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Abstract

Background: This study aimed to assess cutoff of ferritin for evaluation of osteoporosis in patients with
Thalassemia Major (TM).

Materials and Methods: This analytic cross-sectional study was conducted in17 Shahrivar children's hospital,
Rasht, Iran, from November 2017 to November 2018. The inclusion criteria were indicated as the presence of TM
in patients aged 12-19 years old with records of their regular visits. The exclusion criteria were noted as the
presence of any chronic bone diseases such as osteomalacia or osteogenesis imperfecta, delayed puberty,
hypothyroidism, parathyroid dysfunction, renal failure, liver failure, and growth hormone deficiency. Ferritin
level was assessed, and bone densitometry was performed for all patients with TM.

Results: In this study, 53 females (54.6%) and 44 males (43.4%) were enrolled. Results showed that 36 (37.1%),
49 (50.5%), and 12 (12.4%) patients had a normal bone density, osteopenia, and osteoporosis, respectively.
Comparing these three groups showed that despite higher mean serum level of ferritin in TM patients with
osteoporosis than patients with osteopenia and normal bone density, no significant statistical difference was noted
in these three groups (P >0.05). Besides, the mean ferritin level in patients with abnormal bone densitometry
(osteopenia and osteoporosis) was higher than in patients with normal ones. A significant difference was noted
between abnormal and normal densitometries (p=0.03). The Area under the Curve for ferritin was 0.708, and the
cutoff point was indicated for ferritin was 2006 ng/ml.

Conclusion: Regarding the results, there was a high frequency of osteoporosis and osteopenia in teenagers with
TM. As bone density abnormality formation is time-consuming, and prevention is the primary strategy for
management, it is highly recommended to assess bone mineral density regularly starting from early childhood.
Keywords: Ferritin, Osteoporosis, Thalassemia Major

Introduction

Thalassemias are heterogeneous genetic
disorders due to decreased synthesis of
alpha or beta chains of hemoglobin (Hb)
(1). Beta thalassemia results from point
mutations in the beta-globin gene. Based on
the zygosity of the beta-gene mutation, it
has three categories: beta-thalassemia
minor, Beta thalassemia major (TM), and
beta-thalassemia intermedia. TM is caused
by a homozygous mutation of the beta-
globin gene (2). Individuals with TM are
usually assessed between ages 6 and 24
months; they subsequently require regular
red blood cell (RBC) transfusions to

survive. Transfusion iron overload is one of
the most important complications of TM.
Complications of iron overload in children
include growth retardation and failure of
sexual maturation; in adults, liver fibrosis
and cirrhosis, involvement of the endocrine
glands, osteoporosis, and cardiac diseases
with  dilated cardiomyopathy  and
arrhythmias (3, 4). Although removal of
the excess iron in the body is impossible
due to lack of the physiological mechanism
in the human body, the prognosis has
dramatically improved over the past
decades with the advent of new methods to
measure organ iron before the appearance
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of clinical symptoms, new chelators, and
increased blood safety measures (3).
Deferoxamine (DFO) is the first approved
iron chelator shown to be effective in TM
patients. It is effective, but its infusions are
time-consuming, expensive, and painful in
children. Deferiprone (DFP) is the proper
choice for patients who showed an
inadequate response to Deferasirox (DFX)
and DFO. DFP is the second choice
treatment in TM patients when DFO is
unavailable. Combination therapy with
subcutaneous or intravenous DFX and oral
DFP is recommended in patients with
severe cardiac dysfunction. DFX is an oral
iron chelator used daily and considered the
first choice in many countries. (5).
Moreover, osteopenia and osteoporosis are
among the most common causes of
morbidity in adult patients with TM. They
are accounted for approximately 40-50% of
the increased risk of fractures in this
population (6). The pathogenesis of bone
abnormality in patients with TM is complex
and multifactorial. It may be altered by
nutritional status, lifestyle, and type of iron
chelators, increased osteoclast maturation,
decreased osteoblast activity, and genetic
factors (7-11). Researchers recently found
that osteoporosis in TM patients occurs due
to imbalanced receptor—activator of nuclear
factor-kappa B ligand (RANKL)/ RANK,
osteoprotegerin, and | as Noggin (12).
Reduction of bone mass in patients with
TM may also be related to diverse acquired
factors including, hepatitis, expansion of
bone marrow, growth hormone deficiency,
insulin growth factor-(IGF)-1 deficiency,
delayed sexual maturation, diabetes,
hypothyroidism, parathyroid gland
dysfunction, and direct iron toxicity on
osteoblasts.They seem to happen due to
iron overload (13-14). Meanwhile, iron
chelators can effectively reduce the iron
burden and improve the aforementioned
problems, but they may conversely induce
growth failure, bone abnormalities, and
cartilage alterations. Previous
investigations showed controversial results
regarding the effect of administering high-
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dose DFO (15-16). On the other hand, it
was demonstrated that anemia per se may
be related to low bone mass in non-
transfused E/B- thalassemia patients (17-
18). Since ferritin is an easily accessible
and relatively reliable laboratory, method
especially in developing countries, in this
study, investigators aimed to define the
cutoff level of ferritin, which may put them
at the risk of osteopenia or osteoporosis,s as
well as assessing the frequency of bone
density abnormality in teenage patients
with TM.

Materials and Methods

Patients and settings:

This analytic cross-sectional study was
conducted in17  Shahrivar children's
hospital, Rasht, Iran, from November 2017
to November 2018. The inclusion criteria
were indicated as the presence of TM in
patients aged 12-19 years old with records
of their regular visits. The exclusion criteria
were noted as the presence of any chronic
bone diseases such as osteomalacia or
osteogenesis imperfecta, delayed puberty,
hypothyroidism, parathyroid dysfunction,
renal failure, liver failure, and growth
hormone deficiency.

Data gathering:

For all patients, bone densitometry was
performed. Bone mineral density (BMD) of
the lumbar spine (L1-L4) and femur neck
was measured by using dual X-ray energy
absorptiometry technique (DXA; Hologic,
Inc., Bedford, MA, USA). The Z-scores of
BMD at the hip and lumbar spine were
categorized and recorded in three
subgroups: normal: Z score > -1,
osteopenia: Z score between -1 and -2.5,
and osteoporosis: Z score < -2.5 (19).
Demographic characteristics include age,
sex, height, weight, body mass index(BMI),
along with other variables such as type of
iron chelators (DFO, DFX, and DFP),
duration of chelation therapy, laboratory
results (hemoglobin (Hb), creatinine (cr),
phosphorus (p), calcium (Ca) and vitamin
D), and status of puberty based on tanner
staging were recorded. Mean ferritin levels
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during the previous six months were
recorded. Moreover, investigators did not
assess ferritin levels during acute diseases
routinely.

Statistical Analysis:

Data were reported by descriptive statistics
(mean, number, standard deviation, and
percent). Kolmogorov- Smirnov test
assessed the normality of quantitative data.
Normally and non_normal distributed
quantitative variables were assessed using
the one-sample T-test and the Mann-
Whitney U test. Pearson and Spearman
correlation  coefficients,  respectively,
assessed the correlation of normal and non-
normal distributed quantitative variables.
The receiver operating curve (ROC) was
designated to indicate the cutoff of ferritin
in SPSS wversion 19. P-value < 0.05
indicated statistical significance.

Ethical considerations:

This study was approved by the ethics
committee of the vice-chancellor of
research at Guilan University of Medical
Sciences, Rasht, Iran (Code=
IR.GUMS.REC.1397.459, Date= 2019-02-
23). Informed consent was obtained from
all participants or guardians.

Results

In this study, ninety-seven patients were
enrolled with a mean age of 17.28 + 2.2
years. Most of them (53 patients) were
female (54.6%). The mean weight (kg),
height (cm), and BMI (Kg/m2) were
51.7+8.82, 154.7 +8.31, and 21.23+1.57,
respectively. Results showed that the mean
level of serum calcium (mg/dL), vitamin D
(ng/mL), and phosphorus (mg/dL) were 8.5
+ 057, 21.35 + 8.7, and 4.4 + 0.44,
respectively. Also, the mean serum ferritin
during the previous six months was 1613/8
+ 1362 ng/mL. Results showed that 36
(37.1%), 49 (50.5%), and 12 (12.4%)
patients had a normal bone density,
osteopenia, and osteoporosis, respectively.
Comparing these three groups showed that
despite higher mean serum level of ferritin
in TM patients with osteoporosis than
patients with osteopenia and normal bone
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density, no significant statistical difference
was noted in these three groups (P >0.05).
Besides, the mean ferritin level in patients
with  abnormal bone  densitometry
(osteopenia and osteoporosis) was higher
than in patients with normal ones. A
significant difference was noted between
abnormal and normal densitometries
(p=0.03). Furthermore, there was no
significant difference between groups in
terms of other laboratory parameters
(p>0.05) (Table 1). Results showed no
significant difference in types of iron
chelators, duration of chelation therapy, and
status of puberty between patients with
abnormal and normal bone densitometry
(p>0.05). Assessing age of puberty (years)
and duration of chelation therapy (years)
showed that the mean age of puberty in
patients with normal and abnormal
densitometry was 12.75+1.34  and
12.86+1.47, respectively (p=0.569). Also,
the duration of iron chelation in the normal
densitometry group was 14.19+1.2 and in
the abnormal densitometry group was
14.26£1.92 years (p=0.51). In this study,
among 54 patients using DFO, 18 patients
(33%) had normal, and 36 patients (67%)
had abnormal densitometry. Furthermore,
among 35 patients who received DFX, 16
(45%) abnormal and 19 (55%) normal
densitometry results were reported. DFP
was administered for the 8 remained
patients and showed 5 (62.5%) abnormal
and 3 (37.5%) normal densitometry results.
Comparing groups showed no significant
relationship between the type of iron
chelators and the densitometry status
(p=0.98). Table 2 shows a significant linear
correlation between the mean ferritin level
and score status (p=0.03).The ROC curve
was designated to define the diagnostic
profile of serum ferritin in identifying
abnormal bone densitometry among
patients with thalassemia.

The Area under the Curve (AUC) for
ferritin was 0.708, and the cutoff point was
indicated for ferritin was 2006 ng/ml
(sensitivity= 58.3%, specificity=82.4 %)
(Figurel)
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Figure 1. Receiver operating characteristic (ROC) curve of different ferritin cutoffs

Table 1: Comparing laboratory results based on densitometry status

Laboratory results Densitometry status mean+SD P-value*

Ferritin (ng/ml) abnormal 1697.9+ 1519  0.03
normal 1348.8+ 910

Hb (g/dl) abnormal sesx09 0.86
normal 8.63+ 0.67

Cr (mg/dl) abnormal 067+0.14 0.441
normal 0.65+0.09

Ca (mg/dl) abnormal 855:059 0.307
normal 8.4240.52

P (mg/dl) abnormal a0sx057 0.828
normal 4.07+0.49

Vitamin D (ng/ml)  abnormal 2a31x771 0.751
normal 21.42+8.76

*Independent t-test
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Table 1I: Comparing ferritin level in patients based on Z-score

index Status number meanzx SD p-value
ng/mi
Z score index  Osteoporosis (<- 12 2423.7£1924 0.03
2.5)
Osteopenia (-1 - 49 1644.1+1472
-2.5)
Normal (>-1) 36 1348.8+910

Discussion

In this study, results showed two following
important points. First, a high prevalence of
BMD abnormality was noted in teenagers
with TM, and second, a higher ferritin level
was associated with this abnormality. It was
mentioned that the yield of developing
abnormal bone density raised significantly
by reaching the ferritin cut-off point (2006
ng/ml). The estimated frequency of
osteoporosis and osteopenia in the present
study was 62.8 %. It was a little lower than
the study by Shamshirsaz et al. (20) and
higher than Skordis et al.(6) and Leung et
al. (19) but was well placed in the range
reported by Tzoulis et al. (22). Regardless
of the study design and implicated factors,
the present study, in agreement with
previous studies, showed a high frequency
of BMD abnormality in TM, even in young
patients. Since prevention is the main
strategy of the treatment program for
osteoporosis, early diagnosis in patients
with TM, which should be started since
early childhood, is strongly endorsed (23).
Osteoporosis is a major cause of morbidity
in TM patients with a complex
pathophysiology. It may be altered by
nutritional status, lifestyle, and type of iron
chelators, increased osteoclast maturation,
decreased osteoblast activity, and genetic
factors (7-11). On the other hand, it is a
frequent problem in disorders characterized
by iron overloads, such as thalassemia and
hereditary hemochromatosis (24). The
relative contribution of these factors is
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uncertain (25). Although De Sanctis et al.
emphasized the effect of TM de novo on
bone health without the intervening factors
of transfusions, iron intoxication, and
chelation (26), the role of iron overload in
bone density abnormality in these patients
is the subject of increasing interest (25).
However, the exact role of iron in the
development of osteoporosis in this
disorder is not established yet. Excess iron,
an inevitable consequence of recurrent
blood transfusion, has many direct and
indirect harmful effects on bone
metabolism.  The disturbed balance
between bone formation and resorption is
reported, which may occur by iron overload
and results in bone weakening. A murine
model reported a significant correlation
between increased reactive oxygen species,
serum tumor necrosis factor-a, interleukin-
6, and the severity of iron overload in mice.
The severity of iron overload in this model
has a dose-dependent effect on bone
composition  trabecular and cortical
thinning of bone which may be related to
increased bone resorption. These findings
lead to bone microarchitecture changes
leading to bone loss (24). Evidence
suggested that both increased bone
resorption and decreased bone formation
are involved in pathological bone loss in
iron overload conditions (27). Furthermore,
Iron induced hypoparathyroidism, GH- IGF
axis disturbance, and hypogonadism are
among the most studied implicating factors
in bone density abnormality in TM patients
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(6, 28, and 29). Despite the limitations of
determining ferritin level as an indicator of
total body iron burden (30), it is still used
worldwide, especially in developing
countries, to adjust iron chelation protocol
in patients with TM. Previous studies have
shown a significant correlation between
ferritin  level with  several severe
complications in patients with TM, such as
cardiac disease (31), diabetes (32),
hypothyroidism (33), Hypoparathyroidism
(34), and osteoporosis (35). In this study,
investigators found that a ferritin level
above 2006 ng/ml put the patients at the risk
of a decrease in bone density. In a previous
study, investigators found 1953 ng/ml as
the ferritin cut-off for hypothyroidism
development in patients with TM (36).
Together, these findings showed that a
ferritin cut-off level of about 2000 ng/mi
may be a helpful indicator of improper iron
chelation. They indicated the need for more
intensified protocols to decrease the risk of
some severe complications of TM,
including osteoporosis. Regarding the
limited sample size and the retrospective
type of the present study, the findings such
as the relation between BMD based on age
and sex needs to be confirmed by further
multi-center prospective studies with a
larger sample size.

Conclusion

Most patients had abnormal BMD and a
higher ferritin level in this study. The yield
of developing abnormal bone density raised
significantly by reaching the ferritin cut-off
point (2006 ng/ml). Regarding the results,
there was a high frequency of osteoporosis
and osteopenia in teenagers. As bone
density abnormality formation is time-
consuming, and prevention is the primary
strategy for management, it is highly
recommended to assess BMD regularly
starting from early childhood.

Acknowledgment
This investigation was based on the thesis
submitted by the Sixth author (Dr. Azadeh

Iran J Ped Hematol Oncol. 2022, Vol 12, No 2, 114-121

Sadeghivash) to the Guilan University of
Medical Sciences.

Conflict of interest
The authors declared no conflict of interest.

References

1. Oztuzcu S, Bay A, Nacarkahya G,
Ulasli M, Aktekin E, Akbayram S, et al.
Investigation of Distribution of Beta -
Thalassemia Hereditary Mutations in
Gaziantep and the Surrounding Areas. J
Clin Exp Invest 2016; 7(4):265-268.

2. Cao A, Galanello R. Beta-
thalassemia. Genet Med 2010; 12(2):61-76.
3. Origa R. B-Thalassemia. Genet Med
2017; 19(6):609-619.

4. Taher AT, Saliba AN. Iron overload
in thalassemia: different organs at different
rates. Hematology Am Soc Hematol Educ
Program. 2017; 2017(1):265-271.

5. Mobarra N, Shanaki M, Ehteram H,
Nasiri H, Sahmani M, Saeidi M, et al. A
Review on Iron Chelators in Treatment of
Iron Overload Syndromes. Int J Hematol
Oncol Stem Cell Res 2016; 10(4):239-247.
6. Skordis N, Toumba M. Bone
disease in thalassemia major: recent
advances in pathogenesis and clinical
aspects. Pediatr Endocrinol Rev 2011;
2:300-306.

7. Voskaridou E, Terpos E. New
insights into the pathophysiology and
management of osteoporosis in patients
with beta thalassemia. Br J Haematol 2004;
127(2):127-139.

8. Haidar R, Musallam KM, Taher
AT. Bone disease and  skeletal
complications in patients with 3
thalassemia major. Bone 2011; 48(3):425-
432.

9. Oikonomidou PR, Rivella S. What
can we learn  from ineffective
erythropoiesis in thalassemia? Blood rev
2018; 32(2):130-143.

10. Perrotta S, Cappellini MD, Bertoldo
F, Servedio V, lolascon G, D'agruma L, et
al. Osteoporosis in B-thalassaemia major
patients: analysis of the genetic
background. Br J Haematol 2000;
111(2):461-466.

119


http://dx.doi.org/10.18502/ijpho.v12i2.9076
https://ijpho.ssu.ac.ir/article-1-638-en.html

[ Downloaded from ijpho.ssu.ac.ir on 2026-02-03 ]

[ DOI: 10.18502/ijpho.v12i2.9076 |

The cutoff of ferritin for evaluation of osteoporosis in patients with Thalassemia Major: A cross-sectional
analytic study

11.  Gaudio A, Morabito N, Catalano A,
Rapisarda R, Xourafa A, Lasco A.
Pathogenesis of Thalassemia Major-
associated Osteoporosis: A Review with
Insights from Clinical Experience. J Clin
Res Pediatr Endocrinol 2019; 11(2):110-
117.

12.  Voskaridou E, Ntanasis-
Stathopoulos I, Christoulas D, Sonnleitner
L, Papaefstathiou A, Dimopoulou M, et al.
Denosumab effects on serum levels of the
bone morphogenetic proteins antagonist
noggin in patients with transfusion-
dependent thalassemia and osteoporosis.
Hematology 2019; 24(1):318-324.

13.  Skordis N, Efstathiou E, Kyriakou
A, Toumba M. Hormonal dysregulation
and bones in thalassaemia--an overview.
PER 2008; 6:107-115.

14. Acar K, Kayrak M, Gul EE,
Abdulhalikov T, Ozbek O, Ugar R. Cardiac
Iron Load and Novel P-Wave
Measurements in Patients with Thalassemia
Major: The role of P index and Interatrial
Block. Eur J Gen Med 2012; 9(1):45-51.
15.  Cappellini  MD, Bejaoui M,
Agaoglu L, Canatan D, Capra M, Cohen A,
et al. Iron chelation with deferasirox in
adult and pediatric  patients  with
thalassemia major: efficacy and safety
during 5 years' follow-up. Blood 2011;
118(4):884-893.

16. Olivieri NF, Koren G, Harris J,
Khattak S, Freedman MH, Templeton DM,
et al. Growth failure and bony changes
induced by deferoxamine. JPHO 1992;
14(1):48-56.

17. Nakavachara P, Petchkul J,
Jeerawongpanich K, Kiattisakthavee P,
Manpayak T, Netsakulnee P, et al.
Prevalence of low bone mass among
adolescents with nontransfusion-dependent
hemoglobin  E/B-thalassemia and its
relationship with anemia severity. Pediatr
Blood Cancer 2018; 65(1): e26744-e2647.
18.  Vichinsky E, Cohen A, Thompson
AA, Giardina PJ, Lal A, Paley C, et al.
Epidemiologic and clinical characteristics
of nontransfusion-dependent thalassemia in

120

the United States. Pediatr Blood Cancer
2018; 65(7):e27067-e27070.

19. Abbasi S, Asl JF, Zadeh LM,
Mirdoraghi M. Measurement bone mineral
density (BMD) of patients with beta
thalassemia. Data Brief 2018; 19:1021-
1024.

20.  Shamshirsaz A, Bekheirnia M,
Kamgar M, Pakbaz Z, Tabatabaie S,
Bouzari N, et al. Bone mineral density in
iranian adolescents and young adults with
B-thalassemia  major. JPHO  2007;
24(7):469-479.

21. Leung TF, Hung EC, Lam CW, Li
CK, Chu Y, Chik KW. Bone mineral
density in children with thalassaemia
major: determining factors and effects of
bone marrow transplantation. Bone
Marrow Transplant 2005; 36(4):331-336.
22.  Tzoulis P, Ang A, Shah F, Berovic
M, Prescott E, Jones R, et al. Prevalence of
low bone mass and vitamin D deficiency in
B-thalassemia major. Hemoglobin 2014;
38(3):173-178.

23. Hamidi Z, Mohajeri-Tehrani M,
Hamidieh A, Naghghash A, Behfar M.
How Thalassemia Affects
Endocrinological, BMD and Bone
Metabolism Parameters-A Cross Sectional
Study. Ann Clin Lab Res 2019; 7(1):1-6.
24. Tsay J, Yang Z, Ross FP,
Cunningham-Rundles S, Lin H, Coleman
R, et al. Bone loss caused by iron overload
in a murine model: importance of oxidative
stress. Blood 2010; 116(14):2582-2589.
25. Rossi F, Perrotta S, Bellini G,
Luongo L, Tortora C, Siniscalco D, et al.
Iron overload causes osteoporosis in
thalassemia major patients  through
interaction with transient receptor potential
vanilloid type 1 (TRPV1) channels.
Haematologica 2014; 99(12):1876-1884.
26. De Sanctis V, Soliman AT, Elsefdy
H, Soliman N, Bedair E, Fiscina B, et al.
Bone disease in [ thalassemia patients:
past, present and future perspectives.
Metabolism 2018;80:66-79

27.  Jeney V. Clinical impact and
cellular mechanisms of iron overload-

Iran J Ped Hematol Oncol. 2022, Vol 12, No 2, 114-121


http://dx.doi.org/10.18502/ijpho.v12i2.9076
https://ijpho.ssu.ac.ir/article-1-638-en.html

[ Downloaded from ijpho.ssu.ac.ir on 2026-02-03 ]

[ DOI: 10.18502/ijpho.v12i2.9076 |

Baghersalimilet al

associated bone loss. Front. Pharmacol
2017; 8:1-11.

28. De Sanctis V, Soliman AT, Elsedfy
H, Di Maio S, Canatan D, Soliman N, et al.
Gonadal dysfunction in adult male patients
with thalassemia major: an update for
clinicians caring for thalassemia. Expert
Rev. Hematol 2017; 10(12):1095-1106.
29. De Sanctis V, Soliman AT, Canatan
D, Elsedfy H, Karimi M, Daar S, et al. An
ICET-A survey on Hypoparathyroidism in
Patients with Thalassaemia Major and
Intermedia: A preliminary report. Acta Bio
Medica Atenei Parmensis 2017; 88(4):435-
444,

30.  Chirico V, Rigoli L, Lacquaniti A,
Salpietro V, Piraino B, Amorini M, et al.
Endocrinopathies, metabolic disorders, and
iron overload in major and intermedia
thalassemia: serum ferritin as diagnostic
and predictive marker associated with liver
and cardiac T2* MRI assessment. Eur J
Haematol 2015; 94(5):404-412.

31. Russo V, Rago A, Papa AA, Nigro
G. Electrocardiographic  presentation,
cardiac arrhythmias, and their management
in P-thalassemia major patients. Ann
Noninvasive Electrocardiol
2016;21(4):335-342.

32. Azami M, Sharifi A, Norozi S,
Mansouri A, Sayehmiri K. Prevalence of
diabetes, impaired fasting glucose and
impaired glucose tolerance in patients with
thalassemia major in Iran: A meta-analysis
study. CJIM 2017; 8(1):1-15.

33. Rehman H, Masood J, Sheikh S,
Mehboob Q. Frequency of Hypothyroidism
in Patients of Beta Thalassemia Major.
APMC 2019; 13(1): 4-6.

34.  Azami M, Parizad N, Sayehmiri K.
Prevalence of hypothyroidism,
hypoparathyroidism and thefrequency of
regular chelation therapy in patients with
thalassemia major in Iran: A systematic
review and meta-analysis study. 1JPHO
2016; 6(4):261-276.

35. Mahmoodi Nesheli H, Farahanian
E. Relation between bone mineral density
and serum ferritin levels in patients with

Iran J Ped Hematol Oncol. 2022, Vol 12, No 2, 114-121

thalassemia major. CJP 2016; 2(2):158-
163.

36. Baghersalimi A, Rad AH,
Koohmanaee S, Darbandi B, Mirzaece MM,
Aminzadeh V, Medghalchi A, Dalili S. The
Cutoff of Ferritin for Evaluation of
Hypothyroidism  in  Patients  with
Thalassemia. J Pediatr Hematol Oncol
2019; 41(7):515-518.

121


http://dx.doi.org/10.18502/ijpho.v12i2.9076
https://ijpho.ssu.ac.ir/article-1-638-en.html
http://www.tcpdf.org

