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AIM OF THE STUDY

INTRODUCTION | |
To evaluate spontaneous postnatal growth and adult height after GH treatment as a function

» Turner Syndrome (TS) is a condition in which all or part of of karyotype subgroups

one X chromosome Is absent from some or all cells. It Is

characterized by growth retardation and gonadal PATIENTS AND METHODS
dysgenesis, and may be associated with congenital
malformations and acquired conditions, caused by various
gene defects.

* This observational national multicenter study included all patients with TS diagnosed up
to January 2013 and followed within the French national rare disease network, n=1536.
Patients were classified into 6 subgroups of karyotypes: 45X, isoXq, 45,X/46,XX, XrX,
« Short stature 1s the cardinal finding. Patients have a presence of Y and other karyotypes.

spontaneous adult height (AH) approximately 20cm shorter » Patients received a daily subcutaneous injection of GH at an initial median dose of 0.048

than mid-parental target height (TH). SHOX 0 040- 0 054 . di f58(36 85
haploinsufficiency accounts largely, but not entirely, for the (0.040; 0.054) mg/kg/day during a median of 5.8 (3.6; 8.5) years.

height deficit of patients. Treatment with recombinant » Height deficit was calculated as the difference between the patient’s height and target

growth hormone (GH) has been shown to improve adult height (SDS), and was evaluated in patients treated with GH before the initiation of

height, although individual outcomes vary markedly. treatment (n=1075) and at the end of treatment in patients who had reached adult
height (n=527), by karyotype subgroups.

* The effect of karyotype on growth is still a matter of

debate and little is known about the contribution of

other genes (than SHOX) to growth.

* Differences between groups were assessed by ANOVA or Kruskal Wallis tests for variables
non normally distributed. Comparaison of height deficit before GH treatment was adjusted on
age and after GH treatment for dose and duration of treatment.

RESULTS

Spontaneous postnatal growth before GH treatment, evaluated at a median age of 8.8 (5.3; 11.8)
years and adult height deficit after GH treatment, evaluated at a median age of 19.3 (18.0; 21.8)
years, were sighnificantly more affected in patients with XrX and isoXq, and to a lesser extend 45,X
karyotypes, than in patients with 45 X/46 XX or patients with a Y chromosome; p<0.0001 and 0.01,
respectively (Figure 1 and Table 1).

GH therapy (SD5S)

Table 1:
Height deficit with respect to target height just before the initiation of GH therapy (n=1075) and after the cessation of

GH treatment in patients who had reached adult height (n=527), according to karyotype.

Target height - height before

All patients XrX 1IS0Xq 45 X 45 X/46, XX PresenceY Other p value

Height
deficit at the 2.38 2.74 2.74 2.46 2.10 2.38 2.03
beginning of (1.74; 3.09) (2.11; 3.57) (2.17; 3.50) (1.78;3.09) (1.44;2.68) (1.63;2.98) (1.33;2.73)
GH (SDS)

N 847 39 96 187 35 28 56

<0.0001*

Adult height  -2.05 -2.32 -2.23 2.05 2.05 1.34 -2.05
(SDS)  (-2.95; -1.20) (-3.09 ; -1.59) (-2.98; -1.38) (-2.94: -1.34) (-2.77;-1.00) (-2.23;-0.98) (-2.95;-1.14) @ 05" *

after GH therapy (5D5)

Target height - adulth height

N 527 48 109 224 47 36 63

Target
height - 1.75 2.23 1.94 1.74 1.94 1.07 1.68 0.01** |
adult height (1.04;2.54) (1.17;2.78) (1.41;2.92) (1.04;247) (0.85;2.28) (0.68;1.93) (0.96; 2.20) ' Karyotype

(SDS) Figure 1:
N 414 40 90 166 34 29 SE Height deficit with respect to target height (SDS)

Data are expressed as median (25-75th percentiles). Data in bold highlight differences. betore GH trt_aatment (A) and after adult height has
N: available data; * adjusted for age; ** adjusted for the dose and duration of GH treatment been achieved (B), by karyotype subgroups
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