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Abstract. Background: To evaluate the short-term efficacy and safety of recombinant human growth hor-
mone (rhGH) in treating children with growth hormone deficiency (GHD) or idiopathic short stature (ISS). 
Methods: Records of children diagnosed with GHD or ISS at Yulin Maternal and Child Health Care Hospital 
of Guangxi from April 2021 to February 2023 were analyzed. Of 90 children, 33 had GHD and 57 had ISS. 
Results: Post-rhGH treatment, significant elevation in height, weight, bone age and IGF-1 level was observed 
in both groups at 6 and 12 months. The efficacy was similar for both conditions, except for a distinction in bone 
age at 6 months. No difference was seen in the effectiveness of rhGH in powder vs. liquid form. Insulin levels 
increased post-treatment, with no change in liver, kidney, and thyroid parameters for GHD children. How-
ever, significant changes were seen in ISS children’s liver, kidney, and thyroid parameters. Adverse reaction 
rates were comparable between groups. Conclusions: rhGH improved the growth velocity/year in GHD or ISS 
children. Notably, some changes in the liver, kidney, and thyroid parameters were observed in children with 
ISS after rhGH treatment. It indicates the importance of monitoring these functional indicators, although the 
exact magnitude and clinical significance of these changes need further investigation. (www actabiomedica.it)
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Introduction

Growth hormone deficiency (GHD) is a type of 
short stature arising from pituitary gland or receptor 
dysfunction, resulting in growth retardation and other 
metabolic abnormalities that seriously threaten the 
patient’s physical and mental health (1). Conversely, 
Idiopathic short stature (ISS) another form of short 
stature, has an unclear etiology that may encompass 
congenital factors, environmental influences, or the in-
terplay of multiple determinants. Children with ISS 
often don’t manifest disease symtoms like those with 
GHD. However, without appropriate intervention, 

these children may attain a final height considerably 
below their genetic potential, jeopardizing their overall 
well-being (2).

The therapeutic potential of recombinant human 
growth hormone (rhGH) for short stature conditions 
like GHD and ISS has garnered attention over the 
years. Structurally mirroring natural human growth 
hormone, rhGH stimulates tissue growth, elevates 
height, and bolsters metabolism. Ample studies affirm 
its pronounced efficacy for both GHD and ISS  (3). 
However, the safety of rhGH, particularly its inter-
actions with crucial systems in children such as the 
liver (4), kidney (5), thyroid function (6) and insulin 
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regulatory mechanisms (7), remains a subject of inves-
tigation. Existing studies have highlighted potential 
alterations in these systems with rhGH therapy, em-
phasizing the need for a closer safety examination (8).  
Moreover, the debate over the optimal formulation 
of rhGH - liquid or powder - persists. Each form, 
with its inherent properties affecting drug absorp-
tion and in vivo tolerance (9), has distinct clinical 
implications (10).

While prior studies have investigated the differ-
ences in rhGH’s efficacy for GHD and ISS treatment, 
there’s a conspicuous absence of such comprehensive 
studies in China. This backdrop accentuates the ne-
cessity to discern rhGH’s distinct therapeutic and 
safety profile for GHD and ISS within the Chinese 
population. Thus, our study embarks on this analytical 
journey, it is necessary to investigate the efficacy and 
safety of rhGH in various dosage forms, aiming to the 
impacts of rhGH on GHD and ISS and elucidate the 
nuances between different rhGH formulations in this 
context.

Methods

Patient enrollment

This retrospective study included the medical re-
cords of children diagnosed with GHD (33 cases) and 
ISS (56 cases) underwent at least one GH stimulation 
test at Yulin Maternity and Child Health Care Hos-
pital of Guangxi from April 2021 to February 2023. 
The informed consent form for all participants in the 
study was obtained by contacting their parents or le-
gal guardians to be collected, and the research protocol 
was approved by the Ethics Committee of Yulin Ma-
ternity and Child Health Care Hospital of Guangxi 
(No. YLSFYLL2021-04-29-05).

Inclusion criteria

	- Children eligible for this study should have 
a height that is at least 2 standard deviations 
below the mean for their age, sex, and eth-
nic group, as per the 2005 Chinese Children’s 
Height Standard. It’s essential to ensure that 

there are minimal variances in the living envi-
ronment which could affect growth;

	- Age ≤ 14 years old;
	- GHD in children is identified by an annual 

growth rate of less than 4 cm and a peak growth 
hormone response of less than 10 ng/mL fol-
lowing a growth hormone challenge test;

	- ISS diagnosis includes slow growth and a peak 
growth hormone response of more than 10 ng/
mL;

	- Body mass index (BMI) should be within ± 2.0 
SD of the mean for individuals of the same age, 
sex, and ethnicity;

	- A chromosomal examination revealing no 
abnormalities is required.

Exclusion criteria

	- Aged older than 14 years;
	- Chromosomal abnormalities;
	- There are other comorbidities such as organic, 

metabolic and other diseases;
	- have a mental health problem;
	- Early onset of secondary sexual characteristics, 

specified as increased breast volume in girls or 
testicular volume in boys beyond what’s typical 
for their age, and/or the premature appearance 
of pubic hair (PH). Subjects diagnosed as Small 
for Gestational Age (SGA) were excluded.

Intervention

All patients were administered recombinant hu-
man growth hormone (rhGH) as part of routine treat-
ment. Specifically, children were given subcutaneous 
injections of rhGH in the form of powder (Anhui 
Anke Biological Engineering Co., Ltd.) or solution 
(Changchun Jinsai Pharmaceutical Co., Ltd.) every 
day before going to bed. This treatment was com-
plemented by measures to ensure adequate nutrition, 
moderate exercise, and normal work and rest. The 
daily dosage of rhGH was determined at baseline and 
adjusted according to the patient’s body weight at 6 
months, 12 months, and each subsequent scheduled 
visit. Both study drugs were identical in terms of drug 
form, strength, and route of administration. Upon 
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detection of adverse events, the affected patients were 
closely monitored, the dosages of rhGH were adjusted, 
and supportive therapies were initiated when neces-
sary. Regular follow-ups were conducted to ensure the 
well-being of the children and to monitor the progres-
sion or resolution of the adverse events.

Data collection

Regular physical examinations and relevant labo-
ratory tests are required to ensure monitoring of health 
status. These examinations include: a comprehensive 
physical examination and relevant laboratory exami-
nations every 2-3 months, blood test, liver and kidney 
function and serum IGF-1 level examination under 
fasting conditions, photographed every 6 months to a 
year X-rays of the left wrist to assess bone age before 
and after rhGH treatment, as well as a dual-drug (in-
sulin and clonidine) stimulation test of GH and im-
aging studies such as bone age analysis and pituitary 
MRI (to identify any anomalies or diseases related to 
the hypothalamic-pituitary area) at the first visit to 
determine whether pituitary disease is present. Dur-
ing physical examination, specialized staff measured 
the height and weight of participants using a consist-
ent instrument and recorded the growth velocity. The 
evaluation also considered body proportions, specifi-
cally the ratio of upper body to lower body length. The 
head circumference and sitting height were measured, 
and the sitting height ratio to standing height was 

calculated. The target height was determined based on 
parental heights. The development of secondary sexual 
characteristics was assessed, and participants were also 
evaluated for potential indicators of SHOX syndrome, 
a genetic disorder that can affect height. Adverse 
events are detected and documented during the first 
3-12 months after initiation of treatment.

Statistical analysis

SPSS v22.0 software was used to process the data. 
For the measurement data, we use the mean ± stand-
ard error of mean to represent the normal distribution 
data and use the t-test for comparison; for the non-
normal distribution data, the Mann-Whitney U test, 
often referred to as the rank sum test, was employed. 
A significance level of P:< 0.05 was set for determining 
statistical differences.

Results

Clinical characteristics of the patients

This study enrolled a cohort of 90 pediatric pa-
tients, comprising 57 individuals with ISS and 33 with 
GHD. The duration of treatment exceeded six months, 
and patient recruitment and grouping procedures are 
delineated in Figure 1.

Figure 1. The screening flowchart of the study.
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significant augmentation in height, weight, IGF-1 
level, and bone age compared to baseline, respectively 
(Figure 2). Importantly, no significant difference was 
observed between the two groups in terms of height, 
weight, IGF-1 level after six months of treatment 
with rhGH (Figure 3). Notably, the ISS group ex-
hibited a more significant increase in bone age rela-
tive to the GHD group (Figure 3). In addition, we 
observed that the efficacy of the powder and liquid 
rhGH formulations for the treatment of GHD and 
ISS differed, with both formulations inducing greater 
height gain in children with either condition at the 
6-month and 12-month follow-ups. No discernible 
disparities were noted regarding body weight, bone 
age, or IGF-1 levels between the two formulations 
(Figure 4).

Upon treatment initiation, no statistically signifi-
cant intergroup differences were evident in age, bone age, 
height, weight, and insulin-like growth factor-1 (IGF-
1) level, as well as liver function [alanine transaminase 
(ALT), aspartate transaminase (AST)], renal function 
[serum creatinine (CREA) and urinary uric acid excre-
tion (UA)] and thyroid function [free triiodothyronine 
(FT3), free thyroxine (FT4), thyroid stimulating hor-
mone (TSH)] (P: > 0.05). The baseline characteristics 
of both groups are summarized in Table 1.

Effects of rhGH on height, weight, IGF-1 level, insulin 
level and bone age in children with GHD and ISS

Following 6 and 12 months of treatment with 
rhGH, both GHD and ISS cohorts displayed a 

Table 1. Baseline characteristics of children with GHD or ISS.

GHD ISS t/χ2 P

Number of Patients 33 57 - -

Gender (M/F) 20/13 29/28 -1.99 0.17

Age (years) 8.29 ± 2.73 8.70 ± 2.24 -2.39 0.44

Height (cm) 116.60 ± 13.84 119.51 ± 2.24 -0.87 0.32

Growth velocity (cm/year) 9.79 ± 2.95 9.69 ± 2.82 1.54 0.87

Weight (kg) 21.93± 7.71 22.25 ± 6.03 -0.37 0.82

BMI (kg/cm2) 15.62 ± 2.23 14.63 ± 2.04 6.96 0.04

Bone age (years) 7.06 ± 2.61 7.82 ± 2.33 -4.31 0.16

IGF-1 (ng/mL) 190.25 ± 98.30 185.55 ± 92.48 0.03 0.82

INS (mIU/L) 6.1 ± 3.77 6.75 ± 3.56 1.43 0.16

Liver function

ALT (U/L) 15.7 ± 7.35 13.67 ± 4.41 0.55 0.59

AST (U/L) 29.24 ± 6.37 28.54 ± 4.71 0.78 0.44

Kidney function

CREA (umol/L) 36.33 ± 6.6 37.65 ± 8.27 0.76 0.45

UA (umol/L) 276.3 ± 79.71 262.98 ± 80.54 0.59 0.55

Thyroid function

FT3 (nmol/L) 6.67 ± 0.72 6.55 ± 1.07 0.13 0.90

FT4 (nmol/L) 17.99 ± 2.78 18.08 ± 3.33 1.54 0.13

TSH (nmol/L) 2.31 ± 1.04 2.73 ± 1.33 0.80 0.42

Dose (mg/kg) 0.16 - 0.24 0.23 - 0.46 - -

Abbreviations: GHD: growth hormone deficiency; ISS: idiopathic short stature; M: male; F: female; BMI: body mass index; IGF-1: insulin like 
growth factor 1; INS: basal insulin; ALT: alanine transaminase; AST: aspartate transaminase; CREA: creatinine clearance; UA: urine acid; FT3: free 
triiodothyronine; FT4: free thyroxine; TSH: thyroid stimulating hormone.



Acta Biomed 2024; Vol. 95, N. 2: e2024027 5

Figure 2. The effect of rhGH on height, weight, IGF-1 level, insulin level and bone age among GHD and ISS children. A. GHD 
children; B. ISS children. NGHD = 33, NISS = 57. Compared with Baseline, ***P: <0.001.

Figure 3. Comparison of the effect of rhGH on height, weight, 
IGF-1 level and bone age between GHD and ISS children. 
NGHD = 33, NISS = 57. Compared with children with GHD, 
*P: < 0.05.

Effects of rhGH on insulin, liver function, kidney 
function and thyroid function in children with GHD and 
ISS

During rhGH therapy, a comprehensive evalua-
tion of endocrine and metabolic parameters, includ-
ing insulin levels, liver function, kidney function, and 
thyroid function, was conducted in children diagnosed 
with GHD and ISS. Assessments were performed at 
baseline, and subsequently at the 6th and 12th months 
of treatment. These findings revealed that rhGH ad-
ministration did not exert a significant impact on ALT, 
AST, CREA , UA, FT3, or FT4 levels throughout the 
treatment course in children with GHD. Neverthe-
less, a marked elevation in insulin levels was observed 
at the 12-month time point (Figure 5A). In the ISS 
cohort, substantial increases in UA, FT3, and insulin 
levels were documented at the 6-month mark, while 
CREA, UA, FT3, FT4, and insulin levels exhibited a 
significant upsurge at 12 months. Conversely, reduc-
tions in ALT, AST, and TSH levels were observed 
(Figure 5B). Although the parameters influenced by 
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Discussion

Growth hormone (GH) was originally prescribed 
exclusively for patients with GHD (11). However, its 
usage has since expanded to include other conditions 
such as Turner syndrome, chronic renal insufficiency, 
SGA infants and Prader-Willi Syndrome patients 
(12). The availability and safety of rhGH compared 
to biological GH, following the first rhGH approval 
by the US FDA, has led to significant advancements 
in the field of GH. Interest has also been directed to-
wards the utilization of rhGH for children with ISS, 
in addition to its use for established diseases. Although 
children diagnosed with ISS do not exhibit abnormal 
hormone levels or pathological changes, they do pre-
sent with stunted growth, which can negatively affect 
their mental health (13). The effectiveness of rhGH 
in treating GHD and ISS varies based on several 
factors including diagnosis, age, dosage, drug form, 
parental height, adherence, concurrent disease, and 
other (endocrine) therapies, as well as poorly defined 
molecules and biochemical factors (14-16). Safety 
concerns regarding the use of rhGH have also been 
raised. Therefore, this study aimed to assess the dif-
ferences in rhGH efficacy and the safety for treating 
GHD and ISS (17).

This study investigated the clinical benefits of 
rhGH treatment for GHD and ISS in children, in-
cluding height, weight, bone age, IGF-1 level, as well 
as insulin level, liver, kidney and thyroid function. The 
treatment effect was evaluated after six months and 
one year of treatment. These indicators [height (GHD: 
Baseline: 118.42 ± 1.81cm, 6-month: 122.15 ± 1.50 cm, 
12-month: 128.97 ± 1.12 cm; ISS: Baseline: 119.51 ± 
1.69 cm, 6-month: 124.35 ± 1.70 cm, 12-month: 
126.97 ± 1.82 cm), weight (GHD: Baseline: 22.09 ± 
3.11 kg, 6-month: 24.45 ± 4.11 kg, 12-month: 25.12 ± 
3.21 kg; ISS: Baseline: 22.25 ± 0.80 kg, 6-month: 
25.06 ± 0.89 kg, 12-month: 25.67 ± 0.97 kg), bone age 
(GHD: Baseline: 6.60 ± 2.69 years, 12-month: 7.62 ± 
2.65 years; ISS: Baseline: 7.52 ± 2.21 years, 12-month: 
8.43 ± 2.20 years) and IGF-1 level (GHD: Baseline: 
183.23 ± 1.49 ng/mL, 6-month: 259.21 ± 2.40 ng/mL,  
12-month: 280.13 ± 19.51 ng/mL; ISS: baseline: 
185.55 ± 12.25 ng/mL, 6-month: 263.19 ± 15.23 ng/mL,  
12-month: 273.98 ± 15.87 ng/mL)] were elevated after 

rhGH treatment suggested potential alterations in the 
corresponding functions, the values predominantly re-
mained within the clinically accepted normal ranges.

Safety after rhGH treatment

The safety of rhGH was monitored during the 
study and shown in Table 2. Two adverse effects (1 case 
of elevated UA, 1 case of occult blood) were reported 
in the GHD cohort throughout the entire treatment 
period. The two adverse events were all involved in the 
administration of rhGH in powder form. In contrast, 
12 (0.21) adverse reactions occurred in the ISS group, 
5 (0.09) cases of elevated UA, 3 (0.05) cases of elevated 
insulin level and 1 (0.02) case of occult blood, headache, 
subclinical hypothyroidism (SCH), hip arthritis, respec-
tively. Of these adverse events in the children with ISS, 4 
cases (2 cases of elevated uric acid, 1 case of urinary oc-
cult blood, and 1 case of hip arthritis) were due to the use 
of rhGH in liquid form, and the remaining 8 cases were 
due to powder form (3 cases of elevated insulin level, 3 
cases of elevated uric acid, and 1 case of headache.

Figure 4. The effect of rhGH in powder or liquid form on 
height, weight, bone age and IGF-1 level changes among GHD 
and ISS children. NGHD = 33, NISS = 57.
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in height, weight, and IGF-1 level in children with 
ISS. This is also partly consistent with current study 
(19). However, children diagnosed with ISS exhibited 
significantly higher increases in bone age than those 

6 and 12 months of treatment in both GHD and ISS 
children. This is in line with existing reports (18). But 
after six months of treatment, compared with children 
with GHD, no significant differences were observed 

Figure 5. A and B: The effect of rhGH on liver function, kidney function and thyroid function (ALT, AST, CREA, UA, FT3, FT4, 
TSH) and insulin level among GHD and ISS children. A. GHD children; B. ISS children. NGHD = 33, NISS = 57. Compared with 
Baseline, *P: < 0.05, **P :< 0.01, ***P :< 0.001.

Table 2. Registered adverse events.

Event

Number of Patients

GHD cohort ISS cohort χ2 P

Elevated UA 1 (0.03)   5 (0.09) 1.11 0.29

Urinary occult blood 1 (0.03)   1 (0.02) 0.16 0.69

Elevated insulin level -   3 (0.05) 1.80 0.18

Headache -   1 (0.02) 0.59 0.44

SCH -   1 (0.02) 0.59 0.44

Hip arthritis -   1 (0.02) 0.59 0.44

Total number 2 (0.06) 12 (0.21) 3.58 0.06

Abbreviations: GHD: growth hormone deficiency; ISS: idiopathic short stature; UA: urine acid; SCH: subclinical hypothyroidism.
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profoundly impacts thyroid function in these children 
(29). The primary mechanism may involve influencing 
the central axis, thyroid and extrathyroidal deiodinase 
activity, and ultimately affecting hormone receptors in 
the hypothalamic-pituitary-thyroid (HPT) axis. Ad-
ditionally, it has been shown that rhGH may induce 
hyperinsulinemia in children with GHD or ISS (30), 
potentially due to elevated insulin and insulin-like 
growth factor-1 (IGF-1) levels, which regulate me-
tabolism and body growth by phosphorylating insulin 
receptor substrate (IRS) proteins via cognate recep-
tor tyrosine kinases (31). Despite the abundance of 
data in existing literature, our research indicates that 
the efficacy and safety of rhGH treatment for Chi-
nese children are largely analogous to those observed 
in children from other regions (32, 33). For instance, 
previous research demonstrated that rhGH treatment 
considerably enhanced growth rate and bone age in 
children diagnosed with GHD and ISS (34). Nota-
bly, our investigation identified marked variations in 
insulin levels in Chinese children post-rhGH treat-
ment. A comparable trend was observed in children 
from different ethnic backgrounds, albeit at different 
magnitudes. This disparity could potentially be attrib-
uted to genetic and lifestyle variances amongst ethnic 
groups (30, 35). Additionally, our analysis revealed 
no significant efficacy or safety differences between 
various dosage forms of rhGH. Such findings are less 
frequently documented in the current literature, neces-
sitating further research for clarity. In terms of rhGH 
therapy’s safety, our findings align with those in the ex-
isting literature, suggesting a low incidence of adverse 
events. However, it’s imperative to vigilantly monitor 
potential impacts on thyroid function and changes in 
insulin levels, especially in children with ISS (36).

In order to evaluate the safety of rhGH therapy, 
the frequency of adverse events was documented in 
children with GHD and ISS throughout this study’s 
duration. The results indicated that in both cohorts, 
the incidence of all reported adverse events was not 
statistically significant. The safety of the two drug 
forms was also assessed, revealing that no adverse 
events were observed in the treatment cycle for GHD 
children. In contrast, among ISS children, there were 
six cases of adverse events, with five attributed to the 
powder rhGH. Consequently, the choice of drug form 

with GHD, which is closely related to height. This is 
may be explained by children with GHD have a sig-
nificant delay in bone age compared to their chrono-
logical age (20). The choice of drug form can affect 
the drug’s efficacy and safety (9). Previous studies have 
compared the bioavailability of intranasally delivered 
rhGH powder formulation and subcutaneously in-
jected solution formulations in sheep and found that 
the former was better tolerated and slightly less bio-
available (21). However, few comparative studies have 
been conducted on the choice of the two drug forms in 
clinical practice. Studies on the differences in growth 
velocity and bone age in GHD patients treated with 
rhGH in solution or powder form have found no sig-
nificant differences. However, insufficiently dissolved 
powder form was associated with the efficacy, bioavail-
ability and safety of rhGH (22). This study found that 
rhGH powder and liquid formulations had no differ-
ence in the efficacy of various indicators in children 
with GHD and ISS.

As described before, the liver, kidney, and thyroid 
functions, along with insulin, play crucial roles in a 
child’s growth and development (23, 24). For instance, 
the liver, characterized by its vigorous metabolism, 
transforms dietary nutrients into the requisite energy 
and material substrates for growth, while also promot-
ing bodily maturation (25) is study discovered that 
rhGH did not alter indicators of liver, kidney, and thy-
roid function in children with GHD, but did alter these 
markers in children with ISS at 6 or 12 months. Nota-
bly, both GHD and ISS children exhibited significant 
changes in insulin levels at the 6th or 12th month of 
treatment, and these fluctuations remained within the 
normal range. These findings align with those reported 
in existing literature. For example, one study identi-
fied a strong inverse correlation between GH secre-
tion and ALT level in short children and adolescents 
(26). The underlying mechanism may involve GH’s 
capacity to modulate enzyme activity and influence 
cellular behavior (27). GH has been reported to exert 
potential effects on the kidneys in athletes (28), but 
fewer safety evaluations have been conducted in chil-
dren with short stature. The mechanisms likely involve 
regulation of the renin-angiotensin-aldosterone sys-
tem, augmented endothelin production, etc. Numer-
ous studies have demonstrated that rhGH treatment 
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consistent therapeutic outcome for both conditions. 
While the rhGH powder and solution formulations 
demonstrate equivalent efficacy, it is noteworthy that 
children with ISS had changes in insulin levels as well 
as liver, kidney and thyroid parameters. By systemati-
cally evaluating the effect of rhGH on ISS and GHD, 
our study offers insights for the clinical utilization of 
rhGH, thereby contributing to the evidence-based op-
timization of treatment strategies.

Data Availability Statements: The data that support the findings of 
this study are openly available in figshare at http://doi.org/10.6084/
m9.figshare.23706600.

Conflict of Interest: The authors declare no conflict of interest.

Author Contributions: Conception and design of the study: M.L., 
Z.Z., and WM.W.; Data collection: J.F. and LQ.C.; Analysis and 
interpretation of results: DM.H. and X.W.; Drafting the manu-
script: M.L., Z.Z., and WM.W.. All authors reviewed the results 
and approved the final version of the manuscript.

Funding: This study was supported by the Guangxi Zhuang Au-
tonomous Region Health Committee self-funded scientific re-
search project (Z-K20221826) and Yulin City Scientific Research 
and Technology Development Plan Project (self-financed project, 
Yulin City Branch 20212209).

Acknowledgments: Thanks to all patients and their families for 
supplying the clinical data. We are extremely grateful to all involved 
members, past and present, for the interesting discussions and great 
contributions to the project.

References

1.	Tritos NA, Biller BMK. Current concepts of the diagno-
sis of adult growth hormone deficiency. Rev Endocr Metab 
Disord. 2021; 22(1):109-16. doi: 10.1007/s11154-020 
-09594-1.

2.	Yuan J, Du Z, Wu Z,et al. A Novel Diagnostic Predictive 
Model for Idiopathic Short Stature in Children. Front En-
docrinol (Lausanne). 2021;12:721812. doi: 10.3389/fendo 
.2021.721812.

3.	Richmond E, Rogol AD. Treatment of growth hormone de-
ficiency in children, adolescents and at the transitional age. 
Best Pract Res Clin Endocrinol Metab. 2016; 30(6):749-55. 
doi: 10.1016/j.beem.2016.11.005.

should be carefully considered in clinical practice. No-
tably, among all combined adverse events, elevated 
uric acid was the most common, followed by increased 
insulin levels. In conjunction with our findings, this 
may be attributed to rhGH affecting renal function 
and insulin levels. Additionally, one case of subclinical 
hypothyroidism (SCH) was reported, resulting from 
rhGH-induced disturbance of thyroid gland func-
tion. Therefore, during rhGH treatment, the impact of 
growth hormone on liver, kidney, and thyroid function 
should be closely monitored, particularly in children 
with ISS.

Nonetheless, this study has limitations. Firstly, 
our study omitted standardized deviation scores (SDS) 
calculations, which might provide a more nuanced 
interpretation of growth patterns relative to popula-
tion norms. We recognize this oversight and intend 
to include SDS calculations in our subsequent analy-
ses. Secondly, when examining the therapeutic effect 
of rhGH treatment on children with GHD or ISS, 
it failed to reflect the clinical benefit experienced by 
each individual patient. This aspect is crucial yet chal-
lenging to analyze statistically. Thirdly, recall bias is 
inherent due to the retrospective nature of the study. 
Fourthly, Current study doesn’t include HOMA-IR, 
HOMA-β, and QUICKI, which are used to assess 
insulin resistance and pancreatic beta cell function. 
Further studies were needed to evaluate these param-
eters. Lastly, as the organs in children’s bodies mature 
during normal growth, their metabolic and secretory 
functions become increasingly active. This observation 
is particularly pertinent during prepubertal years as 
well, though to a different degree compared to later 
stages of adolescence. Considering the dynamic nature 
of organ maturation and metabolic changes, especially 
in prepubertal children, further research is required to 
determine whether there is a causal relationship be-
tween rhGH’s effect on these functions and the ob-
served outcomes.

Conclusion

Collectively, this study comprehensively eluci-
dated that rhGH effectively improved the growth 
velocity/year in GHD or ISS children, exhibiting a 



Acta Biomed 2024; Vol. 95, N. 2: e202402710

long-term growth hormone treatment in three dosages and 
low dose estrogens. J Clin Endocrinol Metab. 2003; 88(3): 
1119-25. doi: 10.1210/jc.2002-021171.

17.	Romer T, Peter F, Saenger P, et al. Efficacy and safety of a 
new ready-to-use recombinant human growth hormone so-
lution. J Endocrinol Invest. 2007; 30(7):578-89. doi: 10.1007 
/bf03346352.

18.	Wu B, Lin H, Gao J, Sun J, Zhao M. Effects of high-dose 
recombinant human growth hormone treatment on IGF-1 
and IGFBP-3 levels in idiopathic dwarfism patients. Pak J 
Med Sci. 2022; 38(4Part-II):1038-42. doi: 10.12669/pjms 
.38.4.5502. PMID: 35634620.

19.	Gou P, Cheng X, Leng J, Su N. A Real-World Study of Re-
combinant Human Growth Hormone in the Treatment of 
Idiopathic Short Stature and Growth Hormone Deficiency. 
Ther Clin Risk Manag. 2022; 18:113-24. doi: 10.2147/tcrm 
.S363564.

20.	Kang MJ, Kim EY, Shim YS, Jeong HR, Lee HJ, Yang 
S, Hwang IT. Factors affecting bone age maturation dur-
ing 3 years of growth hormone treatment in patients with 
idiopathic growth hormone deficiency and idiopathic 
short stature: Analysis of data from the LG growth study. 
Medicine (Baltimore). 2019; 98(14):e14962. doi: 10.1097 
/md.0000000000014962.

21.	Cheng YH, Dyer AM, Jabbal-Gill I, Hinchcliffe M, 
Nankervis R, Smith A, Watts P. Intranasal delivery of re-
combinant human growth hormone (somatropin) in sheep 
using chitosan-based powder formulations. Eur J Pharm 
Sci. 2005; 26(1):9-15. doi: 10.1016/j.ejps.2005.03.014.

22.	Cai Y, Xu M, Yuan M, Liu Z, Yuan W. Developments in 
human growth hormone preparations: sustained-release, 
prolonged half-life, novel injection devices, and alternative 
delivery routes. Int J Nanomedicine. 2014; 9:3527-38. doi: 
10.2147/ijn.S63507.

23.	Gurevich E, Segev Y, Landau D. Growth Hormone and 
IGF1 Actions in Kidney Development and Function. Cells. 
2021; 10(12). doi: 10.3390/cells10123371.

24.	Witkowska-Sędek E, Kucharska AM, Rumińska M, 
Paluchowska M, Pyrżak B. Decreased Thyroxine Levels 
during rhGH Therapy in Children with Growth Hormone 
Deficiency. J Clin Med. 2021; 10(21). doi: 10.3390/jcm 
10215100.

25.	Xue J, Liang S, Ma J, Xiao Y. Effect of growth hormone 
therapy on liver enzyme and other cardiometabolic risk fac-
tors in boys with obesity and nonalcoholic fatty liver dis-
ease. BMC Endocr Disord. 2022; 22(1):49. doi: 10.1186 
/s12902-022-00967-y.

26.	Ji B, Zhang M, Zhao Q, et al. Association between Ala-
nine Aminotransferase and Growth Hormone: A Retro-
spective Cohort Study of Short Children and Adolescents. 
Biomed Res Int. 2019; 2019:5939372. doi: 10.1155/2019 
/5939372.

27.	Witkowska-Sędek E, Stelmaszczyk-Emmel A, Majcher A, 
Demkow U, Pyrżak B. The relationship between alkaline 
phosphatase and bone alkaline phosphatase activity and the 
growth hormone/insulin-like growth factor-1 axis and vita-
min D status in children with growth hormone deficiency. 

4.	Guichelaar MM, Malinchoc M, Sibonga JD, Clarke BL, 
Hay JE. Bone histomorphometric changes after liver trans-
plantation for chronic cholestatic liver disease. J Bone 
Miner Res. 2003; 18(12):2190-2199. doi: 10.1359/jbmr 
.2003.18.12.2190.

5.	Drube J, Wan M, Bonthuis M, et al. Clinical practice recom-
mendations for growth hormone treatment in children with 
chronic kidney disease. Nat Rev Nephrol. 2019; 15(9):577-89.  
doi: 10.1038/s41581-019-0161-4. 

6.	Witkowska-Sędek E, Borowiec A, Majcher A, Sobol M, 
Rumińska M, Pyrżak B. Thyroid function in children with 
growth hormone deficiency during long-term growth hor-
mone replacement therapy. Cent Eur J Immunol. 2018; 
43(3):255-61. doi: 10.5114/ceji. 2018.80043.

7.	Hill DJ, Milner RD. Insulin as a growth factor. Pediatr Res. 
1985; 19(9):879-86. doi: 10.1203/00006450-198509000 
-00001.

8.	Mohammad NS, Nazli R, Zafar H, Fatima S. Effects of li-
pid based Multiple Micronutrients Supplement on the birth 
outcome of underweight pre-eclamptic women: A rand-
omized clinical trial. Pak J Med Sci. 2022; 38(1):219-26. 
doi:10.12669/pjms.38.1.4396.

9.	Wen H, Jung H, Li X. Drug Delivery Approaches in Address-
ing Clinical Pharmacology-Related Issues: Opportunities 
and Challenges. Aaps j. 2015; 17(6):1327-40. doi: 10.1208 
/s12248-015-9814-9.

10.	Fuhr U, Tuculanu D, Berghout A, Balser S, Schwebig A, 
Saenger P. Bioequivalence between novel ready-to-use 
liquid formulations of the recombinant human GH Om-
nitrope and the original lyophilized formulations for recon-
stitution of Omnitrope and Genotropin. Eur J Endocrinol. 
2010; 162(6):1051-8. doi: 10.1530/eje-09-1101.

11.	Ayyar VS. History of growth hormone therapy. Indian 
J Endocrinol Metab. 2011; 15 Suppl 3(Suppl3):S162-5.  
doi: 10.4103/2230-8210.84852.

12.	Gupta V, Lee M. Growth hormone in chronic renal dis-
ease. Indian J Endocrinol Metab. 2012; 16(2):195-203. doi: 
10.4103/2230-8210.93736.

13.	Quitmann JH, Bullinger M, Sommer R, Rohenkohl AC, 
Bernardino Da Silva NM. Associations between Psycholog-
ical Problems and Quality of Life in Pediatric Short Stature 
from Patients’ and Parents’ Perspectives. PLoS One. 2016; 
11(4):e0153953. doi: 10.1371/journal.pone.0153953.

14.	Quigley CA, Child CJ, Zimmermann AG, Rosenfeld RG, 
Robison LL, Blum WF. Mortality in Children Receiving 
Growth Hormone Treatment of Growth Disorders: Data 
From the Genetics and Neuroendocrinology of Short Stat-
ure International Study. J Clin Endocrinol Metab. 2017; 
102(9):3195-3205. doi: 10.1210/jc.2017-00214.

15.	Ranke MB, Lindberg A, Chatelain P, et al. Prediction of 
long-term response to recombinant human growth hor-
mone in Turner syndrome: development and validation of 
mathematical models. KIGS International Board. Kabi In-
ternational Growth Study. J Clin Endocrinol Metab. 2000; 
85(11):4212-8. doi: 10.1210/jcem.85.11.6976.

16.	van Pareren YK, de Muinck Keizer-Schrama SM, Stijnen T,  
et al. Final height in girls with turner syndrome after 



Acta Biomed 2024; Vol. 95, N. 2: e2024027 11

34.	Al Shaikh A, Daftardar H, Alghamdi AA, et al. Effect of 
growth hormone treatment on children with idiopathic 
short stature (ISS), idiopathic growth hormone deficiency 
(IGHD), small for gestational age (SGA) and Turner syn-
drome (TS) in a tertiary care center. Acta Biomed. 2020; 
91(1):29-40. doi: 10.23750/abm.v91i1.9182.

35.	Lecka-Ambroziak A, Wysocka-Mincewicz M, 
Dolezal-Oltarzewska K, et al. Effects of Recombinant 
Human Growth Hormone Treatment, Depending on the 
Therapy Start in Different Nutritional Phases in Paediat-
ric Patients with Prader-Willi Syndrome: A Polish Mul-
ticentre Study. J Clin Med. 2021; 10(14). doi: 10.3390 
/jcm10143176..

36.	Allen DB. Safety of growth hormone treatment of children 
with idiopathic short stature: the US experience. Horm Res 
Paediatr. 2011; 76 (Suppl 3):45-7. doi: 10.1159/000330159.

Correspondence:
Received: 9 October 2023
Accepted: 9 November 2023
Mei Li, MD
Department of Child Health,
Yulin Maternity and Child Health Care Hospital of Guangxi,
Yulin (China)
E-mail: 13877553216@163.com
ORCID: 0009-0002-4807-3586

Acta Biochim Pol. 2018; 65(2):269-75. doi: 10.18388/abp 
.2017_2541.

28.	Davani-Davari D, Karimzadeh I, Khalili H. The potential 
effects of anabolic-androgenic steroids and growth hor-
mone as commonly used sport supplements on the kidney: 
a systematic review. BMC Nephrol. 2019; 20(1):198. doi: 
10.1186/s12882-019-1384-0.

29.	Kucharska AM, Witkowska-Sędek E, Rumińska M, Pyrżak B.  
Thyroid Hormone Changes Related to Growth Hor-
mone Therapy in Growth Hormone Deficient Patients.  
J Clin Med. 2021; 10(22). doi: 10.3390/jcm10225354.

30.	Hou L, Liang Y, Wu W, Lin HH, Luo XP, Ying YQ. Com-
parison of the efficacy and safety of recombinant human 
growth hormone in treating idiopathic short stature and 
growth hormone deficiency in children. Growth Horm IGF 
Res. 2020; 53-4:101331. doi: 10.1016/j.ghir.2020.101331.

31.	Rui L, Fisher TL, Thomas J, White MF. Regulation of in-
sulin/insulin-like growth factor-1 signaling by proteasome- 
mediated degradation of insulin receptor substrate-2.  
J Biol Chem. 2001; 276(43):40362-7. doi: 10.1074/jbc 
.M105332200.

32.	Maghnie M, Ranke MB, Geffner ME, et al. Safety and Ef-
ficacy of Pediatric Growth Hormone Therapy: Results From 
the Full KIGS Cohort. J Clin Endocrinol Metab. 2022; 
107(12):3287-301. doi: 10.1210/clinem/dgac517.

33.	Miller BS, Velazquez E, Yuen KCJ. Long-Acting Growth 
Hormone Preparations - Current Status and Future Consid-
erations. J Clin Endocrinol Metab. 2020; 105(6):e2121-33.  
doi: 10.1210/clinem/dgz149.


