
ORIGINAL ARTICLE

Effect of glucocorticoids on growth and bone mineral density
in children with nephrotic syndrome

Diana Ribeiro & Sophie Zawadynski & Laure F. Pittet &
Thierry Chevalley & Eric Girardin & Paloma Parvex

Received: 19 August 2014 /Revised: 11 December 2014 /Accepted: 12 December 2014 /Published online: 10 January 2015
# Springer-Verlag Berlin Heidelberg 2015

Abstract Glucocorticosteroids (GCs) are the first-line
treatment for idiopathic nephrotic syndrome (NS), but
prolonged administration interferes with growth and
bone mineralization. We conducted a retrospective study
to analyze the long-term impact of prednisone on
growth and bone mineral density (BMD) in children
with NS. Data from children with NS followed during
almost 10 years were analyzed. Height and spine BMD
values were converted to Z-scores (standard deviation
[SD]). The mean cumulative dose of GCs received was

calculated and correlated to patient’s growth and spine
BMD using linear regression and subgroup analysis. We
included 30 patients diagnosed at 3.7 years old (inter-
quartile range (IQR) 2.6–4.8) and followed over
9.8 years (IQR 6.6–11.7). The one half of NS patients
was steroid sensitive and one half dependent or resis-
tant. The median cumulative dose of GCs received was
0.27 mg/kg/day (IQR 0.18–0.35). Growth and spine
BMD were both negatively associated with the cumula-
tive dose of GCs (P=0.001 and P=0.037, respectively).
Final height Z-scores were significantly lower in pa-
tients receiving >0.2 mg/kg/day GCs (P=0.001). No
difference was observed in spine BMD between
subgroups.

Conclusion: Increasing doses of GCs were significantly
associated with lower height and BMD Z-scores. A significant
effect on growth was observed with cutoff doses above
0.2 mg/kg/day.
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Abbreviations
BMD Bone mineral density
BMI Body mass index
DXA Dual X-ray absorptiometry
GCs Glucocorticosteroids
IQR Interquartile range
NS Nephrotic syndrome
PQCT Peripheral quantitative computed tomography
SD Standard deviation
SDNS Steroid-dependent NS
SRNS Steroid-resistant NS
SSND Steroid-sensitive NS
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Introduction

Idiopathic nephrotic syndrome (NS) is the most common
cause of NS in children. Since the availability of steroids in
1950, glucocorticosteroids (GCs) are the first-line treatment of
this disease and have radically improved the prognosis of
these patients [3, 17, 18, 27]. However, it is known that the
long-term use of GCs affects normal growth both directly, by
promoting apoptosis on osteoblasts and activating osteoclasis
and indirectly, by inhibiting central growth hormone secretion
[2, 10, 21]. In addition, GCs decrease bone mineralization,
leading to an increased risk of fractures [11, 22, 26, 28]. This is
particularly harmful for the growing skeleton, as demonstrated
in children receiving long-term GC treatment for polyarthritis
or inflammatory bowel disease [14, 15, 28].

For most children with idiopathic NS, GC treatment
is only intermittent with prolonged treatment-free pe-
riods during remissions and, thus, there is a need to
specifically evaluate the side effects in this population.
Growth delay and a deleterious effect on bone have
been mainly described for patients with steroid-
dependent NS (SDNS) [7, 26]. We performed a study
to assess both growth and bone mineral density (BMD)
in the same cohort of NS patients and to compare the
effects of GCs on the different subgroups according to
steroid response, i.e., SDNS, steroid-sensitive NS
(SSNS), and steroid-resistant NS (SRNS). We then eval-
uated the effect of increased ranges of GC cumulative
doses with the intention to define the cutoff dose of
GCs above which growth and BMD are clinically
affected.

Methods

We identified retrospectively all children diagnosed with
NS and followed at the University of Geneva Children’s
Hospital from 1992 to 2011. Patients were excluded
from the analysis if they had poor therapeutic obser-
vance or were lost to follow-up. Data recorded were age
at onset, gender, weight, body mass index (BMI), spine
BMD and Z-score, type of NS according to GC suscep-
tibility, number of relapses, and use of adjuvant treat-
ment. The cumulative dose of GCs received was pre-
cisely quantified for each child during the entire obser-
vational period and reported in milligram per kilogram
per day. At our institution, we prescribed only predni-
sone. Initial treatment for NS started at 2 mg/kg/day of
GCs during 6 weeks, followed by decreased dosage on
alternate days for 4 to 6 months. In the case of relapse,
GC treatment was reintroduced at 2 mg/kg/day until
5 days without proteinuria, followed by alternate days
of decreased dosage.

Growth evaluation

Initial height (cm) assessed at the time of diagnosis and final
height assessed at the end of the follow-up period were both
reported in the Z-score (standard deviation [SD]) using growth
curves based on the World Health Organization Child Growth
Standards [29]. Growth during the follow-up period was
defined as the difference (Δ) between the final and initial
height, expressed as a Z-score.

Measurement of bone variables

Children who had at least two L2–L4 spine BMD measure-
ments during follow-up were included in the analysis of GCs
on bone. BMD was assessed by dual X-ray absorptiometry
(DXA), which is recognized as the gold standard to evaluate
bone mineral content and density in children and adults [3].
Examinations were performed using Hologic® (Bedford,
USA) devices (QDR 2000, SN/2141 and QDR 4500, SN/
45278) that had been cross-calibrated, thus enabling the re-
sults to be comparable over time. Spine Z-score was used as it
is the most representative in children, according to the litera-
ture and international recommendations [4, 30].

Statistical analyses

Standard descriptive statistics were used, such as proportions
and percentages, mean and SD, and median and interquartile
range (IQR), depending on whether the distribution of vari-
ables was normal or not. The cumulative dose of GCs was log-
transformed to obtain a normal distribution. All patients were
included in the analysis of the impact of GCs on growth.
Growth was defined by the difference of the height Z-score
between baseline and final assessment (Δ height Z-score).
Patients were included in the analysis of the impact of GCs
on bone mass if they had at least two BMDmeasures. Change
in bone mass was defined as the difference in the Z-score of
spine BMD between the two measures (Δ spine Z-score).
Patients’ initial and final BMD values were compared to
standard values of healthy children available in the literature
[25]; paired analyses were performed using standard values
matched for age and gender. Linear regressions were used to
assess the association between the cumulative dose of GCs
received and growth (Δ height Z-score) or BMD (Δ spine Z-
score) in two separate univariate models. Multivariate analy-
ses were used for adjustment on potential confounders, such
as age, BMI, duration of follow-up, or baseline height/BMD
values.

Finally, we performed two different analyses of subgroups.
First, we analyzed patients according to the response of their
disease to steroids (SSNS, SDNS, or SRNS). We then divided
all patients into three GC dose-level subgroups depending on
the mean cumulative dose of GCs received: low dose
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(<0.2 mg/kg/day), medium dose (0.2 to 0.4 mg/kg/day), and
high dose (>0.4 mg/kg/day). All analyses were performed
with Stata 12® (StataCorp, College Station, TX, USA); all
tests were two-tailed and a P value <0.05 was considered
statistically significant.

Results

Patient characteristics

Of 34 patients identified, 30 were included in the study
(Table 1). Four patients were excluded from the analysis:
two with poor therapeutic observance and two lost to
follow-up (change of address). Onset of NS occurred at a
median age of 3.7 years old (IQR 2.6–4.8); median duration
of follow-up was 9.8 years (IQR 6.6–11.7). Children had
between 1 and 37 relapses (median, 8.5; IQR, 4–13) and
received a median dose of 0.27 mg/kg/day (IQR 0.18–0.35)
of GCs. One half of all children (50%, 15/30) presented SSNS
and one half were SRNS (7/30, 23 %) or SDNS (8/30, 27 %).
NS etiologies were minimal change disease (n=8), focal seg-
mental glomerulosclerosis (n=5), mesangial hypertrophy (n=
1), and membranous-proliferative disease (n=1).

Patients with SSNS had amedian number of 4 relapses (IQR
2; 9); SRNS, 10 (IQR 2; 23); and SDNS, 14.5 (IQR 9; 21).
Cumulative doses of GCs were significantly higher in patients
with SRNS (median, 0.36 mg/kg/day; IQR 0.20; 0.54) com-
pared to patients with SSNS (median, 0.21; IQR 0.13; 0.29; P=
0.05) and between SDNS (median 0.32; IQR 0.25; 0.43) and
SSNS (P=0.018). As previously described, patients were di-
vided into three subgroups according to the mean cumulative

dose of GCs received. In the low-dose group, there were seven
SSNS, one SDNS, and one SRNS; in the medium-dose group,
eight SSNS, four SDNS, and three SRNS; and in the high-dose
group, three SDNS and three SRNS.

Impact of glucocorticosteroids on growth

Growth (Δ height Z-score) of included patients tended to be
negatively associated with the cumulative dose of GCs (P=
0.14, R2=7 %) by univariate linear regression analysis
(Fig. 1a). This association was statistically significant (P=
0.04, R2=15 %) when we excluded two obese patients for
whom the cumulative dose of GCs in milligram per kilogram
per day was underestimated due to their weight. This associ-
ation was highly significant when adjusted for height Z-score
at baseline and duration of follow-up in a multivariate model
(P=0.001, R2=61 %).

When splitting the 30 patients into 2 groups according to
NS type, the change in height Z-score between initial and final
assessment was significantly more important in the subgroup
of patients with SDNS or SRNS (mean change, −1.02 [SD];
95 % CI −1.77, −0. 27) than in patients with SSNS (−0.03
[SD]; 95% CI −0.54, +0.48; P=0.03) (Fig. 2a). Moreover, the
final height Z-scores of the subgroup of patients with SDNS or
SRNS were significantly lower (mean, −0.75 [SD]; 95 % CI
−1.31, −0.19) than those of patients with SSNS (+0.3 [SD];
95 % CI −0.23, +0.83; P<0.01), whereas there was no differ-
ence between these two groups at baseline (P=0.83).

A comparison of patient growth according to the three GC
dose-level subgroups showed that although there was no
difference in the baseline height Z-score between groups
(P=0.29, Table 2), a higher dose of GCs was strongly associ-
ated with a lower height Z-score at follow-up (Fig. 2b). The

Table 1 Patients’ characteristics according to disease sensibility to glucocorticosteroids treatment

All patients SSNS SDNS SRNS

Patient N 30 15 8 7

Gender N 21 M, 9 F 12 M, 3 F 6 M, 2 F 3 M, 4 F

Age (at NS onset) year 3.7 (1.5, 10.3) 3.8 (2.0, 8.3) 3.8 (2.8, 10.3) 2.2 (1.5, 7.2)

Height (at NS onset) cm 103 (83, 136) 100 (86, 136) 104 (92, 136) 94 (83, 133)

BMI kg/m2 16.6 (13.2, 21.3) 16.6 (13.2, 21.3) 17.9 (14.4, 20.1) 16.3 (15.2, 20.4)

Duration of follow-up year 9.8 (1.5, 17.8) 8.5 (2.7, 15.1) 10.5 (3.8, 17.4) 9.6 (1.5, 17.8)

Relapse N 8.5 (1, 37) 4 (1, 17) 14.5 (8, 28) 10 (1, 37)

GC dose mg/kg/d 0.27 (0.08, 0.71) 0.21 (0.08, 0.35) 0.32 (0.18, 0.71) 0.36 (0.11, 0.58)

Diagnosis

Minimal change disease N 23 15 8 0

Focal segmental glomerulosclerosis N 5 0 0 5

Other N 2 0 0 2

The median values are reported with minimum and maximum

BMI body mass index, F female, M male, N number, NS nephrotic syndrome, SD standard deviation, SDNS steroid-dependant nephrotic syndrome,
SRNS steroid-resistant nephrotic syndrome, SSNS steroid-sensitive nephrotic syndrome
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difference was statistically significant between high dose and
low dose (P<0.001) and high dose and medium dose (P=
0.008) but not between low dose and medium dose (P=0.12).
This was confirmed by linear regression analyses, which
showed an association between final height Z-score and the
GC dose-level subgroup (using the low-dose group as the
reference) in a multivariate model adjusted for confounders,
such as baseline height Z-score and duration of follow-up
(coefficient for medium-dose group −0.79; 95 % CI −1.44,
−0.14; P=0.02; coefficient for high-dose group −1.58; 95 %
CI −2.41, −0.75; P=0.001; R2 61 %; overall P<0.001). As
illustrated in Fig. 2c, the decrease in height Z-score per year
was greater for patients in the medium-dose or high-dose
groups than for those in the low-dose group in which the
height Z-score tended to increase (Table 2).

Impact of glucocorticosteroids on BMD

Twenty patients (13 boys, 65%; 7 girls, 35%) had at least two
DXA measurements and were included in the analyses of the
impact of GCs on BMD. Seven were SSNS (35 %), 8 SDNS

(40 %), and 5 SRNS (25 %). The change in spine BMD (Δ
spine Z-score) was negatively associated with the cumulative
dose of GCs by univariate linear regression (P=0.045; R2=
23 %; Fig. 1b). In a multivariate model, this association
persisted after adjustment for baseline spine BMD Z-score
and duration of follow-up (P=0.037; R2=57 %). A decrease
in spine BMD Z-scores resulting in lower final BMD Z-scores
was mainly observed in patients with SRNS or SDNS, where-
as patients with SSNS were relatively spared (Table 2); how-
ever, these differences did not reach statistical significance.
The difference between initial and final spine BMD Z-scores
was not statistically significant in the analysis of the NS GC
susceptibility and GC dose-level subgroups (Fig. 3a). Simi-
larly, there was no difference between the subgroups in terms
of change of spine BMD Z-score per year (Fig. 3b), although
patients with SSNS maintained their spine BMD Z-score
(median change +0.15 [SD/year]; IQR −0.07, +0.34), while
patients with SRNS (median change −0.09 [SD/year]; IQR
−0.25, −0.05) or SDNS (median change −0.05 [SD/year]; IQR
−0.09, +0.14) had a lowered spine Z-score.

Finally, a comparison of spine BMD values with standard
BMD values matched for sex and age showed that that these

Fig. 1 Association between the cumulative dose of glucocorticosteroids and growth or bone mineral density. a Effect of cumulative dose of prednisone
on growth. b Effect of cumulative dose of prednisone on bone mineral density

Fig. 2 Effect of glucocorticosteroids on growth in children with
nephrotic syndrome. a Growth of patients with SSNS compared to
those with SDNS and SRNS. b Comparison of initial and final height
Z-score for the three GCs level subgroups. c Change in height Z-score per

year for the three GCs level subgroups. *P<0.05; **P<0.01. SDNS
steroid-dependent NS, SRNS steroid-resistant NS, SSNS steroid-
sensitive NS
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values were significantly lower at the end of follow-up (P=
0.028; Fig. 3c).

Discussion

Although GCs are the treatment of choice for children with
idiopathic NS, side effects related to both growth and bone

mineralization need to be taken into account. Long-term GC
treatment induces severe osteoporosis resulting in a deregula-
tion in bone turnover [5, 7, 13]. GCs suppress bone formation
by inhibiting the osteoblasts replication and differentiation and
favor bone resorption by stimulating osteoclasia. In addition, in
the presence of GCs, intestinal calcium adsorption by the gut
and kidney is decreased [2, 5, 6, 10, 21]. The resulting growth
delay observed in children is the result of this disequilibrium in

Table 2 Subgroup analysis of the evolution of height and bone mineral density Z-score of patients with nephrotic syndrome

A. NS GC susceptibility

Height All patients SSNS (n=15) SDNS (n=8) SRNS (n=7) P

Initial height Z-score SD 0 (−1.0, +1.5) 0 (0, +1.5) 0 (−1.0, +1.0) +1.0 (−1.0, +1.5) 0.79

Final height Z-score SD −0.1 (−1.3, +0.5) +0.5 (−0.5, +1.0) −1.5 (−1.5, −0.4) −0.3 (−1.3,+0.5) 0.02

Growth (Δ Z-score) SD −0.5 (−1.5, +0.3) 0 (−0.5, +0.5) −1.0 (−1.8, −0.5) −1.5 (−2.5, +1) 0.05

Change in height Z-score per year SD/year −0.1 (−0.2, 0) 0 (−0.1, +0.1) −0.1 (−0.1, −0.1) −0.2 (−0.2, +0.4) 0.10

Bone mineral density All Patients SSNS (n=7) SDNS (n=8) SRNS (n=5) P

Initial spine BMD Z-score SD −0.3 (−1.3, +0.1) −0.1 (−0.3, +0.1) −0.8 (−1.5, −0.3) −0.2 (−1.7, +0.7) 0.22

Final spine BMD Z-score SD −0.3 (−1.7, −0.1) −0.1 (−0.3, +0.6) −0.9 (−2.0, −0.2) −1.4 (−1.9, −0.7) 0.06

Change in spine BMD (Δ Z-score) SD −0.2 (−0.6, +0.6) +0.3 (−0.2, +0.9) −0.3 (−0.6, +0.6) −0.6 (−2.1, −0.3) 0.35

Change in spine BMD Z-score per year SD/year 0 (−0.1, +0.2) +0.2 (−0.1, +0.3) 0 (−0.1, +0.1) −0.1 (−0.3, −0.1) 0.17

B. GC dose-level subgroups

Height All patients Low (n=9) Medium (n=15) High (n=6) P

Initial height Z-score SD 0 (−1, +1.5) +0.5 (−1.0, +1.0) 0.5 (0, +1.5) −0.5 (−1.0, 0) 0.29

Final height Z-score SD −0.1 (−1.3, +0.5) +0.5 (−0.3, +0.5) 0 (−0.5, +0.5) −1.5 (−2.0, −1.3) 0.01

Growth (Δ Z-score) SD −0.5 (−1.5, +0.3) +0.5 (0, +1.0) −0.5 (−1.5, 0) −1.5 (−2.0, 0) 0.07

Change in height Z-score per year SD/year −0.1 (−0.2, 0) 0 (0, +0.1) −0.1 (−0.2, 0) −0.1 (−0.2, 0) 0.06

Bone mineral density All patients Low (n=4) Medium (n=11) High (n=5) P

Initial spine BMD Z-score SD −0.3 (−1.3, +0.1) −0.4 (−1.3, 0) −0.3 (−1.2, +0.2) −0.4 (−1.5, −0.3) 0.73

Final spine BMD Z-score SD −0.3 (−1.7, −0.1) −0.2 (−0.6, +0.6) −0.3 (−1.9, 0) −0.9 (−2.0, −0.7) 0.22

Change in spine BMD (Δ Z-score) SD −0.2 (−0.6, +0.6) +0.8 (+0.1, +1.3) −0.2 (−1.2, +0.9) −0.6 (−0.6, −0.5) 0.06

Change in spine BMD Z-score per year SD/year 0 (−0.1, +0.2) +0.2 (+0.1,+0.2) −0.1 (−0.2, +0.2) −0.1 (−0.1, 0) 0.17

The median values are reported with the interquartile range

N number, SD standard deviation, SDNS steroid-dependant nephrotic syndrome, SRNS steroid-resistant nephrotic syndrome, SSNS steroid-sensitive
nephrotic syndrome, P p values

Fig. 3 Effect of glucocorticosteroids on bone mass in children with
nephrotic syndrome. a Comparison of initial and final spine BMD Z-
score for the three GC dose-level subgroups. b Change in spine BMD Z-

score per year for the three GC dose-level subgroups. c Comparison of
initial and final spine BMD of patients with nephrotic syndrome with
standard BMD values. NS not statistically significant; *P<0.05
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bone turnover, but also indirectly by a decrease of the central
released growth hormone secretion [7, 21].

In our study, the analyses clearly showed an impact of the
cumulative dose of GCs on growth. Not surprisingly, patients
presenting SRNS or SDNS presented more relapses and hence
received higher amount of GCs, which resulted in a significant
loss of height Z-score per year and a total loss of −1 [SD]
compared to patients with SSNS receiving a lower dose. The
cutoff value of the cumulative dose of GCs above which we
observed a decrease in growth was 0.2 mg/kg/day and therefore
concerned mainly patients with SRNS or SDNS. This value
was lower than the 0.75 mg/kg/day reported by Simmond et al.
in their 4.2-year analysis of children with SDNS [23].

There are differing opinions in the literature on the effect of
GCs on growth, depending onNS types. Several authors agree
that intermittent GC treatment, as prescribed in SSNS, has no
effect on the final adult size [7, 9, 12, 19, 24], which is in line
with our results. This is explained by the possible periods of
catch-up growth when the patient is in remission [9]. In
contrast, Emma et al. report a delay of growth in patients with
SDNS secondary to cumulative doses of GCs with a higher
risk according to younger age at NS onset, which was not
demonstrated in our population [8].

An increased risk of fracture is reported in children treated
by long-term GCs for polyarthritis or inflammatory bowel
disease [4]. In these particular disorders, not only the treatment
but also the inflammatory state participates in the loss of bone
density [15]. In children with NS who received only GCs
intermittently, the risk of osteoporosis remains unclear. Previ-
ous studies have concluded that intermittent GCs had no effect
on bone in children with SSNS. For example, Leonard et al.
report no change in spine BMD in a cohort of 60 children with
SSNS receiving intermittent treatment compared to a control
group [16, 20, 25]. The same authors recently analyzed bone
mineralization in 56 SSNS children by peripheral quantitative
computed tomography (PQCT); trabecular and cortical PQCT
were analyzed at inclusion and after 6 and 12 months’ follow-
up. GC therapy was associated with an increase in the cortical
BMD Z-score, potentially related to suppress bone formation
and greater secondary mineralization [25]. In our patients, the
effect of GCs on the final BMD value appears to be less
significant than that on growth. Even if there is a linear corre-
lation between the cumulative dose of GCs and BMD, the
differences between the GC dose-level subgroups were not
significant. However, according to Fig. 1b, it appears that nearly
all patients had a clinically significant decrease in BMD Z-score
when treated with GC doses higher than 0.4 mg/kg/d. Indeed,
this value is the first cutoff dose proposed in the literature and
above which, bone mineralization may be impaired. Our results
are in agreement with those reported by Aceto et al., who
showed in 12 SSNS patients treated with GCs reduced BMD
Z-score, obtained by DXA, after 12 months. BMD Z-score
significantly correlate with the total dosage of prednisone [1].

Our study had several limitations. The first is related to the
retrospective nature of this study. Some data, such as pubertal
stage, bone age, and nutrition status, particularly calcium and
vitamin D supplementation, are missing in the charts and were
not included in the analysis. This is regrettable since these
factors may also influence height and BMD values. Another
limitation is the small number of patients. Our population was
sufficient to confirm a dose-dependent effect of GCs on
growth and BMD, but the 20 patients followed with DXA
assessments may be too small to detect a significant difference
between GC dose-level subgroups. Our results showed a trend
that needs to be confirmed by larger studies. The strength of
the study is the long follow-up, the inclusion of all types of NS
(SSNS, SDNS, and SRNS), and the analysis of intermittent
GCs on bone mass, which has been poorly studied.

Conclusions

Long-term GC treatment in children with NS leads to de-
creased growth for doses exceeding 0.2 mg/kg/day, and a dose
above 0.4 mg/kg/day may be deleterious on skeletal develop-
ment. Accordingly, it may be important to consider the use of
steroid-sparing agents for children with SDNS and SRNS
receiving cumulative dose of GCs above these cutoff values.
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