Supplementary file S4 — Forest plots of primary meta-analyses

Before start BH4 After start BH4 Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
Aldamiz-Echewvarria 2013 {17 -016  1.03 3B -075 1.04 36 41.4% 0.56[0.09,1.04] e
Aldamiz-Echevaria 2013 {2y  -008 1.08 10 -01 1. 10 24.0% 0.02 [-0.86, 0.89]
Evers 2018 086 1.149 21 1.1 1.4 21 346% -0.26 087, 0.34] L
Total (95% CI) 67 67 100.0% 0.15[-0.41,0.70]

Heterogeneity: Tau*=0.14; Chi*= 4689 df= 2 (P=010); F= 7%
Test for overall effect 2= 051 (P = 0.61)
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Figure S4.1. Forest plot of the primary within-subject meta-analysis for weight.

Control group

BH4-treated group

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight , Rand 95% CI IV, Rand 95% CI
Alddmiz-Echevarria 2013 (1) -0.52 0.85 72 -075  1.04 36 511% 0.25[-0.15, 0.65] e —
Alddmiz-Echevarria 2013 (2 -0.18 0.88 20 -0 1 10 201% -0.08 [-0.84, 0.58]

Evers 2018 067 1.68 21 1.2 1.4 21 287% -0.34 [-0.95, 0.27] &

Total (95% CI) 113 67 100.0% 0.01[-0.36, 0.38]

Heterogeneity: Tau®= 0.03; Chi*= 266, df= 2 (P=0.27);, F= 25%
Testfor overall effect Z=0.06 (P = 0.95)
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Figure S4.2. Forest plot of the primary between-subject meta-analysis for weight.

Before starting BH4

After starting BH4

Std. Mean Difference

Std. Mean Difference

Higherin control group

1

Study or Subgroup Mean SD__ Total Mean SD Total Weight IV, Rand 95% CI IV, Rand 95% CI
Singh 2010 068 057 6 062 042 6 8.2% 011 [1.02,1.24) f
Aldamiz-Echevartia 2013 (1) 0.31 1.03 36 037 1.09 36 49.4% -0.06 F0.52, 0.41] —l-l—
Aldamiz-Echevarria 2013 (2) 0.23 1.1 10 012 1.03 m 13.7% 0.10[-0.78, 0.98]

Evers 2018 0.81 1.07 ey 0494 113 21 287% -012 [F0.72, 0.49) ———

Total (95% CI) 73 73 100.0% -0.04 [-0.36, 0.29] -*
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Figure S4.3. Forest plot of the primary within-subject meta-analysis for BMI.

Control group BH4-treated group Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean  SD Total Mean SD  Total Weight IV, Rand 95% CI IV, Rand 95% C1
Aldarniz-Echevarria 2013 (1) -0.12 0.89 T2 037 1049 36 ATT% -0.81 [-0.81,-010] ——

Aldarniz-Echevarria 2013 (2) -0.04 0.8 20 012 1.03 10 16.4% -0.18 [-0.94, 0.58]

Evers 2018 071 1.43 hal 044 113 21 259% -0.18 [-0.78, 0.43] =

Total (95% CI) 113 67 100.0% -0.37 [-0.67, -0.06] ——el——

Heterogeneity: Tau®= 0.00; Chi*= 1.08, df= 2 (P = 0.688); F= 0% 51 -DI.S D 0?5 15

Testfor overall effect £=2.33 (P =002
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Figure S4.4. Forest plot of the primary between-subject meta-analysis for BMI.

Before start BH4 After start BH4 Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Rand 95% CI IV, Rand 95% CI
Singh 2010 025 099 6 053 1.16 6 93% -0.24 [-1.38, 0.90] f
Aldamiz-Echevarda 2013 (1) -0.71  1.25 36 -0.73 096 36 56.1% 0.02 [-0.44,0.48] —h—
Aldamiz-Echevarda 2013 (2)  -028 1.3 10 -0.52 04 10 155% 0.20 [-0.68, 1.08]
Evers 2018 0.2 1.03 16 001 1.63 10 191% 0.14 [F0.65, 0.93]

Total (95% CI) 68 62 100.0% 0.05[-0.30, 0.39] -?—
Heterogeneity: Tau®= 0.00; Chi®= 043, df= 3 (P =0.93), F=0% t + t +
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Figure S4.5. Forest plot of the primary within-subject meta-analysis for height.

Testfor averall effect: 2= 0.26 (P = 0.80) -

Control group BH4-treated group Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight , Rand 95% CI IV, Rand 95% CI
Aldarniz-Echevartia 2013 (1) -0.8 1 72 -073 0496 36 BT.T% -017 F0.57,0.23] ——
Alddmiz-Echevarria 2013 (2 -0.56 1.09 20 -0.52 0.4 10 189% -0.04 -0.80,0.72]

Evers 2018 -011 115 9 001 163 10 13.4% -0.08 [-0.98, 0.82]

Total (95% CI) 101 56 100.0% -0.13 [-0.46, 0.20]
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Figure S4.6. Forest plot of the primary between-subject meta-analysis for height.

Testforoverall effect Z=079 (P =043



Before start BH4 After start BH4 Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Aldamiz-Echevarria 2013 (1) 015 218 36 005 271 36 B22% 0.04 [-0.42, 0.50]
Aldamiz-Echevarria 2013 (2) 162 162 10 041 167 10 16.6% 0.70[0.21,1.61]
Evers 2018 008 1.31 16 -0.62 1.63 10 21.2% 0.47 [-0.33,1.27] S e —
Total (95% CI) 62 56 100.0% 0.24 [-0.13, 0.61] ~ai——

Heterogeneity: Tau®= 0.00; Chi®= 2.04, df= 2 (P =0.36), F= 2%
Testfor averall effect 2=1.27 (P =0.20)
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Figure S4.7. Forest plot of the primary within-subject meta-analysis for growth velocity.

Control group BH4-treated group

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Aldamiz-Echevarria 2013 (1) 01 226 72005 271 36 B8.0% 0.02 [-0.38, 0.42]

Aldamiz-Echevarria 2013 (2) 034 21 20 041 167 10 189% -0.03F0.79,0.72]

Evers 2018 027 269 9 -062 163 10 131% 0.39[-0.52,1.30]

Total (95% CI) 101 56 100.0% 0.06 [-0.27, 0.39] -’—

Heterogeneity: Tau®= 0.00; Chi®= 059, df=2 (P=074);, F=0%
Testforoverall effect Z=035{P =073
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Figure S4.8. Forest plot of the primary between-subject meta-analysis for growth velocity.

Std. Mean Difference

Before BH4 treatment After BH4 treatment Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Lambruschini 2005 46 ] 11 45 3 11 28.9% 0.23[0.61,1.07] 20048
Singh 2010 4.7 0.1 B 46 0.4 B 159.6% 0.32 [-0.83, 1.46] 2010
Evers 2018 47.53 2592 21 471 am 21 558% 014 [0.47, 0.74] 2018
Total (95% CI) 38 38 100.0% 0.19 [-0.26, 0.65]

Heterageneity: Tau®= 0.00; Chi*= 0.08, df = 2 (P = 0.96); F= 0%
Test for averall effect: 2= 0.84 {P = 0.40)
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Figure S4.9. Forest plot of the primary within-subject meta-analysis for blood albumin

concentrations.
Before BH4 treatment After BH4 treatment Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD__ Total Mean SD _ Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Singh 2010 131 9.9 6 137 183 B 23.3% -0.38[1.52,0.77] 2010
Evers 2018 3.42 0.46 il 38 047 21 TET% -0.80[-1.43,-017] 2018 ——
Total (95% CI) 27 27T 100.0%  -0.70[-1.26, -0.15] ————
Heterogeneity: Tau®= 0.00; Chi®=0.41 df=1 (F=0.52); F=0% I1 -DI 5 D + i

Testfor overall effect: 2= 2.48 (P=0.01)
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Figure S4.10. Forest plot of the primary within-subject meta-analysis for blood cholesterol

concentrations.
Before BH4 treatment After BH4 treatment S$td. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Singh 2010 137 07 G 144 1.2 6 21.2% -0.66 [1.83,0.82] 2010
Evers 2018 1347 185 21 14011 1233 21 7EE% -0.36 099,023 2018 —.__
Total (95% CI) 27 27 100.0% -0.44 [-0.98, 0.10] et

Heterogeneity: Tau®= 0.00; Chi*= 0.17, df= 1 (P = 0.68); F= 0%
Test for averall effect: Z=1.58 (P =0.11)
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Figure S4.11. Forest plot of the primary within-subject meta-analysis for blood haemoglobin

concentrations.

Before starting BH4 After starting BH4

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD  Total Mean  SD Total Weight IV, Random,95% Cl _Year IV, Random, 95% CI
Ziesch 2012 796 95 8 798 65 8 246% -0.02 [-1.00,0.96] 2012
Demirdas 2013 (8-17 years old) 913 64 5 872 49 5 141% 0.65 [-0.64,1.94] 2013
Feldrmann 2017 745 112 0753 103 20 61.3% -0.07 [F0.69,0.55] 2017
33 33 100.0% 0.04 [-0.44, 0.53]

Total (95% CI)
Heterageneity; Tau== 0.00; Chi*= 1.00, df= 2 (P = 0.61); F= 0%
Test for overall effect: Z=0.17 (F = 0.86)
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Figure S4.12. Forest plot of the primary within-subject meta-analysis for generic health-

related quality of life — patient report.



Control group BH4-treated group Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean _ SD Total Mean SD _Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI

Fiesch 2012 T4 104 6 798 9.5 8 20.6% -0.23[1.29,0.84] 2012

Demirdas 2013 {8-17 years old) 85 142 14 872 493 5 22.1% -0A7 [1.19,0.86] 2013 =

Feldmann 2017 TEE 138 18 783 103 0 a87.3% 0.11[0.53,0.74] 2017 i
Total (95% CI) 38 33 100.0% -0.02 [-0.51, 0.46] *
Heterogeneity: Tau®= 0.00; Chi*= 0.37, df= 2 (P = 0.83); F= 0% 1 _DI p 5 DI 1
Testfor overall effect: Z=0.09 {P=0.92) Higher in BH4 group Higher in controls

Figure S4.13. Forest plot of the primary between-subject meta-analysis for generic health-
related quality of life — patient report.

Before starting BH4 After starting BH4 Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95%Cl Year IV, Random, 95% CI
Ziesch 2012 785 TE 8 TUB 11 2 249% -0.01 [-0.98, 0.87] 2012
Demirdas 2013 {4-17 years old) 842 134 B 8741 8.4 B 18.5% -0.24 [-1.38,0.80] 2013
Feldmann 2017 70.4 14.2 19 773 9.1 19 56.6% -0.57 [-1.22,0.08 2017 ——
Total (95% CI) 33 33 100.0% 0.37 [-0.86, 0.12] e
Heterageneity: Tau®= 0.00; Chi*= 0.92, df= 2 (P = 0.63); F= 0% t y t t
Test for overall effiect Z=1.47 (P=0.14) A 04 b D& 1
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Figure S4.14. Forest plot of the primary within-subject meta-analysis for generic health-
related quality of life — proxy report.

Control group BH4-treated group Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 8D Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
ZFiegch 2012 Troo44 B FY9E 11 g8 19.5% -0.27 [1.34,0.79] 2012
Demirdas 2013 (4-17 years old) 81.7 166 20 87 g4 6 263% -0.34 [1.26,0.58] 2013 bl
Feldmann 2017 743 119 19 Tr3 9.1 19 54.2% -0.28[0.92, 0.36 2017 —
Total (95% CI) 45 33 100.0% -0.29 [-0.76, 0.18] el
Heterngeneity Tau®= 0.00; Chi®= 0.01, df= 2 (P = 0.99); F= 0% 11 -El=5 El=5 11
Testfor overall effect £=1.22 (P=0.22) Higher in BH4 group Higherin control group

Figure S4.15. Forest plot of the primary between-subject meta-analysis for generic health-
related quality of life — proxy report.



