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ARTICLE INFO ABSTRACT

Maturation is the beginning of the process of changes in hormones in body, and most 
of these changes are sexual and related to the sex glands and organs. Therefore, with 
activation of the gonads, the level of secretion of various hormones in the body increases 
and as a result, involuntary stimulation increases during this period. Also, due to these 
hormonal changes, many physiological functions, including the immune system, are 
affected, that can provide the conditions for Multiple sclerosis which is called MS. The MS 
is an inflammatory disease that the myelin sheaths of nerve cells in the brain and spinal 
cord are damaged. these damages can impair the ability of parts of the nervous system 
that are responsible for communication and new symptoms occur either as a recurrent 
or intermittently. However, its main mechanism is damage to the immune system or 
disruption of myelin sheath-producing cells and usually diagnosed based on the signs, 
symptoms, and results of medical tests. For this reason, this review examines the role of 
maturation in the risk of MS and its age, as well as its effect on exacerbating the severity 
of the MS disease.
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Introduction
Based on the set of physical and physiological changes in the 

human body that according to which the secretion of various 
hormones occurs, the child’s body becomes an adult body.Most 
of these hormonal changes due to maturation create readiness, a 
sense of need, and the ability to have sex and reproduce [1]. The 
timing, processes, and signs of maturation vary from boy to girl. 
This process is sometimes accompanied by a mutation that called 
maturation mutation, and it is kind of rapid physical growth and 
usually occurs in early maturation, which eventually increases 
height, weight, and muscle growth[2].In some cases, these sex-
linked hormonal changes can be associated with the risk of multiple 
sclerosis (MS). In addition, other hormonal changes that a person 
may experience during their lifetime can have a significant impact 
on the onset and progression of MS. Because maturation is the time  
of extensive hormonal changes in the body, depending on the scope  

 
of these changes, its effects which have been less studied in recent 
years can be vary. the reason for this may be the low probability of 
Occurrence of MS during maturation and the processes associated 
with abundant hormonal changes during this period of life.Genetic 
diversity also play the key role [3].

Maturation Process and Its Symptoms 

Maturation is the period in which growing boys or girls are 
subjected to the process of it. In these changes, physical growth 
begins earlier than rational aspect and Suddenly many physical 
changes occur that may not be pleasant for people who are in 
maturing [4]. This period involves a series of stages that lead 
to fertility and the development of so-called secondary sexual 
characteristics in men and women and some biological and 
physical changes happen that can affect the social and emotional 
development of adolescents [5,6].Process of maturation that is 
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completed over several years and leads to the end of childhood. 
This physiological phenomenon occurs in boys later than in girls 
. usually this process occurs in boys between the ages of 11 and 
16 and in girls between the ages of 9 and 13[7]. The speed of 
maturation in boys is lower than in girls,thats why the period of 
maturation and the completion of its symptoms in boys lasts longer 
than in girls[8].

Maturation changes include the growth of sexual organs, the 
onset of secondary sexual characteristics, and the attainment of 
fertility, while the composition of the body has also changed[9,10]. 
The changes are controlled by the Gonad hypothalamus and 
pituitary axis and are regulated by complex stimulatory and 
inhibitory factors[11]. The gonadotropin-releasing hormone 
(GnRH) secretion begins at about 5 to 6 months of age in boys and 
3to 4 years in girls and continues throughout childhood. Maturation 
begins with a steady increase in GnRH pulse release and ends within 
3 to 4 years. GnRH also stimulates pituitary hormones (LH) and 
follicle-stimulating hormone (FSH), which acts on sexual desire and 
glands[11-13].The secretion of these hormones in boys stimulates 
the testicles to produce the male sex hormone testosterone[14]. 
These hormones cause changes in the size of the genitals and the 
growth of body hair, followed by sperm production and increased 
libido. Other signs of maturation in boys, often referred to as 
secondary sexual characteristics, include:

a.	  Testicular growth, secretion of sex hormones and 
increased sperm production

b.	  Penis growth

c.	 A change in the voice and its thickening or masculinity

d.	 Physical growth and physical changes.

e.	 semen coming out during sleep

f.	 Facial hair growth (beard and mustache)

g.	 Hair growth around the genitals

h.	 Hair growth in the armpits and other parts of the body

On the other hand, maturation is different in girls[15]. In 
general, girls reach maturation about 2 years earlier than boys. 
Race, climate, heredity, type of nutrition, cultural conditions, 
emotional and social relationships cause the change of maturation 
age in girls[16]. The first sign of maturation in girls is menstruation, 
which usually begins between the ages of nine and eighteen and the 
girls weigh about 50 kilograms (very thin girls are later regularized) 
[17]. On average, girls develop menstruation for the first time at 
the age of thirteen. after the pituitary gland matures begins to 
secrete hormones that stimulate the ovaries to produce female 
sex hormones, estrogen and progesterone[18]. These hormones 
cause physical changes such as breast and pelvic enlargement and 
the growth of pubic and axillary hairs, which in turn stimulate 
ovulation and menstruation[19].In terms of the body, as the bones 

and muscles of the body grow, especially the pelvis , and also due 
to the breasts growth , maturation mutations in girls can be seen 
quickly and in a short time[20]. Height gain usually lasts until the 
age of eighteen. Increased secretion of estrogen and progesterone 
is one of the causes of these changes.

Other signs of maturation in girls’ secondary sexual 
characteristics:

a.	 Menstruation

b.	 Voice feminization

c.	 Breast growth

d.	 Increase and distribution of fat in the body

e.	 Hair growth around the genitals

f.	 Underarm hair growth

Factors Influencing the Onset of the Maturation Process

Several factors can play a major role in maturation, but the 
most important determinant of maturation is genetic factors [21]. 
For example, in a family whose first and second class members, 
such as the mother, sister, have begun to mature at the age of 
eleven to thirteen, the daughter of the family is likely to become an 
adult at the same age[22,23].Other factors include environmental 
factors, habitat, racial and ethnic differences, nutrition and health, 
social ties, close family relationships like large families or living 
in small houses and specific cultural issues[24]. Studies have also 
shown that the variability of maturation is sometimes genetically 
determined to be up to 75%, and includes the thyroid hormone 
receptor mediator in individuals, which is triggered by changes in 
gene extragenetic control during maturation[25].Extra genetics is 
the leading mechanism of the environmentthat communicates with 
genes. environmental factors and lifestyles also can affect the extra 
genetic regulation of genes and determine which gene is activated. 
Therefore, the known extra genetic changes in maturation can be 
our guide in understanding how the environment affects the onset 
of maturation. On the other hand, hormones such as ghrelin, leptin, 
and insulin send messages to the reproductive structure and affect 
the age of maturation[26].

Challenges of Maturation Study and Multiple Sclerosis

Specialists in the field of pediatric diseases usually use the 
sexual maturity rating scale to diagnose and determine the stage 
of maturation in girls and boys[27]. This scale is related to physical 
growth in children, adolescents, and adults, and determines the 
physical dimensions of growth based on primary and secondary 
sexual characteristics[28]. For example, breast size, genitals, 
testicular volume, and excess hair are examined. This scale was 
first defined in the 1960s and 1960s by James Tanner, a British 
pediatrician[29]. By considering natural variety and the time of 
maturity, people go through different stages of scale at different 
speeds. The degree of sexual maturity determines whether 
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the patient is an adult or a child . so, dur to the condition , the 
appropriate instructions for their treatment can be applied [30].
This scale includes five steps to change the hair around the genitals, 
breast size in girls, and penis growth in boys[31,32]. The most 
important clinical evidence from the onset of maturation is breast 
enlargement and testicular enlargement, which can be evaluated by 
clinical examination or description by the individual[33].

On the other hand, the growth of pubic hair from parts of the 
body, such as the armpits, is not a good sign of maturation because 
it can be associated with increased levels of adrenal androgen 
production. For this reason, only the condition of the minaret in 
girls and testicular enlargement with the growth of acceleration 
of sperm in boys indicates the end of maturation for them[34]. 
Therefore, despite the numerous clinical trials and reports of people 
under study , the result of age relation and maturation changes is 
still challenging[35].

Hormonal Changes and Its Effects on Immune System

The immune system is the one of the most important part of 
the body that detects its own cells and molecules from aliens, such 
as germs and viruses and destroys the external factors. Sometimes, 
due to the similarity of the antigen of the intracellular to the non 
autothonous, the immune system attacks the its own cells. since 
the body’s system secretes different types of hormones during 
puberty, these extensive changes can weaken the body’s immune 
system[36].However , maturation can be physically and emotionally 
difficult. Sudden increases in hormones, rapid physical changes, 
and the formation of sexual organs can cause a lot of stress in the 
body, and this can cause adolescents to be particularly vulnerable 
to infections because the immune system is under severe pressure 
and it is trying to stabilize the situation. Due to the wide range 
and complexity of the impact of the maturation structure on the 
immune system, several studies also have been performed on 
laboratory animals[37]. 

The immune response is more towards to Th2 bias in the 
early postnatal period and in the next stage, there is an increase 
by an age related Th1 (IFN-γ).these studies show that Testosterone 
hormones decreases the level ofIL-6 and leptin production while 
it can increase the secretion amount of C-reactive protein (CRP), 
TNFa, adiponectin, and ghrelin and make extensive changes in body.
Estradiol hormones also decreases IL-6 production and increases 
TNFa, but in contrast with testosterone, stimulates leptin with high 
level while decreasing the secretion of adiponectin and ghrelin. As 
well as, sex hormone binding globulin (SHBG) has an opposite effect 
on CRP, IL-6 and TNFa compared with testosterone and estradiol.
On the other hand, sensitivity to autoimmune neuro inflammation, 
which is triggered by an attack of self-reactive lymphocytes known 
as experimental autoimmune encephalomyelitis (EAE), increases 
in mice during maturation.So it can be very difficult to induce EAE 
before that. Female mice that have reached maturation are more 

susceptible to using the ovary in 3 to 5 weeks compared to mice in 
or before maturation[38]. But the extent, severity of the disease, 
and the number of white blood cells that are part of the immune 
system are similar. Lymph nodes and spleen glands proliferate 
more strongly in post-adult mice after stimulation with peptide 
proteolysis protein (PLP) [39,40]and sensitivity to EAEreduced in 
antigen-providing cells (APCs) that were able to reduce CD4 + T 
response cells in pre-mature mice[41].

The Relationship Between Maturationand Symptoms of 
Multiple Sclerosis

A study of a comprehensive database in the United States 
found that of the highest number of cases in children with MS, two 
peaked cases were between the ages of 5 and 15 respectively[42]. 
This indicates the effect of sex hormone secretion and major 
physiological changes in the body on the risk of the contracting 
disease in childhood and adolescence[43].On the other hand, a 
retrospective study looked at the effects of maturation on 100 girls 
with MS who had it before the age of 18. The study subjects were 
divided into three different groups based on the time MS started 
compared to the minaret time. The first group before menarche, the 
second group from 6 months before menarche to 6 months after 
menarche and the third group after menarche[44,45]. The age of 
the menarche was similar in all three study groups for the same 
conditions and this indicating that MS may not affect the age of the 
menarche. Studies show that MS begins 2 to 3 years after menarche 
and it is clear that extensive hormonal changes in the body during 
maturation may moderate the age at which MS begins[46]. 

Also, the relationship between menarche and recurrence risk in 
another study of children has been studied, so that out of 285 cases, 
premature age in maturation, especially in people with obesity, is 
directly related to the initial age of onset of MS in children[47].
In general, the effect of maturation on MS susceptibility is more 
challenging than other risk factors such as obesity, and in order 
to obtain more accurate information about the different stages of 
maturation, children with MS can have a cerebrospinal fluid (CSF) 
test and resonance imaging (MRI), which is used to justify the 
association with maturation[48].

Maturation and Its Effect on Multiple Sclerosis Stages

The observable characteristics of the disease may change with 
onset age of MS.Some symptoms may be more common in younger 
patients, or before the onset of maturation[49]. In a larger group, 
the age of onset of MS provides a clinical picture of the observed 
characteristics of the altered disease.in general , patients usually 
before 10 years were more likely to have encephalopathic and 
coordination symptoms at disease onset, whereas patients with 
more age were more likely to have cord events. also the Symptoms 
of impaired brain function at the onset of the disease are also 
more likely to occur in patients who are older[50].In addition to 
the possible effect of age on onset of visible MS characteristics, 
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maturation may affect the risk of recurrence in children with 
the disease. Studies have shown an increase in the incidence of 
recurrence in patients divided into the second group compared to 
the third group of classifications. the results of which can be seen 
in Table 1[51].
Table 1: Incidence rate ratio of relapse in two period of time 
(Before and After Menarche).

Pre 
menarche

Value of P

Peri 
menarch

Value of P
Incidence 
rate ratio 

(90% 
confidence 

interval)

Incidence 
rate ratio 

(90% 
confidence 

interval)

Adjustments 3 ( 0.3,29) 0.25 9 ( 3.5,29.4) 0.002

Source : Adapted from Lula et al.

In children with the first demyelinating events, including 
isolated transverse myelitis, optic neuromilitis, acute diffuse 
encephalomyelitis (ADEM), isolated optic neuritis , age after 
menarche was associated with a reduced risk of subsequent MS 
diagnosis[52]. In addition, the age of onset of the disease may 
be associated with the recovery of the first and second relapses, 
because due to physiological reasons, the complications of the 
disease in children improve better than in adults[53](Table1).

Conclusion
The observations have been crucial to an acceptable 

understanding from a clinical perspective when caring for younger 
patients, and play a key role in making rational decisions about 
treatment based on disease activity. It is also possible to discover 
more biological processes associated with adult MS and thus lead 
to new treatment strategies. According to studies, there is a clear 
relationship between MS and maturation. On the other hand, 
hormonal changes, obesity, genetics, environmental factors, and 
especially maturation, may affect the risk of developing MS. As a 
result, there is a possible link between maturation and MS-related 
activities and for further explore the facts in future studies, medical 
advice can be considered more seriously to get more accurate 
results from biologically accurate processes.
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