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study question: In girls and adolescents with Turner syndrome (TS), is there a correlation between serum AMH levels and karyo-
type, spontaneous puberty and other biochemical markers of ovarian function, or growth hormone (GH) therapy?

summary answer: Serum anti-Müllerian hormone (AMH) correlates with karyotype, pubertal development, LH, FSH and are meas-
urable in a higher percentage of TS patients under GH therapy.

what is known already: Most girls with TS suffer from incomplete sexual development, premature ovarian failure and infertility
due to abnormal ovarian folliculogenesis. Serum AMH levels reflect the ovarian reserve in females, even in childhood.

study design, size, duration: Cross-sectional study investigating 270 karyotype proven TS patients aged 0–20 years between
2009 and 2010.

participants/materials, settings, methods: Studies were conducted at three University Children’s hospitals in
Europe. Main outcome measures were clinical data concerning pubertal development as well as laboratory data including karyotype,
serum AMH, LH, FSH, estradiol (E2), inhibin B and IGF.

results and the role of chance: Serum AMH was detectable in 21.9% of all TS girls and correlated strongly with karyotypes.
A measurable serum AMH was found in 77% of TS girls with karyotype 45,X/46,XX, in 25% with ‘other’ karyotypes and in only 10% of
45,X TS girls. A strong relationship was also observed for measurable serum AMH and signs of spontaneous puberty such as breast devel-
opment [adjusted odds ratio (OR) 19.3; 95% CI 2.1–175.6; P ¼ 0.009] and menarche (crude OR 47.6; 95% CI 4.8–472.9; P ¼ 0.001).
Serum AMH correlated negatively with FSH and LH, but did not correlate with E2 and inhibin B. GH therapy increased the odds of
having measurable AMH in TS (adjusted OR 4.1; 95% CI 1.9–8.8; P , 0.001).

limitations, reasons for caution: The cross-sectional design of the study does not allow longitudinal interpretation of the
data; for that further studies are needed. High percentage of non-measurable AMH levels in the cohort of TS require categorized analysis.

wider implications of the findings: Serum AMH levels are a useful marker of the follicle pool and thus ovarian function in
pediatric patients with TS. These findings are in line with the published literature. The finding that GH therapy may affect AMH levels is novel,
but must be confirmed by future longitudinal studies.
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Introduction
Turner syndrome (TS) is found in �1:2000 newborn girls. The classic
form is associated with the 45,X karyotype (50%), whereas variants
either show a mosaic of 45,X/46,XX (25%) or have structural anom-
alies of the X chromosome such as deletions, iso- or ring chromo-
somes (25%) (Saenger et al., 2001; Bondy, 2007). The clinical
spectrum of TS is broad and highly variable but short stature and
gonadal dysgenesis are characteristic features. Gonadal dysgenesis in
TS results in pubertal delay or failure and infertility in most patients.
However, up to 30% of girls with TS have spontaneous pubertal de-
velopment and 2–5% have regular menstrual cycles before the
onset of premature menopause (Abir et al., 2001). Spontaneous preg-
nancies occur only in �2% of women with TS, mostly at a young age
(23–24 years) and appear to be associated with the mosaic karyotype
(Hovatta, 1999).

Primary ovarian insufficiency (POI) in patients with TS is due to an
accelerated loss of follicles from the ovaries which may start as early as
18 weeks into fetal life (Weiss, 1971; Santoro, 2003; Reynaud et al.,
2004). More recent studies found that there may be viable follicles
even in the ovaries of 12–13-year-old girls with classical TS without
spontaneous pubertal development (Gravholt et al., 2002; Hreinsson
et al., 2002), although the quality of these follicles is doubtful. Thus,
preservation of fertility in patients with TS may be feasible through
cryopreservation of ovarian tissue before follicles begin to disappear
(Rutherford and Matthews 2000; Huang et al., 2008). However, to de-
termine the possible candidates among girls and young adolescents
with TS and the right time point for such interventions, biochemical
markers reflecting the ovarian reserve in childhood are needed.

Antral follicle count (AFC) and early follicular phase serum levels of
FSH, inhibin B and estradiol (E2) are measured to assess a woman’s
ovarian reserve (Burger et al., 1995). However, all these methods to
assess the ovarian reserve are based on the mature, adult female
hypothalamic–pituitary–gonadal axis. In contrast, GnRH is switched
off after birth and remains silent until the age of �10 years when
healthy girls start puberty. During this time FSH, inhibin B and E2
levels are low. Although gonadotrophin levels (FSH and LH) tend to
be higher in patients with TS, especially in the first 2–5 years of life,
a significant overlap exists between TS and normal girls especially
during mid-childhood (Conte et al., 1975; Chrysis et al., 2006;
Hagen et al., 2010b). Therefore, gonadotrophin levels may not
reflect the ovarian reserve before the onset of puberty.

In the past, we and others have shown that the serum anti-Müllerian
hormone (AMH) level is a good marker for the size of the growing fol-
licle pool, and, indirectly, also of the primordial follicle pool, reflecting
the ovarian reserve (de Vet et al., 2002; van Rooij et al., 2002; van
Rooij et al., 2005; Pigny et al., 2006; Visser et al. 2006). AMH is spe-
cifically expressed in granulosa cells of growing non-selected follicles.
In women of reproductive age, serum AMH levels correlate strongly
with AFC and levels decline over time to become undetectable at
menopause. Recent studies in healthy normo-ovulatory adult
women confirmed this decline in serum AMH with increasing age
(Kelsey et al., 2011; Lie Fong et al., 2012). Interestingly, this decline
in serum AMH levels precedes the changes in traditional markers
for ovarian reserve, such as FSH, inhibin B and E2. Hence, it is believed
that serum AMH levels constitute an ovarian reserve marker in adult
women, independent from the HPG axis.

Serum AMH levels have been assessed in healthy females through-
out life span and have been studied in two independent groups of
patients with TS (Borgstrom et al., 2009; Hagen et al., 2010a).
During childhood AMH levels increase slightly from birth onward
and plateau during adolescence, suggesting that follicle dynamics in
children may differ from that in adults. Not until the age of 25, the
decline in serum AMH with increasing age is observed (Hagen et al.,
2010a; Kelsey et al., 2011; Lie Fong et al. 2012). Nevertheless, assess-
ment of serum AMH, also at a young age, is indicative of ongoing fol-
licular development (Visser et al. 2012). In this European Society of
Pediatric Endocrinology collaborative study, we measured serum
AMH levels in 270 TS girls and correlated the values to age, karyo-
types, pubertal development and to biochemical markers of gonadal
function (serum LH, FSH, inhibin B and E2). In addition, we addressed
the question whether recombinant human growth hormone (rhGH)
therapy, which is recommended in TS to improve growth, may influ-
ence serum AMH levels in TS.

Methods

Patients and ethical approval
TS subjects were recruited for the study at three European pediatric endo-
crine units in Bern (Switzerland), Rotterdam (The Netherlands) and Tübin-
gen (Germany). Most patients’ data were available from registries: TS
registry (Tübingen; n ¼ 109; inclusion rate 109/117) and a national
growth hormone (GH) registry (Rotterdam; n ¼ 140; inclusion rate
140/142). In Bern, TS patients (n ¼ 21; inclusion rate 21/21) were
recruited during their regular medical follow-up visits between 2009 and
2010. Small amounts of properly stored serum were available for labora-
tory studies. The study was approved by the local ethical authorities of all
three study centers. All patient and parents gave informed consent. The
primary inclusion criteria for the study consisted of the diagnosis of TS
based on a state-of-the art karyotype, clinical data (for details see Table I)
and a serum sample for the determination of hormone measurements.

Criteria and definitions for grouping and analyses of the data were as
follows: patients were divided into three groups according to their karyo-
type group: 45,X, 45,X/46,XX or other. Among the group ‘other karyo-
type’ additional subgroups were formed according to geneticists’
recommendation shown in Table II. Analyses for spontaneous puberty
and spontaneous menarche (yes/no) included only TS subjects 12 years
and older who had no sex hormone replacement (estrogen) therapy.
Breast development Tanner stage B2 or more was taken as definition
for spontaneous pubertal development (Tanner and Whitehouse, 1976).
As a control population, we used healthy girls and adolescents aged
0–20 years (n ¼ 252) of our nomogram study (Lie Fong et al., 2012).
Detailed information on recruitment strategy and study populations are
available in the original paper (Lie Fong et al., 2012).

Laboratory methods
All patients provided a document of the exact G-band karyotype of their
blood lymphocytes performed at their treatment center which generally
included at least counting of 30 metaphases. LH and FSH were measured
by immunochemiluminometric assays (Roche Modular E170, Hoffmann-La
Roche Ltd., Basel, Switzerland) at each center and results were provided
as IU/l. E2 was determined by a radioimmunoassay in pmol/l (Siemens
Global Healthcare Diagnostics, Inc., former Diagnostic Products Corpor-
ation). Serum insulin-like growth factor-1 (IGF-1) was also determined
by a commercially available kit (Nichols Institute Diagnostics, Bad Vilbel,
Germany). For AMH and inhibin measurements, all serum samples were
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frozen and stored under standardized conditions before they were collect-
ively sent to the laboratory of JAV in Rotterdam. Inhibin B (pg/ml) was
determined in all serum samples with measurable AMH by an enzyme im-
munoassay (Oxford Bio-Innovation Ltd, Oxfordshire, UK). AMH (ng/ml)
was determined in Rotterdam by an in-house developed AMH-ELISA
(enzyme-linked immunosorbent assay; commercially available as the
GenII Beckmann Coulter, Beckman Coulter, Inc.) (Kevenaar et al.,
2006). Previously, we have shown that AMH immunoreactivity in serum
is stable during storage and after repeated freeze–thaw cycles (Al-Qahtani
et al., 2005; Kevenaar et al., 2006), thus neither storage nor transport
should affect measured AMH concentrations. This highly sensitive ELISA
uses AMH standards in the range of 5–0.037 ng/ml. Of note, serum
AMH measurement of the control population was performed with the
same assay. Intra- and inter-assay coefficients of variation were ,3 and
8% for FSH, 5 and 6% for LH, 5 and 7% for E2, 9 and 15% for inhibin
B, 5 and 9% for IGF-1, and 5 and 10% for AMH.

Statistical analysis
Associations between AMH, age (linear and quadratic terms), karyotype
and GH therapy were assessed in a multivariable logistic model with meas-
urable AMH as outcome; therefore, all pairwise associations are adjusted
for the other co-factors. Correlations between measurable AMH and
spontaneous puberty in TS girls aged 12 years or older were calculated
from logistic models with spontaneous puberty as outcome. The associ-
ation with breast development was adjusted for age (linear term only),
additional adjustment for karyotype was not possible. Adjustment for
the association of AMH with menarche was not possible and is thus
shown crude. The relationships between AMH and other hormones
(FSH, LH, E2 and inhibin B) were each assessed in a logistic model with
measurable AMH as outcome and the respective log-transformed
hormone variable as independent factor, adjusting for karyotype and age
(linear and quadratic terms). The correlation between measurable AMH

.............................................................................................................................................................................................

Table I Characteristics of studied patients.

ALL, n (%) No GH, n (%) GH Tx, n (%) P-valuea

Number 270 152 118

Age .12 years, n 120 (44.4) 40 (26.3) 80 (67.8) ,0.001

Karyotype 0.89

45,X 136 (50.4) 75 (49.3) 61 (51.7)

45,X/46,XX 22 (8.2) 12 (7.9) 10 (8.5)

Other 112 (41.5) 65 (42.8) 47 (39.8)

Age, years (mean/SD) 10.8+4.8 8.7+4.2 13.4+4.1 ,0.001

Age at start of GH, years (mean/SD) 7.4+3.1

Spontaneous puberty, n (of 41c)b 22 (53.7) 11 (37.9) 11 (91.7) 0.002

Spontaneous menarche, n (of 47c)b 8 (17.0) 1 (2.9) 7 (58.3) ,0.001

Measurable AMH, n 59 (21.9) 24 (15.8) 35 (29.7) 0.006

AMH level if measurable, ng/ml (mean/SD) 1.86+1.75 2.13+1.95 1.67+1.61 0.33

ax2 test for categorical and t-test for continuous variables.
b.12 years, no HRT.
cData set not available for all subjects.

.............................................................................................................................................................................................

Table II Detailed characterization of observed karyotypes and AMH levels.

Categories Subcategories n (%) Measurable AMH [n (%)] OR2 (95% CI2) AMH [ng/ml (median/range)]

45,X 136 (50.4) 14 (10.3) 1 (reference) 0.53 (0.12–2.10)

45,X/46,XX 22 (8.1) 17 (77.3) 37.0 (11.2–122.3) 2.26 (0.24–6.37)

Others 112 (41.5) 28 (25) 3.4 (1.6–7.2) 1.06 (0.04–7.78)

46,X,i(Xq) 40 (14.8) 5 (12.5)

46,X,i(Xp) 4 (1.5) 0

46,X,del(X) 15 (5.6) 8 (53.3)

46,X,r(X) 13 (4.8) 2 (15.4)

45,X/47,XXX 19 (7.0) 8 (42.1)

45,X/46,XY 9 (3.3) 2 (22.2)

‘others’1 12 (4.4) 3 (25)

Notes: Except for 45,X and 45,X/46,XX, the karyotypes include mosaicism of the karyotypes.
(1) ‘Others’ include marker chromosomes (of unknown origin; n ¼ 6), derivatives of X chromosomes (2), translocations involving the X chromosome (2) and complex mixed
mosaicisms (2).
(2) Data are adjusted for GH therapy and linear and quadratic term of age, and relate to measurable versus non-measurable AMH levels.
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and standardized IGF-1 was also calculated from a logistic model adjusting
for the same co-factors.

All P-values and 95% confidence intervals (CI) are two-sided. P-values
,0.05 were considered significant. All analyses were done using Stata
11 (Stata Corporation, College Station, Texas).

Results

AMH levels in TS 0–20 years of age and
correlation with karyotype
We measured AMH in 270 patients with karyotype proven diagnosis
of TS. Patients’ characteristics are summarized in Table I. The overall
AMH was only measurable in 21.9% of TS subjects. A scatter plot of
the AMH levels in TS is depicted in Fig. 1A, which shows that

compared with healthy controls (Lie Fong et al., 2012), AMH levels
of subjects with TS were lower but some overlapped with controls.
Similar to healthy controls, there is a quadratic relationship between
age and measurable serum AMH in TS girls as shown in a logistic
model; however, the association is non-significant (adjusted P ¼
0.07). The odds ratios (OR, adjusted for karyotype and GH
therapy) for the linear and quadratic terms of age were 1.32 (95%
CI 0.90–1.94; P ¼ 0.15) and 0.98 (95% CI 0.97–1.00; P ¼ 0.07), re-
spectively, i.e. the odds of having a measurable AMH level increased
with age when girls were young, but decreased at an older age.

Measurable AMH levels were found in 10% of TS with the karyo-
type 45,X (which comprises 50% of all TS subjects (Table II). In con-
trast, 77% of TS subjects with the karyotype 45,X/46,XX and 25% of
TS subjects with other karyotypes had measurable AMH levels. Ac-
cordingly, serum AMH levels of TS subjects were strongly correlated
with karyotype. The adjusted odds of having a measurable serum
AMH with the karyotype 45,X/46,XX was 37 times higher when
compared with the karyotype 45,X (adjusted OR 37.0; 95% CI
11.2–122.3; P , 0.001). The adjusted odds of a measurable serum
AMH was 3.4 times higher with ‘other’ karyotypes compared with
45,X (adjusted OR 3.4; 95% CI 1.6–7.2; P ¼ 0.001).

AMH and spontaneous puberty in TS
without E2 therapy
About 54% of TS subjects older than 12 years had spontaneous breast
development and �17% had a history of spontaneous menarche
(Table I). Figure 2A shows AMH levels of all TS subjects without es-
trogen replacement therapy stratified by breast development. There
was a significant relationship between measurable serum AMH and
spontaneous breast development. Breast development was found in
91.7% of TS girls older than 12 years with measurable serum AMH
but only in 37.9% with undetectable serum AMH (Fig. 2B). As
shown in an adjusted logistic model, TS girls aged 12 years and
older had a 19.3 times increase in the odds of developing breasts
with measurable serum AMH levels (adjusted OR 19.3; 95% CI
2.1–175.6; P ¼ 0.009). Spontaneous menarche was reported in
58.3 and 2.9% of TS girls with and without measurable serum
AMH, respectively (Fig. 2C). The odds ratio of menarche in TS was
47.6 times higher with measurable AMH (crude OR 47.6; 95% CI
4.8–472.9; P ¼ 0.001).

Serum AMH in relation to FSH, LH,
E2 and inhibin B in TS without E2 therapy
The relationship between AMH and other hormones reflecting
gonadal function was studied in TS girls without estrogen replacement
therapy. For FSH and AMH a strong negative association was found
(Fig. 3A). The odds of a measurable AMH level was 19 times lower
if the FSH level was rising by a factor of 10 (adjusted OR 0.053;
95% CI 0.015–0.190; P , 0.001). For the subgroup of girls younger
than 12 years, the adjusted OR was comparable (0.042; 95% CI
0.007–0.240; P , 0.001). For the subgroup of girls older than
12 years, an FSH ,10 U/l predicted a measurable AMH perfectly
(therefore a logistic regression is not estimable). Similarly, we found
a negative association between LH and AMH (Fig. 3B). The odds of
a measurable AMH level was three times lower, if the LH level was
rising by a factor of 10 (adjusted OR 0.33; 95% CI 0.15–0.71; P ¼

Figure 1 Serum AMH levels in Turner syndrome (TS) girls and
adolescents with various karyotypes. (A) Absolute serum concentra-
tions of AMH (ng/ml) of 270 subjects with TS are plotted versus age
(years), stratified by karyotype. For comparison, the quadratic regres-
sion line for 252 healthy controls with a 90% prediction interval is
shown (dashed lines). (B) Log AMH values versus age, stratified by
karyotype. Non-measurable observations were assigned values of
22 on the log scale. Observations are jittered in order to better visu-
alize the distribution. AMH correlates strongly with karyotype
(adjusted P , 0.001).
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0.005). For the subgroup of girls younger than 12 years, the adjusted
OR was again comparable but non-significant (0.48; 95% CI 0.19–
1.23; P ¼ 0.13), while it was comparable and significant for the sub-
group of TS girls older than 12 years (adjustment not possible,
crude OR 0.08; 95% CI 0.01–0.46; P ¼ 0.005). For both serum E2
and inhibin B levels no significant relationship with AMH levels was
found (Fig. 3C and D). This was also true for both the subgroup of
girls younger and older than 12 years.

Serum AMH levels and growth hormone
treatment
Of the TS subjects, 43.7% were receiving daily recombinant human
growth hormone (rhGH) treatment when they were studied for
their AMH levels (Table I). While most TS patients from Bern and
Tübingen were under GH therapy at the time they were studied, TS
patients from Rotterdam were predominantly studied before GH
treatment starts. Thus, we tested whether GH therapy may have an
effect on serum AMH levels in TS subjects. Serum AMH levels
versus age, stratified by GH treatment are shown in Fig. 4. Without
GH therapy, 16% of TS subjects had a measurable AMH. In contrast,
with GH therapy the number of subjects with measurable serum AMH
was 30%. Accordingly, a strong relationship was found between GH

therapy and measurable AMH when adjusted for age and karyotype
in a logistic model. The odds of a measurable serum AMH were 4.1
times higher for TS with GH therapy when compared with TS
without GH therapy (OR 4.1; 95% CI 1.9–8.8; P , 0.001). Similarly,
a weak, although non-significant, relationship was found between
measurable serum AMH and serum IGF-1 levels (taken as age-, sex
and pubertal-related standard deviation scores) when corrected for
karyotype and age in a subgroup of 73 GH-treated TS subjects from
Bern and Tübingen (adjusted OR 1.63; 95% CI 0.95–2.80; P ¼ 0.08).

Discussion
Most females with TS have gonadal dysgenesis with reduced ovarian
reserve resulting in delayed or missing pubertal development, sub-
or infertility and early menopause. Quality of life is influenced by
this fact and early diagnosis and information may help to cope with
it. Cryopreservation of ovarian tissue at an early age may be consid-
ered in TS patients to preserve their own follicles for later reproduc-
tion. Serum AMH has been shown to reflect the ovarian reserve in
adult cycling women, and has been used as a marker for ongoing fol-
licular development in women at risk for POI (Visser et al., 2012).
Indeed, a serum AMH level in the upper normal range seems predict-
ive for finding remaining follicles in ovarian biopsies of TS girls

Figure 2 Serum AMH and puberty in TS without E2 therapy. (A) A scatter plot of AMH versus age and spontaneous breast development in TS. For
comparison, the quadratic regression line for healthy controls with a 90% prediction interval is shown (dashed lines). The odds of spontaneous breast
development are 19 times higher in TS girls older than 12 years if AMH is measurable (adjusted P , 0.009). (B) Spontaneous breast development in
41 TS subjects older than 12 years with or without measurable AMH. (C) Spontaneous menarche in 47 TS subjects older than 12 years with or
without measurable AMH. AMH, anti-Müllerian hormone; TS, Turner syndrome).
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(Borgstrom et al., 2009). Other predictive factors for ongoing ovarian
function in TS patients are signs of spontaneous puberty, mosaic kar-
yotype and low serum FSH (Borgstrom et al., 2009). In our 270 TS
girls and adolescents, we found detectable serum AMH levels in
22%, which correlated strongly with the karyotypes. Having a
mosaic 45,X/46,XX karyotype increased the odds of having a meas-
urable serum AMH by 37 times compared with having a 45,X karyo-
type. A positive correlation was also found between serum AMH
levels and clinical signs of pubertal development (breast, menarche).
Serum AMH was negatively related to FSH in TS girls both younger
and older than 12 years, and was negatively related to LH in girls
older than 12 years indicating that there might be a pituitary–
ovarian set point even before puberty. In contrast, no such relation-
ship was found between serum AMH and E2 or inhibin B in TS girls
without estrogen replacement therapy. Overall, our results are in
line with two previous studies. The strength of Borgström’s study
(Borgstrom et al., 2009) lies in the fact that serum AMH levels were
directly correlated with the number of ovarian follicles assessed by
histological analysis of 47 biopsies. Hagen’s study (Hagen et al.,
2010a) consisted of AMH measurements in 926 healthy and 172 TS
subjects aged 0–69 years; among them, 73 TS subjects were in the
pediatric and adolescent cohort. For TS patients, serum AMH levels

correlated with karyotype and ovarian function. We now present
similar results of the largest cohort of pediatric patients with TS so
far studied for AMH levels. Taken together all three studies suggest
that serum AMH is an excellent marker of ovarian function in girls
and adolescents with TS. The weakness of our current and published
studies lies in the cross-sectional design which does not account for
the possible dynamic changes in AMH levels of individuals over
time. For instance, we chose to group girls into prepubertal and pu-
bertal categories using a cut-off age of 12 years when �75–90% of
normal girls (Tanner and Whitehouse, 1976) and girls with TS
(Schweizer et al., 2000; Massa et al., 2003; Martin et al., 2004;
Ranke et al., 2007) would have started puberty. With this cut-off,
there is a small false-negative number of TS girls entering puberty
spontaneously later. On the other hand, more than 50% of TS girls
with spontaneous puberty onset (B ≥ 2) will not be able to complete
puberty (Reindollar, 2011) and might be ‘falsely’ included in the puber-
tal group in a cross-sectional study, thereby overestimating the
number of subjects with possible future fertility. Such shortcomings
can only be overcome in the future by performing a longitudinal
study for AMH in TS from birth to menopause.

AMH plays an important role in ovarian folliculogenesis where it is
produced in granulosa cells from birth to menopause (Visser et al.,

Figure 3 Serum AMH levels in relation to other hormonal values in TS without E2 therapy. (A) AMH versus FSH levels stratified by age. There is a
strong negative relationship between measurable AMH and log-transformed FSH as shown by a logistic model (adjusted P , 0.001). (B) Studies of
AMH versus LH levels shown as in (A). There is also a negative relationship between AMH and log-transformed LH (adjusted P ¼ 0.005).
(C) AMH and E2 levels. No relationship was found, but too many E2 values were missing (74 out of 196). (D) AMH and inhibin B. No significant
relationship was found when adjusted for age and karyotype; however, limitations apply due to small observation numbers (72/196). AMH, anti-
Müllerian hormone; TS, Turner syndrome.
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2006). In humans, AMH expression can first be observed in granulosa
cells of primary follicles, and expression is strongest in pre-antral and
small antral follicles (≤4 mm) (Weenen et al., 2004). AMH expression
disappears in follicles of increasing size and is lost in follicles .8 mm
(Weenen et al., 2004). Serum AMH concentrations decrease over
time to become undetectable at menopause, correlating with the
decline in AFC with increasing age (de Vet et al., 2002; van Rooij
et al., 2002, 2004, 2005). In contrast, serum AMH levels increase
slightly during mini-puberty and remain constant during adolescence,
regulated through a yet unexplained mechanism (Hagen et al., 2012;
Lie Fong et al., 2012). Also in our cohort of TS subjects with measur-
able AMH, we observed a borderline quadratic relationship between
AMH and age with a rise during early childhood and a starting de-
crease in the older age group. This may suggest that follicle dynamics
in TS patients with measurable AMH is similar to that in healthy con-
trols. Recently, a prospective study in prepubertal and pubertal girls
treated for cancer demonstrated the decline in serum AMH reflecting
the gonadotoxic effect of the cancer treatment (Brougham et al.,
2012). Combined with that study, our results suggest that AMH
seems to be an equally good marker of ongoing follicular development

in girls, and that it therefore reflects the number of remaining primor-
dial follicles also in girls and adolescents with TS.

Finally, our study shows for the first time a relationship between
rhGH therapy and serum AMH levels. AMH was detectable in 30%
of GH-treated TS girls compared with 16% without GH. Similarly,
we found a weak correlation between serum IGF-I levels and measur-
able AMH in GH-treated TS patients, although this correlation failed
to reach significance. Several studies have suggested an important
role for the GH/IGF system in ovarian follicular development. For in-
stance, IGF-I and FSH can act synergistically to enhance follicular de-
velopment (Silva et al., 2009). In vitro studies of mouse and goat
follicles suggest that GH enhances progression of primordial to
primary follicles and stimulates follicle growth and viability (Liu et al.,
1998; Martins et al., 2010). In mice lacking GH action, the number
of healthy follicles was strongly reduced (Bachelot et al., 2002).
Thus, it is possible that GH treatment in TS patients results in
increased follicle viability, which would explain the increased percent-
age of TS girls with measurable AMH upon GH treatment. However,
GH-treated TS patients also more frequently displayed spontaneous
puberty, which is indicative of ongoing ovarian function. With our
current study design it is not possible to make a distinction between
these possible explanations. Thus, longitudinal follow-up studies are
needed to determine whether GH treatment in patients with TS is
beneficial for ovarian function. Our results do suggest that GH does
not directly affect AMH levels, since there was no difference in
serum AMH levels in TS patients with or without GH treatment. Simi-
larly, in short prepubertal girls born small for gestational age serum
AMH levels were also not affected upon GH treatment and were
similar to those observed in control girls (Lem et al., 2011).

In summary, we suggest that puberty and fertility issues in patients
with TS are addressed in childhood to improve the quality of care and
to make reproductive interventions an option. Serum AMH correlates
nicely with karyotype, signs of pubertal development, LH/FSH (this
study) and ovarian follicle count (Borgstrom et al., 2009). Longitudinal
studies are needed to solve the questions whether AMH levels at a
young age are predictive, or whether multiple measurements are
needed over time; and how GH treatment influences AMH levels.
However, based on our and other studies, we suggest that serum
AMH may serve as a marker of ongoing follicular development in pre-
puberty, helping the pediatrician to deliver best possible information
on future pubertal development and fertility to TS girls and their parents.
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dam and Karin Weber from Tübingen for providing their help in data
and sample collection.

Authors’ roles
J.A.V., M.B.R. and C.E.F. contributed to idea and study design. J.A.V.,
A.C.S.H.K., G.R.J.Z., M.B.R., C.E.F. contributed to data collection.
J.A.V., A.L., M.B.R., C.E.F. contributed to data analysis and statistics.
J.A.V., A.L., M.B.R. and C.E.F. contributed to manuscript preparation.

Figure 4 Serum AMH levels in TS with or without rhGH therapy.
(A) A scatter plot of AMH versus age stratified for hrGH therapy.
There is a clear relationship between GH and AMH when adjusted
for age and karyotype. The odds of a measurable AMH is 4.1 times
higher in the group with GH therapy (adjusted P , 0.001). (B) Meas-
urable or non-measurable AMH in TS subjects (absolute numbers)
with or without rhGH treatment. AMH, anti-Müllerian hormone;
TS, Turner syndrome.

AMH in Turner syndrome in childhood and adolescence 1905
D

ow
nloaded from

 https://academ
ic.oup.com

/hum
rep/article/28/7/1899/610798 by guest on 17 April 2024



Funding
This study was funded by a collaborative project grant of the European
Society for Paediatric Endocrinology (ESPE) to J.A.V., A.C.S.H.K.,
M.B.R. and C.E.F.

Conflict of interest
None declared.

References
Abir R, Fisch B, Nahum R, Orvieto R, Nitke S, Ben Rafael Z. Turner’s

syndrome and fertility: current status and ossible putative prospects.
Hum Reprod Update 2001;7:603–610.

Al-Qahtani A, Muttukrishna S, Appasamy M, Johns J, Cranfield M,
Visser JA, Themmen AP, Groome NP. Development of a sensitive
enzyme immunoassay for anti-Mullerian hormone and the evaluation
of potential clinical applications in males and females. Clin Endocrinol
(Oxf) 2005;63:267–273.

Bachelot A, Monget P, Imbert-Bollore P, Coshigano K, Kopchick JJ,
Kelly PA, Binart N. Growth hormone is required for ovarian follicular
growth. Endocrinology 2002;143:4104–4112.

Bondy CA. Care of girls and women with Turner syndrome: a guideline of the
Turner Syndrome Study Group. J Clin Endocrinol Metab 2007;92:10–25.

Borgstrom B, Hreinsson J, Rasmussen C, Sheikhi M, Fried G, Keros V,
Fridstrom M, Hovatta O. Fertility preservation in girls with turner
syndrome: prognostic signs of the presence of ovarian follicles. J Clin
Endocrinol Metab 2009;94:74–80.

Brougham MF, Crofton PM, Johnson EJ, Evans N, Anderson RA,
Wallace WH. Anti-Mullerian hormone is a marker of gonadotoxicity
in pre- and postpubertal girls treated for cancer: a prospective study.
J Clin Endocrinol Metab 2012;97:2059–2067.

Burger HG, Dudley EC, Hopper JL, Shelley JM, Green A, Smith A,
Dennerstein L, Morse C. The endocrinology of the menopausal
transition: a cross-sectional study of a population-based sample. J Clin
Endocrinol Metab 1995;80:3537–3545.

Chrysis D, Spiliotis BE, Stene M, Cacciari E, Davenport ML. Gonadotropin
secretion in girls with turner syndrome measured by an ultrasensitive
immunochemiluminometric assay. Horm Res 2006;65:261–266.

Conte FA, Grumbach MM, Kaplan SL. A diphasic pattern of gonadotropin
secretion in patients with the syndrome of gonadal dysgenesis. J Clin
Endocrinol Metab 1975;40:670–674.

de Vet A, Laven JS, de Jong FH, Themmen AP, Fauser BC. Antimullerian
hormone serum levels: a putative marker for ovarian aging. Fertil Steril
2002;77:357–362.

Gravholt CH, Naeraa RW, Andersson AM, Christiansen JS, Skakkebaek NE.
Inhibin A and B in adolescents and young adults with Turner’s syndrome
and no sign of spontaneous puberty. Hum Reprod 2002;17:2049–2053.

Hagen CP, Aksglaede L, Sorensen K, Main KM, Boas M, Cleemann L,
Holm K, Gravholt CH, Andersson AM, Pedersen AT et al. Serum
levels of anti-Müllerian hormone as a marker of ovarian function in
926 healthy females from birth to adulthood and in 172 Turner
snydrome patients. J Clin Endocrinol Metab 2010a;95:5003–5010.

Hagen CP, Main KM, Kjaergaard S, Juul A. FSH, LH, inhibin B and estradiol
levels in Turner syndrome depend on age and karyotype: longitudinal
study of 70 Turner girls with or without spontaneous puberty. Hum
Reprod 2010b;25:3134–3141.

Hagen CP, Aksglaede L, Sorensen K, Mouritsen A, Andersson AM,
Petersen JH, Main KM, Juul A. Individual serum levels of anti-Mullerian

hormone in healthy girls persist through childhood and adolescence: a
longitudinal cohort study. Hum Reprod 2012;27:861–866.

Hovatta O. Pregnancies in women with Turner’s syndrome. Ann Med
1999;31:106–110.

Hreinsson JG, Otala M, Fridstrom M, Borgstrom B, Rasmussen C,
Lundqvist M, Tuuri T, Simberg N, Mikkola M, Dunkel L et al. Follicles
are found in the ovaries of adolescent girls with Turner’s syndrome.
J Clin Endocrinol Metab 2002;87:3618–3623.

Huang JY, Tulandi T, Holzer H, Lau NM, Macdonald S, Tan SL, Chian RC.
Cryopreservation of ovarian tissue and in vitro matured oocytes in a
female with mosaic Turner syndrome: Case Report. Hum Reprod
2008;23:336–339.

Kelsey TW, Wright P, Nelson SM, Anderson RA, Wallace WH. A
validated model of serum anti-mullerian hormone from conception to
menopause. PLoS One 2011;6:e22024.

Kevenaar ME, Meerasahib MF, Kramer P, van de Lang-Born BM, de
Jong FH, Groome NP, Themmen AP, Visser JA. Serum anti-mullerian
hormone levels reflect the size of the primordial follicle pool in mice.
Endocrinology 2006;147:3228–3234.

Lem AJ, Boonstra VH, Renes JS, Breukhoven PE, de Jong FH, Laven JS,
Hokken-Koelega AC. Anti-Mullerian hormone in short girls born small
for gestational age and the effect of growth hormone treatment. Hum
Reprod 2011;26:898–903.

Lie Fong S, Visser JA, Welt CK, de Rijke YB, Eijkemans MJC, Broekmans FJ,
Roes EM, Peters WHM, Hokken-Koelega ACS, Fauser BCJM et al.
Serum anti-Müllerian hormone levels in healthy females: a nomogram
ranging from infancy to adulthood. J Clin Endocrinol Metab 2012;
97:4650–4655.

Liu X, Andoh K, Yokota H, Kobayashi J, Abe Y, Yamada K, Mizunuma H,
Ibuki Y. Effects of growth hormone, activin, and follistatin on the
development of preantral follicle from immature female mice.
Endocrinology 1998;139:2342–2347.

Martin DD, Schweizer R, Schwarze CP, Elmlinger MW, Ranke MB,
Binder G. The early dehydroepiandrosterone sulfate rise of
adrenarche and the delay of pubarche indicate primary ovarian failure
in Turner syndrome. J Clin Endocrinol Metab 2004;89:1164–1168.

Martins FS, Celestino JJ, Saraiva MV, Chaves RN, Rossetto R, Silva CM,
Lima-Verde IB, Lopes CA, Campello CC, Figueiredo JR. Interaction
between growth differentiation factor 9, insulin-like growth factor I
and growth hormone on the in vitro development and survival of goat
preantral follicles. Braz J Med Biol Res 2010;43:728–736.

Massa G, Heinrichs C, Verlinde S, Thomas M, Bourguignon JP, Craen M,
Francois I, Du Caju M, Maes M, De Schepper J. Late or delayed
induced or spontaneous puberty in girls with Turner syndrome
treated with growth hormone does not affect final height. J Clin
Endocrinol Metab 2003;88:4168–4174.

Pigny P, Jonard S, Robert Y, Dewailly D. Serum anti-Mullerian hormone as
a surrogate for antral follicle count for definition of the polycystic ovary
syndrome. J Clin Endocrinol Metab 2006;91:941–945.

Ranke MB, Lindberg A, Ferrandez Longas A, Darendeliler F,
Albertsson-Wikland K, Dunger D, Cutfield WS, Tauber M, Wilton P,
Wollmann HA et al. Major determinants of height development in
Turner syndrome (TS) patients treated with GH: analysis of 987
patients from KIGS. Pediatr Res 2007;61:105–110.

Reindollar RH. Turner syndrome: contemporary thoughts and
reproductive issues. Semin Reprod Med 2011;29:342–352.

Reynaud K, Cortvrindt R, Verlinde F, De Schepper J, Bourgain C, Smitz J.
Number of ovarian follicles in human fetuses with the 45,X karyotype.
Fertil Steril 2004;81:1112–1119.

Rutherford AJ, Matthews SJ. Cryopreservation of ova. In Optimizing Health
Care for Turner Patients in the 21th Century. Saenger P, Pasquino AM
(eds). Amsterdam: Elsevier, 2000,239–246.

1906 Visser et al.

D
ow

nloaded from
 https://academ

ic.oup.com
/hum

rep/article/28/7/1899/610798 by guest on 17 April 2024



Saenger P, Wikland KA, Conway GS, Davenport M, Gravholt CH, Hintz R,
Hovatta O, Hultcrantz M, Landin-Wilhelmsen K, Lin A et al.
Recommendations for the diagnosis and management of Turner
syndrome. J Clin Endocrinol Metab 2001;86:3061–3069.

Santoro N. Mechanisms of premature ovarian failure. Ann Endocrinol (Paris)
2003;64:87–92.

Schweizer R, Ranke MB, Binder G, Herdach F, Zapadlo M, Grauer ML,
Schwarze CP, Wollmann HA. Experience with growth hormone
therapy in Turner syndrome in a single centre: low total height gain,
no further gains after puberty onset and unchanged body proportions.
Horm Res 2000;53:228–238.

Silva JR, Figueiredo JR, van den Hurk R. Involvement of growth hormone
(GH) and insulin-like growth factor (IGF) system in ovarian
folliculogenesis. Theriogenology 2009;71:1193–1208.

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

van Rooij IA, Broekmans FJ, te Velde ER, Fauser BC, Bancsi LF, de Jong FH,
Themmen AP. Serum anti-Mullerian hormone levels: a novel measure of
ovarian reserve. Hum Reprod 2002;17:3065–3071.

van Rooij IA, Tonkelaar I, Broekmans FJ, Looman CW, Scheffer GJ, de
Jong FH, Themmen AP, te Velde ER. Anti-Mullerian hormone is a
promising predictor for the occurrence of the menopausal transition.
Menopause 2004;11:601–606.

van Rooij IA, Broekmans FJ, Scheffer GJ, Looman CW, Habbema JD, de
Jong FH, Fauser BJ, Themmen AP, te Velde ER. Serum antiMullerian
hormone levels best reflect the reproductive decline with age in
normal women with proven fertility: a longitudinal study. Fertil Steril
2005;83:979–987.

Visser JA, de Jong FH, Laven JS, Themmen AP. Anti-Mullerian hormone: a
new marker for ovarian function. Reproduction 2006;131:1–9.

Visser JA, Schipper I, Laven JS, Themmen AP. Anti-Mullerian hormone: an
ovarian reserve marker in primary ovarian insufficiency. Nat Rev
Endocrinol 2012;8:331–341.

Weenen C, Laven JS, Von Bergh AR, Cranfield M, Groome NP, Visser JA,
Kramer P, Fauser BC, Themmen AP. Anti-Mullerian hormone
expression pattern in the human ovary: potential implications for
initial and cyclic follicle recruitment. Mol Hum Reprod 2004;10:77–83.

Weiss L. Additional evidence of gradual loss of germ cells in the pathogenesis
of streak ovaries in Turner’s syndrome. J Med Genet 1971;8:540–544.

AMH in Turner syndrome in childhood and adolescence 1907
D

ow
nloaded from

 https://academ
ic.oup.com

/hum
rep/article/28/7/1899/610798 by guest on 17 April 2024



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings false
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /Helvetica
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Oblique
    /Symbol
    /Times-Bold
    /Times-BoldItalic
    /Times-Italic
    /Times-Roman
    /ZapfDingbats
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /JPXEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG2000
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /JPXEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG2000
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages true
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 300
  /MonoImageDepth 4
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU ()
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


