
The Effect of Ramadan Fasting on IGF-1 and IGFBP-3 in Pre-menarche Girls
Shohreh Bahre Ini1, Maryam Alinezhad-Namaghi2, Elena Philippou3, Rahim Vakili4, Behrouz Talaei5,
Abdolreza Norouzy2, Habibollah Esmaily6 and Mohsen Nematy2*

1Physiology Research Center, Kerman University of Medical Sciences, Kerman, Iran
2Department of Nutrition, Faculty of medicine, Mashhad University of Medical Sciences, Mashhad, Iran
3Department of Life and Health Sciences, School of Sciences and Engineering, University of Nicosia, Nicosia, Cyprus
4Department of Pediatrics, Faculty of Medicine, Mashhad University of Medical Sciences, Mashhad, Iran
5Nutrition Department, School of Health, Kerman University of Medical Sciences, Kerman, Iran
6Department of Biostatistics and Epidemiology, School of Health, Management and Social Determinants of Health Research Center, Mashhad
University of Medical Sciences, Mashhad, Iran

*Corresponding author: Mohsen Nematy, Department of Nutrition, Faculty of medicine, Mashhad University of Medical Sciences, Mashhad, Iran,
Tel: +98 (51) 38002361; E-mail: NematyM@mums.ac.ir

Rec date: June 26, 2018; Acc date: June 26, 2018; Pub date: July 4, 2018

Citation: BahreIni S, Alinezhad-Namaghi M, Philippou E, Vakili R, Talaei B, et al. (2018) The Effect of Ramadan Fasting on IGF-1 and IGFBP-3 in pre-
menarche girls. Ped Health Res Vol.3:No.2:6.

Abstract
Background: The metabolic and endocrine effects of fasting
have been studied in healthy adults but not in adolescent
children. The purpose of this study was to determine the
effects of Ramadan fasting on the serum of insulin-like
growth factor -1 (IGF-1) and IGF-binding protein-3 (IGFBP-3)
among pre-pubertal girls.

Methods: This study was performed during Ramadan of
2012. Fifty-eight girls aged 9-13 years old who either fasted
or did not fast as per their own choice participated.
Anthropometric and hormonal assessment was undertaken
before and after Ramadan. Body composition was
measured using bio-impedance analyzer method and tanner
stages were determined following examination by an
endocrine pediatrician. Serum IGF-1 and IGFBP-3 were
measured using Radio Immunoassay and ELISA kit,
respectively.

Results: Ramadan induced a significant decrease in BMI and
weight in the fasting group (P=0.005, P=0.044, respectively)
while a significant increase was observed in the non-fasting
group (P<0.001). After Ramadan, IGFBP-3 concentration
decreased in the fasting group but increased in the non-
fasting group; although the changes were not statistically
significant (P>0.05 for both). However, serum IGF-1
concentration increased significantly after Ramadan in the
non-fasting group (P=0.005). IGF-1 concentration increased
in the fasting group although this was not significantly
different from baseline the fasting group (P>0.05).

Conclusions: In the present study, no difference was
observed in IGF-1 and IGFBP-3 concentrations between
fasting and non-fasting groups in pre menarche girls;
however, a significant increase of IGF-1 was found in the

non-fasting group after Ramadan compared to before
Ramadan.
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Introduction
Many religions around the world recommend a period of

fasting per year. During the Ramadan, Muslims are expected to
fast due to Islamic beliefs; they refuse fluid and food from
sunrise to sunset each day for one month.

During Ramadan, the majority of Muslims eat two principal
meals; one before sunrise (Sahari) and another immediately
after sunset (Iftar). Islamic fasting is a special model of fasting
which may cause metabolic and hormonal changes in the body
[1], which may differ from other kinds of fasting.

One of the most important growth hormones that may be
affected by fasting is insulin-like growth factor -1 (IGF-1); whose
production in the liver is stimulated by growth hormone. IGF-1
concentration is also affected by thyroid function and nutritional
status [2]

IGF-1 has indirect effects on many of physiological functions
of growth hormone; therefore, IGF-1 plays an important role in
growth and metabolism during puberty [3]. IGF-I availability is
regulated by IGF binding proteins [4] and binds mostly to IGF-
binding protein-3 (IGFBP-3) [5].

Islamic fasting as a compulsory law for Muslim girls must be
started from the age of nine years old if they are in full health
[6]. To the best of our knowledge, the effect(s) of fasting on the
hormonal changes and especially on IGF-1 and IGFBP-3 have not
been previously studied in pre pubertal girls. Thus, the present
study was designed to compare the growth hormone in fasting
and non-fasting young girls before and after Ramadan.
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Material and Methods

Participants
This prospective study was performed during Ramadan of

2012 (July-August) in Mashhad, Iran. Sixty-five healthy girls aged
9-13 years, were selected from families affiliated with a Charity.
Of 65 participants, 34 fasted and 31 did not fast based on their
own choice.

The inclusion criteria were: 9-13 year old healthy girls living in
Mashhad, willingness to contribute to the project, absence of
menarche (menarche diagnosis was based on clinical history).
Girls in tanner stages 4 and 5 were excluded from the study.
Subjects were advised to keep their regular life style, including
diet and physical activity during the course of study. All
procedures involving human subjects were approved by the
ethical committee of the Research Deputy of the Mashhad
University of Medical Sciences, Mashhad, Iran (approval code of
IR.MUMS.fm.REC.1391.306). The study aims and methods were
explained to the participant’s parents and written informed
consent was obtained before participation of their child in the
study.

Measurements
Demographic variables including age, education, number of

fasting days, and past medical history were recorded through
interview with participants and their mothers. The participants’
tanner stages were determined by the endocrine pediatrician
based on clinical examination and were categorized from stage 1
to stage 3 [3]. Height was recorded by a standard clinical
stadiometer (Seca 720, Germany) with an accuracy of 0.1 cm
with the subject stretching to the maximum height, without
shoes and the head positioned in the Frankfort plane. Weight
was measured with light clothes and without shoes by a bio
impedance analyzer (BIA; BC-418 MA, Japan) and was recorded
to the nearest 100 g. Body mass index (BMI) was calculated as
weight in kilograms, divided by height in meters squared.

Biochemical assessments
After 12 h of fasting, a 5 CC blood sample was obtained for

measurement of IGF-1 and IGFBP-3, three days before Ramadan
and one day after Ramadan. Thirty minutes after sampling, the
blood samples were centrifuged (3-30K, Sigma, Germany) to
separate serum at 3000 rpm in 4°C for 10 minutes and stored at
- 80°C in the central laboratory of Mashhad University of
Medical Sciences until the second sampling procedure. Serum

IGF-1 and IGFBP-3 concentration were measured with Radio
Immunoassay (RIA) method using Biosource company kits
(KIP1588) and ELISA kits respectively (DE/CA40/00809/22,
mediagnost, Germany, respectively).

Statistical analysis
Kolmogorov-Smironov test was used to assess the distribution

of the variables. Categorical and continuous variables with
normal distribution were expressed as percentages and mean ±
SD, respectively. To compare continuous variables between
fasting and non-fasting groups and to compare variables before
and after Ramadan, independent t-test and paired t-test were
used, respectively. Categorical variables were compared using
Pearson's chi-square test between the two study groups. SPSS
(version 11.0; SPSS Inc., Chicago, IL, USA) was used for data
analyses and P values<0.05 were considered statistically
significant. Tanner stage was adjusted in generalized linear
models.

Results
During the study, three subjects were excluded from the

fasting group because of menarche incident and fasting less
than 20 days, and four subjects were excluded from the non-
fasting group because of menarche incident, and not providing
the follow-up measurements. Eventually, 58 participants
completed the study (31 in the fasting and 27 in the non-fasting
groups). The mean age and BMI of the participants was 11.1 ±
1.1 years and 16.8 ± 2.7 kg/m2, respectively. The baseline
characteristics of adolescents according to study groups are
shown in Table 1. No significant differences between the groups
were seen for age, weight, height, BMI, and tanner stages. The
mean IGF-1and IGFBP-3 in fasting and non-fasting groups before
and after Ramadan is shown in Table 2. There were no
significant changes in IGFBP-3 concentrations in the two groups
during the Ramadan period. There was also no statistically
significant difference between the two groups in IGFBP-3
concentrations before and after Ramadan and no differences in
the changes from baseline. Adjusting for tanner stages did not
change the IGFBP-3 concentrations (data not shown). There was
a significant increase in serum IGF-1 after Ramadan compared to
baseline values in the non-fasting group (227.5 ± 115.4 vs. 175.3
± 61.0, P value=0.005) only. The mean change of serum IGF-1
concentration did not significantly differ between the two
groups (P value=0.58). Again, as with IGFBP-3, adjusting for the
tanner stages did not result in changes in the IGF-1
concentrations between the two groups (data not shown).

Table 1: Baseline characteristics of participants according to fasting and non-fasting groups.

Variable Total Fasting group (n=31) Non-fasting group (n=27) P-value*

Age (years) 11.0 ± 1.2 11.1 ± 1.1 10.9 ± 1.3 0.58

Height (cm) 142.0 ± 7.8 143.2 ± 7.4 140.7 ± 8.1 0.23

Weight (kg) 34.2 ± 8.0 35.6 ± 8.0 32.6 ± 7.8 0.16

Body mass index (BMI) (kg/m2) 16.8 ± 2.7 17.2 ± 2.8 16.3 ± 2.5 0.19
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Tanner stages n (%)     

1 14 (24.2) 5 (16.1) 9 (33.3)

0.252 22 (37.9) 12 (38.7) 10 (37.0)

3 22 (37.9) 14 (45.2) 8 (29.7)

Data presented as mean ± standard deviation for continuous
variables or n (%) for categorically distributed variables

Taner 1: The first stage of breast development (before breast
growth)

Taner 2: The second stage of breast development

Taner 3: The third stage of breast development

*P-value according to independent sample t-test and Chi-
square

Table 2: IGFBP3 and IGF1 in fasting and non-fasting groups before and after Ramadan.

Variables
Before Ramadan After Ramadan

Mean difference P-value*
(mean ± SD) (mean ± SD)

IGFBP3 (mg/L)

Fasting group 8.78 ± 1.78 8.35 ± 2.15 -0.42 ± 2.20 0.28

Non-fasting group 7.93 ± 2.52 8.08 ± 2.08 0.14 ± 2.20 0.74

P-value** 0.14 0.63 0.32  

IGF1 (pg/dl)

Fasting group 206.4 ± 60.5 238.8 ± 122.6 36.7 ± 117.7 0.11

Non-fasting group 175.3 ± 61.0 227.5 ± 115.4 52.3 ± 87.5 0.005

P-value** 0.06 0.72 0.58  

IGFBP3: insulin like growth factor banding protein 3; IGF1:
insulin-like growth factor 1

* P-value according to paired t-test

** P-value according to independent sample t-test

Discussion
In the present study, no difference was observed in IGF-1 and

IGFBP-3 concentrations between fasting and non-fasting groups
in pre menarche girls; however, a significant increase of IGF-1
was found in the non-fasting group after Ramadan compared to
before Ramadan. This was an unexpected finding since the
period was short to expect any changes in maturation. However,
since Ramadan fasting is an integral part of the Islamic religion,
it is important to further study these hormonal changes at this
crucial period of childhood and adolescence.

Nearly all nations and religions have some kind of fasting,
although the length of fasting and type of food consumed differ
greatly between religions [7]. The fasting obligation limits the
daily calorie intake in one or two meals or limits the types of
foods consumed. From a physiological viewpoint, Islamic fasting
provides a unique fasting model. It is distinct from experimental
fasting by the fact that the observant of the fast does not drink
during fasting which may reach more than 12 hours. Therefore,
one may assume that physiological changes occurring during

Ramadan fasting would be different from those noted during an
experimental fast [8,9].

Animal and human studies have shown that short-term food
restriction (48-72 h) resulted in reduction in serum IGF-1
concentrations [10-12]. Unlike our finding on serum IGF-1, an in
vivo study performed by Amstalden and colleagues resulted in
reduced IGF-1 levels during acute food deprivation [12]. Another
study in Sweden also showed that serum IGF-1 decreased (246 ±
29 mcg/L (pre-fast) to 87 ± 10 mcg/L (after fasting)) in healthy
adults [13]. However, similar to our findings, Sanjari et al. in Iran
found that Ramadan fasting for at least 25 days, produced no
significant changes in serum IGF-1 [14].

In addition, Ramadan fasting induced no significant change on
IGF-1 and IGFBP-3 during sub maximal exercise in male athletes
[15]. Furthermore, in a study of spontaneous GH secretion to
distinguish GH-deficient and normal adults, no significant
changes in serum concentrations of IGF-1 and IGFBP-3 were
observed after 36-h fasting [16].

In the present study, fasting lasted for 15-15.5 h each day and
a total of 20-30 days. It is worth mentioning that the half-life of
free-form of IGF-1 is 6 minutes; however, the half-life of [IGF-1-
IGFBP-3] complex is longer at about 16 h [17], which covers
almost the fasting duration of the study. If sufficient protein was
consumed in the Iftar (breaking fasting at sunset), serum IGF-1
concentration would rapidly return to the concentration
observed before fasting [18]. It is worth noting that overall,
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findings of the studies conducted in humans and animals are
contradictory which may be related to disparities in people's
response due to differences in the number of days of fasting, the
participants’ age and gender, physical activity, and the diet
during Ramadan.

Conclusion
In the present study, no difference was observed regarding

IGF-1 and IGFBP-3 between fasting and non-fasting groups
among 9-13 years healthy girls before the age of menarche.
However, IGF-1 increased significantly in the non-fasting group
after Ramadan. This was an unexpected finding since the period
was short to expect any changes in maturation. However, since
Ramadan fasting is an integral part of the Islamic religion, it is
important to further study these hormonal changes at this
crucial period of childhood and adolescence.

What is already known on this topic?
IGF-1 has indirect effects on many of physiological functions

of growth hormone; therefore, IGF-1 plays an important role in
growth and metabolism during puberty.

IGF-I availability is regulated by IGF binding proteins and binds
mostly to IGF-binding protein-3 (IGFBP-3).

To the best of our knowledge, the effect(s) of fasting on the
hormonal changes and especially on IGF-1 and IGFBP-3 have not
been previously studied in pre pubertal girls.

What this study adds?
This study was designed to compare the growth hormone in

fasting and non-fasting young girls before and after Ramadan.

In the present study, no difference was observed regarding
IGF-1 and IGFBP-3 between fasting and non-fasting groups
among 9-13 years healthy girls before the age of menarche.
However, IGF-1 increased significantly in the non-fasting group
after Ramadan. This was an unexpected finding since the period
was short to expect any changes in maturation. However, since
Ramadan fasting is an integral part of the Islamic religion, it is
important to further study these hormonal changes at this
crucial period of childhood and adolescence.

Study limitations
The present study has both strengths and limitations. To our

knowledge, this is the first study evaluating the effect of fasting
on IGF-1 and IGFBP-3 concentration among pre-menarche girls.
In addition, the current study included a control group, whereas
previous studies did not. However, the current study was
performed on a particular population and only among girls; thus
it is suggested that future studies involve various population
groups of both girls and boys and from all pubertal stages.
Furthermore, future studies should involve a larger population
to confirm the current findings. In the current study, it was
recommended that the subjects keep their regular life style,
including diet and physical activity. Diet, however, was not
assessed and it is recommended that dietary questionnaires are

used in future studies to remove confounding dietary factors.
Additionally, it would have been better to assess long-term
effects of Ramadan fasting by re-assessing the concentrations of
IGF-1 and IGFBP-3 one month after the end of Ramadan and
even at regular time periods in the year in fasting and non-
fasting pre-menarche girls.

Grant
The present study was supported by grant no.910014 from

the Mashhad University of Medical Sciences.

Conflict of Interest
The authors declare no conflict of interest.

Acknowledgements
We would like to thank all participants who enthusiastically

helped us. The present study was supported by grant no.910014
from the Mashhad University of Medical Sciences. This work is
part of S.B’s Master Dissertation (Dissertation code: A444).

References
1. Azizi F (2002) Research in Islamic fasting and health. Annals of

Saudi medicine. 22: 186-191.

2. Rozario KS, Lloyd C, Ryan F (2000) Gh and Igf-1 Physiology in
Childhood. In: De Groot LJ, Chrousos G, Dungan K, Feingold KR,
Grossman A, et al., editors. Endotext. South Dartmouth MA:
MDText.com.

3. Fauci AS (2008) Harrison's principles of internal medicine:
McGraw-Hill Medical New York.

4. Giustina A, Mazziotti G, Canalis E ( 2008) Growth hormone,
insulin-like growth factors, and the skeleton. Endocr Rev 29:
535-559.

5. Ferry Jr RJ, Cerri RW, Cohen P ( 1999) Insulin-like growth factor
binding proteins: new proteins, new functions. Hormone Research
in Paediatrics 51: 53-67.

6. The Office of the Supreme Leader (2018) Fasting of newly baligh
girls.

7. Leiper J, Molla A (2003) Effects on health of fluid restriction during
fasting in Ramadan. European journal of clinical Nutrition 57: S30-
S8.

8. Nematy M, Alinezhad-Namaghi M, Rashed MM, Mozhdehifard M,
Sajjadi SS, et al. (2012) Effects of Ramadan fasting on
cardiovascular risk factors: a prospective observational study. Nutr
J 11.

9. Amiri F, Azimi Nezhad M, Alinezhad-Namaghi M, Jarahi L, Nematy
M, et al. (2016) Effects of Ramadan fasting on inflammatory
biomarkers and body composition in healthy subjects. Journal of
Fasting and Health 4: 136-139.

10. Bergendahl M, Evans W, Pastor C, Patel A, Iranmanesh A, et al.
(1999) Short-Term Fasting Suppresses Leptin and (Conversely)
Activates Disorderly Growth Hormone Secretion in Midluteal
Phase Women—A Clinical Research Center Study 1. The Journal of
Clinical Endocrinology & Metabolism 84: 883-894.

Pediatrics & Health Research

ISSN 2574-2817 Vol.3 No.2:6

2018

4 This article is available from: http://www.imedpub.com/pediatrics-and-health-research/

http://www.imedpub.com/pediatrics-and-health-research/


11. Frystyk J, Delhanty P, Skjaerbaek C, Baxter R (1999) Changes in the
circulating IGF system during short-term fasting and refeeding in
rats. American Journal of Physiology-Endocrinology And
Metabolism 277: E245-E52.

12. Amstalden M, Garcia M, Williams S, Stanko R, Nizielski S, et al.
(2000) Leptin Gene Expression, Circulating Leptin, and Luteinizing
Hormone Pulsatility Are Acutely Responsive to Short-Term Fasting
in Prepubertal Heifers: Relationships to Circulating Insulin and
Insulin-Like Growth Factor I1. Biology of Reproduction 63:
127-133.

13. Sävendahl L, Underwood LE (1999) Fasting increases serum total
cholesterol, LDL cholesterol and apolipoprotein B in healthy,
nonobese humans. The Journal of nutrition 129: 2005-2008.

14. Sanjari M, Larijani B, Bradar-Jalili R, Amini MR, Akrami SM (2005)
Effects of ramadan fasting on insulin-like growth factor-1 and low-
density lipoprotein in healthy adults. KAUMS Journal ( FEYZ ) 9:
30-3.

15. Bouhlel E, Zaouali M, Miled A, Tabka Z, Bigard X, et al. (2008)
Ramadan fasting and the GH/IGF-1 axis of trained men during
submaximal exercise. Annals of nutrition and metabolism 52:
261-266.

16. Aimaretti G, Colao A, Corneli G, Pivonello R, Maccario M, et al.
(1999) The study of spontaneous GH secretion after 36-h fasting
distinguishes between GH-deficient and normal adults. Clinical
endocrinology 51: 771-777.

17. Guler H-P, Zapf J, Schmid C, Froesch ER (1989) Insulin-like growth
factors I and II in healthy man. Acta Endocrinologica 121: 753-758.

18. Kastrup K, Christiansen JS, Andersen JK, Ørskov H (1983) Increased
growth rate following transfer to daily sc administration from
three weekly im injections of hGH in growth hormone deficient
children. Acta endocrinologica 104: 148-152.

 

Pediatrics & Health Research

ISSN 2574-2817 Vol.3 No.2:6

2018

© Under License of Creative Commons Attribution 3.0 License 5


	Contents
	The Effect of Ramadan Fasting on IGF-1 and IGFBP-3 in Pre-menarche Girls
	Abstract
	Keywords
	Introduction
	Material and Methods
	Participants
	Measurements
	Biochemical assessments
	Statistical analysis

	Results
	Discussion
	Conclusion
	What is already known on this topic?
	What this study adds?
	Study limitations

	Grant
	Conflict of Interest
	Acknowledgements
	References


