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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,16 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
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Responses for N=30

Response

Overall prevalence of [comorbidity] is 
higher in patients with PKU compared to 

the general population

Control of elevated blood Phe 
levels (i.e., reduction to within the 

target range) may reduce risk of 
[comorbidity]

Increased natural protein in diet 
(and direct / indirect impacts - e.g., 
consumption of less medical food) 

may reduce risk of [comorbidity]
Diet > 

Phe
1 Any agreement: 60% 30% 83% 1

Agreement among those agreeing with higher prevalence: 50% 94% 1
Don't Know 0% 0% 0%

2 Any agreement: 20% 14% 18% 1
Agreement among those agreeing with higher prevalence: 67% 67% 0
Don't Know 0% 3% 7%

3 Any agreement: 45% 46% 54% 1
Agreement among those agreeing with higher prevalence: 69% 100% 1
Don't Know 3% 7% 7%

4 Any agreement: 93% 87% 70% 0
Agreement among those agreeing with higher prevalence: 93% 75% 0
Don't Know 0% 0% 0%

5 Any agreement: 83% 50% 83% 1
Agreement among those agreeing with higher prevalence: 60% 96% 1
Don't Know 0% 0% 0%

6 Any agreement: 83% 57% 77% 1
Agreement among those agreeing with higher prevalence: 64% 88% 1
Don't Know 0% 0% 0%

7 Any agreement: 53% 44% 64% 1
Agreement among those agreeing with higher prevalence: 56% 69% 1
Don't Know 0% 10% 7%

8 Any agreement: 50% 36% 52% 1
Agreement among those agreeing with higher prevalence: 57% 79% 1
Don't Know 7% 17% 17%

9 Any agreement: 67% 41% 70% 1
Agreement among those agreeing with higher prevalence: 50% 90% 1
Don't Know 0% 3% 0%

10 Any agreement: 27% 26% 30% 1
Agreement among those agreeing with higher prevalence: 71% 86% 1
Don't Know 13% 10% 10%

Asthma

Anaemia

It is clinically / biologically plausible that:

Comorbidity

Osteoporosis

Depression

Chronic ischaemic 
heart disease

Other / unspecified 
diabetes

Type 2 diabetes

Renal insufficiency 
without 
hypertension

Renal insufficiency 
with hypertension

Overweight (BMI ≥25 
kg/m2)
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Supplementary figure 1: Delphi panel results
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