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The GH dose-response effect of long-term continuous GH
treatment on adult height (AH) was evaluated in 54 short
children born small for gestational age (SGA) who were par-
ticipating in a randomized, double-blind, dose-response trial.
Patients were randomly and blindly assigned to treatment
with either 3 IU (group A) or 6 IU (group B) GH/m?d (~0.033
or 0.067 mg/kg-d, respectively). The mean (+sD) birth length
was —3.6 (1.4), the age at the start of the study was 8.1 (1.9) yr,
and the height SD score (SDS) at the start of the study —3.0
(0.7). Seventeen of the 54 children were partially GH deficient
(stimulated GH peak, 10-20 mU/liter). Fifteen non-GH-
treated, non-GH-deficient, short children born SGA, with sim-
ilar inclusion criteria, served as controls [mean (+sD) birth
length, —3.3 (1.2); age at start, 7.8 (1.7) yr; height SDS at start,
—2.6 (0.5)]. GH treatment resulted in an AH above —2 SDS in
85% of the children after a mean (+sp) GH treatment period of
7.8 (1.7) yr. The mean (sp) AH SDS was —1.1 (0.7) for group A
and —0.9 (0.8) for group B, resulting from a mean (+SD) gain in

height SDS of 1.8 (0.7) for group A and 2.1 (0.8) for group B. No
significant differences between groups A and B were found for
AH SDS (mean difference, 0.3 SDS; 95% confidence interval,
—0.2, 0.6; P > 0.2) and gain in height SDS (mean difference, 0.3
SDS; 95% confidence interval, —0.1, 0.7; P > 0.1). When cor-
rected for target height, the mean corrected AH SDS was —0.2
(0.8) for group A and —0.4 (0.9) for group B. The mean (+sp) AH
SDS of the control group [—2.3 (0.7)] was significantly lower
than that of the GH-treated group (P < 0.001). Multiple re-
gression analysis indicated the following predictive variables
for AH SDS: target height SDS, height SDS, and chronological
age minus bone age (years) at the start of the study. GH dose
had no significant effect. In conclusion, long-term continuous
GH treatment in short children born SGA without signs of
persistent catch-up growth leads to a normalization of AH,
even with a GH dose of 3 ITU/m?>d (~0.033 mg/kg-d). (J Clin
Endocrinol Metab 88: 3584-3590, 2003)

O BE BORN small for gestational age (SGA) may have
considerable consequences. Not only has a signifi-
cantly increased risk for reaching an adult height (AH) below
—2 sD score (SDS) been reported (1), but there might also be
an increased risk for diabetes mellitus type 2 and cardiovas-
cular disease, as has been described in adults with a low birth
weight (2). It is as yet unclear whether this will also be true
for SGA patients with persistent short stature, as no distinc-
tion was made for those who had complete catch-up growth
in height after birth and those with persistent short stature.
During the first 2 yr of life, about 15% of the children born
SGA do not catch-up to a height above —2 SDS. The majority
of these children will reach an AH below —2 SDS (2, 3). The
reason for these children remaining short is not completely
understood. Sixty percent of short children born SGA have
low serum GH levels during a 24-h GH profile, but no re-
lation was found between physiological GH levels and the
growth response during GH treatment (4-6). There are sev-

Abbreviations: AH, Adult height; ATT, arginine tolerance test; BA,
bone age; BMI, body mass index; CA, chronological age; CI, confidence
interval; GHD, GH deficiency; HV, height velocity; PI, prediction in-
terval; SDS, sp score; SGA, small for gestational age; TH, target height.

eral theories to explain their persistent short stature. One
suggests that it is the result of a reduced sensitivity for
growth factors; another suggests that it might be influenced
by intrauterine reprogramming or genetic background (7-9).
Recent studies have demonstrated that 5 yr of GH treatment
in short children born SGA results in a normalization of
height during childhood (6, 10). AH results after long-term,
continuous GH treatment, however, have not yet been
published.

In this article we present AH results of 54 short children
born SGA who were treated in a randomized, double-blind,
dose-response GH trial evaluating the efficacy and safety of
long-term, continuous GH treatment with either 3 or 6 IU
GH/m*d (0.033 or 0.067 mg/kg-d).

Subjects and Methods
Study group

Seventy-nine prepubertal short children born SGA participated in a
multicenter, double-blind, randomized, dose-response GH trial. Of
these 79 children, six children dropped out of the study for the following
reasons: lack of motivation despite ongoing catch-up growth (n = 4),
treatment for precocious puberty (n = 1), and biochemical signs of GH
insensitivity (n = 1). As these six children were lost to follow-up, their
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data were not included in the analysis. Of the remaining 73 children, 54
children reached AH, and their data were evaluated for this study,
whereas 19 children were not included because they had not yet reached
AH. Those who had attained AH were approximately 3 yr older at the
start of GH treatment compared with those who were still growing
[mean (£sp) chronological age (CA), 8.1 (1.9) vs. 5.4 (1.9) yr; P < 0.001],
but the other clinical characteristics were similar at the start of GH
treatment (Table 1).

The dose-response GH trial evaluated the effect of two dosages of GH,
3 and 6 IU GH/m? body surface-d (~0.033 or 0.067 mg/kg-d), on long-
term growth and ultimately on AH. Inclusion criteria were 1) birth
length SDS below —1.88 (11), 2) CA between 3-11 yr in boys and 3-9 yr
in girls at the start of the study, 3) height SDS for CA (height SDS) below
—1.88 (12), 4) height velocity (HV) SDS for CA zero or less (12) to exclude
children presenting spontaneous catch-up growth, 5) prepubertal stage
(defined as Tanner breast stage I for girls and a testicular volume <4 ml
for boys) (13), 6) uncomplicated neonatal period [that is, without signs
of severe asphyxia (defined as an Apgar score <3 after 5 min), without
sepsis neonatorum, and without long-term complications of respiratory
ventilation]. Exclusion criteria were endocrine or metabolic disorders,
chromosomal disorders, growth failure caused by other disorders (emo-
tional deprivation, severe chronic illness, or chondrodysplasia) or syn-
dromes (except for Silver-Russell syndrome) and previous or present use
of drugs that could interfere with GH treatment. Twenty-seven of the 79
patients had partial GH deficiency (GHD), which was defined as a
maximal peak GH secretion between 10-20 mU/liter during two GH
provocation tests or during one provocation test and a 24-h GH profile
(5, 14).

The GH trial started in 1991 and was approved by the ethics com-
mittees of the four participating centers in The Netherlands. Due to
ethical considerations the ethics committees did not allow for a control
group until AH. Written informed consent was obtained from the par-
ents or guardians of each child.

Control group

In 1990, 107 children born in three academic hospitals with a birth
length below —1.88 SDS in the same time period as the GH-treated group
(1980 until 1989), were included in a cohort study to evaluate natural
growth in SGA children with short stature at the age of 2 yr (3). Fifty-nine
children were lost due to either start of GH treatment (n = 21), treatment
for precocious puberty (n = 1), spastic paraplegia (n = 1), or lack of
motivation or moving abroad (n = 36). During the inclusion period of
the GH trial, 29 children met the inclusion criteria of our GH trial,
including persistent short stature without signs of catch-up growth (HV
SDS, <0), but they remained untreated because their pediatrician did not
participate in the GH trial. None of these children was GH deficient. This
group was followed as a control group for the GH trial. In 2001, 15
children had reached AH and served as controls for comparison of
growth and AH of the 54 GH-treated children.

Design dose-response GH trial

After stratification for CA and spontaneous GH secretion during a
24-h GH profile, 79 children were randomly and blindly assigned to one
of two GH dosage groups: group A, 31U/ m?d; or group B, 6 IU/ m?d
(~0.033 or 0.067 mg/kg-d, respectively) (5, 6). The inclusion period
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started in April 1991 and ended in January 1993. Biosynthetic GH (r-hGH
Norditropin, Novo Nordisk A /S, Copenhagen, Denmark) was given sc
once daily at bedtime with a pen injection system (Nordiject 24). Every
3 months the total GH dose was adjusted to the calculated body surface.
To ensure the double-blind design, an equal volume of a reconstituted
preparation was used.

Growth evaluation

During 11 yr one physician (from 1991-1995, W. de Waal; from
1995-1998, T. Sas; from 1998-2002, Y. van Pareren) examined all children
every 3 months and measured height according to Cameron using a
Harpenden stadiometer (15). Four measurements per visit were taken,
and the mean was used for analysis. Height was expressed as the
SDS for CA (height SDS) (12). Target height (TH) was adapted from
Dutch reference data with the addition of 3 cm for secular trend: 1/2 X
(height;, g, + height,,qper + 12) + 3 for boys and 1/2 X (height, g, +
height, ,mer — 12) + 3 for girls (12). TH and body mass index (BMI) were
expressed as the SDS using Dutch references (12). TH range was defined
as the mean TH *+ 2 SD. Bone age (BA) was determined by the same
investigators (1991-1998, T. Sas; 19982001, Y. van Pareren) according
to the Tanner and Whitehouse radius, ulna, short bones score (RUS
TW-2) (16). Bone maturation was expressed as the ratio of the change in
BA to the change in CA. The difference between CA and BA was
calculated as CA minus BA (CA — BA) in years. The same investigators
assessed pubertal stage according to Tanner, using an orchidometer in
boys. The start of puberty was defined as a Tanner breast stage Il in girls
and a testicular volume of 4 ml in boys (13).

Definition of AH

AH in GH-treated children was defined as the condition when HV
had dropped less than 0.5 cm during the previous 6 months and bone
age was 15 yr or greater for girls and 16.5 yr or greater for boys. AH was
reached either during GH treatment or during the 2-yr follow-up after
discontinuation of GH treatment. Corrected AH was calculated by sub-
tracting the target height (TH) SDS from the AH SDS. GH treatment was
discontinued after reaching AH or on the patient’s decision at near AH
(near AH), which was defined as a HV ranging between 0.5-2 cm during
the previous 6 months. For the control group, AH was defined as the
condition when CA and/or BA had reached 18 yr for boys and 16 yr in
girls.

Biochemical parameters

Before the start and after discontinuation of GH treatment a standard
arginine tolerance test (ATT) was performed (5). A standard oral glucose
tolerance test was performed at the start of GH treatment and after 6 yr
of GH treatment (17). At the start of GH treatment and during the
dose-response GH trial additional blood samples were taken for deter-
mination of plasma levels of IGF-I and hemoglobin A, levels. Plasma
levels of IGFBP-3 were determined at the start of GH treatment and after
the first and second years and after the fifth year of GH treatment. After
centrifugation, all samples were frozen (—20 C) until assayed.

TABLE 1. Baseline clinical data for the total group of 79 short children born SGA and for the 54 children who reached AH

Total group (n = 79)

AH group (n = 54)

Group A Group B Group A Group B

(n = 41) (n = 38) (n = 28) (n = 26)
Male/female 31/10 21/17 18/10 14/12
Gestational age (wk) 37.3(3.2) 36.0 (4.1) 37.1(3.4) 36.2 (4.3)
Birth length SDS -3.6(1.4) =3.7(1.7) -3.5(1.3) -3.6(1.5)
Birth weight SDS —2.6 (1.2) —2.6 (1.0) -2.6 (1.1) —2.6 (0.8)
CA (yr) 6.6 (2.4) 6.7 (2.9) 7.9 (1.9 8.2 (1.9
Height SDS —3.0(0.7) -3.1(0.7) -2.9(0.8) —3.0(0.7)
HV SDS -0.7(1.1) -1.2(1.3) -0.6(1.1) -1.4(1.4)

Data are expressed as the mean (*SD).
¢ P < 0.001, mean (+sD) CA of 54 children with AH [8.1 (1.9)] vs. 19 who were still growing [5.4 (1.9)].
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Hormone assays

RIA measurements of plasma GH, IGF-I, IGFBP-3, and insulin were
performed as described previously (18-21). All measurements were
performed in the same laboratories. As plasma levels of both IGF-I and
IGFBP-3 are dependent on age and sex, values were transformed to SDSs
using reference values for healthy children determined in the same
laboratory (22).

Statistical analyses

To maintain the double-blind design until all participants reached
AH, an independent statistician (P.M.) performed the statistical analyses
and summarized the results per treatment group in such a way that it
was impossible for the investigator to identify individual patients. Ac-
cordingly, data are expressed as mean (*+sp) values unless otherwise
specified. Differences in continuous variables were tested by paired ¢
tests. Differences between zero and SDS values at various time points
during the study were tested by one-sample ¢ tests. Differences between
groups were tested using a two-sample f test. To test for relationships
between continuous variables, correlations were estimated after adjust-
ment for GH dosage. Multiple linear regression analyses were used to
construct the best model for predicting AH SDS. For this purpose, the
variables GH dose, TH SDS, height SDS at the start of GH treatment,
CA — BA at the start of GH treatment, birth length SDS, gender, CA at
the start of the study, bone maturation during the first year, age at onset
of puberty, and BMISDS at the start were tested. P < 0.05 was considered
significant. All calculations were executed in SPSS version 9.0 (SPSS, Inc.,
Chicago, IL).

Results
GH trial

Fifty-four children reached AH after a mean (*sp) GH
treatment period of 7.9 (1.7) yr for group A and 7.5 (1.7) yr
for group B. Pretreatment clinical data are listed in Table 1
for the total group and for the 54 children who reached AH.
Both groups had similar clinical characteristics at the start of
GH treatment, except for age.

van Pareren et al. ® Adult Height after GH in SGA Children

AH

GH treatment resulted in a mean (*sp) AH SDS of —1.1
(0.7) for group A (3 IU/m*d) and —0.9 (0.8) for group B (6
IU/m?>d; Table 2). In both groups, the AH SDS was signif-
icantly higher than the height SDS at the start of GH treat-
ment (P < 0.0001). The difference in AH SDS between groups
A and B did not reach significance [mean difference, 0.3 SDS;
95% confidence interval (CI), —0.2, 0.6; P = 0.3]. Figure 1
gives the height SDS at the start of the study, after 2 and 5
yr of GH treatment, and at AH and the gain in height SDS
from the start until AH. The mean (*sp) gain in height SDS
from the start until AH was not significantly different for
group A [from —2.9 (0.8) at start to —1.1 (0.7)] compared with
group B [from —3.0 (0.7) to —0.9 (0.8); mean difference, 0.3
SDS; 95% CI, —0.1, 0.7; P = 0.1]. Table 2 lists the height SDS
throughout the study, TH SDS, AH SDS, and the corrected
AH SDS (AH SDS minus TH SDS). The mean (£sp) TH SDS
was almost significantly lower for group A [—0.9 (1.0)] than
for group B [—0.5 (0.9); mean difference, 0.5; 95% CI, 0.1, 1.0;
P = 0.08]. As a result the mean (*sp) corrected AH SDS was
not significantly different between group A [—0.2 (0.8)] and
group B [—0.4 (0.9); mean difference, 0.2; 95% CI, —0.2, 0.7;
P = 0.2]. Figure 2 shows the corrected height SDS at the
various time points of the study. At the start and after 2 yr
of GH treatment, the corrected height SDS was significantly
less than zero for groups A and B (P < 0.001 and P < 0.001,
respectively). At AH, the corrected height SDS was compa-
rable to zero for group A, but was lower for group B (P <
0.05). For boys, both TH SDS and AH SDS were significantly
higher for group B than for group A (P < 0.01, P < 0.05, and
P < 0.05, respectively; Table 2). For girls, however, no dif-
ference was found for TH SDS and AH SDS between groups
A and B (P > 0.1).

TABLE 2. AH SDS and other auxological data in 54 SGA children at various time points during the study

All children SGA

Non-GH-deficient SGA Partially GH-deficient SGA

Group A Group B Group A Group B Group A Group B
(n = 28) (n = 26) (n=17) (n = 20) (n = 11) (n=8)

Duration of GH treatment (yr) 7.9 (1.7) 7.5 (1.7) 8.1(1.9) 7.6 (1.8) 7.7(1.5) 7.2(1.2)
Height SDS

At start -2.9(0.8) -3.0(0.7) -2.9(0.7) —3.0(0.8) -3.0(0.8) -3.1(0.3)

2 yr -1.5(0.7) -1.3(0.7) -1.5(0.7) -1.3(0.8) -1.5(0.7) -1.3(0.3)

5yr =0.7(0.7) —0.7(0.8) —0.7 (0.7) —0.6 (0.8) —0.8(0.6) -0.9(0.7)

AH —1.1(0.8) -0.9(0.8) -1.1(0.8) —0.9(0.8) -1.2(0.7) -0.8(0.7)
Corrected height SDS

(height SDS — TH SDS)

At start —2.0(0.9) —2.6 (0.6)* -2.2(0.9) —2.7(0.9) -1.9(0.9) -2.2(04)

2 yr —0.6 (0.9) —0.0(0.8) —0.7 (1.0) —1.0(0.9) —0.4(0.9) -0.3(0.4)

5yr 0.2 (0.8) -0.2(1.0) 0.1(0.9) -0.3 (1.1) 0.4 (0.8) 0.0 (0.4)

AH —0.2(0.8) —0.4(0.9) —0.3(0.8) —0.8(1.0) —0.1(0.7) 0.0 (0.2)®
TH SDS -0.9(1.0) -0.5(0.9) -0.8(1.0) —0.3(0.9) -1.1(0.9) -0.9 (0.6)
Adult height (cm)

Boys 169.3 (6.7) 173.7 (5.8)

Girls 160.1 (3.1) 159.2 (4.0)
Pubertal height gain (cm)

Boys 27.3(7.6) 30.0 (5.3)

Girls 18.8 (6.9) 19.4 (5.8)

Data are expressed as the mean (+sD). Data on AH (centimeters) and pubertal height gain (centimeters) for non-GHD vs. GHD are not shown

due to the small number of children in each subgroup.
“ P < 0.05, group A vs. group B.
® P < 0.05, non-GHD vs. partially GHD children.
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Fic. 2. Corrected height SDS (+sD) during GH treatment and at AH
for group A ([J) and group B (H).

AH of non-GHD vs. partially GHD SGA children

The AH SDS of the non-GHD children was —1.1 (0.8) for
group A and —0.9 (0.8) for group B compared with —1.2 (0.7)
for group A and —0.9 (0.7) for group B in the partially GHD
children (Table 2). The mean height gain SDS of the non-
GHD children was 1.9 (0.8) for group A and 2.1 (0.8) for
group B, compared with 1.8 (0.5) for group A and 2.2 (0.6) for
group B in the partially GHD children. The AH SDS as well
as the height gain SDS were not significantly different be-
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tween the non-GHD and the partially GHD SGA children,
even when corrected for GH dose and TH SDS.

Puberty

The mean (*sp) age at onset of puberty for boys was 11.7
(0.9) yr in group A and 11.8 (0.7) yr in group B, and that for
girls was 10.9 (1.1) yr in group A and 10.8 (1.1) yr in group
B, without a significant difference between the GH dosage
groups (P > 0.1 for both sexes). For boys, the mean age (£sp)
at AH was 16.8 (+0.9) yr in group A vs. 16.9 (1.1) yr in group
B, and for girls, it was 14.8 (0.8) yr vs. 15.1 (1.2) yr in groups
A and B, respectively. The age at AH was not different
between the GH dosage groups (P > 0.1 for both sexes). The
mean duration of puberty (from the start of puberty until
AH) for boys was 5.1 (1.2) yr in group A and 5.2 (1.0) yr in
group B, and that for girls was 3.9 (1.0) yr in group A and 4.3
(1.1) yr in group B.

Bone maturation

The average bone maturation, expressed as change in
(A)BA /ACA per year, was throughout the study significantly
higher than 1 regardless of GH dosage. During the first year
of GH treatment, the median (range) bone maturation was
1.5 (0.6-2.7) yr for group A and 1.1 (0.2-3.2) yr for group B.
From 4-5 yr of GH treatment, bone maturation was 1.1
(0.3-2.5) yr for group A and 1.0 (0.3-2.2) yr for group B, and
from 5 yr until discontinuation of GH treatment, bone mat-
uration was 1.0 (0.3-1.6) yr for group A and 1.1 (0.4-1.7) yr
for group B. The average differences between CA and BA
(CA — BA) at the start of GH treatment, at 5 yr of GH
treatment, and at discontinuation of GH treatment were 0.5
(1.1), —1.0 (1.1), and —1.1 (1.1), respectively, without signif-
icant differences between groups A and B.

GH, IGF-I, and IGFBP-3

The non-GHD SGA children who attained AH had at the
start of GH treatment a mean (*sp) maximal GH peak dur-
ing a GH provocation test of 28.7 (11.5) mU/liter, a mean
(+sp) GH peak during the 24-h GH profile of 37.2 (16.1)
mU/liter, and a mean IGF-I SDS of —0.5 (0.8). Seventeen of
the 54 SGA children who attained AH had a maximal GH
peak between 10-20 mU/liter. In these partially GHD SGA
children, the mean (*sp) maximal GH peak during the GH
provocation test, the GH peak during the 24-h GH profile,
and the mean IGF-I SDS at the start of treatment were 13.0
(5.8) mU/liter, 20.9 (8.5) mU/liter, and —1.8 (1.2), respec-
tively; all were significantly lower than in the non-GHD SGA
children (P < 0.001, P < 0.01, and P < 0.001, respectively).

The changes in IGF-I SDS and IGFBP-3 SDS of the total
group during 5 yr of GH treatment were described previ-
ously (6). At discontinuation of GH treatment, the mean
IGF-1 SDS was 1.0 (1.1) for group A and 1.3 (1.2) for group
B, being significantly different from zero for both groups
(P < 0.001 for both). The mean IGFBP-3 SDS at discontinu-
ation of GH treatment was —0.8 (0.9) for group A and —0.06
(0.7) for group B, being significantly lower than zero for
group A only (P < 0.001). Only for IGFBP-3 SDS was the
difference between groups A and B at discontinuation of GH
treatment significant (P < 0.01).

Downloaded from jcem.endojournals.org on November 8, 2006


http://jcem.endojournals.org

3588 J Clin Endocrinol Metab, August 2003, 88(8):3584-3590

Predictors of AH

All correlations were made for groups A and B together,
after adjustment for GH dose, although no significant dif-
ferences in AH SDS and gain in height SDS were found
between groups A and B. The AH SDS correlated positively
with height SDS at the start of GH treatment (r = 0.49; P <
0.001), TH SDS (r = 0.49; P < 0.001), and pretreatment HV
SDS (r = 0.32; P < 0.05). The AH SDS was not significantly
related to the following variables: CA and BA at the start of
GH treatment, birth length SDS, maximal GH peak during
ATT, characteristics of the 24-h GH profiles, IGF-I SDS values
at the start of GH treatment, and increment in IGF-I SDS
during the first year of GH treatment.

The gain in height SDS from the start of GH treatment until
AH had a negative correlation with CA and BA at the start
of GH treatment (r = —0.36; P < 0.01 and r = —0.46; P < 0.01,
respectively). Birth length SDS, TH SDS, pretreatment HV
SDS, IGF-1 SDS at the start of GH treatment, increase in IGF-I
SDS, mean maximal plasma GH response during ATT, and
characteristics of the 24-h GH profiles did not correlate sig-
nificantly with the gain in height SDS from the start of GH
treatment until AH.

Multiple regression analysis showed that a model, using
the variables TH SDS, height SDS at the start of GH treat-
ment, CA — BA at the start of GH treatment, and the GH dose
accounted for 42% (residual sp, 0.60) of the variation in AH
SDS. Table 3 shows the results of the multiple regression
analysis. Variables that showed a nonsignificant effect on AH
SDS were gender, CA at start of treatment, bone maturation
during the first year, age at onset of puberty, BMISDS at start
of treatment, birth length SDS, and GH dose. The model
provided the following equation: AH SDS = 0.02 + 0.29 X
TH SDS + 0.42 X height SDS at start + 0.20 X (CA — BA in
years) at start + 0.07 X GH dose.

Safety

Treatment was well tolerated, and no adverse events were
detected that were considered to be GH related. Our group
has recently published 6-yr results on fasting and stimulated
glucose and insulin levels during an oral glucose tolerance
test (17). In short, continuous GH treatment over a 6-yr pe-
riod had no adverse effect on glucose levels. GH treatment
induced higher fasting insulin levels and glucose-stimulated
insulin levels, indicating relative insulin resistance. No sig-
nificant differences between the two GH dosage groups were
found. None of the children developed diabetes mellitus.

Control group

The control group, 15 children (5 boys and 10 girls), had
a mean (*sp) birth length SDS of —3.3 (1.2), a birth weight

TABLE 3. Multiple regression analysis on AH SDS

Regression

Independent variable coafficient SE P value
TH SDS 0.29 0.10 <0.01
Height SDS at start 0.43 0.14 <0.01
Difference CA-BA at start (yr) 0.20 0.08 <0.05
GH dose (3 vs. 6 IU/m?/day) 0.07 0.06 0.2

Regression equation: AH SDS = 0.02 + 0.29 X TH SDS + 0.43 X
height SDS at start + 0.20 X (CA-BA) at start + 0.07 X GH dose.
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SDS of —2.7 (0.7), and a mean (sp) gestational age of 34.3 (2.3)
wk. At inclusion in the control group, the mean (*sp) age
was 7.8 (1.7) yr, height SDS was —2.6 (0.5), TH SDS was —1.1
(1.0), and corrected height SDS was —1.5 (0.9). No significant
difference was found between the GH-treated group and the
control group in pretreatment clinical characteristics, except
for gestational age (P < 0.05).

AH of GH-treated vs. control group

The control group attained a mean (*sp) AH SDS of —2.3
(0.7) after a mean (*sp) follow-up of 7.5 (1.2) yr from inclu-
sion in the control group until AH. The mean (*+sp) gain in
height SDS until AH was 0.3 (0.7) SDS, and the corrected AH
was —1.2 (0.6) SDS. The mean AH SDS, gain in height SDS
until AH, and corrected AH SDS were all significantly lower
than those in the GH-treated group [mean differences (95%
CI), 1.3 (0.9, 1.8),1.7 (1.3, 2.3), and 0.9 (0.4, 1.4), respectively;
P < 0.001 for all].

Discussion

Our study shows that in short children born SGA, long-
term continuous treatment with GH results in a normaliza-
tion of height during childhood and a normalization of AH
in most children. After a mean duration of 7.8 yr, children
treated with 3 TU GH/m?>d (group A) attained a mean (=sp)
AH SDS of —1.1 (0.7), whereas those treated with 6 IU GH/
m?*d (group B) attained a mean AH SDS of —0.9 (0.8). GH
treatment resulted in an AH within the normal range (above
—2.0 SDS) in 85% of the children and an AH within the TH
range in 98%. Interestingly, AH SDS was not significantly
different between the two GH dosage groups. Also, the mean
gain in height SDS from the start of treatment until AH [1.8
(0.7) SDS (an improvement of ~12 cm for boys and ~11 cm
for girls) for group A and 2.1 (0.8) SDS (an improvement of
~14 cm for boys and ~13 cm for girls) for group B] was not
significantly different between the two GH dosage groups.

When we corrected AH SDS for TH SDS, because group
A had a significantly lower TH SDS than group B, the mean
corrected AH SDS (AH SDS minus TH SDS) proved to be
comparable for group A [—0.2 (0.8)] and group B[—0.4 (0.9)].
This means that when AH SDS was corrected for the genetic
potential (TH), children who had been treated with the lower
GH dose of 31U/m?>d had the same results. Our study shows
that 98% of short children born SGA treated with long-term
GH reached an AH within their TH range.

Two nonrandomized studies reported on AH in a group
of short children born SGA with GHD (23, 24). They found
a mean height SDS gain from start of the study until AH of
0.5 and 0.9 SDS, which is much lower than we now report.
There are, however, several factors that can explain the dis-
crepancy between their results and ours. Their children were
older (10.9 and 10.7 yr) at the start and were treated for a
much shorter period than our children (4.6 yr for both stud-
ies). In addition, in the study by Coutant et al. (23) children
were treated with a wide range of GH dosages and with a low
mean GH dose of 1.8 IU/m?*d (almost half of our lowest GH
dose).

Because including a randomized control group as part of
our GH trial until AH was not allowed by the medical ethics
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committees, we compared our GH-treated patients with a
longitudinally followed control group with the same inclu-
sion criteria and age as the GH-treated patients at the start
of treatment who did not receive GH treatment because the
pediatrician did not participate in the GH trial. The control
group attained a mean (+sp) AH SDS of —2.3 (0.7), had a
mean gain in height SDS of 0.3 (0.7) until AH during the
follow-up period of 7.5 yr, and had a corrected AH of —1.2
(0.6) SDS. These data show that compared with untreated
short children born SGA, those treated with GH significantly
gained in AH SDS. The proportion of girls in the control
group, however, was larger than that in the GH groups. It is
unlikely that this will affect the results, as we show that AH,
expressed as SDS, did not differ between genders.

Our study demonstrates that most children reached a nor-
mal height after the first years of GH treatment and remained
in the normal range until AH. This means that most of them
had a normal height during childhood and puberty. At the
end of GH treatment, a slight decrease in height SDS was
found in comparison with height SDS after 5 yr of GH treat-
ment. Possible explanations for this decline might be an early
onset of puberty, a short duration of puberty, and/or an
acceleration of bone maturation. This would lead to attain-
ment of AH at a relatively young age compared with peers
and/or a reduced pubertal height gain. We found, however,
that for both GH dosage groups, the mean age at onset of
puberty was comparable to that in normal Dutch children
(median age for healthy boys is 11.5 yr and for girls is 10.7
yr), whereas from the onset of puberty until AH the mean
pubertal height gain was 29.8 cm for boys and 18.9 cm for
girls (25). In accordance, during puberty, no acceleration of
bone maturation was found until discontinuation. Previous
publications have shown, however, that untreated children
born SGA start their pubertal growth spurt earlier than nor-
mal children (26, 27). We found that the difference between
CA and BA (CA — BA) after 5 yr of GH treatment was —1.0,
indicating a 1-yr bone age advance. This might explain the
slight decrease in height SDS. As we found no significant
difference between the two GH dosage groups, it is unlikely
that the 1-yr bone age advance was related to the GH treat-
ment. Another factor that might explain the decrease in
height SDS is that some of the children did not reach their full
height potential because they stopped GH treatment at
near-AH.

AH SDS, when corrected for GH dosage, was higher in
children with the highest TH SDS and height SDS at start of
GH treatment. Although age at the start of treatment was
weekly correlated with height gain from the start of treat-
ment until AH, it was not associated with AH SDS. Why
other studies did find an association might be explained by
the fact that they started treatment at a later mean CA, which
implied a shorter duration of GH treatment (4.6 yr) until AH
than in our group (23). Over the long-term, other factors that
influence AH (i.e. genetic background) might become more
important. In our opinion, however, this should not lead to
postponing GH treatment until puberty. Not only would the
treatment period then be too short, but the important ad-
vantages of a normal height during childhood and adoles-
cence would be lost.

The GHD children included in our study were not severely
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GHD, but only partially GHD. Their growth and AH results
were similar to those without GHD. Also, in the total study
group no correlation was found between spontaneous or
stimulated GH secretion before the start of GH treatment and
AH SDS or gain in height SDS. Our findings agree with other
reports showing no association between response to GH
treatment and GH status before start (28, 29). This indicates
that GH treatment is effective in short children born SGA,
leading to a normal AH for most of them regardless of the
GH status at start.

The recommended GH dose will depend on the ultimate
goal in short children born SGA. First, one might aim for a
normal AH, meaning an AH above —2 SDS. Secondly, one
could set out for an AH within the TH range SDS. To visu-
alize the effects of each of these goals on the decision of which
GH dose to use, we constructed a prediction model (Table 3).
The prediction model for AH SDS shows that several vari-
ables influence AH SDS: TH SDS, height SDS at the start of
treatment, and CA — BA at the start of treatment. For all of
these variables a higher value predicts an increment in AH
SDS. These variables are not surprising, as they have also
been found to predict height gain and AH in other patient
groups, but they indicate that similar factors play a role in
response to GH treatment in short SGA children (30, 31).
Suppose a child born SGA starts GH treatment when he or
she has a persistent short height of —2 SDS and no BA delay
(CA — BA = 0; Table 4). Our model then predicts that when
this child has an average TH SDS (TH SDS = 0) it would
achieve an AH of —0.6 SDS after a dose of 31U GH/m?>d [95%
prediction interval (PI) between —1.8 and 0.6 SDS]. For a
child with a TH SDS of —2 treated with the same GH dose,
the predicted AH would be —1.2 SDS (95% PI between —2.4
and 0). When one chooses the first goal, an AH above —2 SDS,
both children can be given 3 IU GH/m?>d. When one decides
on the second goal, an AH near the TH SDS, a higher GH dose
of 6 TU GH/m?d might be considered for a child with a
higher TH SDS. Our model, however, shows that by giving
the child with a TH of 0 SDS the higher dose, the predicted
AH SDS would only increase by 0.2 SDS (—0.4 SDS with 95%
PI between —1.6 and 0.8), while doubling the costs of treat-
ment. Another possible reason for considering a higher GH
dose could be when the child is very short at the start of GH
treatment. The model shows that, using the same values as
before (no BA delay and TH SDS = 0), a child with a height
SDS at the start of GH treatment of —3 would reach an AH
SDS of —1.0 (95% PI between —2.2 and 0.2) when using the
low dose and —0.8 SDS (95% PI between —2.0 and 0.4) when
using the high dose of GH. As before, the difference in AH
would be quite small while doubling the costs of treatment.
Obviously, one should keep in mind that the model only

TABLE 4. Examples of predicted AH SDS resulting from the
regression model

. TH SDS =0 THSDS = -1 THSDS = -2
GH dose (IU/m?>d):
3 6 3 6 3 6
Height SDS at start
-2 -06 -04 -09 -07 -12 -1
-3 -1 -08 -13 -11 -16 -14
—4 -15 -13 -18 -15 -2 -1.8
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predicts 42% of the difference in AH, leaving 58% of the
variation to be explained by other factors, such as genetic
background (8, 9). For that reason, larger numbers of GH-
treated short SGA children with detailed phenotypic and
genetic data are required to allow for a prediction model with
a higher predictive value.

In conclusion, long-term, continuous GH treatment in
short children born SGA leads to a normalization of height
in childhood and adolescence. Eighty-five percent will reach
anormal AH, whereas 98% will reach an AH within their TH
range. Based on our study we recommend considering GH
treatment for short SGA children without signs of persistent
catch-up growth and who are therefore at risk of significant
height disability as adults. Interestingly, a dose of 3 IU/m?>d
proved to be as effective as the higher GH dose of 6 IU/ m?2d
for most children. Only children with extreme short stature
or/and a TH below the normal range may need a higher GH
dose to normalize height during childhood and in adulthood.
Further studies should aim at optimizing GH treatment by
developing advanced prediction models indicating the best
treatment options for each child.

Acknowledgments

We acknowledge Mrs. J. van Nieuwkasteele (research nurse), E. Ban-
nink (M.D.), T. Sas (M.D., Ph.D.), and W. de Waal (M.D., Ph.D.) for their
contributions to this study.

Received July 29, 2002. Accepted April 18, 2003.

Address all correspondence and requests for reprints to: A. C. S.
Hokken-Koelega, M.D., Department of Pediatrics, Division of Endocri-
nology, Sophia Children’s Hospital, Dr. Molewaterplein 60, 3015 GJ
Rotterdam, The Netherlands.

This work was supported by Novo Nordisk A/S (Bagsvaerd,
Denmark).

References

1. Barker DJ, Hales CN, Fall CH, Osmond C, Phipps K, Clark PM 1993 Type
2 (non-insulin-dependent) diabetes mellitus, hypertension and hyperlipidae-
mia (syndrome X): relation to reduced fetal growth. Diabetologia 36:62-67

2. Karlberg J, Albertsson-Wikland K 1995 Growth in full-term small-for-gesta-
tional-age infants: from birth to adult height. Pediatr Res 38:733-739

3. Hokken-Koelega AC, de Ridder MA, Lemmen R]J, den Hartog H, de Muinck
Keizer-Schrama SM, Drop SL 1995 Children born small for gestational age:
do they catch up? Pediatr Res 38:267-271

4. Albertsson-Wikland K, Rosberg S 1988 Analyses of 24-hour growth hormone
profiles in children: relation to growth. J Clin Endocrinol Metab 67:493-500

5. de Waal W], Hokken-Koelega AC, Stijnen T, de Muinck Keizer-Schrama
SM, Drop SL 1994 Endogenous and stimulated GH secretion, urinary GH
excretion, and plasma IGF-I and IGF-II levels in prepubertal children with
short stature after intrauterine growth retardation. The Dutch Working Group
on Growth Hormone. Clin Endocrinol (Oxf) 41:621-630

6. Sas T, de Waal W, Mulder P, Houdijk M, Jansen M, Reeser M, Hokken-
Koelega A 1999 Growth hormone treatment in children with short stature born
small for gestational age: 5-year results of a randomized, double-blind, dose-
response trial. ] Clin Endocrinol Metab 84:3064-3070

7. de Zegher F, Francois I, van Helvoirt M, Beckers D, Ibanez L, Chatelain P
1998 Growth hormone treatment of short children born small for gestational
age. Trends Endocrinol Metab 9:233-237

8. Hattersley AT, Tooke JE 1999 The fetal insulin hypothesis: an alternative
explanation of the association of low birthweight with diabetes and vascular
disease. Lancet 353:1789-1792

9. Hokken-Koelega AC 1998 Endocrinology. Can we escape our genetic destiny?
Lancet 352(Suppl 4):SIV8

10. de Zegher F, Albertsson-Wikland K, Wollmann HA, Chatelain P, Chaussain
JL, Lofstrom A, Jonsson B, Rosenfeld RG 2000 Growth hormone treatment

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

van Pareren et al. ® Adult Height after GH in SGA Children

of short children born small for gestational age: growth responses with con-
tinuous and discontinuous regimens over 6 years. ] Clin Endocrinol Metab
85:2816-2821

Usher R, McLean F 1969 Intrauterine growth of live-born Caucasian infants
at sea level: standards obtained from measurements in 7 dimensions of infants
born between 25 and 44 weeks of gestation. ] Pediatr 74:901-910

Roede MJ, van Wieringen JC 1985 Growth diagrams 1980. Netherlands third
nation-wide survey. Tijdschr Soc Gezondh 63(Suppl):1-34

Tanner JM, Whitehouse RH 1976 Clinical longitudinal standards for height,
weight, height velocity, weight velocity, and stages of puberty. Arch Dis Child
51:170-179

de Muinck Keizer-Schrama SM 1998 Consensus diagnosis of short stature
in children. National Organization for Quality Assurance in Hospitals. Ned
Tijdschr Geneeskd 142:2519-2525

Cameron N 1978 The methods of auxological anthropometry. In: Falkner F,
Tanner JM, eds. Human growth: postnatal growth. London: Tindall; 35-90
Tanner J, Whitehouse R, Cameron N, Marshall W, Healy M, Goldstein H
1983 Assessment of skeletal maturity and prediction of adult height (TW2-
method), 2nd ed. London: Academic Press

Sas T, Mulder P, Aanstoot HJ, Houdijk M, Jansen M, Reeser M, Hokken-
Koelega A 2001 Carbohydrate metabolism during long-term growth hormone
treatment in children with short stature born small for gestational age. Clin
Endocrinol (Oxf) 54:243-251

Hokken-Koelega AC, Hackeng WH, Stijnen T, Wit JM, de Muinck Keizer-
Schrama SM, Drop SL 1990 Twenty-four-hour plasma growth hormone (GH)
profiles, urinary GH excretion, and plasma insulin-like growth factor-I and -II
levels in prepubertal children with chronic renal insufficiency and severe
growth retardation. ] Clin Endocrinol Metab 71:688-695

Blum WF, Ranke MB, Kietzmann K, Gauggel E, Zeisel H]J, Bierich JR 1990
A specific radioimmunoassay for the growth hormone (GH)-dependent so-
matomedin-binding protein: its use for diagnosis of GH deficiency. J Clin
Endocrinol Metab 70:1292-1298

van Teunenbroek A, de Muinck Keizer-Schrama SM, Stijnen T, Mouton JW,
Blum WF, Mercado M, Baumann G, Drop SL 1993 Effect of growth hormone
administration frequency on 24-hour growth hormone profiles and levels of
other growth related parameters in girls with Turner’s syndrome. Dutch Work-
ing Group on Growth Hormone. Clin Endocrinol (Oxf) 39:77-84
Hokken-Koelega AC, Stijnen T, de Muinck Keizer-Schrama SM, Blum WF,
Drop SL 1993 Levels of growth hormone, insulin-like growth factor-I (IGF-I)
and -1I, IGF-binding protein-1 and -3, and cortisol in prednisone-treated chil-
dren with growth retardation after renal transplantation. J Clin Endocrinol
Metab 77:932-938

Rikken B, van Doorn J, Ringeling A, Van den Brande JL, Massa G, Wit JM
1998 Plasma levels of insulin-like growth factor (IGF)-I, IGF-Il and IGF-binding
protein-3 in the evaluation of childhood growth hormone deficiency. Horm
Res 50:166-176

Coutant R, Carel JC, Letrait M, Bouvattier C, Chatelain P, Coste J, Chaussain
JL 1998 Short stature associated with intrauterine growth retardation: adult
height of untreated and growth hormone-treated children. J Clin Endocrinol
Metab 83:1070-1074

Zucchini S, Cacciari E, Balsamo A, Cicognani A, Tassinari D, Barbieri E,
Gualandi S 2001 Adult height of short subjects of low birth weight with and
without growth hormone treatment. Arch Dis Child 84:340-343

Fredriks AM, van Buuren S, Burgmeijer RJ, Meulmeester JF, Beuker R]J,
Brugman E, Roede M]J, Verloove-Vanhorick SP, Wit JM 2000 Continuing
positive secular growth change in The Netherlands 1955-1997. Pediatr Res
47:316-323

Albertsson-Wikland K, Karlberg J 1994 Natural growth in children born small
for gestational age with and without catch-up growth. Acta Paediatr
399(Suppl):64-71

Wollmann HA, Kirchner T, Enders H, Preece MA, Ranke MB 1995 Growth
and symptoms in Silver-Russell syndrome: review on the basis of 386 patients.
Eur ] Pediatr 154:958-968

Boguszewski M, Albertsson-Wikland K, Aronsson S, Gustafsson J, Hagenas
L, Westgren U, Westphal O, Lipsanen-Nyman M, Sipila I, Gellert P, Muller
J, Madsen B 1998 Growth hormone treatment of short children born small-
for-gestational-age: the Nordic Multicentre Trial. Acta Paediatr 87:257-263
Azcona C, Albanese A, Bareille P, Stanhope R 1998 Growth hormone treat-
ment in growth hormone-sufficient and -insufficient children with intrauterine
growth retardation/Russell-Silver syndrome. Horm Res 50:22-27

Quigley CA, Crowe BJ, Anglin DG, Chipman JJ 2002 Growth hormone and
low dose estrogen in Turner syndrome: results of a United States multi-center
trial to near-adult height. J Clin Endocrinol Metab 87:2033-2041

Haffner D, Schaefer F, Nissel R, Wuhl E, Tonshoff B, Mehls O 2000 Effect
of growth hormone treatment on the adult height of children with chronic renal
failure. N Engl ] Med 343:923-930

Downloaded from jcem.endojournals.org on November 8, 2006


http://jcem.endojournals.org

