
Supplementary data 1: Distribution of Genotypes, Associated Phenotypic Characteristics, and GPV Values 

	Genotype

	Number of patients (frequency,%) 
	GPV
	cPKU (n)
	mPKU (n)
	mHPA (n)
	BH4-tested (n)
	BH4 responsive (n)

	c.1066-11G>A; c.1066-11G>A
	16(%9.5)
	0
	16
	-
	-
	15
	0

	c.782G>A (p.Arg261Gln); c.782G>A (p.Arg261Gln)
	8 (%4.7)
	1.5
	2
	6
	-
	7
	7

	c.1066-11G>A; c.782G>A (p.Arg261Gln)
	5 (%2.9)
	1.5
	5
	-
	-
	4
	2

	c.898G>T (p.Ala300Ser); c.1208C>T (p.Ala403Val)
	4 (%2.3)
	9.7
	-
	-
	4
	0
	0

	c.898G>T (p.Ala300Ser); c.1066-11G>A
	4 (%2.3)
	9.7
	-
	3
	1
	3
	2

	c.592_613del22(p.Tyr198SerfsTer136); c.592_613del22 (p.Tyr198SerfsTer136)
	3 (%1.7)
	0
	2
	1
	-
	3
	0

	c.143T>C (p.Leu48Ser); c.143T>C (p.Leu48Ser)
	3 (%1.7)
	1.9
	1
	2
	-
	3
	2

	c.1169A>G (p.Glu390Gly); c.1169A>G (p.Glu390Gly)
	3 (%1.7)
	6.8
	-
	1
	2
	1
	1

	c.1208C>T (p.Ala403Val); c.1066-11G>A
	3 (%1.7)
	9.7
	-
	-
	3
	0
	0

	c.1066-11G>A; c.165del (p.Phe55*)
	2 (%1)
	0
	2
	-
	-
	1
	0

	c.165del (p.Phe55Leufs*6); c.165del (p.Phe55Leufs*6)
	2 (%1)
	0
	2
	-
	-
	2
	0

	c.473G>A (p.Arg158Gln); c.473G>Ap.Arg158Gln)
	2 (%1)
	0
	1
	1
	-
	2
	0

	c.143T>C (p.Leu48Ser); c.727C>T (p.Arg243Ter)
	2 (%1)
	1.9
	2
	-
	-
	1
	1

	c.782G>A (p.Arg261Gln); c.721C>T (p.Arg241Cys)
	2 (%1)
	5.2
	-
	1
	1
	2
	2

	c.1169A>G(p.Glu390Gly); c.1066-11G>A
	2 (%1)
	6.8
	-
	-
	2
	1
	1

	c.533A>G (p.Glu178Gly); c.1066-11G>A
	2 (%1)
	7.5
	-
	1
	1
	2
	2

	c.898G>T (p.Ala300Ser); c.782G>A (p.Arg261Gln)
	2 (%1)
	9.7
	-
	-
	2
	1
	1

	c.1208C>T (p.Ala403Val); c.1139C>T (p.Thr380Met)
	2 (%1)
	9.7
	-
	-
	2
	0
	0

	c.898G>T (p.Ala300Ser); c.898G>T (p.Ala300Ser)
	2 (%1)
	9.7
	-
	1
	1
	1
	1

	c.688G>A (p.Val230Ile); c.143T>C (p.Leu48Ser)
	2 (%1)
	9.8
	-
	-
	2
	0
	0

	c.631C>A (p.Pro211Thr); c.1066-11G>A
	2 (%1)
	9.9
	-
	1
	1
	2
	2

	c.1066-7C>A;c.1066-7C>A
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.727C>T (p.Arg243Ter); c.727C>T (p.Arg243Ter)
	1 (%0.5)

	0
	1
	-
	-
	1
	0

	c.838G>A (p.Glu280Lys); c.838G>A (p.Glu280Lys)
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.1222C>T (p.Arg408Trp); c.1222C>T (p.Arg408Trp)
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.1200-2A>G; c.1200-2A>G

	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.842C>T (p.Pro281Leu); c.842C>T (p.Pro281Leu)
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.781C>T (p.Arg261Ter); c.781C>T (p.Arg261Ter)
	1 (%0.5)
	0
	1
	-
	-
	0
	0

	c.1066-11G>A; c.442-1G>A
	1 (%0.5)
	0
	1
	-
	-
	0
	0

	c.1066-11G>A; c.838G>A (p.Glu280Lys)
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.1066-11G>A; c.592_613del22 (p.Tyr198SerfsTer136)
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.1066-11G>A; c.441+5G>T
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.1066-11G>A; c.1222C>T (p.Arg408Trp)
	1 (%0.5)
	0
	1
	-
	-
	0
	0

	c.727C>T (p.Arg243Ter); c.1066-11G>A
	1 (%0.5)
	0
	-
	1
	-
	0
	0

	c.842C>T (p.Pro281Leu); c.1196T>C (p.Val399Ala)
	1 (%0.5)
	0
	-
	1
	-
	0
	0

	c.1222C>T (p.Arg408Trp); c.165del (p.Phe55*)
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.1222C>T (p.Arg408Trp); c.673C>A (p.Pro225Thr)
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.1222C>T (p.Arg408Trp); c.441+5G>T
	1 (%0.5)
	0
	1
	-
	-
	0
	0

	c.842C>T (p.Pro281Leu); c.441+5G>T
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.842C>T (p.Pro281Leu); c.1157A>G (p.Tyr386Cys)
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.1089delG (p.Lys363Asnfs*37); c.441+1G>C
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.1089delG (p.Lys363Asnfs*37); 
c.592_613del22 (p.Tyr198SerfsTer136)
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.266dupC (p.Ala90Cysfs*12); c.441+5G>T
	1 (%0.5)
	0
	1
	-
	-
	0
	0

	c.781C>T (p.Arg261Ter); c.1159T>C (p.Tyr387His)
	1 (%0.5)
	0
	1
	-
	-
	0
	0

	c.1199+1G>C; (arr[GRCh37] 12q23.1q23.1q24.11x1
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.1222C>T (p.Arg408Trp); exon 3 deletion
	1 (%0.5)
	0
	1
	-
	-
	1
	0

	c.1066-11G>A; c.728G>A (p.Arg243Gln)
	1 (%0.5)
	0.4
	1
	-
	-
	1
	1

	c.803A>G (p.Tyr268Cys); c.1066-3C>T
	1 (%0.5)
	0.4
	1
	-
	-
	1
	0

	c.842C>T (p.Pro281Leu); c.782G>A (p.Arg261Gln)
	1 (%0.5)
	1.5
	1
	-
	-
	1
	0

	c.782G>A (p.Arg261Gln); c.331 C>T (p.Arg111Ter)
	1 (%0.5)
	1.5
	1
	-
	-
	1
	0

	c.353-1G>A; c.782G>A (p.Arg261Gln)
	1 (%0.5)
	1.5
	1
	-
	-
	1
	0

	c.782G>A (p.Arg261Gln); c.168+19T>C
	1 (%0.5)
	1.7
	-
	1
	-
	1
	0

	c.143T>C p.(Leu48Ser); c.442-?509+?del
	1 (%0.5)
	1.9
	1
	-
	-
	1
	0

	c.143T>C (p.Leu48Ser); c.1159T>C (p.Tyr387His)
	1 (%0.5)
	1.9
	-
	1
	-
	1
	0

	c.143T>C (p.Leu48Ser); c.673C>A (p.Pro225Thr)
	1 (%0.5)
	1.9
	-
	1
	-
	1
	0

	c.1066-11G>A; c.143T>C (p.Leu48Ser)
	1 (%0.5)
	1.9
	1
	-
	-
	1
	0

	c.1222C>T (p.Arg408Trp); c.143T>C (p.Leu48Ser)
	1 (%0.5)
	1.9
	1
	-
	-
	1
	1

	c.842C>T (p.Pro281Leu); c.143T>C (p.Leu48Ser)
	1 (%0.5)
	1.9
	1
	-
	-
	1
	1

	c.143T>C (p.Leu48Ser); c.165del (p.Phe55*)
	1 (%0.5)
	1.9
	1
	-
	-
	1
	0

	c.143T>C (p.Leu48Ser); c.724C>T (p.Leu242Phe)
	1 (%0.5)
	1.9
	1
	-
	-
	1
	0

	c.143T>C (p.Leu48Ser); c.1199+1G>C
	1 (%0.5)
	1.9
	1
	-
	-
	0
	0

	c.1301C>A (p.Ala434Asp); c.442-?509+?del
	1 (%0.5)

	2.4
	-
	1
	-
	1
	1

	c.311C>A (p.Ala104Asp); c.311C>A (p.Ala104Asp)
	1 (%0.5)
	2.7
	1
	-
	-
	1
	1

	c.842C>T (p.Pro281Leu); c.1028A>G (p.Tyr343Cys)
	1 (%0.5)
	4.2
	-
	1
	-
	1
	1

	c.143T>C (p.Leu48Ser); c.722G>A (p.Arg241His)
	1 (%0.5)
	5
	-
	1
	-
	1
	0

	c.1249T>C (p.Tyr417His); c.143T>C (p.Leu48Ser)
	1 (%0.5)
	5
	-
	-
	1
	1
	1

	c.842C>T (p.Pro281Leu); c.721C>T (p.Arg241Cys)
	1 (%0.5)
	5.1
	-
	-
	1
	1
	1

	c.143T>C (p.Leu48Ser); c.355C>T (p.Pro119Ser)
	1 (%0.5)
	5.7
	-
	-
	1
	0
	0

	c.1169A>G (p.Glu390Gly); c.1089delG (p.Lys363Asnfs*37)
	1 (%0.5)
	6.8
	-
	1
	-
	1
	1

	c.533A>G (p.Glu178Gly); c.533A>G (p.Glu178Gly)
	1 (%0.5)
	7.5
	-
	-
	1
	0
	0

	c.1208C>T (p.Ala403Val); c.1208C>T (p.Ala403Val);
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.898G>T (p.Ala300Ser); c.671T>C (p.Ile224Thr)
	1 (%0.5)
	9.7
	-
	-
	1
	1
	1

	c.898G>T (p.Ala300Ser); c.169-13T>G
	1 (%0.5)
	9.7
	-
	-
	1
	1
	1

	c.898G>T (p.Ala300Ser); c.592_613del22 (p.Tyr198SerfsTer136)
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.898G>T (p.Ala300Ser); c.1262T>C (p.Ile421Thr)
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.898G>T (p.Ala300Ser); c.631C>A (p.Pro211Thr)
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.898G>T (p.Ala300Ser); c.1066-7C>A
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.898G>T (p.Ala300Ser); c.1169A>G (p.Glu390Gly)
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.898G>T (p.Ala300Ser); c.1208C>T (p.Ala403Val)
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.898G>T (p.Ala300Ser); c.143T>C (p.Leu48Ser)
	1 (%0.5)
	9.7
	 -
	-
	1
	1
	1

	c.898G>T (p.Ala300Ser); c.721C>T (p.Arg241Cys)
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.1208C>T (p.Ala403Val); c.165del (p.Phe55*)
	1 (%0.5)
	9.7
	-
	-
	1
	1
	1

	c.1208C>T (p.Ala403Val); c.754C>T (p.Arg252Trp)
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.1208C>T (p.Ala403Val); c.842C>T (p.Pro281Leu)
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.1208C>T (p.Ala403Val); c.1222C>T (p.Arg408Trp)
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.782G>A (p.Arg261Gln); c.1208C>T ( p.Ala403Val)
	1 (%0.5)
	9.7
	-
	-
	1
	0
	0

	c.898G>T (p.Ala300Ser); c.688G>A (p.Val230Ile)
	1 (%0.5)
	9.8
	-
	-
	1
	0
	0

	c.688G>A (p.Val230Ile); c.688G>A (p.Val230Ile)
	1 (%0.5)
	9.8
	-
	-
	1
	0
	0

	c.688G>A (p.Val230Ile); c.688G>A (p.Val230Ile)
	1 (%0.5)
	9.8
	-
	-
	1
	0
	0

	c.688G>A (p.Val230Ile); c.47_48del (p.Ser16Ter)
	1 (%0.5)
	9.8
	-
	-
	1
	0
	0

	c.688G>A (p.Val230Ile); c.1199+1G>C
	1 (%0.5)
	9.8
	-
	-
	1
	0
	0

	c.688G>A (p.Val230Ile); c.1169A>G (p.Glu390Gly)
	1 (%0.5)
	9.8
	-
	-
	1
	0
	0

	c.688G>A (p.Val230Ile); c.839A>C (p.Glu280Ala)
	1 (%0.5)
	9.8
	-
	-
	1
	0
	0

	c.688G>A (p.Val230Ile); c.1208C>T (p.Ala403Val)
	1 (%0.5)
	9.8
	-
	-
	1
	0
	0

	c.688G>A (p.Val230Ile); c.842C>T  (p.Pro281Leu)
	1 (%0.5)
	9.8
	-
	-
	1
	0
	0

	c.688G>A (p.Val230Ile); c.754C>T (p.Arg252Trp)
	1 (%0.5)
	9.8
	-
	-
	1
	0
	0

	c.688G>A (p.Val230Ile); c.1097C>A (p.Pro366His)
	1 (%0.5)
	9.8
	-
	-
	1
	0
	0

	c.782G>A (p.Arg261Gln); c.1139C>T(p.Thr380Met)
	1 (%0.5)
	9.9
	-
	-
	1
	0
	0

	c.1066-11G>A; c.506G>A (p.Arg169His)
	1 (%0.5)
	10
	-
	-
	1
	0
	0

	c.529G>A (p.Val177Met); c.168G>T (p.Glu56Asp)
	1 (%0.5)
	10
	-
	-
	1
	0
	0

	c.143T>C (p.Leu48Ser); c.506G>A (p.Arg169His)
	1 (%0.5)
	10
	-
	-
	1
	0
	0

	c.839A>C (p.Glu280Ala);
	1 (%0.5)
	-
	1
	-
	-
	1
	0

	c.1089delG (p.Lys363Asnfs*37);
	1 (%0.5)
	-
	1
	-
	-
	0
	0

	c.143T>C (p.Leu48Ser);
	1 (%0.5)
	-
	1
	-
	-
	1
	0

	c.826delA (p.Met276CysfsTer65); c.969+5G>A
	1 (%0.5)
	-
	1
	-
	-
	1
	0

	c.1066-11G>A; c.1250A>G (p.Tyr417Cys)
	1 (%0.5)
	-
	-
	1
	-
	1
	1

	c.1222C>T (p.Arg408Trp); c.1144T>C (p.Phe382Leu)
	1 (%0.5)
	-
	-
	1
	-
	1
	1

	c.969+2T>A; c.1066-11G>A
	1 (%0.5)
	-
	-
	1
	-
	1
	1

	c.1222C>T (p.Arg408Trp);
	1 (%0.5)
	-
	-
	1
	-
	1
	1

	c.165del (p.Phe55Leufs*6);
	1 (%0.5)
	-
	-
	1
	-
	0
	0

	c.898G>T (p.Ala300Ser); c.1250A>G (p.Tyr417Cys)
	1 (%0.5)
	-
	-
	-
	1
	0
	0

	c.688G>A (p.Val230Ile); c.1250A>G (p.Tyr417Cys)
	1 (%0.5)
	-
	-
	-
	1
	0
	0

	c.782G>A (p.Arg261Gln); c.131_133delAAG (p.Glu44del)
	1 (%0.5)
	-
	-
	-
	1
	0
	0

	c.782G>A (p.Arg261Gln); c.1237C>T (p.Arg413Cys)
	1 (%0.5)
	-
	-
	-
	1
	0
	0

	c.350C>T (p.Thr117ile); c.1159T>C (p.Tyr387His)
	1 (%0.5)
	-
	-
	-
	1
	0
	0

	c.350C>T (p.Thr117ile); c.115T>C (p.Phe39Leu)
	1 (%0.5)
	-
	-
	-
	1
	0
	0

	c.1169A>G (p.Glu390Gly);
	1 (%0.5)
	-
	-
	-
	1
	1
	1


cPKU: classical Phenylketonuria, mHPA: mild hyperphenilalaninemia, mPKU: mild Hyperphenilalaninemia, GPV: Genotype phenotypic value, BH4: Tetrahydrobyopterin








[bookmark: _GoBack]Supplementary Data 2: Characteristics of Patients Receiving BH4 Therapy
	1st variant
	2nd  variant
	GPV
	


Diagnosis
	Phenylalanine Level at Diagnosis
	BH4 Responsiveness  (%)
	Patients Receiving BH4 Therapy
	Patients Receiving Dietary Treatment

	c.143T>C
	c.143T>C
	1.9
	cPKU
	1440
	23
	+
	

	c.728G>A
	c.1066-11G>A
	0.4
	cPKU
	1401
	35
	+
	+

	c.1222C>T
	c.143T>C
	1.9
	cPKU
	1279
	47.5
	+
	+

	c.311C>A
	c.311C>A
	2.7
	cPKU
	1246
	36.6
	+
	

	c.1066-11G>A
	c.1066-11G>A
	0
	cPKU
	1428
	21.7
	+
	+

	c.898G>T
	c.1066-11G>A
	9.7
	mPKU
	985
	22
	+
	+

	c.782G>A
	c.782G>A
	1.5
	mPKU
	693
	48,8
	+
	+

	c.842C>T
	c.1028A>G
	4.2
	mPKU
	610
	70
	+
	

	c.533A>G
	c.1066-11G>A
	7.5
	mPKU
	625
	82
	+
	

	c.631C>A
	c.1066-11G>A
	9.9
	mPKU
	775
	76
	+
	

	c.1169A>G
	c.1089delG
	6.8
	mPKU
	881
	63
	+
	

	c.898G>T
	c.1066-11G>A
	9.7
	mPKU
	628
	67
	+
	+

	c.1222C>T
	 
	 
	mPKU
	861
	52,6
	+
	+

	c.782G>A
	c.782G>A
	1.5
	mPKU
	740
	40
	+
	

	c.782G>A
	c.782G>A
	1.5
	mPKU
	1115
	43
	+
	+

	c.782G>A
	c.782G>A
	1.5
	mPKU
	1062
	52,5
	+
	+

	c.782G>A
	c.782G>A
	1.5
	mPKU
	922
	61
	+
	

	c.782G>A
	c.782G>A
	1.5
	mPKU
	769
	
	+
	

	c.969+2T>A
	c.1066-11G>A
	 
	mPKU
	921
	30
	+
	

	c.898G>T
	c.1066-11G>A
	9.7
	mPKU
	758
	
	+
	

	c.143T>C
	c.143T>C
	1.9
	mPKU
	675
	53
	+
	

	c.898G>T
	c.671T>C
	9.7
	mHPA
	586
	82
	+
	

	c.898G>T
	c.169-13T>G
	9.7
	mHPA
	576
	79
	+
	

	c.1169A>G
	 
	 
	mHPA
	543
	85,6
	+
	

	c.533A>G
	c.1066-11G>A
	7.5
	mHPA
	536
	80
	+
	

	c.842C>T 
	c.721C>T
	5.1
	mHPA
	531
	57
	+
	

	c.631C>A
	c.1066-11G>A
	9.9
	mHPA
	466
	77
	+
	

	c.782G>A
	c.721C>T
	5.1
	mHPA
	446
	65
	+
	

	c.1249T>C
	c.143T>C
	5
	mHPA
	461
	75
	+
	

	c.1169A>G
	c.1169A>G
	6.8
	mHPA
	540
	
	+
	

	c.898G>T
	c.143T>C
	9.2
	mHPA
	523
	42
	+
	+


cPKU: classical Phenylketonuria, mHPA: mild hyperphenilalaninemia, mPKU: mild Hyperphenilalaninemia, GPV: Genotype phenotypic value, BH4: Tetrahydrobyopterin















