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Table 2: Initial Presentation of Symptoms
	Symptom domains
	Specific concepts (if applicable)

	Physical changes (n=5)
	Body stiffness (n=2), head shape (n=2), issues with walking (n=2), ear infections (n=2), fevers (n=2), falling down (n=1), body feeling heavier (n=1)

	Developmental issues (n=4)
	Delayed speech (n=3), physical development issues (n=3), hearing issues (n=1)

	Organ involvement (n=4)
	Heart (n=2), liver (n=2), spleen (n=1)	Comment by Julie B. Eisengart: Any other details? Was it hear valve disease? Liver enlargement? Or do we not know?	Comment by Mohammad ARIF: Just copied it from the final VoC report; no details are there except the caregivers' quotes as described here.

	Other reported symptoms	Comment by Julie B. Eisengart: I do not understand “less frequently” in this instance. For example, bone and joint deformities are very frequent in MPS II overall. In this study the n=1 for this item but there is also n=1 for other items (for example “body feeling heavier” above so I am confused as to what makes something less frequent	Comment by Mohammad ARIF: I erased the term
	Excessive growth (n=1), slow growth (n=1), bone & joint deformities (n=1), hernias (n=1), respiratory symptoms (n=1)

	Selected caregiver quotes
	

	“My child suffered from many middle ear infections, and often had a runny nose. And, when I would hug, his body felt heavy, heavier than you would expect from their body weight. His body also felt stiff, and his head seemed a little misshapen: his forehead seemed to protrude a little.”

“I noticed his speech was delayed. Also, I noticed he did not hear well, but a doctor told me it was common for small children not to pay attention.”

“My child often fell down, and had many symptoms that were a little… different: delayed physical development, and delayed language development.”

“The doctor mentioned his liver and spleen were enlarged and suggested getting some tests done because it might be a serious issue.”

“His blood work revealed that the measures of his liver function were eight times higher than the normal range, so they telephoned us immediately and recommended we schedule an appointment with the pediatrics department for more tests.”	Comment by timothydminton@gmail.com: OK?	Comment by Mohammad ARIF: I have revised it. 

“I noticed his fingers were bent and didn't extend easily.”









Figure 10: Comparison of symptoms prior to the pabinafusp alfa trial & and changes since after the starting pabinafusp alfa trial began	Comment by timothydminton@gmail.com: You need to get rid of the spaces around the slashes in the chart below (e.g. Motor Functioning/Mobility).	Comment by Mohammad ARIF: We will revise it as you advised.


Figure 11: Comparative analysis of patient impacts on patients pre- and post-initiation of the pabinafusp alfa trial

Figure 12: Comparison of impacts on families prior to the pabinafusp alfa trial and changes after the trial began


















Table 13: Family outlook and planning for the future
	Changes
	Descriptions

	Family outlook (n=4)
	[bookmark: _Hlk136878254]Improved emotional impacts of MPS II (n=2)
Necessity for favorable positive changes to support child’s future (n=1)	Comment by timothydminton@gmail.com: The meaning us unclear.	Comment by Mohammad ARIF: I have revised it. Upon revision, the main concept is that a single caregiver proposed the need for certain improvements or interventions that would contribute positively to the child's future. This could include adjustments to the child's treatment plan, care routines, etc.
Worsening emotional impacts of MPS II due to progression (n=1)
Resigned to the situation (n=1)

	Planning for the future (n=2)
	[bookmark: _Hlk136879900]Actively planning for the future (n=6)
Remaining hopeful, despite prevailing worries, without the need for a substantial improvement in future expectations (n=4)	Comment by timothydminton@gmail.com: The meaning us unclear.	Comment by Mohammad ARIF: I have revised it.
Improved outlook (n=2)
Made changes to accommodate child’s needs (n=1)

	Selected caregiver quotes
	

	“To date, the disease has been quite difficult and that’s all we were thinking about. However, I now feel we are thinking more about the future. The junior high school had a job experience field trip to a supermarket, where the kids did various things like stocking shelves, and he really seemed to enjoy it. I actually went and had a quick look and saw he was able to correctly stock the shelves. I thought, wow he is able to do this now as well.”

“I hope we can continue the treatment and he can maintain his current condition. I hope he can be taken care of by the facility after we are gone.”

“So, I am hopeful that my son will live into adulthood… And, now we are able to be more serious about teaching him things that he will need to be able to do when he is an adult or, for example, over the next 10 years… You know, he will still have this disease, but I hope he will be able to make it in such and such groups, achieve such and such goals, continue to see improvements in such and such activities, etc.”

“Well, for this current treatment they tell me that he will be at the current hospital for a further 10 years, so I’m hoping that it will be possible to receive the treatment at a hospital closer to home. That would mean treatment would only require half a day, and the stress levels would go down further, and the burden on us would also go down… I’m hoping that one day we will be able to live with the disease rather than having to fight it every day… it will become a part of regular life…”











Table 14: Feedback on pabinafusp alfa treatment
	Topic
	Selected caregiver quotes

	Overall satisfaction
	“He no longer suffers any allergic reactions, and he is able to do more things, so I feel satisfied with the treatment.”

“I am satisfied because our lives have become more stable, and I expect this will continue.”

“For me, the fact that the disease is not progressing makes me feel very happy. The fact that with one visit to the hospital per week the disease has stopped progressing and he is now in a stable condition has been a great emotional boost for me. I’m glad that medical science has come so far.”

	Pabinafusp alfa vs. idursulfase
	It was hard to commute to the hospital weekly [for treatment with idursufase], especially since I had to take two hyperactive sons with me. For this reason, the current treatment is incomparably better.

There are pros and cons. Elaprase didn’t reach the central nervous system, but the treatment time was shorter. The medicine he’s using now takes more time. I would stay with the current one because it targets the central nervous system. 

“I think the improvements with the current medicine are much more pronounced overall.”

“They did say that this new medicine would have a greater effect on development, so when we heard that, we were hopeful… We read that with his condition he would gradually lose his ability to speak, but he is speaking more than ever now and his mood is bright… And, we also read that this new medicine would help to increase his lifespan.”

	Willingness to continue
	“I really want to continue… I feel that [pabinafusp alfa] is helping to slow down the progression of the disease.”

“I want to continue because [pabinafusp alfa] reaches the central nervous system and has the greatest efficacy.”

“Well, as I mentioned before, because of the improvements, we thought it was a good idea to continue.”

“Well… (given the improvements, we can’t stop, so) the only thing to do is continue… I hope that in the future they are able to improve its [pabinafusp alfa’s] effects… At this point, I have no new concerns, and if there is improvement in my son, that is enough.”







Table 15: Suggested improvements for future trials with pabinafusp alfa
	Suggested changes
	Descriptions

	Reduced time burden
	Shorter duration of infusions (n=3), less frequent treatments (n=2), shorter waiting time before starting treatments (n=2), reduced travel time to hospital or treatment options closer to home (n=1)

	Improve treatment modality 
	In-home treatments (n=1), changing treatment to pill form (n=1)

	Improve site experience
	Provide written data to participants (n=2), opportunities to discuss future planning with other families (n=1), more nurses who are better skilled at infusions (n=1)

	Financial accommodations
	Full financial support for all patients (n=1), hospital fees covered during treatment (n=1), tax-free status for study compensation (n=1)

	Efficacy
	Better efficacy in treating joints (n=1)



Impaired, Prior to Trial	
Developmental / Neurological	Motor Functioning / Mobility	Somatic / Organ Involvement	Joint / Hand Function	Illnesses / Infections	6	3	3	3	3	Improved	
Developmental / Neurological	Motor Functioning / Mobility	Somatic / Organ Involvement	Joint / Hand Function	Illnesses / Infections	5	3	3	2	2	Worsened	
Developmental / Neurological	Motor Functioning / Mobility	Somatic / Organ Involvement	Joint / Hand Function	Illnesses / Infections	1	2	1	1	0	



Impaired, Prior to Trial	
Physical Functioning	Activities of Daily Living	Social/School Functioning	Emotional Functioning	Cognition/Development	5	3	4	0	5	Improved	
Physical Functioning	Activities of Daily Living	Social/School Functioning	Emotional Functioning	Cognition/Development	4	4	5	3	2	Worsened	
Physical Functioning	Activities of Daily Living	Social/School Functioning	Emotional Functioning	Cognition/Development	3	2	0	0	0	



Impaired, Prior to Trial	
Caregiver Burden	Social / Family Impacts	Caregiver ADLs	6	4	5	Improved	
Caregiver Burden	Social / Family Impacts	Caregiver ADLs	2	2	2	Worsened	
Caregiver Burden	Social / Family Impacts	Caregiver ADLs	4	1	0	




