’ instead of ‘main benefits’
“If you're interested in, in the function ability of the medicine, the, the primary benefit would be better” 

n = 15/16 (93.8%) participants did not recommend any changes

	Item 2 (rate beneficial)
On a scale of 0 to 10, based on your own experience how beneficial is [drug], the drug you are currently taking to treat your [condition]
0 = Not beneficial at all
10 = Extremely beneficial
	n = 16/16 (100%) demonstrated understanding of this item with no difficulty
“It means that I need to rate it on a scale of one to ten how, how much it's helping me, how beneficial it is” 

	n = 15/16 (93.8%) thought this item was easy to answer
“Very, very easy because if it wasn’t helping me, I'd give it a one” 

n = 1/16 (6.3%) found it difficult to answer this item
“… it's so difficult to pick a number that, you know because on any particular day the number would change …”
	n = 1/16 (6.3%) participant recommended removing the words ‘based on your own experience’ as they felt this was redundant
“I would take out, based on your own experience. We know it's my experience. That's why we doing this, you know—that’s why I'm taking it” 

n = 15/16 (93.8%) suggested no changes

	Item 2 (alternative)
On a scale of 0 to 10, based on your own experience how would you rate the overall benefits of [drug], the drug you are currently taking to treat your [condition]?
0 = No benefit at all
10 = Greatest possible benefit
	N = 16/16 (100%) demonstrated understanding of this item with no difficulty
“It's the same thing, to rate it based on how, how much it helps me”  

n = 13/16 (81.3%) felt this item was asking the same as the original item
“The same thing as above. It's just a little more—at least for me I like the wording more”

n = 3/16 (18.8%) felt that the word overall meant they considered the ‘bigger picture’
“… when you say overall benefits, um, there again that takes into it's not just asking about the, the, uh, efficacy of the drug. It's asking about any and all benefits” 
	n = 12/16 (75.0%) thought the response option wording ‘greatest possible benefit’ made sense
“Yeah. I don’t have any problem with, with either of the wording between extremely beneficial and greatest possible benefit is probably more definitive. It's—yeah. I guess Number 2 is best. It is better” 

n = 2/16 (12.5%) didn’t like the phrase ‘greatest possible benefit’
“So, yes. Greatest possible benefit. Um, I don’t, you know, I don’t like greatest possible benefit” 

n = 2/16 (12.5%) were not asked specifically about the phrase ‘Greatest possible benefit’
	n = 2/16 (12.5%) suggested rewording the response option ‘greatest possible benefit’ 
“Greatest—just that I don’t think you picked the word greatest is the, the best choice. Like I said, because it seems like I have to compare it with other medications” 

n = 1/16 (6.3%) felt the item was too wordy and suggested removing ‘on a scale of zero to ten’ as they thought this was redundant
“It has too many words in here that's not necessary…I would take out on a scale of zero to ten … You need to keep it simple”

n = 13/16 (81.3%) suggested no changes


	Item 3 (main disadvantages) 
What are the main disadvantages you experience from [drug], the drug that you are currently taking to treat your [condition]?
	N = 16/16 (100%) participants demonstrated understanding of this item
“It's asking me what I don’t like about it”
	N = 16/16 (100%) stated that they thought this item was easy to answer
“Pretty easy. Again, it might just be the simplistic nature of my situation, but for me it was really easy”

n = 14/16 (87.5%) thought it was easy to know how much detail to provide in their answer
“It was very easy 'cause I, I, I know what the disadvantages are”

n = 1/16 (6.3%) felt the detail of the response would be subjective 
“Hmm, I don’t know. I think it's pretty up to you how, however detailed you want to be I guess on this”

n = 1/16 (6.3%) didn’t provide an answer to this probe
	n = 1/16 (6.3%) suggested changing disadvantages to ‘side effects’
“I wouldn’t use that word. What are the—I would use side effects” 

n = 1/16 (6.3%) suggested removing ‘the drug you are currently taking’ as they thought this was redundant
“You don’t need to say that the drug that you are currently taking on each question. If you're saying it on the first question, it's understood” 

n = 14/16 (87.5%) suggested no changes

	Item 4 (rate disadvantageous)
On a scale of 0 to 10, based on your own experience how disadvantageous is [drug], the drug that you are currently taking to treat your [condition]?**

 0 = Not disadvantageous at all
10 = Extremely disadvantageous
	N = 16/16 (100%) were able to understand and accurately interpret the item
“Um, how, how much do the cons affect you?” 

n = 13/16 (81.3%) felt that disadvantageous was a difficult term to understand 
“how dis, how dis—what? How disadvantage, oh, disadvantage. I can’t even say that word. I'm sorry”

n = 3/16 (18.8%) did not think that disadvantageous was a difficult term to understand
	n = 11/16 (68.8%) stated that they thought this item was easy to answer
“Uh, it was, um, very easy to answer” 

n = 5/16 (31.3%) found it difficult to answer this item

n = 3/5 (60.0%) felt that it was harder to rate disadvantages than advantages
“I think it was more difficult than the other questions … Difficult to put a number on it” 

n = 2/5 (40.0%) initially misunderstood the scale direction 
“Ten … no, no, no, no. I meant zero….I'm sorry. You know what it is? When I see ten, my mind automatically goes to, oh that's the best”
	n = 12/16 (75.0%) participants recommended rewording the item; all suggested changing the word ‘disadvantageous’
“I just think you should change that disadvantageous. Just like me stumbling on it, someone else might stumble on it, especially with MS because it could be, you know, cognitive”

n = 4/16 (25.0%) participants did not suggest any changes

	Item 4 (alternative)
On a scale of 0 to 10, based on your own experience, how would you rate the overall disadvantages of [drug], the drug that you are currently taking to treat your [condition]? 
0 = No disadvantage at all
10 = Greatest possible disadvantage 

	N = 16/16 (100%) demonstrated understanding of the item 

n = 15/16 (93.8%) felt that this item was asking the same as the original wording
“Uh, same thing. Like how would I rate the negatives of Lexapro” 

n = 1/16 (6.3%) felt that this wording was different to the original wording as they considered the side effects when answering this item but didn’t in the original item wording
“I would say not disadvantageous at all. Well maybe a one … Because I'm thinking about … how this is not good for me … So there is no disadvantages” [original] 
“How would you rate the overall disadvantages? The overall side effects … I would give it an eight” [alternative] 
	n = 11/16 (68.8%) indicated that the term ‘greatest possible disadvantage’ made sense
“So for the greatest possible disadvantage … would be that it's just been someone who's had a horrible experience with the medication” 

n = 3/16 (18.8%) felt the term ‘greatest possible disadvantage’ was difficult to understand
“Um, I feel like greatest possible disadvantage is a little strange because greatest possible sounds way more on the positive side and then disadvantages obviously is on the negative side … that might be a little like contradictory” 

n = 2/16 (12.5%) participants were not asked about the term ‘greatest possible disadvantage’
	n = 2/16 (12.5%) suggested changing the response option ‘greatest possible disadvantage’
“That's like kind of weird because greatest is kind of like a, like a positive word … it would just be like the biggest or like many negatives … maybe largest”

n = 1/16 (6.3%) suggested changing ‘the’ to ‘any’ in the item so that it read ‘rate any overall disadvantage’
“Um, I think I would insert any before overall. How would you rate any overall disadvantages?” 

n = 1/16 (6.3%) suggested changing ‘disadvantages’ to ‘side effects’
“It's the wrong word. I just think it should be side effects or something like that” 

n = 1/16 (6.3%) suggested changing ‘overall disadvantages’ to ‘primary disadvantage’
“Overall disadvantages. It could be the primary disadvantage. Um, but you need disadvantage” 

n = 11/16 (68.8%) suggested no changes

	Item 5 (continue taking treatment)
Are you willing to continue using [drug], the drug that you are currently taking to treat your [condition]?

Yes/No

Please explain why?
	All participants (N = 16/16, 100%) demonstrated understanding of this item
“Um, you know, do you feel like you can keep taking it? Have you had any issues with it? Is there any reason you would want to stop taking it? Something like that” 


	N = 16/16 (100%) participants stated they thought this item was easy to answer
“I found it very easy to answer this question” 

N = 16/16 (100%) participants thought it was easy to know how much detail to provide in their answer
“I just—it'd be basically just reiterating the yes, um, with a couple of examples of why” 

	n = 1/16 (6.3%) suggested removing ‘the drug you are currently taking’
“The drug that you are currently taking. You don’t need that. I told you. It's straightforward” 

n = 1/16 (6.3%) suggested removing ‘willing’
“You know, it just is not something I've seen worded that way before. It's basically like, so do you want to continue with this or not” 

n = 14/16 (87.5%) did not suggest any changes

	Item 6 (benefits vs. disadvantages)

Based on your own experience of [drug], the drug that you are currently taking to treat your [condition], please select a response on the scale below 

−3 = The disadvantages of [drug], significantly outweigh the benefits

0 = There were equal benefits and disadvantages of [drug]

3 = The benefits of [drug] significantly outweigh the disadvantages

	All participants (N = 16/16, 100%) demonstrated understanding of this item
“It's asking me to compare the—is it—you're asking for my overall opinion do the—are there more benefits than there are negatives or disadvantages” 

	n = 7/11 (63.6%) of the participants who debriefed the original response option layout stated that they thought this item was easy to answer
“Yeah. They're very simple and it's giving me a range of what—where you are with this drug” 

n = 4/11 (36.4%) found it difficult to answer this item

n = 2/4 (50.0%) understood the number scale eventually but initially found it difficult to make sense of

n = 2/4 (50.0%) did not understand the number scale*
“I don’t understand why the negative three, negative two, negative one. I'm not—that's—the disadvantages in this—it should be true or false, right? ... So what does minus three mean?”

N = 5/5 (100%) of the participants who debriefed the updated layout stated they thought this item was easy to answer
“Yes. It's very straightforward. Um, it's very easy to understand”


	n = 6/11 (54.6%) of the participants who debriefed the original response option layout suggested changing the format of the original response options (vertical) to horizontal*
“I might list it horizontally rather than vertically. I think it'd be a little easier” 

n = 4/11 (36.4%) of participants who debriefed the original format did not suggest any changes to the format

n = 5/5 (100%) of the participants who debriefed the new layout did not suggest any changes to the format

n = 2/16 (12.5%) suggested changing the response option wording (both participants debriefed the original response option layout)

n = 1/2 (50.0%) suggested changing ‘significantly outweigh’ to ‘comparing’
“I think comparing for me is better than significantly outweigh” 

n = 1/2 (50.0%) suggested changing the response option for 0 to ‘the advantages and disadvantages are equal’
“I'm a little on the fence about zero, um, saying there were equal benefits and disadvantages 'cause it's still inferring … there are disadvantages”
“INTERVIEWER: what do you think would be a better way of wording that?” 
“… the advantages and disadvantages are equal”

n = 1/16 (6.3%) suggested adding further instruction to tell the reader to rate their experience (this participant debriefed the new layout)
“Um, maybe at the end where it says select a response.  Um, I don’t know how I would reword that, but maybe say like your rating—I don’t know. Tell me what to do with the scale below. Like I don’t know”

n = 13/16 (81.3%) did not suggest any wording changes


*For one of these participants there was a page layout/misprint error in the document which caused confusion; **Although all participants understood the original wording of item 4, 13 (81.3%) participants felt that “disadvantageous” was difficult to understand and 12 (75.0%) participants suggested changing the wording because they felt that some people may find it difficult to understand. 
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[bookmark: _Toc27748076]Interview objectives

[bookmark: _Toc27748077]Overview of the interview process

There are four sections to this cognitive debriefing interview:

1. Part 1: Interview introduction (3-5 minutes)

2. Part 2: Concept elicitation questions (10 minutes)

3. Part 3: Cognitive debriefing of the PQAT-RWv1 (25 minutes)

4. Part 4: General questions on the PQAT Real world (5 minutes)

Using the schedule above, the interview should take approximately 45 minutes.

[bookmark: _Toc2157531][bookmark: _Toc534810382][bookmark: _Toc27748078]Materials

To conduct this interview, the interviewer, will need: 

· The interview guide (this document),

· Audio-recording device,

· Pen/pencil to take notes,

· Blank paper copy of the PQAT Real world version 1 including alternative wording for questions 2 and 4 (Appendix A),

· Adverse event reporting form (Appendix C).




[bookmark: _Toc482092765][bookmark: _Toc27748079]Interviewer methods

[bookmark: _Toc482092766][bookmark: _Toc27748080]As an interviewer, you should:

1. Review the relevant documents prior to the interview: Check that the participant’s clinician has completed the screener and case report form to confirm the participant’s eligibility to take part in the interview and that the demographics form has been completed. You should check the participant’s case report form to understand what condition the participant has and what treatment they are currently on. Documentation of written informed consent should also be checked prior to beginning the interview. 

2. Check the digital audio recorder: Ensure the participant’s voice throughout the interview is clearly recorded on the audio-recording. The audio recording will be transcribed verbatim. Check the volume settings and positioning of the audio recorder to ensure the clarity of the audio recording prior to the start of the interview, making sure recordings are clearly audible from the telephone loudspeaker. Check that the audio recorder has enough battery power for the duration of the interview. Avoid rustling papers near the recorder or jostling the recorder during the interview as this will lead to inaudible responses. 

3. State your name, the participant’s ID number, the date, and the local time and location of the interviewer and participant as soon as you have turned on the audio recorder: Ensure you state this clearly at the start of the audio recording so that the interview transcript is time-stamped for the purpose of complying with ALCOA-C and CCEA (C) principles and ensuring data integrity.

4. Confirm that the participant has ensured safe and appropriate conditions to participate for the whole interview period. If you assess the proposed interview conditions to be untoward optimal data collection (e.g. multitasking) or may compromise participant safety (e.g. driving), offer to reschedule the interview.

5. Follow the interview guide: It is important for you to follow the questions in this guide as closely as possible, but it may still be necessary for you to reword questions in order to aid the participant’s understanding. As much as possible, ensure that for each question being debriefed you know whether the item:

· was correctly interpreted and understood by the participant,

· would/would not be reworded by the participant to make it clearer (and how it would be reworded),

· response options were appropriate for the question and well understood by the participant,

Before you begin, please ask the participant to read aloud every instruction and question in the instrument and to explain what they are thinking about for each question while they are choosing a response. Keep reminding them to tell you what they are thinking as they go through, and probe if anything does not make sense, or if they seem to be having difficulty. Please take note of any hesitations and/or reactions by the participant as he/she reads the questions and instructions aloud. If the participant hesitates when answering, use one or more of the following probes, or similar questions to elicit comments from them:

· Is it easy or difficult to answer that question? Is it easy or difficult to remember?

· What are you thinking now?

· Is that question hard to understand?

· What do you think it means?

· Are there any words in that question that are hard to read?

· Would you like to change this question to make it easier for people to understand? How would you change it?

6. Be aware of nonverbal communication: If you are using video calling technology (e.g. FaceTime, Skype), make a written note in the interview guide of any non-verbal communication by the participant (e.g., vocalisations or facial expressions indicating rejection or acceptance of one of your comments; apparent affect such as confusion, frustration, annoyance, etc.). Comment on the non-verbal cue and invite the participant to explain his/her feelings to ensure you have properly interpreted the gesture.  

[bookmark: _Toc482092767][bookmark: _Toc27748081]The role of the interviewer

The role of the interviewer is to inquire and support:

· Do not give your own point of view.

· Be patient and accept silence to make sure the participant has time to think about his/her response.

· Do not interfere.

· Help the participant to stick to the topics intended in the guide (but not necessarily in the order presented in the guide).

· Help participants cross-reference and make connections that they would not do spontaneously.

· Help the participant to avoid repeating herself by knowing the guide and following up on topics when raised.

· Make sure you are non-judgmental in your tone when probing and make clear to the participant that it is okay if they do not know what a question means or if they are experiencing problems reading the question.

· Ask the participant to clarify any comments or gestures (if you are using video calling technology) or vocalisations (e.g. a sigh or groan) that you are not certain you understood and for the benefit of the recording.

· Ask the participant to explain any vague reference or comment that is pertinent to the research questions (e.g. if they talk about “it” and “that”, ask them what is meant by these terms).

· If the participant directs any questions to you that are of a medical nature, please explain that you are not a doctor and that he/she should ask a parent or a doctor about that.

· Most importantly: avoid biasing or leading the participant.

[bookmark: _Toc27748082]Avoiding biasing or leading participants

It is very important that you do not lead participants with your questions or remarks, or bias responses. You should avoid using statements or questions that lead participants or encourage social desirability or agreement bias in response to the wording or framing of the questions you pose. Allow participants enough time to answer. Encourage participants to explain his or her responses to ensure a clear understanding of the intent of the participant. 

There may be instances where you need to invent your own probes or reword the probes specified in the interview guide so as to be relevant to the participant’s responses and the interview situation. Feel free to phrase a question differently so long as you do so without leading the participant. Expect the respondent to take a significant amount of time to respond to each question. Be accepting of silence and allow them enough time to answer.



[bookmark: _Toc526761990][bookmark: _Toc27748083]Using the interview guide

The formatting is as follows:

		PART 1, 2 and 4 of the interview guide



		RED UPPER-CASE TEXT

		These are guidance notes for you (the interviewer).



		· 

		These are statements and instructions that you read aloud to the participant. These are in blue text.



		Bold text

		Questions in bold text must be asked to all participants.



		Italic text

		Probes or follow up questions are bulleted. These are included to assist you in drawing further information from participants if needed.



		PART 3 of the interview guide



		Bold or normal text

		These are the instrument instructions and items that are being debriefed.



		Red italic text

		These questions must be asked to all participants.



		Normal italic text

		These are instructions to the interviewer. 







[bookmark: _Toc482092770][bookmark: _Toc27748084]Adverse event reporting

If the respondent mentions a product complaint or adverse event (AE), whether it is serious (SAE) or a Non-Serious Adverse Reaction (NSAR), experienced while taking any Sanofi product please complete the AE form (Appendix C) and send to Sanofi pharmacovigilance department within one working day (24 hours) of awareness. At the end of the interview, please say the following to the participant:

· “During the interview you mentioned a problem that you experienced while taking a Sanofi product. This is something that is of concern to Sanofi and so Sanofi would like your permission to contact your doctor to gain further information about this matter. Would you be willing to give Sanofi permission to contact your doctor?”

· If yes: “Thank you. The information you provide will be sent to the study sponsor, who may wish to contact your doctor for further information. If you agree to provide your doctor’s name, this will not be linked in any way to your other responses given during the interview. Are you happy to provide the name of your doctor?”

(If the respondent subsequently says no, then go to the ‘If no’ section)

· If no: “OK that’s fine. However, as the information you were given about this study explained, we do have to report this problem to the sponsor. This will be done anonymously, and none of your personal details will be shared with them.”

You should complete the ‘Adverse Event Form’ with as much detail as you can retrieve. 

Remember, an AE must be reported when the following are present:

PREP – Participant, Reporter, Event, Product

1. A Participant or group of participants

Identifiers such as age, age group, birth date, gender, role, profession should be collected if available, if not the event should still be reported.  

2. An identifiable Reporting source

Information that identifies the reporter, establishing knowledge of the reportable event in an identifiable consumer.

The reporter could be a participant, doctor, participant’s parent, friend, colleague or caregiver.  

3. An adverse Event

Description of at least one event or product complaint.  

4. 

5. A suspect Product

Participant must mention taking one of the products being marketed by the company that we are doing research for.

Remember: The event need not have a causal relationship with the treatment or usage.

An AE can also be revealed through follow up on a product complaint (PC). For these purposes a PC is a complaint specific to the product itself, or packaging, as opposed to its effect on the participant. Examples include damaged or missing tablets; wrong strength or color of tablets; damaged packaging; a label that cannot be read; a liquid that should be clear but is cloudy or contains unexpected particles; a bent needle, a broken syringe; a missing participant information leaflet or the identification of a potentially counterfeit medicine. 

[bookmark: _Toc422389661]Cases where a woman is pregnant or breastfeeding whilst taking a company’s medicine also need to be collected even if no AE is specifically cited. In these instances, it is important to capture whether or not there were any complications during the pregnancy or any congenital abnormalities occurring in the baby.




[bookmark: _Ref482085844][bookmark: _Toc482092771][bookmark: _Toc27748085]Part 1: Interview introduction (3-5 minutes)

[bookmark: _Toc27748086]Objective

Introduce Adelphi Values to the participant, review the purpose of the study and confidentiality arrangements, ask for the participant’s permission to audio record the interview and record your name, the participant’s ID, the date, and the local time and location for you and the participant.

[bookmark: _Toc27748087]Interviewer instructions

1. Thank the participant for agreeing to participate in this interview.

2. If the participant has not previously taken part in a CE interview, introduce yourself as working on behalf of Adelphi Values:

· My name is [your name] and I am working on behalf of a health research company called Adelphi Values that works closely with pharmaceutical companies to assess the impact of health conditions and treatments on peoples’ lives.

3. Explain the aim of the interview:

· The aim of this interview is to get your feedback on a questionnaire that has been developed for use with patients taking treatment for medical conditions. We will go through each of these question by question. I want to understand if each instruction and question is clear and easy for you to understand, and how easy or difficult you find it to answer the questions.  

· I will ask you to complete the questions and while you are filling it out, I will ask you to read the instructions and questions out aloud and tell me your opinions and why you are writing or selecting the answers you are. 

· After each instruction and question I will ask you a series of questions to further explore your understanding and opinions on each question.

· When answering questions, please respond in a way that best reflects your personal experiences and feel free to give your opinions. There are no right or wrong answers. We want your help to identify any problems with the questions and any things that could be made better – so don’t hesitate to tell us about anything that is unclear or difficult to understand about the questions, or anything that is missing or should be added.

4. Reassure the participant of confidentiality and anonymity:

· Your name and contact information will remain with the researchers and will only be accessible to staff directly involved with this project. 

· Any information you provide will be reported in a way that protects your privacy by avoiding any mention of your name or other information that could identify you. 

· The recording of the interview will be typed up, word for word, and will be shared with the sponsor of this project but your name or any information that identifies you will be removed first. 

5. Discuss the interview:

· The interview will last approximately 45 minutes.

· The interview will be audio-recorded to allow me to pay careful attention to what you say and to make certain we accurately record the things that you tell me during the interview.

· Please try and speak relatively loudly and clearly so that your comments can be heard and are clear on the recording.

· We want to let you know that the questions during the interview may be repetitive, but that this is necessary, as we want your opinion on the questions and answers. 

· You do not have to answer any questions you do not feel comfortable answering.

· You can ask questions at any point in the interview. 

· There are no right or wrong answers; we are interested in your personal opinion.

· You can pause or leave the interview at any point.

· You will be compensated after completing the interview.

6. Turn on audio-recording device  [image: http://icons.iconarchive.com/icons/pelfusion/long-shadow-media/512/Microphone-icon.png]

· [bookmark: _Ref482105855]The recording has now begun.

· This is [NAME OF INTERVIEWER] with participant [PARTICIPANT ID NUMBER] on [DATE OF INTERVIEW] at [TIME OF INTERVIEW AND TIME ZONE]. The interview is being conducted by [TELEPHONE/VIDEO]. I am taking the call in [STATE LOCATION OF INTERVIEWER, INCLUDING CITY/STATE AND COUNTRY] and the participant is taking the call in [STATE LOCATION OF PARTICIPANT].

· Do you agree to participate in the interview?

· Do you agree to have this interview audio-recorded?

· [IF PARTICIPANT DOES NOT AGREE TO HAVE THE INTERVIEW RECORDED: Thank the participant for taking part and end the interview and switch off the recorder.]

· Are you in a location where it is safe to participate in the interview?

· Do you expect to be distracted or have your attention required elsewhere in the next 45 minutes?

· [IF NOT FOR EITHER OF THE ABOVE: Arrange to reschedule the interview and switch off the recorder.]

· Do you have any questions before we start? OK, I’ll start now, ok?

[bookmark: _Toc27748088][bookmark: _Ref27380148][bookmark: _Ref18079384][bookmark: _Hlk17098757][bookmark: _Ref14076444]Part 2: Concept elicitation questions (10 minutes)

·  “Firstly, we are going to briefly talk about your experience and treatment for your condition.”



1. I understand that you have [condition]. Please can you briefly tell me about your experience of [condition]?

a. When were you diagnosed?

b. What (if any) symptoms do you experience?

c. How (if at all) does the condition impact your daily life? 



2. Please can you briefly tell me about the type of treatment you currently take for [condition].

a. How do you take this treatment (pill or injection)? How often do you take it?

b. Why did you start taking this treatment?

c. Is this the only treatment you take for your [condition]? If not, please can you tell me what other treatments you are currently taking for your condition?

d. Have you taken any other treatments for your condition in the past? Please tell me about those and why you are no longer taking them. 









[bookmark: _Toc27748089]Part 3: Cognitive debriefing of the PQAT-RWv1 (25 minutes)

[Interviewer]: “Now, I am going to ask you to read out loud and complete a questionnaire one question at a time while I ask you further questions about your understanding of the questions and whether you think the questions could be improved in any way. You should have been given by the recruiter a questionnaire named ‘Patient’s Qualitative Assessment of Treatment Real World version 1 (PQAT-RWv1). Please can you read the first instructions that start with ‘The following questions…’ .”

PLEASE ENSURE THAT ALL ITEMS IN THE TABLE BELOW ARE ASSESSED DURING THE INTERVIEW. 

		Instruction/item

		Understanding

		Response options

		Reword



		Instruction 1 

The following questions ask for your opinion on [drug], the drug that you are currently taking to treat your [condition].



		In your own words, what is the instruction telling you?



What does the word ‘currently’ mean to you?



Do you know the name of the drugs that you are taking to treat your medical condition(s)?

		

		Would you change any of the words to make the instructions easier to read or understand?



		Instruction 2 

There are no right or wrong answers; we would like to better understand your own experience of the drug.



		What does this mean to you?

		

		Would you change any of the words to make the question easier to read or understand?



		[bookmark: _Hlk26171719]1. What are the main benefits you experience from [drug], the drug you are currently taking to treat your [condition]?

		In your own words, what is the question asking?



What does ‘main benefits’ mean to you?

		How easy or difficult was it to answer this question?



How easy/difficult was it to know how much detail to provide in your answer? Please explain. 

		Would you change any of the words to make the question easier to read or understand?



		2. On a scale of 0 to 10, based on your own experience how beneficial is [drug], the drug that you are currently taking to treat your [condition]? 



0= Not beneficial at all

10= Extremely beneficial

		What does this mean to you?



What does the word ‘beneficial’ mean to you?

		How would you answer this question?



What were you thinking about when you selected XX as your answer?



Did you find it easy or difficult to rate how beneficial the treatment is?



		Would you change any of the words to make this question easier to read or understand?





		2 (alternative).  On a scale of 0 to 10, based on your own experience, how would you rate the overall benefits of [drug], the drug you are currently taking to treat your [condition]? 



0 = No benefit at all

10 = Greatest possible benefit 

		(Ask the participant to look at the page titled ‘PQAT-RWv1 Alternative wording to Q2 and Q4’, and to read Q2)

Please explain what you think this question is asking?

Do you think this question is asking the same or different thing to question 2 in the other document? Please explain.

		Is the term ‘Greatest possible benefit’ easy to understand?

		Do you prefer the wording of this question or question 2 in the other document? Why?



Would you change any of the words to make the question easier to read or understand?





		3. What are the main disadvantages you experience from [drug], the drug that you are currently taking to treat your [condition]?

		(Ask the participant to look back at the page titled ‘Patient’s Qualitative Assessment of Treatment – Real world version 1 (PQAT-RWv1)’, and to read Q3)



In your own words, what is the question asking?



What does ‘main disadvantages’ mean to you?

		How easy or difficult was it to answer this question?



How easy/difficult was it to know how much detail to provide in your answer? Please explain. 

		Would you change any of the words to make the question easier to read or understand?



		4. On a scale of 0 to 10, based on your own experience how disadvantageous is [drug], the drug that you are currently taking to treat your [condition]?



 0 = Not disadvantageous at all

10 = Extremely disadvantageous

		What does this mean to you?



What does ‘disadvantageous’ mean to you?



Is the term ‘disadvantageous’ easy or difficult to understand?

		How would you answer this question?



What were you thinking about when you selected XX as your answer?



Did you find it easy or difficult to rate how disadvantageous your treatment is?

		Would you change any of the words to make the question easier to read or understand?



		4 (alternative). On a scale of 0 to 10, based on your own experience, how would you rate the overall disadvantages of [drug], the drug that you are currently taking to treat your [condition]? 

0 = No disadvantage at all

10 = Greatest possible disadvantage 

 

		(Ask the participant to look at the page titled ‘PQAT-RWv1 Alternative wording to Q2 and Q4’, and to read Q4)



Please explain what you think this question is asking?

(Please turn over)

Do you think this question is asking the same or different thing to question 4 in the other document? Please explain.

		What does the phrase ‘greatest possible disadvantage’ mean to you?

Is the term ‘Greatest possible  disadvantage’ easy to understand?

		Do you prefer the wording of this question or question 4 in the other document? Why?



Would you change any of the words to make the question easier to read or understand?





		5. Are you willing to continue using [drug], the drug that you are currently taking to treat your [condition]?



Yes/No



Please explain why?

		(Ask the participant to look back at the page titled ‘Patient’s Qualitative Assessment of Treatment – Real world version 1 (PQAT-RWv1)’, and to read Q5)



In your own words, what is this question asking?



What does ‘willing to continue’ mean to you?

		How would you answer this question?



What were you thinking about when you selected XX as your answer?



Did you find it easy or difficult to answer this question?



How easy/difficult was it to know how much detail to provide in your answer? Please explain.

		Would you change any of the words to make the question easier to read or understand?



		6. Based on your own experience of [drug], the drug that you are currently taking to treat your [condition], please select a response on the scale below 



-3 = The disadvantages of [drug], significantly outweigh the benefits



0 = There were equal benefits and disadvantages of [drug]



3 = The benefits of [drug] significantly outweigh the disadvantages



		In your own words, what is this question asking?



		What does ‘significantly outweigh’ mean to you?



How would you answer this question?



What were you thinking about when you selected XX as your answer?



Do you think these response options make sense for this question?

		Would you change any of the words to make the question easier to read or understand?











[bookmark: _Ref482195942][bookmark: _Toc27748090]Part 4: General questions on the PQAT Real world (5 minutes)

· “I would now like to ask you some general questions about the questionnaire.”

1. Overall, when thinking about your answers to these questions, what aspects of your experience did you consider?

a. Why did you predominantly discuss health aspects (e.g. health benefits/ side effects) when answering these questions? 

b. Did you consider practical aspects of the drug (e.g. method of administration)? If not, why?

c. Did you consider financial aspects (e.g. cost)? If not, why?

d. What aspects about a treatment are most important to you? Please explain. 

2. In general, did you find the questionnaire easy to understand?

3. Did you find it easy or difficult to answer questions thinking about the one specific treatment?

4. Are there any questions that you feel are missing from the questionnaire?

Is there anything important that you experience due to your treatment that you felt you were not able to communicate using the questionnaire?

5. Are there any questions that you feel should be removed from the questionnaire?

a. If so, which questions? Why?

6. Is there anything else about the questionnaire that you’d like to comment on?

[bookmark: _Ref18079391][bookmark: _Ref13669919][bookmark: _Ref17208506]

End of interview



[bookmark: _Ref27406405][bookmark: _Ref13670199][bookmark: _Ref17190330][bookmark: _Ref17208511]Appendix C. Adverse event report form 
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Follow-up Information Request Checklist

Check box next to follow-up items that have been requested from Reporter
Include with initial case

Global PV Database

Tioniiaton o e patent
Identification of reporter/source of report (physician, regulator)
Full descrpton o reacion
Suspect produc of medical GEVcE
S +"Daily dose of suspected drug and regimen
+ Routs o administration
Indications)for which prescribedused
Chronology:
" Starting datetime ofday o trestment
Time of onset of adverse resction
+ I time not availabl, ime interval between drugivaccine.
adminisraton and strt of acverse rescion o reatment
duration
+ Time log i adverse reacton occurred afercessation of
reatment
Patient outcome Wi information on Fécovery and any sequelas
il cases associated with product complaint
Batchiot number
or cases ith fafa oo
Cases with * cause of death and relationship to adverse reaction
certain +_autopsy report or confirmation that it is not lable
conditions For hospitalization
+ hospita dscharge summary
Deshalizaos/Reshalisnge. information
TUnderling medical hstor, concomiant Gsease 3nd Fk Tciors
Cases where Specialtests o reatmen required and her result
 diional For concomiant medications:
informationis +" Daily dose and regmen
equired or - Stopping datsand fime or duraton o tretment
sl ierinformation fo clary the clncal icure of he Gase (sich 35
alternative explanation to the ADR/MDAE): Specify:
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