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Figure S2: Subgroup analysis: A) ∆Ht-SDS from baseline by GH peak value
and B) ∆Ht-SDS from baseline by IGF-1 SDS.
*P<0.05
GH, growth hormone; ∆Ht-SDS, changes in height-standard deviation score; IGF-1, insulin-like growth factor-1; SEM, standard error of mean. 
[image: A screenshot of a graph

AI-generated content may be incorrect.]
Figure S3: Gender-wise and Tanner stage-wise analysis of Ht-SDS, Ht-SDS and height velocity
∆Ht-SDS, changes in height-standard deviation score; Ht-SDS, height-standard deviation score; SEM, standard error of mean. 



Table S1. Gender-wise and year-wise safety profile 

	Year
	Male
	Female

	
	Total AEs
	TRAEs
	SAE
	Total AEs
	TRAEs
	SAE

	Year 1
	350/775 (45.6%)
	59/775 (7.6%)
	10/775 (1.3%)
	208/432 (48.1%)
	43/432 (1.0%)
	1/432 (0.2%)

	Year 2
	3/604 (0.5%)
	2/604 (0.3%)
	0/604 (0.0%)
	1/355 (0.3%)
	1/355 (0.3%)
	0/355 (0.0%)

	Year 3
	3/476 (0.6%)
	1/476 (0.2%)
	0/476 (0.0%)
	2/288 (0.7%)
	1/288 (0.3%)
	0/288 (0.0%)

	Year 4
	1/308 (0.3%)
	0/308 (0.0%)
	0/308 (0.0%)
	0/179 (0.0%)
	0/179 (0.0%)
	0/179 (0.0%)

	Year 5
	1/222 (0.4%)
	0/222 (0.0%)
	1/222 (0.4%)
	1/132 (0.7%)
	0/132 (0.0%)
	0/132 (0.0%)

	Values in the table are presented as n/N (%)
n – no. of patients with AEs; N – total no. of assessed patients 
AE, adverse event; SAE, safety adverse event; TRAE, treatment-related AE




Table S2. Gender-wise and year-wise treatment-related AEs observed during the five-year treatment period

	Preferred term
	Male
	
	Female

	
	Year 1
	Year 2
	Year 3
	
	Year 1
	Year 2
	Year 3

	Hypothyroidism
	9 (1.2%)
	-
	-
	
	6 (1.4%)
	-
	-

	Injection site reactions
	9 (1.2%)
	
	
	
	1 (0.2%)
	
	

	Abnormal thyroid function testsa
	6 (0.8%)
	-
	-
	
	2 (0.5%)
	-
	-

	Fever
	4 (0.5%)
	-
	-
	
	2 (0.5%)
	-
	-

	Scoliosis
	4 (0.5%)
	-
	-
	
	4 (1.0%)
	-
	-

	Arthralgia
	3 (0.4%)
	-
	-
	
	3 (0.7%)
	-
	-

	Edema
	3 (0.4%)
	-
	-
	
	3 (0.7%)
	-
	-

	Gastroenteritis
	3 (0.4%)
	-
	-
	
	-
	-
	-

	Elevated IGF-1
	3 (0.4%)
	1 (0.2%)
	1 (0.2%)
	
	1 (0.2%)
	-
	-

	Upper respiratory tract infection
	2 (0.3%)
	-
	-
	
	-
	-
	-

	Dizziness
	2 (0.3%)
	-
	-
	
	3 (0.7%)
	-
	-

	Decreased thyroxine
	2 (0.3%)
	-
	-
	
	1 (0.2%)
	-
	-

	Elevated fasting blood insulin
	1 (0.1%)
	-
	-
	
	-
	-
	-

	Cough
	1 (0.1%)
	-
	-
	
	-
	-
	-

	Headache
	1 (0.1%)
	1 (0.2%)
	-
	
	-
	-
	-

	Urinary tract infection
	1 (0.1%)
	-
	-
	
	-
	-
	-

	Abnormal electrocardiogram
	1 (0.1%)
	-
	-
	
	-
	-
	-

	Rash
	1 (0.1%)
	-
	-
	
	1 (0.2%)
	-
	-

	Periorbital edema
	1 (0.1%)
	-
	-
	
	1 (0.2%)
	-
	-

	Eyelid edema
	2 (0.3%)
	-
	-
	
	1 (0.2%)
	-
	-

	Body pain
	1 (0.1%)
	-
	-
	
	-
	1 (0.3%)
	1 (0.4%)

	Swelling
	1 (0.1%)
	-
	-
	
	-
	-
	-

	Urticaria
	1 (0.1%)
	-
	-
	
	-
	-
	-

	Elevated thyroid-stimulating hormone
	1 (0.1%)
	-
	-
	
	2 (0.5%)
	-
	-

	Hypersensitivity reactions
	1 (0.1%)
	-
	-
	
	1 (0.2%)
	-
	-

	Papular rash
	-
	-
	-
	
	1 (0.2%)
	-
	-

	Elevated glycated hemoglobin
	-
	-
	-
	
	1 (0.2%)
	-
	-

	Abnormal liver function
	-
	-
	-
	
	1 (0.2%)
	-
	-

	Hematuria
	-
	-
	-
	
	1 (0.2%)
	-
	-

	Anaphylactic rhinitis
	-
	-
	-
	
	1 (0.2%)
	-
	-

	Facial edema
	-
	-
	-
	
	2 (0.5%)
	-
	-

	AE, adverse events; IGF-1, insulin growth factor-1
aThyroid function tests were abnormal: Documentation is not clear enough to be classified as a specific
diagnosis (e.g., hypothyroidism)
No treatment-related AEs occurred in the 4th and 5th years, so the table is not presented.





Table S3: Subgroup analysis of five-year height velocity by Tanner stage

	Characteristics
	Stage 1
N=149
	Stage 2
N=71
	Stage 3
N=59
	Stage 4
N=26
	Stage 5
N=7
	P
value

	Height velocity (cm/y), 
mean ± SD
	6.3 ± 1.4
	7.2 ± 1.4
	7.3 ± 2.1
	6.7 ± 2.8
	6.3 ± 2.0
	0.001

	Missing
	20
	12
	9
	6
	1
	

	SD, standard deviation




Table S4. Gender-wise and Tanner stage-wise analysis of height parameters at 5th year

	Characteristic
	Female
	Male

	
	I
N = 41
	II
N = 34
	III
N = 25
	IV
N = 9
	V
N = 2
	p-value
	I
N = 108
	II
N = 37
	III
N = 34
	IV
N = 17
	V
N = 5
	p-value

	Height velocity at 60M
	6.6±1.4
	7.3±1.0
	6.3±1.6
	4.5±2.0
	5.2±3.1
	0.004
	6.2±1.4
	7.1±1.7
	8.0±2.1
	7.9±2.5
	7.0±1.5
	<0.001

	Missing
	7
	8
	4
	2
	0
	
	13
	4
	5
	4
	1
	

	Height SDS at 60M
	-0.3±1.0
	-0.4±1.0
	-0.3±1.0
	-0.5±0.6
	-0.1±1.7
	>0.9
	-0.3±0.9
	-0.4±0.8
	-0.3±0.7
	-0.3±0.7
	-0.9±0.5
	0.7

	Missing
	2
	1
	0
	0
	0
	
	3
	0
	0
	1
	0
	

	Height gain at 60M
	2.2±1.0
	2.9±1.2
	2.1±1.0
	1.8±0.6
	1.6±1.6
	0.9
	2.2±0.9
	1.8±0.7
	2.1±0.7
	2.0±0.4
	1.9±0.5
	0.054

	Missing
	2
	1
	0
	0
	0
	
	3
	0
	0
	1
	0
	

	The data is represented as Mean±SD  ，Kruskal-Wallis rank sum test





Table S5: Subgroup analysis of ΔHt-SDS with time, with the GH peak values

	Characteristic
(Mean±SD)
	GH Peak Value (ng/mL)

	
	<3
N = 49
	3,5
(N = 76)
	5,7
(N = 86)
	7,10
(N = 122)
	P

	  Ht-SDS at 0M
	    -3.2±1.5
	    -2.2±0.7
	    -2.3±0.7
	    -2.3±0.7
	

	ΔHt-SDS at 12M
	1.4±0.9
	0.9±0.4
	0.9±0.4
	0.9±0.4
	

	ΔHt-SDS at 24M
	2.0±1.0
	1.4±0.5
	1.4±0.5
	1.3±0.7
	

	ΔHt-SDS at 36M
	2.2±1.3
	1.6±0.5
	1.7±0.6
	1.6±0.7
	

	ΔHt-SDS at 48M
	2.5±1.4
	1.7±0.5
	1.9±0.6
	1.8±0.7
	

	ΔHt-SDS at 60M
	2.8±1.3
	1.9±0.6
	2.0±0.70
	2.0±0.7
	

	  Ht-SDS at 60M
	-0.4±0.9
	-0.3±0.8
	-0.2±0.8
	-0.3±0.8
	0.7


GH, growth hormone; ΔHt-SDS, changes in height-standard deviation score; M, Months; SD, standard deviation.



Table S6. Multivariate analysis of efficacy data

	Variables
	Coefficient (95% CI)
	P-value

	Female vs. Male
	-0.132 (-0.292, 0.029)
	0.108

	Age (years)
	-0.105 (-0.145, -0.064)
	<0.001

	BA - CA (years)
	0.017 (-0.076, 0.111)
	0.712

	Dose (mg/kg/week)
	3.034 (0.837, 5.230)
	0.007

	Ht SDS
	-0.468 (-0.559, -0.377)
	<0.001

	GH peak value (ng/mL)
	-0.054 (-0.086, -0.021)
	0.001

	BMI SDS
	0.094 (0.025, 0.163)
	0.008

	IGF-1 SDS
	-0.076 (-0.136, -0.016)
	0.014

	BA, bone age; BMI, body mass index; CA, chronological age; GH, growth hormone; Ht, height; Ht SDS, Ht standard deviation score; IGF-1, insulin growth factor-1, SDS, standard deviation score
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