Supplementary Materials
Supplementary Table 1. Longitudinal clinical and biochemical parameters during long-term carglumic acid therapy in Case 1
	Case 1 
	-6M
	0M
	3M
	6M
	8M
	12M
	CA off
6M
	2nd CA
0M
	4M
	6M
	9M
	12M
	16M
	18M
	19M
	20M
	23M
	25M

	BMI (kg/m2)
	16.3
	15.24
	ND
	15.33
	16.1
	15.79
	15.49
	15.19
	15.19
	15.68
	15.96
	15.57
	ND
	15.4
	15.2
	15.6
	15.8
	16.27

	eGFR (CKD-EPI Cr, mL/min/1.73 m²)
	30
	28
	22
	20
	22
	25
	30
	31
	30
	30
	30
	27
	27
	ND
	ND
	28
	28
	27

	Cystatin-C (range 0.51–1.05, mg/L)
	2.99
	2.90
	3.59
	3.88
	3.43
	3.69
	3.41
	3.19
	3.61
	3.15
	3.19
	3.41
	3.39
	2.98
	3.09
	3.35
	3.31
	2.97

	HCO3- (mEq/L)
	18.0
	19.1
	20.8
	19.6
	20.4
	27.9
	23.7
	22.4
	24.1
	17.7
	20.6
	17.2
	18.2
	22.5
	21.1
	17.7
	17.1
	23.1

	Urine MMA
(range 0–7.3, mmol/mol creatinine)
	3501
	1101
	2241
	1756
	2194
	3021
	5471
	4089
	744
	909
	5378
	8516
	9617
	1526
	966
	826
	6698
	957

	Urine Methylcitrate (range 2–5.3, mmol/mol creatinine)
	4.9
	12.4
	24.2
	17
	18.8
	14
	18.7
	38.2
	19.7
	8.0
	47.5
	54.7
	32.6
	29.4
	26.5
	18.4
	39.4
	40.9

	Plasma Gly (range 151–490, μmol/L)
	526
	436
	ND
	378
	522
	527
	473
	258
	381
	457
	606
	645
	925
	666
	529
	460
	423
	600

	Plasma Ile (range 30–108, μmol/L)
	34
	23
	ND
	22
	19
	20
	15
	14
	19
	17
	10
	44
	14
	24
	16
	7
	6
	18

	Plasma Val (range 119–336, μmol/L)
	115
	92
	ND
	75
	68
	64
	52
	67
	68
	87
	37
	109
	52
	78
	53
	36
	46
	49

	Plasma Thr (range 60–225, μmol/L)
	142
	109
	ND
	126
	108
	117
	102
	92
	94
	142
	122
	225
	132
	180
	115
	121
	96
	62

	Carglumic acid (CA, 200 mg/1T)
	NONE
	
	
	
	
	2000 mg/day (10T, 50mg/kg/d)
	 NONE
	800 mg/d (4T, 15 mg/kg/d)
	
	
	
	
	
	
	
	
	
	

	Admission days 
	
	5 d
	4 d
(Infection)
	3 d
(COVID19 infection)
	
	
	
	
	
	
	
	
	3 d
(Infection)
	4 d (Dietary restrictions imposed by caregiver d/t concerns about progression of CKD)
4 d 
(Pneumonia)
	
	
	4 d
(Infection)

 
	3 d (Infection)


MMA, methylmalonic acid; MC, methylcitrate; BMI, body mass index; eGFR, estimated glomerular filtration rate; CKD, chronic kidney disease; EPI Cr, epidemiology collaboration creatinine



Supplementary Table 2. Longitudinal clinical and biochemical parameters during long-term carglumic acid therapy in Case 2
	Case 2
	0M
	2M
	3M
	6M
	9M
	12M
	15M
	18M
	20M
(Dialysis start)
	21M
	23M
	25M
	28M

	BMI (kg/m²)
	22.01
	21.44
	ND
	21.47
	22.44
	22.44
	22.6
	ND
	22.01
	21.83
	22.04
	22.26
	22.68

	eGFR (CKD-EPI Cr, mL/min/1.73 m²)
	17
	16
	16
	15
	14
	13
	12
	10
	8
	8
	5
	3
	5

	HCO3- (range 21–28, mmol/L)
	20.6
	20.5
	18.2
	21.6
	24.2
	18.2
	19.4
	17.8
	19.1
	20.4
	22
	29.2
	26.2

	Urine MMA (range 0–7.3, mmol/mol creatinine)
	4230.3
	3861.8
	5994.1
	3044
	475.1
	939.6
	4566.8
	5656.2
	5151
	461.7
	1243.8
	4345.4
	479

	Urine Methylcitrate (range 2–5.3, mmol/mol creatinine)
	3.9
	13
	19.2
	23.5
	15.8
	7.8
	23.7
	21.4
	22.3
	5.2
	8.2
	19.5
	11.6

	Plasma Gly (range 151–490, μmol/L)
	513
	416
	397
	380
	455
	509
	392
	271
	350
	481
	372
	462
	305

	Plasma Ile (range 30–108, μmol/L)
	30
	39
	23
	19
	24
	17
	15
	32
	11
	36
	10
	8
	15

	Plasma Val (range 119–336, μmol/L)
	111
	95
	98
	91
	100
	75
	55
	92
	42
	72
	49
	23
	31

	Plasma Thr (range 60–225, μmol/L)
	106
	99
	121
	95
	110
	168
	128
	105
	103
	168
	124
	124
	99

	Carglumic acid (200mg/1T)
	NONE
	1000 mg/d (5T, 15 mg/kg/d)
	800 mg/d (4T, 15 mg/kg/d)

	Admission days
	
	
	
	
	
	
	
	
	5 d (CKD and HD)
10 d (Catheter insertion for PD  and PD)
	
	
	4 d (Abdominal pain during  PD)


MMA, methylmalonic acid; MC, methylcitrate; BMI, body mass index; eGFR, estimated glomerular filtration rate; CKD, chronic kidney disease; EPI Cr,  epidemiology collaboration creatinine; HD, hemodialysis; PD, peritoneal dialysis
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