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ABSTRACT

Thalassemia major is a severe progressive hemolytic anemia and a serious medical problem worldwide. En-
docrine dysfunctions are well described in patients with thalassemia major. Data for endocrine complications
from developing countries are scant. Endocrine complications in developing countries may be frequent due to
suboptimal iron chelation. The aim of this study was to evaluate the prevalence of delayed puberty and growth
failure in patients with beta-thalassemia major. We evaluated the growth and sexual development of 146 pati-
ents with thalassemia major aged 10-22 years. The following data were recorded in questionnaire, age, sex,
height, weight, serum ferritin levels and pubertal staging. Failure of puberty was present in 75.6% of boys and
68.4% of girls aged 12-22 years. Gonadotropin insufficiency was found in most of the patients with lack of pu-
berty. There was a significant difference between the height of patients with pubertal development (153 = 9.1
cm) and those with delayed puberty (140 + 9.1), (p< 0.001). Short stature was present in 65.7% of patients.
Sixty-nine percent of boys and 62.9% of girls were found to be less than 2 SD below the mean for normal he-
ight; after the age of 12, the percentage was 78.9% in girls and 83.8% in boys after the age of 14. We conc-
lude that failure of puberty and impaired growth are very common in our thalassemic patients which necessita-
tes newer protocols of treatment, correct blood transfusion and chelation therapy.
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OZET
Beta-talassemi majorde puberte ve gelismede gecikme

Talassemi major, diinya capinda sorun olan, 6nemli progresif bir hemolitik anemidir. Talassemi majorde en-
dokrin bozukluklar iyi tanimlanmistir. Ancak gelismekte olan iilkelerde data yetersizdir. Bu lkelerde suboptimal
demir selasyonu nedeni ile endokrin komplikasyonlar daha sik olabilir. Bu calismanin amaci beta-talassemi ma-
jorli hastalarda gecikmis puberte ve biiylimenin gecikmesini arastirmaktir. On-yirmiiki yas arasinda talassemi
majorlii 146 hastada biiyiime ve cinsel gelisme arastirildi. Kullanilan formda yas, cinsiyet, boy, kilo, serum fer-
ritin dlizeyleri ve pubertal evre sorgulandi. Oniki-yirmiiki yas arasi erkek cocuklarin %75.6'sinda, kizlarin ise
%68.4'linde puberte gecikmesi saptandi. Puberte gecikmesi olanlarda gonadotropin yetmezIigi 6n planda idi.
Pubertal gecikme olanlarin boylari ile (153 + 9.1), gecikmis pubertesi olanlarin boylari (140 + 9.1) arasinda
anlamli fark bulundu (p< 0.001). Hastalarin %65.7'sinde kisa boy vardi. Oniki yas Ustiinde olan erkek cocukla-
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rin %69'u ve kizlarin %62.9'u normal boyun 2 SD altinda, 14 yas istiinde ise bu oranlar %83.8 ve %78.9 idi.
Sonuc olarak bizim talassemi olgularimizda puberte gecikmesi ve boy kisaligi cok sik olup, sorunun ¢cozimii
icin yeni tedavi protokolleri, dogru kan transflizyonu ve selasyon tedavisi gereklidir.

Anahtar Kelimeler: Beta-thalassemia major, biiylime, puberte.

INTRODUCTION

Endocrine dysfunctions are well descri-
bed in patients with thalassemia major!!l-3l.
Investigations have documented evidence of
hypothalamic-pituitary dysfunction, hypothy-
roidism, hypoparathyroidism, adrenal insuf-
ficiency and pancreatic dysfunction(4-9l.
Transfusion related iron overload is the pri-
mary therapeutic complication in thalasse-
mia majorll-6l. The use of iron chelating
drugs has been shown to delay the develop-
ment of iron induced damage of cardiac and
liver tissue, resulting in improved survi-
valll.10l, The ability of desferrioxamine to pre-
vent endocrine damage is less clear(!l.

Endocrine problems could result from a
variety of factors. Most studies suggest that
chronic iron over loading secondary to
hypertransfusion therapy is the major cause
of the observed abnormalities(2:11l. Data re-
garding the prevalence of endocrine dysfunc-
tion in patients with thalassemia major in
Iran are lacking. The aim of this study was to
evaluate the prevalence of delayed puberty
and growth failure in patients with beta-tha-
lassemia major.

MATERIALS and METHODS

One hundred and forty-six patients aged
10-22 years (84 males, 62 females) with be-
ta-thalassemia major were studied at the Pe-
diatric Department of Shiraz University of
Medical Sciences. All patients had received
blood transfusion from the age of one month
to 11 years (mean 23.11 = 26.94 months) to
maintain pretransfusion hemoglobin con-
centration > 9.5 gm/dL. Subcutaneous des-
ferrioxamine was started in patients over 3
years of age with serum ferritin concentrati-
ons greater than 1000 ug/L. At the time of
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this study patients were using desferrioxami-
ne by pump (40-50 mg/kg/day, 5 nights/we-
ek). Age, sex, weight and height was recorded
in the patient’s chart. Height was measured
by a single observer using a stadiometer. Pu-
bertal staging was performed by the same
observer and was assessed according to the
criteria of Tanner!12l,

Lack of pubertal development was indica-
ted by absence of testes enlargment greater
than 2.5 cm in the longest diameter in boys
and breast development in girls. Serum ferri-
tin concentrations, liver function tests, hepa-
titis B surface antigen (HBsAg) and antibody
against hepatitis C virus (HCV), serum calci-
um, phosphorus and blood sugar were me-
asured. Serum follicule stimulating hormone
(FSH), luteinising hormone (LH) were measu-
red in girls over 12 and boys over 14 years of
age who had not reached puberty. Testoste-
rone was measured in boys over 14 years of
age who had not reached puberty. Blood
samples were taken from patients on a mor-
ning at least 2 weeks after the previous
transfusion. Plasma hormone concentrations
were determined by radioimmunoassay tech-
nique. Statistical analyses were carried out
using student’s t-test, chi-square test and
Pearson correlation co-efficient.

RESULTS

A total of 150 thalassemia major patients
were studied, out of which 4 patients were
excluded because of death. Characteristics
of patients are shown in Table 1. The age of
patients ranged from 10-22 years (mean
14.4 = 2.79 years). Eighty-four patients
(57.5%) were male and 62 patients (42.5%)
were female. The mean age at the start of
desferrioxamine was 7.14 * 4 years. The me-
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Table 1. Characteristics of patients with (3-thalassemia major

Characteristic

Value

M
F

Age of patients, years (mean + SD)

Mean age of start desferrioxamine, years (mean + SD)

Mean age of start blood transfusion, months (mean + SD)

Serum ferritin, ug/L (mean + SD)

Whole group

Delayed puberty

Normal puberty

Short stature
Failure of puberty
Ht SDS, cm (mean + SD)

Whole group

M

F

Patients with puberty
Patients without puberty
M patient with puberty

M patient without puberty
F patient with puberty

F patient without puberty

84 (57.5%)

62 (42.5%)

10-22 (144 £ 2.79)
7.14 + 4

23.11 £26.94

3365 + 2172

3868 + 2350

2947 + 2061

65.7% (62.9% F, 69% M)
75.6% M, 68.4% F

-3.17 £ 1.61
-2.81 +=1.31
-3.04 +1.24
-2.05+0.95
-4.32+1.42
-2.14 +£0.98
-4.57 +1.32
-2+097
-4.05+1.5

(p< 0)

(p< 0.001)

(p< 0)

Ht SDS: Height Standard Deviation Scores, M: Males, F: Females.

an serum ferritin level was 3365 = 2172 ug/L
(range 270-9980 ug/L). The mean age at the
start of blood transfusion was 23.11 + 26.94
months (range 1-132 months). Hepatitis B
surface antigen was positive in 4% of patients
and antibody against HCV was positive in
21.5% of patients. The mean weight stan-
dard deviation scores (SDS) was -2.1 + 0.84
kg. In 43.8% of the patients, weight was be-
low the third percentile for age. The mean he-
ight SDS was -3.17 = 1.61. The mean height
SDS was -2.81 = 1.31 cm in boys and -3.04
+ 1.24 cm in girls. Short stature was present
in 65.7% of patients (height below the 3rd
percentile for age), 62.9% of girls and 69% of
boys.
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The mean height SDS in boys under 14
years was -2.43 = 1.22 cm while in girls be-
low 12 years it was -2.94 * 1.56 cm. In girls
above 12 years of age and in boys above 14
years, 78.9% and 83.3% were less than 2 SD
below mean for normal height respectively.
Failure of puberty was present in 75.6% of
the boys over the age of 14 years and in
68.4% of girls over the age of 12 years.
Thirty-eight girls were over 12 years and 37
boys were over 14 years. Testosterone, was
below normal levels in 98% of the boys over
14 years. Spontaneous FSH and LH secreti-
on were prepubertal in 81% and 86% of ado-
lescent patients respectively.
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Luteinising hormone level was 1.68 + 1.35
mlIU/mL and FSH was 3.73 + 2.74 mIU/mL.
The mean age at the start of desferrioxamine
for boys with delayed puberty was 6.93 + 4.1
years while it was 5.9 = 3 years in boys with
puberty; in girls it was 8.9 + 4 and 7.23 = 4
years respectively. The mean height SDS in
boys without puberty and in those with pu-
berty was -4.57 + 1.32 cm and -2.14 + 0.98
cm respectively (p< 0.001). The mean height
SDS in girls with delayed puberty and in tho-
se with puberty was -4.05 =+ 1.5 cm and -2 =
0.97 cm respectively (p< 0.001). The mean
serum ferritin level in patients with delayed
puberty was 3868 + 2350 ug/L while this le-
vel was 2947 + 2061 ug/L in cases with pu-
berty. This difference was not statistically sig-
nificant (p= 0.12). In 15% of patients with de-
layed puberty, serum ferritin level was below
2500 ug/L and 47.6% of patients with normal
puberty had a serum ferritin level above 2500
ug/L. The mean height SDS in patients with
delayed puberty was -4.32 + 1.42 cm as com-
pared to -2.05 + 0.95 cm in patients with pu-
berty (p< 0.001).

DISCUSSION

Delayed puberty was present in 75.6% of
boys all of whom were above the age of 14 ye-
ars and in 68.4% of girls all of whom were
above the age of 12 years. Soliman et al re-
ported lack of puberty in 73% of boys and
42% of girls, between the ages of 13 and 21
years, with thalassemia majorl!3l. In a study
by Gulati et al, 10 out of 11 adolescent or yo-
ung adult thalassemic patients had hypogo-
nadism!8l. Pignatti and colleagues reported
the prevalence of lack of puberty in 38% of
females and 67% of males aged 12-18 ye-
arsl!4l. Our data indicates that failure of pu-
berty is very common in our thalassemic pa-
tients, mainly in subjects who have serum
ferritin levels above 2500 ug/L. Low gonadot-
ropin secretion in most of our patients with
failure of puberty indicates secondary hypo-
gonadism. Hypogonadism are extremety fre-
quent in patients with thalassemiall5]. Iron
overload has for a long time been considered
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to be the major cause of endocrine abnorma-
lities of thalassemia major and this is sup-
ported by histological studies of different en-
docrine glands!!:7.16], The precise mecha-
nism whereby iron overload causes tissue
damage is not completely understood, tho-
ugh there is evidence of free radical formati-
on and lipid peroxidation resulting in mitoc-
hondrial lysosomal damage. Although the
prognosis for survival is good for patients
with serum ferritin concentrations below
2500 ug/L, 15% of our thalassemic patients
had delayed puberty with serum ferritin le-
vels below 2500 ug/L while 47.6% of our pa-
tients with normal puberty had serum ferri-
tin levels above 2500 ug/LI17]. It is possible
therefore, that there may be other factors
responsible for organ damage. These factors
include: chronic anemia, increased collagen
deposition secondary to increased activity of
the iron dependent protocollagen proline
hydroxylase enzyme, with subsequent dis-
turbed microcirculation in the pancreas and
parathyroids, chronic liver disease secon-
dary to iron overload and viral infections fol-
lowing repeated blood transfusions!7.18.19],

In this study 62.9% of girls and 69% of
boys were less than 2 SD below the mean for
normal height. In a study by Pekrun, et al,
40.6% of thalassemic patients were short in
stature (height below the 3rd percentile)[201,
Soliman, et al reported prevalence of short
stature (less than 2 SD) in 49% of thalasse-
mic patients!13l. Growth retardation has be-
en reported as a common complication in
transfusion dependent thalassemiall4.21],
Although delay in onset of puberty is a com-
mon cause of growth retardation in adoles-
cent thalassemic patients, growth retardati-
on could also be due to iron overload, toxic
effects of desferrioxamine, other endocrino-
pathies, zinc deficiency, malnutrition, ma-
labsorption and insulin like growth factor 1
deficiency!3:14.15.22] Abnormal body propor-
tions with truncal shortening are commonly
seen and could be due to the disease itself,
iron toxicity and toxic effect of desferrioxami-
nel3l, Our patients suffered from poor control
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and irregular follow-up. These data confirm
the high prevalence of growth retardation and
pubertal delay in thalassemic patients. It is
suggested that newer protocols of treatment,
optimization of transfusion and chelation the-
rapy be implemented so that such complicati-
ons can be partly or totally prevented.
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