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Clinical-expert survey

Key points

* The e-Delphi panel achieved consensus on the mechanisms that may account for the association of PKU with chronic comorbidities. However, experts
noted the mechanisms differ across comorbidities.
« Accordingly, aligning with guidance for modeling effects of surrogate endpoints,’® a survey was conducted to assess the biological plausibility of different
mechanisms for change in risk of each comorbidity.
 Clinical expert participants (n=30 from 15 countries) rated their agreement with statements on the plausibility that, for each of 10 comorbidities:
* Prevalence of each of the comorbidity is higher in individuals with PKU vs the general population
 Increased natural protein in diet (e.g., consumption of less medical food) may reduce comorbidity risk
« Control of elevated blood Phe levels (i.e., reduction to within the target range) may reduce comorbidity risk

Supplementary table 1: Clinical expert survey results

Responses for N=30 Itis clinically / biologically plausible that:
Control of elevated blood Phe Increased natural protein in diet
Overall prevalence of [comorbidity]is | levels (i.e., reduction to within the |(and direct/ indirectimpacts - e.g.,
higher in patients with PKU compared to | targetrange) mayreducerisk of |consumption of less medical food) Diet >
Comorbidity Response the general population [comorbidity] may reduce risk of [comorbidity] Phe
1 Anaemia Any agreement: 60% 30% 83% 1
Agreement among those agreeing with higher prevalence: 50% 94% 1
Don't Know 0% 0% 0%
2 Asthma Any agreement: 20% 14% 18% 1
Agreementamong those agreeing with higher prevalence: 67% 67% 0
Don't Know 0% 3% 7%
3 Chronicischaemic |Anyagreement: 45% 46% 54% 1
heart disease Agreementamong those agreeing with higher prevalence: 69% 100% 1
Don't Know 3% 7% 7%
4 Depression Any agreement: 93% 87% 70% 0
Agreement among those agreeing with higher prevalence: 93% 75% 0
Don't Know 0% 0% 0%
5 Osteoporosis Any agreement: 83% 50% 83% 1
Agreement among those agreeing with higher prevalence: 60% 96% 1
Don't Know 0% 0% 0%

6 Overweight (BMI 225 [Any agreement: 83% 57% 77% 1

kg/m2) Agreement among those agreeing with higher prevalence: 64% 88% 1
Don't Know 0% 0% 0%

7 Renalinsufficiency |Anyagreement: 53% 44% 64% 1

with hypertension |Agreementamong those agreeing with higher prevalence: 56% 69% 1
Don't Know 0% 10% 7%

8 Renalinsufficiency |Anyagreement: 50% 36% 52% 1
without Agreement among those agreeing with higher prevalence: 57% 79% 1
hypertension Don't Know 7% 17% 17%

9 Type 2diabetes Any agreement: 67% 41% 70% 1

Agreementamong those agreeing with higher prevalence: 50% 90% 1
Don't Know 0% 3% 0%

10 Other/unspecified |Anyagreement: 27% 26% 30% 1

diabetes Agreement among those agreeing with higher prevalence: 71% 86% 1
Don't Know 13% 10% 10%

ABBREVIATIONS: ADHD, attention deficit hyperactivity disorder; BMI, body mass index; CUA, cost utility analysis; CIHD, Presented at ISPOR EU 2025. November 9-12. Glasqaow. Scotland
chronic ischaemic heart disease; HR: hazard ratio; HRQoL, health related quality of life; HTA, health technology UK ’ ’ gow, ’

assessment; Phe, phenylalanine; PKU, phenylketonuria; PRD, protein restricted diet; T2DM, type 2 diabetes mellitus. ’\
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Modified e-Delphi panel

Supplementary figure 1: Delphi panel results

Round 1 - original statements

Round 2 — revised

a - ~
1. An individual patient’s blood Phe levels are generally expected to be consistent In clinical practice, most patients will generally (other than due to temporary
within certain life stages, including (i) childhood to early adolescence (ages O- triggers - e.g., fever) remain controlled or uncontrolled within the following
) 11), (ii) adolescence (ages 12-17), and (iii) adulthood (ages =18). age ranges: 0-4 years, 5-11 years, 12-17 years, 18-30 years, >30 years.
aé : l Sl '\
O 2. In real-world management, a realistic (i.e., stable) measurement of a patient's 1000/0
3 Phe level may be made in less than 6 months.
— 1
O 3. Phe levels of 0-29 umol/L pose a safety risk for patients. ( 73%)
= . 4
"5 4. For patients with Phe levels <120 umol/L, Phe levels higher than 0-29 umol/L For patients who are consuming sufficient dietary Phe (i.e., not at risk of .
O (e.g., 30-60) may pose a safety concern for patients. nutritional deficiency/growth impairment), Phe levels in the range of 30-120
O umol/L may pose a safety concern.
< 5. Sustained uncontrolled Phe levels in a patient's past are associated with 8 2 (y
of | intellectual disability. 0 J
m I | N
O 6. Sustained uncontrolled Phe levels in a patient's past are associated with The mechanisms below encompass those (both direct and indirect) that may
> outcomes other than intellectual disability. account for the association of PKU with chronic comorbidities: high-caloric
3 intake from Phe-restricted diet, lack of dietary protein, metabolic b
O abnormalities associated with PKU pathophysiology, metabolic acidosis
- associated with medical food.
a . l <
7. Controlled vs. uncontrolled blood Phe levels are associated with near-term (e.g.,
within 1-4 weeks) likelihood of ADHD / executive-functioning symptoms. 82%
. 4 7 of
ez 7 )
8. In real-world management, if a patient's Phe levels reached the target range, diet If upon initiating a new therapy, a pediatric patient's Phe levels were reduced
= liberalization (addition of dietary Phe) would be conducted only if Phe levels from >360 pmol to consistently 240-299 umol for three weeks, and the .
Q remained in the lower half of the target range. patient expressed desire to consume more dietary Phe, a dietary Phe
o challenge may be conducted.
';N If upon initiating a new therapy, a pediatric patient's Phe levels were reduced
E from >360 pmol to consistently 300-359 umol for three weeks, and the patient @
) expressed desire to consume more dietary Phe, a dietary Phe challenge may 0
fl be conducted.
wt : N
@ 9. HRQoL, if considered to include a patient's mental health and psychosocial Medical-food consumption is reduced with increased dietary Phe (protein)
- functioning, would be expected to improve with addition of 2-3 g of natural protein consumption.
S | to a patient's diet. z
a8 - o
8 10. The level of unmet need with the current SoC differs significantly by the 4
O sapropterin-experience related subgroups listed (sapropterin naive, failure,
P sub-optimally controlled, well-controlled).
pr) .
Q .
E 11. The level of unmet need with the current SoC differs significantly by other 5
g factors (e.qg., age, disease severity, pegvaliase response). 91 A
e \ = y
( o~ N
12. Among patients who discontinue sapropterin treatment, negative health Among patients who discontinue sapropterin treatment due to sub-optimal
outcomes associated with uncontrolled PKU after discontinuation may cause effectiveness (e.g., Phe levels above target range, or inability to liberalize .
patients to resume sapropterin. diet), symptoms of uncontrolled PKU after discontinuation may cause
- patients to resume sapropterin.
-‘g Among patients who discontinue sapropterin treatment due to side effects
(C (e.g., Gl discomfort), symptoms of uncontrolled PKU after discontinuation 60°/o
g may cause patients to resume sapropterin.
e J
S | ™
O 13. Among patients who discontinue pegvaliase treatment, negative health Among patients who discontinue pegvaliase treatment due to sub-optimal
8 outcomes associated with uncontrolled PKU after discontinuation may cause effectiveness (e.g., Phe levels above target range, or inability to liberalize @
E patients to resume pegvaliase. diet), symptoms of uncontrolled PKU after discontinuation may cause 0
ad patients to resume pegvaliase.
o
g Among patients who discontinue pegvaliase treatment due to side effects .
- (e.g., Gl discomfort), symptoms of uncontrolled PKU after 78%
8 discontinuation may cause patients to resume pegvaliase.
G \ 4
-
14. Among patients who reach the target blood Phe range with pharmacotherapy, 739,
the pharmacotherapy would be continued indefinitely. o
& =~

[ O Consensus agreement with statement

O Consensus disagreement with statement O No consensus achieved on statement ]

ABBREVIATIONS: ADHD, attention deficit hyperactivity disorder; BMI, body mass index; CUA, cost utility analysis; CIHD,
chronic ischaemic heart disease; HR: hazard ratio; HRQoL, health related quality of life; HTA, health technology
assessment; Phe, phenylalanine; PKU, phenylketonuria; PRD, protein restricted diet; T2DM, type 2 diabetes mellitus.
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