SUPPLEMENTARY MATERIAL 4


[bookmark: _qthscvgnbqhb]Round 1 - ELIGIBILITY
	cmd_elegibility_sec1
	Participants (N)
	Percentage (%)

	Strongly agree
	6
	37.50

	Agree
	9
	56.25

	Neutral
	0
	0.00

	Disagree
	1
	6.25

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	cmd_add_data_sec1
	Participants (N)
	Percentage (%)

	Yes
	3
	18.75

	No
	13
	81.25

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	
	
	

	cmd_del_data_sec1
	Participants (N)
	Percentage (%)

	Yes
	4
	25.00

	No
	12
	75.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00




	cmd_elegibility_sec1
	Participants (N)
	Percentage (%)

	Agree
	15
	93.75

	Neutral
	0
	0.00

	Disagree
	1
	6.25

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	
	
	

	cmd_desc_add_data_sec1_ID
	cmd_desc_add_data_sec1
	cmd_just_add_data_sec2

	1
	Ask about autonomy
	Knowing whether the patient has the capacity to respond without the need for a guardian

	3
	Reason for referral
	There are different situations in which the patient appears for evaluation, such as diagnostic investigation (the most common), but also treatment, genetic counseling, or specialized clinical follow-up of a patient with an already diagnosed disease, carrying out a judicial expert assessment, etc.

	12
	State at the time of recruitment
	In Brazil, we have a continental country, and the federative state consists of relevant data for future comparisons, even more so since we are in a networked and national project.

	
	
	

	
	
	

	cmd_desc_add_data_sec1_ID
	cmd_desc_del_data_sec1
	cmd_just_del_data_sec2

	1
	The question about the country and the date of visit
	If the study is national, this question isn't necessary; the identification section asks about the date the form was completed so that it might be redundant.

	4
	Age at recruitment.
	Since we work with rare diseases in general, across all age groups, I don't see how age at recruitment could add anything to eligibility.

	10
	Country at recruitment.
	In-person service only.

	11
	Demographic information; socioeconomic status; age at first symptoms vs. date of first symptoms; age at diagnosis vs. date of diagnosis; diagnostic code (Orphanet or ICD); medical history (very vague); disease activity (unclear); current diagnostic status vs. diagnostic status (repetitive); time to diagnosis (repetitive); treatment (unspecified)
	For MDS, the form doesn't facilitate objective data collection. It contains repetitive questions.




Round 1 - IDENTIFICATION


	cmd_identification_sec2
	Participants (N)
	Percentage (%)

	Strongly agree
	4
	25.00

	Agree
	12
	75.00

	Neutral
	0
	0.00

	Disagree
	0
	0.00

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	cmd_add_data_sec2
	Participants (N)
	Percentage (%)

	Yes
	2
	12.50

	No
	14
	87.50

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	cmd_del_data_sec2
	Participants (N)
	Percentage (%)

	Yes
	7
	43.75

	No
	9
	56.25

	Not reported
	0
	0.00

	TOTAL
	16
	100.00




	cmd_identification_sec2
	Participants (N)
	Percentage (%)

	Agree
	16
	100.00

	Neutral
	0
	0.00

	Disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	
	
	

	cmd_desc_add_data_sec2_ID
	cmd_desc_add_data_sec2
	cmd_just_add_data_sec2

	9
	Better specified laboratory tests
	Not shown

	12
	Address; telephone; email; religion
	More information to facilitate contact outside of the consultation. Religion may interfere with medical procedures.

	
	
	

	
	
	

	cmd_desc_del_data_sec2_ID
	cmd_desc_del_data_sec2
	cmd_just_del_data_sec2

	1
	Age; demographic data
	A date of birth already exists; it can be auto-calculated; questions for demographic data are separate, such as sex, gender, origin, place of birth, educational level, etc.

	2
	Country of birth and residence; gender; race
	We only serve Brazilians, leaving aside gender and ethnicity.

	3
	Ethnic origin or race
	Both descriptors seem redundant to me; I would choose one of them, and personally, I prefer the term "ethnic origin."

	4
	Gender
	In this context, the definition of sex, which is already among the listed variables, comprises the necessary information.

	7
	ID
	I would leave only CPF as the unique number

	8
	For assistance, almost everyone
	Almost all the data is already in the electronic medical record used for assistance, and it is enough to check; therefore, if it is a form to be filled out additionally, I do not think it is viable for assistance, especially because in the routine of care, we are already overloaded.

	11
	Age, ethnic origin
	Since we already have a date of birth, age becomes redundant; this variable is not very valid in our context, but it may be relevant in some states further south/southeast of Brazil.






Round 1 - DIAGNOSIS


	cmd_diagnosis_sec3
	Participants (N)
	Percentage (%)

	Strongly agree
	3
	18.75

	Agree
	11
	68.75

	Neutral
	0
	0.00

	Disagree
	2
	12.50

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	cmd_add_data_sec3
	Participants (N)
	Percentage (%)

	Yes
	6
	37.50

	No
	10
	62.50

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	cmd_del_data_sec3
	Participants (N)
	Percentage (%)

	Yes
	7
	43.75

	No
	9
	56.25

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_diagnosis_sec3
	Participants (N)
	Percentage (%)

	Strongly agree
	3
	18.75

	Agree
	11
	68.75

	Neutral
	0
	0.00

	Disagree
	2
	12.50

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	cmd_add_data_sec3
	Participants (N)
	Percentage (%)

	Yes
	6
	37.50

	No
	10
	62.50

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	cmd_del_data_sec3
	Participants (N)
	Percentage (%)

	Yes
	7
	43.75

	No
	9
	56.25

	Not reported
	0
	0.00

	TOTAL
	16
	100.00





	cmd_diagnosis_sec3
	Participants (N)
	Percentage (%)

	Agree
	14
	87.50

	Neutral
	0
	0.00

	Disagree
	2
	12.50

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	cmd_add_data_sec3
	cmd_desc_add_data_sec3
	cmd_just_add_datra_sec3

	1
	Ask about the type of consanguinity and whether there is a family history (there is a medical history, but it doesn't really clarify what to ask).
	Consanguineous marriage does not define the degree of consanguinity, and knowing if there is recurrence can help recognize the condition as hereditary.

	3
	Recurrence of similar cases
	Although the idea of ​​recurrence is covered under the "family history" heading, considering that "consanguinity" was listed as a separate item, I emphasize the issue of recurrence of similar cases as an issue that should not be overlooked during data collection.

	8
	Includes the date of first symptoms
	It is difficult to determine the date of the first case; it is a period.

	10
	Medication details and how you accessed them
	Difficult to access.

	21
	Prenatal and perinatal data; neurological regression and neuromuscular manifestations
	Important data on neurodegenerative and neuromuscular diseases and inborn errors of metabolism.

	23
	Time from symptom onset to diagnosis
	Because acromegaly is a rare, insidious disease with onset and diagnosis in adulthood, this time interval is important to characterize the delay in diagnosis better.

	

	
	

	cmd_del_data_sec3_ID
	cmd_desc_del_data_sec3
	cmd_just_del_data_sec3

	1
	Similar questions
	Combine questions that have the same purpose, such as the age of first symptoms.

	2
	Biological method used to assess the diagnosis; name of the diagnosis; diagnostic status;
	They overlap with others.

	3
	date of first symptom; biological method to evaluate the diagnosis
	The date of the first symptom suggests a specific day, which is unlikely to be remembered by the patient or informant, and is already covered in the question about the age of first symptoms. The biological method seems redundant with the item "diagnosis confirmation method."

	9
	I would merge items with date and/or age into a single item. I would remove the time of diagnosis. Name of diagnosis. Presence of prenatal malformation; Time of diagnosis
	I would combine all the data that seems duplicated to give the option of date or age, or I would leave date and/or age, as my choice is always age to facilitate chronological understanding without the need to calculate the patient's history. Having the date would allow automatic calculations for age without the need for an additional field to be completed for the research project. For the project, the ideal would be the date, because, due to computerization, the calculation is automatic and the data are more accurate. The time of diagnosis is calculable and, in the medium and long-term perspective, needs to be edited if it is for treatment. The name of the diagnosis is redundant. The presence of a prenatal malformation is not relevant to the onset of symptoms. The name of the diagnosis is redundant in relation to the causal and clinical diagnosis.

	13
	The biological method is used to assess the diagnosis
	The "Diagnostic confirmation method" variable already includes the method used to assess the diagnosis, which may even be a non-biological method, such as an imaging method.

	18
	Attending physician
	Most of the time, we don't have this information; it would likely be a frequently filled-in field marked "No."

	23
	Prenatal and/or neonatal information; consanguineous marriage; date of diagnosis; date of first symptom; presence of prenatal malformation.
	Acromegaly is a rare disease that usually begins in adulthood and is not related to consanguinity; therefore, the above data do not apply to our center, and it is unlikely that patients remember the exact date of diagnosis and the first symptom.



Round 1 - TREATMENT

	cmd_treatment_sec4
	Participants (N)
	Percentage (%)

	Strongly agree
	6
	37.50

	Agree
	8
	50.00

	Neutral
	0
	0.00

	Disagree
	2
	12.50

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	cmd_add_data_sec4
	Participants (N)
	Percentage (%)

	Yes
	10
	62.50

	No
	6
	37.50

	Not reported
	0
	0.00

	TOTAL
	16
	100.00




	cmd_treatment_sec4
	Participants (N)
	Percentage (%)

	Agree
	14
	87.50

	Neutral
	0
	0.00

	Disagree
	2
	12.50

	Not reported
	0
	0.00

	TOTAL
	16
	100.00




	cmd_add_data_sec4
	cmd_desc_add_data_sec4
	cmd_just_add_data_sec4

	1
	Type of treatment (only medications are included); access to treatment (judicial? PCDT?); are you participating or have you participated in any clinical trials? Include other supportive treatments.
	Expanding treatment data to support questions about access and treatment options

	2
	I would add therapy and psychology.
	These are frequent and important treatments.

	4
	I would include information about treatment interruption, for how long, and for what reason.
	Continuity issues with medication dispensing are common, especially those obtained through legal means, and interruptions can impact expected responses.

	8
	I would include the start date of medication treatment.
	This is relevant information.

	9
	Non-medication treatment.
	Broader than "Patient in physical therapy and/or occupational therapy."

	10
	Already described above.
	Judicialization

	11
	SUPPLEMENTATION WITH A SPECIFIC FORMULA FOR PHENYLKETONURIA
	IT IS AN ESSENTIAL SUPPLEMENT TO TREATMENT (In MEDICATION)

	13
	Dietary treatment; characterization of dietary treatment; patient undergoing speech therapy; separate physical therapy from treatment; if medication is used (describe the medication).
	Many rare diseases only require (or also require) dietary treatment. It's important to identify the type of treatment (restriction of amino acids, lipids, use of starch, etc.); speech therapy is necessary for many rare diseases; OT and physical therapy have different approaches, and I consider it important to separate them. Some rare diseases already require more than one drug treatment, and it's important to understand what is being used and its combinations.

	18
	In the "Patient undergoing physical therapy and/or occupational therapy" category, I would add speech therapy, psychology, and other therapies. Separate into two categories: start date of specific treatment and start date of non-pharmacological therapies.
	Surgical treatment is usually the primary and curative treatment for acromegaly. Radiation therapy may be necessary for cases not cured by surgery and not controlled by drug therapy.

	23
	Surgical treatment and date; Adjuvant radiotherapy and date; type of medication, dose, and duration of use.
	Surgical treatment is usually the primary and curative treatment for acromegaly. Radiation therapy may be necessary for cases not cured by surgery and not controlled by drug therapy. There is more than one type of drug treatment, with varying doses, which can be discontinued if the disease is cured by surgery or controlled by radiotherapy, if indicated.



	cmd_del_data_sec4_ID
	cmd_desc_del_data_sec4
	cmd_just_del_data_sec4

	9
	Treatment: Patient is undergoing physical and/or occupational therapy. Ongoing treatment for the rare disease
	Ongoing treatment for the rare disease is redundant. Patient's physical and/or occupational therapy is limited.



Round 1 - MEDICAL CONSULTATION


	cmd_consultation_med_sec5
	Participants (N)
	Percentage (%)

	Strongly agree
	3
	18.75

	Agree
	6
	37.50

	Neutral
	1
	6.25

	Disagree
	5
	31.25

	Strongly disagree
	1
	6.25

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	cmd_add_data_sec5
	Participants (N)
	Percentage (%)

	Yes
	10
	62.50

	No
	6
	37.50

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_del_data_sec5
	Participants (N)
	Percentage (%)

	Yes
	3
	18.75

	No
	12
	75.00

	Not reported
	1
	6.25

	TOTAL
	16
	100.00






	cmd_consultation_med_sec5
	Participants (N)
	Percentage (%)

	Agree
	9
	56.25

	Neutral
	1
	6.25

	Disagree
	6
	37.50

	Not reported
	0
	0.00

	TOTAL
	16
	100.00




	cmd_add_data_sec5_ID
	cmd_desc_add_data_sec5
	cmd_just_add_data_sec5

	1
	Pregnancy history, birth data, neuropsychomotor development data, and hospitalizations (I don't know if this is included in the medical history). In addition to maternal age, paternal age is also required, both at conception.
Parental consanguinity.
	Further details on other risk factors and an explanation of phenotype variability, in addition to a better understanding of the natural history of the disease.
Important information when evaluating genetic diseases.

	4
	Parental consanguinity.
	Important information when evaluating genetic diseases.

	5
	PATERNAL AGE AT PREGNANCY; PARENTAL BLOOD TYPE
	ADDITIONAL INFORMATION

	9
	From a clinical standpoint, all physiological history
	It is very restrictive to think that only the mother's age at delivery is relevant to understanding risks and understanding the patient as a whole, beyond their genetic condition, from the perspective of care and possibly research.

	10
	Relevant physical examination and pedigree
	Better understanding of the disease.

	11
	OTHER CASES OF PHENYLKETONURIA IN THE FAMILY
	GENETIC DISEASE

	13
	Other cases of rare diseases in the family: inheritance pattern
	It is important to report other cases of rare diseases in the family and the observed inheritance pattern.

	18
	Mother's obstetric history (Number of pregnancies, deliveries, and miscarriages); Type of delivery; Patient data at the time of delivery: (weight, length, head circumference, Apgar score, gestational age, postpartum evolution)
	Complete information about the mother and delivery.

	19
	Paternal age
	For some diseases, advanced paternal age is important.

	21
	Paternal age
	De novo mutations related to paternal age.



Round 1 - COMORBIDITY

	cmd_comorbidity_sec6
	Participants (N)
	Percentage (%)

	Strongly agree
	5
	31.25

	Agree
	9
	56.25

	Neutral
	0
	0.00

	Disagree
	2
	12.50

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00

	
	
	

	cmd_add_data_sec6
	Participants (N)
	Percentage (%)

	Yes
	7
	43.75

	No
	9
	56.25

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_del_data_sec6
	Participants (N)
	Percentage (%)

	Yes
	0
	0.00

	No
	16
	100.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_comorbidity_sec6
	Participants (N)
	Percentage (%)

	Agree
	14
	87.50

	Neutral
	0
	0.00

	Disagree
	2
	12.50

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_add_data_sec6_ID
	cmd_desc_add_data_sec6
	cmd_just_add_data_sec6

	1
	I would add the date of onset and diagnosis of comorbidities; whether currently undergoing treatment or not, and current status.
	Greater knowledge of the natural history of the disease

	4
	Previous surgeries.
	This may correspond to a comorbidity resolved in a previous procedure that will no longer be reported as present, but which would have clinical relevance.

	8
	I would include comorbidities.
	Knowledge of the progression or sequelae

	9
	From a clinical perspective, all medical history, specifying surgeries, fractures, allergies, hospitalizations, and other illnesses.
	It is not enough to know if there is a comorbidity; you need to know how long it has been present and how much it affects the rare disease, as this seems to be the objective (linking with the rare disease).

	10
	Better reporting of the comorbidity.
	Complete the information

	13
	Time of diagnosis of the comorbidity; the comorbidity affects (worsens) the rare disease.
	It's not enough to know if you have a comorbidity; you need to know how long it has been there and how much it affects the rare disease, as that seems to be the objective (linking it to the rare disease).

	18
	Time of onset of the comorbidity.
	Complete the information



	cmd_desc_add_data_sec6_ID
	cmd_desc_del_data_sec6
	cmd_just_del_data_sec6

	-
	-
	-



Round 1 - OUTCOME

	cmd_outcome_sec7
	Participants (N)
	Percentage (%)

	Strongly agree
	5
	31.25

	Agree
	7
	43.75

	Neutral
	1
	6.25

	Disagree
	3
	18.75

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_add_data_sec7
	Participants (N)
	Percentage (%)

	Yes
	8
	50.00

	No
	8
	50.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_del_data_sec7
	Participants (N)
	Percentage (%)

	Yes
	5
	31.25

	No
	11
	68.75

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_outcome_sec7
	Participants (N)
	Percentage (%)

	Agree
	12
	75.00

	Neutral
	1
	6.25

	Disagree
	3
	18.75

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_add_data_sec7_ID
	cmd_desc_del_data_sec7
	cmd_just_add_data_sec7

	1
	Ask about performing an autopsy in the event of death
	Having more information about the cause of death

	2
	Admissions - number and time
	Helps delineate the complexity of the disease's progression.

	4
	Improved clinical condition; Worsened clinical condition; Stabilized clinical condition.
	Because this is a predominantly outpatient service, we don't always have access to the death outcome. However, during follow-up, we can assess whether the condition has improved or worsened.

	9
	What is the outcome?
	No options that lead to death

	10
	Relevant data in the event of an autopsy
	Clarification of diagnoses

	11
	REGULAR TREATMENT OR No; FREQUENCY OF APPOINTMENTS (ADEQUATE OR No)
	REGULAR TREATMENT AND MONITORING PREVENT THE SEQUELAE OF PHENYLKETONURIA

	13
	Presence of disability; type and degree of disability (use WHO classification)
	Death is not the only possible outcome in this rare disease. Disability is also very relevant, especially when considering the costs to society and families. The type and degree can be classified using the International Classification of Functioning, Disability, and Health (ICF).

	18
	Under follow-up/follow-up
	As stated, death is the only possible outcome.



	cmd_del_data_sec7_ID
	cmd_desc_del_data_sec7
	cmd_just_del_data_sec7

	1
	Level of familiarity with the disease
	I would put it under "other" because it doesn't seem very appropriate here.

	2
	Occurrence of death
	Redundant.

	5
	LEVEL OF FAMILIARITY WITH THE DISEASE
	It's not clear what information is desired.

	9
	Occurrence of death; Level of familiarity with the disease
	The occurrence of death isn't self-explanatory; there must be another way to be more specific with the type of answer you want (do you want to know the location, the reason...); the Level of familiarity with the disease assumes that a scale is used, which one?

	18
	Level of familiarity with the disease
	Information not collected routinely



Round 1 - OTHERS
	cmd_others_sec8
	Participants (N)
	Percentage (%)

	Strongly agree
	6
	37.50

	Agree
	8
	50.00

	Neutral
	1
	6.25

	Disagree
	1
	6.25

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_add_data_sec8
	Participants (N)
	Percentage (%)

	Yes
	4
	25.00

	No
	12
	75.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_del_data_sec8
	Participants (N)
	Percentage (%)

	Yes
	0
	0.00

	No
	16
	100.00

	Not reported
	0
	0.00

	TOTAL
	16
	100.00



	cmd_others_sec8
	Participants (N)
	Percentage (%)

	Agree
	14
	87.50

	Neutral
	1
	6.25

	Disagree
	1
	6.25

	Not reported
	0
	0.00

	TOTAL
	16
	100.00




	cmd_add_data_sec8_ID
	cmd_desc_add_data_sec8
	cmd_just_add_data_sec8

	1
	Ask if the patient or family member is a member of a support group for people with the same condition.
	Understanding the active participation of people with rare diseases in society

	2
	Follow-up at other centers; Number of appointments per year.
	Helps identify service utilization and location utilization.

	3
	Outpatient discharge.
	Many cases are referred for diagnostic processing and then discharged from the specialty, either because they are referred to their original specialty, because they live far away, or even upon request.

	19
	TEST RESULTS IN NUMBERS
	ASSESSMENT OF RESULTS AND CONTROLS



	cmd_del_data_sec8_ID
	cmd_desc_del_data_sec8
	cmd_just_del_data_sec8

	-
	-
	-



[bookmark: _syo9971p0ndm]Round 2 - ELIGIBILITY
	cmd_Eligibility_sec1_2
	Participants (N)
	Percentage (%)

	Strongly agree
	5
	37.50

	Agree
	6
	56.25

	Neutral
	0
	0.00

	Disagree
	0
	6.25

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_add_data_sec1_2
	Participants (N)
	Percentage (%)

	Yes
	1
	9.09

	No
	10
	90.91

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	
	
	

	cmd_del_data_sec1_2
	Participants (N)
	Percentage (%)

	Yes
	0
	0.00

	No
	11
	100.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00





	cmd_elegibility_sec1
	Participants (N)
	Percentage (%)

	Agree
	11
	100.00

	Neutral
	0
	0.00

	Disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00




	cmd_desc_add_data_sec1_2_ID
	Add_data
	Just_add

	4
	Include confirmation of rare disease diagnosis: Yes / No
	At our institution, we provide care for patients with genetic disorders, rare diseases, and other causes of developmental abnormalities.




Round 2: IDENTIFICATION


	cmd_identification_sec2_2
	Participants (N)
	Percentage (%)

	Strongly agree
	3
	27.27

	Agree
	7
	63.64

	Neutral
	1
	9.09

	Disagree
	0
	0.00

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_add_data_sec2_2
	Participants (N)
	Percentage (%)

	Yes
	2
	18.18

	No
	9
	81.82

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_del_data_sec2_2
	Participants (N)
	Percentage (%)

	Yes
	1
	9.09

	No
	10
	90.91

	Not reported
	0
	0.00

	TOTAL
	11
	100.00





	cmd_identification_sec2_2
	Participants (N)
	Percentage (%)

	Agree
	10
	90.91

	Neutral
	1
	9.09

	Disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00




	cmd_just_add_data_sec2_2_ID
	cmd_desc_add_data_sec2
	cmd_just_add_data_sec2

	9
	There are some limitations to the diagnosis
	Some conditions are not listed in ORPHANET

	11
	Contact phone number
	Although not a direct identification datum, it is recorded in the identification section of the registration system




	cmd_desc_del_data_sec2_2_ID
	cmd_desc_del_data_sec2
	cmd_just_del_data_sec2

	3
	Ethnic background
	Although this is an important piece of information, it is a challenging item to answer. At our institution, it is not self-reported; rather, it is completed by the staff member responsible for opening the registration/medical record. My experience over the years has shown that this information is frequently inaccurate




Round 2: DIAGNOSIS


	cmd_diagnosis_sec3_2
	Participants (N)
	Percentage (%)

	Strongly agree
	2
	18.18

	Agree
	7
	63.64

	Neutral
	1
	9.09

	Disagree
	1
	9.09

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_add_data_sec3_2
	Participants (N)
	Percentage (%)

	Yes
	2
	18.18

	No
	9
	81.82

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	
	
	

	
	
	

	cmd_del_data_sec3_2
	Participants (N)
	Percentage (%)

	Yes
	4
	36.36

	No
	7
	63.64

	Not reported
	0
	0.00

	TOTAL
	11
	100.00




	cmd_diagnosis_sec3_2
	Participants (N)
	Percentage (%)

	Agree
	9
	81.82

	Neutral
	1
	9.09

	Disagree
	1
	9.09

	Not reported
	0
	0.00

	TOTAL
	11
	100.00




	cmd_add_data_sec3_2
	cmd_desc_add_data_sec3_2
	cmd_just_add_data_sec3

	8
	I did not understand the term prenatal or neonatal information
	The nature of the information is unclear.

	10
	Additional ICD or Orpha categories
	Challenges in entering the data




	cmd_del_data_sec3_2_ID
	cmd_desc_add_data_sec3_2
	cmd_just_del_data_sec3

	1
	Time to diagnosis
	The dataset already includes a field for the date of diagnosis, rendering this item redundant

	2
	Diagnosis name
	It appears to overlap with both causal and clinical diagnoses.

	4
	Date of first symptom / Date of disease onset
	I believe this information is already captured by the item ‘Age at first symptom,’ which is a more feasible datum to obtain from the patient’s history than a specific date

	13
	Age at onset of first symptoms and date of first symptom
	The variable ‘Date of disease onset’ corresponds to the same information provided by the date of first symptom, making it redundant to include both variables



Round 2: TREATMENT


	cmd_treatment_sec4_2
	Participants (N)
	Percentage (%)

	Strongly agree
	4
	36.36

	Agree
	7
	63.64

	Neutral
	0
	0.00

	Disagree
	0
	0.00

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_add_data_sec4_2
	Participants (N)
	Percentage (%)

	Yes
	2
	18.18

	No
	9
	81.82

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_del_data_sec4_2
	Participants (N)
	Percentage (%)

	Yes
	1
	9.09

	No
	10
	90.91

	Not reported
	0
	0.00

	TOTAL
	11
	100.00




	cmd_treatment_sec4_2
	Participants (N)
	Percentage (%)

	Agree
	11
	100.00

	Neutral
	0
	0.00

	Disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00




	cmd_add_data_sec4_2
	cmd_desc_add_data_sec4
	cmd_just_add_data_sec4

	9
	Timeline
	Patients experience difficulty in reporting the sequence of treatments in order

	11
	Does the patient receive dietary therapy for the rare disease?
	For several rare metabolic diseases, dietary therapy is the primary or sole treatment and should not be conflated with other supportive therapies such as physiotherapy or speech therapy




	cmd_del_data_sec4_2_ID
	cmd_desc_del_data_sec4
	cmd_just_del_data_sec4

	1
	Pharmacological treatment
	I do not believe this type of treatment should be emphasized, as the survey already inquires about the treatment in general




Round 2: MEDICAL CONSULTATION


	cmd_consultation_med_sec5_2
	Participants (N)
	Percentage (%)

	Strongly agree
	5
	45.45

	Agree
	5
	45.45

	Neutral
	0
	0.00

	Disagree
	1
	9.09

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_add_data_sec5_2
	Participants (N)
	Percentage (%)

	Yes
	4
	36.36

	No
	7
	63.64

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_del_data_sec5_2
	Participants (N)
	Percentage (%)

	Yes
	0
	0.00

	No
	11
	100.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00




	cmd_consultation_med_sec5_2
	Participants (N)
	Percentage (%)

	Agree
	11
	90.91

	Neutral
	1
	0.00

	Disagree
	0
	9.09

	Not reported
	0
	0.00

	TOTAL
	12
	100.00




	cmd_add_data_sec5_2_ID
	cmd_desc_add_data_sec5
	cmd_just_add_data_sec5

	1
	Questions concerning prenatal and neonatal history, DNPM, and related factors
	Data are very limited

	3
	Mother’s place/municipality of birth
Father’s place/municipality of birth
	This information is routinely collected in our clinical practice, when available, and can help infer the possibility of parental consanguinity, even if the couple is unaware of it

	4
	Anthropometric measurements
	It enables the extraction of further information potentially relevant to the nutritional status and growth of this patient population

	8
	Patient affiliated with a rare disease association
	To evaluate the engagement of the patient and their family



Round 2: COMORBIDITY


	cmd_comorbidity_sec6_2
	Participants (N)
	Percentage (%)

	Strongly agree
	6
	54.55

	Agree
	5
	45.45

	Neutral
	0
	0.00

	Disagree
	0
	0.00

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_add_data_sec6_2
	Participants (N)
	Percentage (%)

	Yes
	0
	0.00

	No
	11
	100.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_del_data_sec6_2
	Participants (N)
	Percentage (%)

	Yes
	0
	0.00

	No
	11
	100.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00




	cmd_comorbidity_sec6_2
	Participants (N)
	Percentage (%)

	Agree
	11
	100.00

	Neutral
	0
	0.00

	Disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00



Round 2: OUTCOME


	cmd_outcome_sec7_2
	Participants (N)
	Percentage (%)

	Strongly agree
	4
	36.36

	Agree
	6
	54.55

	Neutral
	0
	0.00

	Disagree
	1
	9.09

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_add_data_sec7_2
	Participants (N)
	Percentage (%)

	Yes
	2
	18.18

	No
	9
	81.82

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_del_data_sec7_2
	Participants (N)
	Percentage (%)

	Yes
	1
	9.09

	No
	10
	90.91

	Not reported
	0
	0.00

	TOTAL
	11
	100.00



	cmd_outcome_sec7_2
	Participants (N)
	Percentage (%)

	Agree
	10
	90.91

	Neutral
	0
	0.00

	Disagree
	1
	9.09

	Not reported
	0
	0.00

	TOTAL
	11
	100.00




	cmd_add_data_sec7_2_ID
	cmd_desc_del_data_sec7
	cmd_just_add_data_sec7

	1
	Describe the reason for hospitalization
	To assess its relationship with the underlying disease

	13
	Transfer to another service
	This is a possible outcome that is not included




	cmd_del_data_sec7_2_ID
	cmd_desc_del_data_sec7
	cmd_just_del_data_sec7

	1
	Mortality
	The variable ‘Date of death’ is already captured in the dataset



Round 2: OTHERS


	cmd_others_sec8_2
	Participants (N)
	Percentage (%)

	Strongly agree
	5
	45.45

	Agree
	5
	45.45

	Neutral
	1
	9.09

	Disagree
	0
	0.00

	Strongly disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_add_data_sec8_2
	Participants (N)
	Percentage (%)

	Yes
	2
	18.18

	No
	9
	81.82

	Not reported
	0
	0.00

	TOTAL
	11
	100.00

	
	
	

	cmd_del_data_sec8_2
	Participants (N)
	Percentage (%)

	Yes
	1
	9.09

	No
	10
	90.91

	Not reported
	0
	0.00

	TOTAL
	11
	100.00



	cmd_others_sec8_2
	Participants (N)
	Percentage (%)

	Agree
	10
	90.91

	Neutral
	1
	9.09

	Disagree
	0
	0.00

	Not reported
	0
	0.00

	TOTAL
	11
	100.00




	cmd_add_data_sec8_2_ID
	cmd_desc_add_data_sec8
	cmd_just_add_data_sec8

	1
	Discharge and/or follow-up transfer
	To determine whether the patient will continue follow-up after discharge from the center

	8
	Whether there was loss to follow-up, if the patient discontinued treatment, and if the patient change
d the treatment location
	To determine the duration of patient follow-up at specific centers



	cmd_del_data_sec8_2_ID
	cmd_desc_del_data_sec8
	cmd_just_del_data_sec8

	10
	Socioeconomic data
	Some socioeconomic data are difficult to obtain, or the patient may be unwilling to provide them




