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Abstract

Background: Juvenile Idiopathic Arthritis (JIA) is accompanied by growth failure, mostly occurring due to chronic inflammation
and use of corticosteroids for treatment. The aim of our study was to determine the prevalence of short stature in JIA patients and
possible systemic disorders which may affect the growth pattern in this group of patients.

Methods: In this cross-sectional study erformed from June 2014 to May 2015, JIA patients with a history of more than one-year treat-
ment were examined by an endocrinologist and based on their height standard deviation score (SDS) two groups were determined:
Group A > -2SD and group B < -2SD. Complete blood count, thyroid function tests and 250HD; level were assessed in both groups,
but other laboratory tests, including liver and renal function tests, growth hormone stimulation test, urine analysis and culture, as
well as left hand and wrist X-ray for bone age determination, were done in group B.

Results: Of 117 JIA patients who were enrolled, 41 patients were under -2SD (19% of pauciarticular, 62% of poly articular and 33% of
systemic onset). The mean height SDS in group Bwas-3.48 £-1.28 (compared to-0.9 & 0.8 in their parents). We found hypovitaminosis
D in 73% of our patients. The prevalence of subclinical hypothyroidism was 7.4% (5% of group A and 9.7% of group B). Twenty-four
percent (10 patients) of group B did not respond to growth hormone (GH) stimulation test and 14.6% of them (6 patients) were
possibly GH resistant. Liver function tests and renal function tests were normal in all the patients. There was no difference between
2 groups in hypothyroidism and hypovitaminosis D but polyarticular type of the disease was associated with short stature (P Value
< 0.000).

Conclusions: Growth failure is common in JIA patients. So they, especially those with polyarticular type, need to be visited periodi-
cally by an endocrinologist.
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1. Background

Juvenile idiopathic arthritis (JIA), the most common
rheumatologic disorder in children, can be associated
with growth failure (1, 2). Different proinflammatory cy-
tokines (IL-1, IL-6, TNFa), long term treatment with cor-
ticosteroids, malnutrition and stress (related to being
chronically ill or handicapped) may be responsible for
growth retardation (1-4)

The proportion of the patients suffering from short
stature in different studies ranges from 10 - 40 percent (5).
Growth retardation is more common in systemic subtype
and in patients with many joints affected (6, 7).

In addition to GHJIGF axis problems, other en-

docrinopathies such as hypothyroidism (8-10), hypovi-
taminosis D (11-13), hyperinsulinism, hyperglycemia (14,
15), hyperlipidemia (16, 17) and delayed puberty (5, 18-20)
may be associated with JIA.

Regarding the prevalence of growth failure as a com-
plication of JIA, few data are available in developing coun-
tries.

This study describes the growth status of JIA patients in
our center.

2. Methods

This cross sectional study includes all JIA patients
with a history of more than one year treatment between
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June 2014 - May 2015. They were divided into three sub-
types based on the International League of Association for
Rheumatology (ILAR) criteria (oligoarticular, polyarticular
and systemic).

Patients were excluded if they had an auto inflam-
matory disease before JIA diagnosis, or were treated with
growth hormone and if theywere in remission longer than
one year.

Height and weight of all the patients were measured
and standard deviation scores were calculated. Based on
their height standard deviation score (SDS) 2 groups were
determined: Group A> -2SD and group B < -2SD.

For group B patients, a data sheet was completed in-
cluding: demographic information, past medical history,
drug history and height of the parents.

Complete blood count (CBC), thyroid function tests
(because of the high probability of other autoimmune dis-
orders in JIA) and 25(OH)D3 (because of the high preva-
lence of hypovitaminosis D in our country and its ef-
fect on the treatment of JIA patients) were checked in
both groups but other lab tests including liver function
tests, renal function tests, calcium, phosphorus, alkaline
phosphatase, zinc level, fasting blood sugar (FBS), insulin
growth factor 1 (IGF1), growth hormone (GH) stimulation
test, urine analysis and urine culture were done in group B
to evaluate other causes of short stature.

In GH stimulation test, GH was measured at baseline
and after 30, 60, 90 minutes of oral clonidine tablets (150
1g/m?). Based on the result of this test, patients were di-
vided into 3 categories:

1. Normal response (IGF1 normal and GH > 10 pU/mL
after stimulation in at least one sample)

2. Noresponse (GH didn’tincrease more than10 pU/mL
after stimulation)

3. Possibly resistant to GH (GH increased more than 10
pU/mL after stimulation but IGF1 was lower than normal)

Clinical hypothyroidism was considered if free T4 was
below normal with TSH increased. Subclinical hypothy-
roidism was defined as elevated TSH with normal free T4.

Serum 25(OH)D; was measured by ELISA method. Lev-
els between 10 - 30 ng/mL were considered as insufficient
and below 10 ng/mL as deficient,

In hyperglycemic patients OGTT was done. Ferritin,
TIBC, and serum iron were measured in anemic patients.

Bone age was determined by comparing left hand and
wrist x-ray with Greulich and Pyle atlas of skeletal maturity
by an experienced pediatric radiologist.

For analyses SPSS version 22 was used. Descriptive
statistics was used to assess the demographic variables and
characteristics of the disease. Numerical variables were
compared with the Student’s t test and multiple group
analysis was done by one way analysis of variance (ANOVA).

For comparing nominal variables, chi-square test was
used. P value <0.05 was considered as statistically signifi-
cant.

Parents o all participants signed the informed consent.
This study protocol was approved by the ethical committee
of Tehran University of Medical Sciences.

3. Results

Out of 117 patients suffering from JIA, 60% (71 patients)
were female. Thirty five percent of them were under -2
height SDS (Group B), with 19% oligoarticulars, 62% pol-
yarticulars and 33% with systemic onset disease (totally
41 patients) (Figure 1). There was a strong correlation be-
tween patients’ height SDS and JIA subtypes (P = 0.000).
The mean age of group B was 9.7 &= 4.47 years. Duration
of their disease was 5.4 £ 3.96 years. The mean height SDS
was -3.48 + 1.28 and the mean mid parental height SDS was
-0.9 £ 0.8. Older patients and patients with longer dura-
tion of the disease had lower height SDS (P = 0.001, P =
0.000). There was no correlation between patient’s height
SDS with their mid parental height SDS, birth weight and
birth length. BMI in 5% of group A andi14.6% of group B
was under 5 percentiles (underweight), on the other hand
27% of group A and 21.9% of group B were overweight (85%
< BMI < 95%) and obese (> 95%) (Table 1). Comparing BMI
in the two groups, considering sex and subtypes of the dis-
ease, revealed no statistically significant difference.

Table 1. Mean of Demographic Data of Short Stature JIA Patients

Variable Mean -+ Standard Minimum  Maximum
Deviation

Birth weight, g 3018 £ 644.23 1350 4350

Birth length, cm 48.4 +2.97 37 52

Age,y 9.70 + 4.47 15 2133

Duration of 5.41+3.96 1 16

disease,y

Height SDS 3.48 £1.28 7 2

Mid parental -0.92 £ 0.86 2.64 0.64

height SDS

BMI 17.34 £3.66 12.62 30

Bone age,y 7.451+3.94 0.83 17

The mean bone age of group B was 7.45 =+ 3.94 which
was about 2 years and one month behind the mean chrono-
logical age. Patients with more difference between chrono-
logical age and bone age had lower height SDS (Table 1).

In GH stimulation test, 56% had normal response, 14.6%
did not respond and 24.4% showed possibility of GH resis-
tance. Groups with no normal response to GH stimulation
test had the lowest height SDS (P=0.046).
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Figure 1. Growth status in different types of juvenile of idiopathic arthritis

Vitamin D level was insufficient in 61% and deficient
in 1.4 % of all the patients. Group B who were suffer-
ing from hypovitaminosis D (insufficient + deficient) had
lower height SDS too, although it was not statistically sig-
nificant (P=0.095).

Subclinical hypothyroidism was found in 7.4% of pa-
tients (9.7 % of group B and 5% of group A). Clinical hy-
pothyroidism was not detected in any of the participants.
All of the subclinical hypothyroidism patients had normal
responses in GH stimulation test.

There was no difference in mean hemoglobin value be-
tween the two groups. Anemia was found in36.6% of group
B (13 iron deficiency anemia and 2/3 anemia of chronic dis-
ease). Iron deficiency anemia was more common in girls,
and anemia of chronic disease was more common in boys)
(P=0.016).Group B patients with anemia of chronic disease
had lower mean height SDS (P = 0.000) and longer dura-
tion of disease (P=0.03).

Zinc level was below normal in 12.2% of group B pa-
tients. Liver function tests and renal function tests were
normal in all of them. Turner syndrome was diagnosed in
one of the group B patients.

4. Discussion

JIAis the most common rheumatologic disease in pedi-
atrics, which is associated with significant negative effects
on growth (1, 2). Short stature was detected in 1/3 of all JIA
patients in our center which is greater than the number
in the studies of Souza with 10.4% and Uettwiller with 19%

Iran | Pediatr. 2018; 28(3):e11156.

(21, 22). About half of the patients included in this study
were oligoarticular, but the most affected subtype was pol-
yarticular (with 60%), which was statistically significant (P
< 0.000). Zak found short stature in 11% of his polyarticular
patients, which is less than what we found in our study (6).
Furthermore, because of exclusion of short stature chil-
dren who had received GH treatment in our study, the ex-
act prevalence of growth failure is more than what we de-
tected and itis so high that requires more investigations to
determine its causes, especially in polyarticular subtype.

The proportion of female to male ratio was 1.7/1 in
oligoarticulars, 1.6/1in polyarticulars and 1/1in systemic on-
set disease. This ratio is greater in other studies (23). Ge-
netic factors may be involved in this issue.

The decreased height SDS, that didn’t have any corre-
lation with birth weight, birth length and mid-parental
height SDS shows the essential role of environmental fac-
tors.

About one-fourth of our patients were overweight and
obese, which may be correlated to the immobility due to
pain and corticosteroids used for the treatment, but due
to the similarity of its prevalence between our two groups
and the other studies in healthy children of our society, it
seems that changing lifestyle in our country is the main
reason (24-26). The prevalence of obesity and overweight
in Pelajo’s and Gronlund’s studies was about 30% which is
comparable to ours too (27, 28).0besity may have a nega-
tive effect on the joints.

Chronic inflammation, subclinical hypothyroidism,
decreased GH and GH resistance may be causes of delayed
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bone age of these patients.

Since autoimmunity has an important role in the
pathophysiology of JIA, other autoimmune disorders were
investigated in these patients (8). Alpagini reported more
thyroid autoantibodies in JIA patients than that in gen-
eral population 9. The prevalence of subclinical hypothy-
roidism in our patients was 7.4% compared to 9% in Stagi’s
and 5% in Unsel’s study (8). As Unsal found, there was
no significant difference in subclinical hypothyroidism be-
tween the two groups (29). So, subclinical hypothyroidism
would not have an important role in growth retardation in
JIA patients.

Osteopenia is more common in JIA especially in pol-
yarticular and systemic onset types (30). Vitamin D de-
ficiency and elevated PTH that may aggravate osteopenia
and growth, is more common too (11, 31). Some researchers
have attributed vitamin D level to disease activity (13, 32).
The prevalence of hypovitaminosis D in our study was 73%,
roughly the same as Bouddi’s research result (11). Since hy-
povitaminosis D is really common in the general popula-
tion of our society, we cannot attribute it to JIA. The preva-
lence of hypovitaminosis D was 86% in 9 -12 years old chil-
dren in Neyestani’s study (33). Rabbani et al found vitamin
D insufficiency in 53.6% of girls and 11.3% of 7- 18 years old
boys of Tehran (34). Although treatment of vitamin D defi-
ciency in JIAis very helpful.

The group that didn’t respond to GH stimulation test
(24.5%) and those with GH resistance (14.6%) had lower
height SDS. These patients may have resistance to GH or
IGF1. In both of them GH treatment may be helpful. In the
former group, GH treatment compensates their deficiency
and in latter one, it may overcome their resistance. Simon
and Becthold showed that treatment with GH can improve
final height in JIA patients (4, 35).

Previous studies have stressed on intermittent moni-
toring of BS and HbAIC especially in those taking GH and
corticosteroids simultaneously because insulin level was
higher in this group than in other JIA patients (14, 15).
Hyperglycemia was not common in our study and hyper-
glycemic children had normal fasting and 2 h pp blood
sugar later in observation.

Improving nutritional status is one of the steps of
treatment in JIA patients with short stature, although ane-
mia seems not to be a predictor of growth failure in this
disease. Zinc is a modulator of the immune response
and chronic deficiency of it increases proinflammatory cy-
tokines (36, 37). The prevalence of zinc deficiency in gen-
eral population is not clear, but in particular JIA patients
with zinc deficiency will benefit from zinc treatment.

Growth failure in our JIA patients was not the result of
liver or renal dysfunction.

Because of the negative influence of short stature

on selfrelated health and life satisfaction, prevention of
growth failure or its treatment can improve self-esteem
and emotional well-being in the affected children (38, 39).

4.1. Conclusions

Growth failure and endocrine disorders are common
among JIA patients. According to new treatment options
and increasing lifespan in these patients, meticulous at-
tention to decline of growth velocity as one of the major
complications of the disease is essential. The most im-
portant predictor of growth retardation in JIA patients is
the subtype with the poorest prognosis in polyarticulars.
Therefore, they need to be visited by an endocrinologist pe-
riodically.
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