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SUMMARY

Introduction/Objective Anemia is the most common extraintestinal manifestation of celiac disease
(CD) in children.

The aim of this study was to determine the frequency, severity and type of anemia in children with a
classical CD, as well as the differences between anemic and non-anemic patients in their age, duration of
iliness, percentile body length or height, percentage of body weight (BW) deviation compared to ideal,
and the degree of damage to the small intestine mucosa.

Methods The study was based on a sample of 90 children, 56 females and 34 males, ages 7-90
(18.23 £ 12.7) months with classical CD. The diagnosis of CD is based on the ESPGHAN criteria from
1990 and 2012, and of anemia on the 2011 WHO reference values.

Results Anemia was found in 47 (52.22%) patients, of which it was mild in 23 cases [nemoglobin (Hb)
100-109 g/L] and moderately severe in 24 (Hb 70-99 g/L), in 34 (72.34%) it was microcytic [mean cell
volume (MCV) < 70 fl] and normocytic (MCV 70-87 fl) in 13 patients. Low serum iron levels (< 10.7 umol/L)
were found in 68 (75.56%), and hypoferritinemia (< 16 ng/ml) in 77 (85.56%) patients. Except for a greater
deficit of BW in patients with anemia compared to those without anemia (-14.64 + 9.60 vs.-8.56 + 11.87%,
p < 0.01), differences in other defined features were not significant.

Conclusion Mild or moderate iron deficiency anemia occurs in slightly more than half of children with a
classical type CD. In anemic compared to non-anemic patients, there is a significantly higher BW deficit,
while differences in other characteristics typical for this type of disease are not significant.
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INTRODUCTION

Anemia is the most common extraintestinal
manifestation of celiac disease (CD) [1-5].
Depending on the study, it is found in 16-84%
of newly detected patients, more often and more
pronounced in severe and prolonged forms of
the disease [4-8]. A key role in the pathogenesis
of anemia in CD, both in children and adults,
is iron deficiency, while the lack of folic acid,
vitamin B12, copper, and protein results in a
lesser expression [4, 9, 1-12]. In a significant
number of cases anemia can be the main, and
often the only sign of the disease [9, 13-19].
This clinical presentation of CD is commonly
seen in adults and adolescents, although it is
not rare in school and preschool children [9].
According to the results of some studies, CD
as the etiological factor of sideropenic anemia
participates with a prevalence of 6-21.3% [9,
17-19]. Hence, some authors recommend that
all patients with sideropenic anemia of unclear
etiology, especially those resistant to oral iron
therapy, should be tested for CD [13, 17, 19].

The aim of our study was to determine
the frequency, severity and type of anemia
in children with classical CD. In addition,
the objective was to analyze the differences
between anemic and non-anemic patients at
the age of diagnosis of the basic disease and its
previous duration, percentile body length (BL)
or body height (BH), percentage of body weight
(BW) deviation compared to the ideal, and the
degree of damage to the small intestine mucosa.

METHODS

The objectives of the study were analyzed
on a sample of 90 children (56 female and 34
male) ages 7-90 (18.23 + 12.70) months with
classical CD, i.e. type of the disease followed
by chronic diarrhea (> 2 weeks) and failure to
thrive. The diagnosis of CD was based on the
European Society for Pediatric Gastroenterology,
Hepatology and Nutrition guidelines published
in 1990 and 2012 [20, 21]. The diagnosis was
preceded by a detailed medical history, complete
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clinical examination, and appropriate laboratory tests. The
study protocol was approved by the local ethics committee.

History of the disease for each patient contained exact
data related to the onset, duration, and the severity of the
underlying disease. According to the data from parents,
all respondents had optimally progressed and had normal
blood counts before the onset of the disease. During the
clinical examination, each patient’s BL/BH and BW was
measured and the obtained values were compared with
the standard for the appropriate age and sex. The values
of BL/BH are expressed in percentiles, and deviations in
BW in relation to the ideal in percentages.

In accordance with the modified Marsh criteria, small
intestinal mucosal damage is classified into infiltrative
(I), infiltrative-hyperplastic (II), destructive (III),
and hypoplastic (IV) [22]. Depending on the degree
of destruction of villi, destructive enteropathies are
additionally differentiated into partial (IIIa), subtotal
(IIIb), and total (IIIc).

Blood count and serum iron and ferritin concentrations
were determined by standard laboratory methods from a
blood portion taken in the morning and before breakfast.
The diagnostic criterion for anemia was the level of Hb
for children up to five years old below 110 g/L, and for
children 5-11 years old below 115 g/L [23]. The Hb value
of 100-109 g/L was classified as a slight anemia, from 70
to 99 g/L moderate, and below 70 g/L severe [23]. The
reference value for red blood cells count (RBCs) was
3.90-5.10 x 10"/L, for MCV it was 70-87 fl, for mean cell
Hb (MCH) 25-31 pg, and for iron serum concentration
10.7-31.3 umol/L, of ferritin 16-100 ng/ml [24]. The
differentiation of anemia types is based on the values of
MCV, MCH, and serum iron concentration.

The differences between the anemic and non-anemic
groups of children according to the age of diagnosis and the
duration of the underlying disease were tested by Oneway
ANOVA (on-the-clock analysis of variance), according to
sex by the x* test, according to the degree of small intestinal
mucosal damage by the Kruskal-Wallis and Mann-Whitney
tests, and the percentile BL/BH and the percentage of BW
deviation was compared to the ideal by Student’s T-test.

RESULTS

Anemia with Hb values of 71-109 (96.62 + 9.33) g/L
was observed in 47 of 90 or 52.22% of patients. None of
them had severe anemia, while the incidence of mild and
moderately severe anemia was almost the same (24 vs. 23).
The number of RBCs in the blood in the whole group of
subjects varied 2.56-5.19 (4.29 + 0.73) x 10'%/L, while the
MCYV value was 50.5-88.0 (64.76 + 9.18) fl, concentrations
of serum iron were 2.1-15.5 (5.96 + 3.32) umol/L, and of
ferritin 2-18 (7 £ 4.20) ng/ml. In the group of children
with anemia, the number of RBCs was low in 15 (31.91%)
of them, normal in 27 (57.45%), and elevated in five
(5.11-5.70 x 10"%/L). In the same group of patients, MCV
was decreased in 34 (72.34%) and normal in 13, while
MCH was low in 35 (74.47%), and normal in 12. In
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the entire group of subjects, low serum iron levels were
determined in 68 (75.56%) cases, while low ferritin levels
were determined in 77 (85.56%) cases. Granulocyte and
platelet counts in the blood were normal in all.

The duration of symptoms before the diagnosis was 1-6
(2.21 £ 1.48) months. The majority, 50 children (55.56%),
were at the age of 1-2 years, 28 were younger than one
year, and 12 were older than two years. The values of
BL/BH percentile ranged 5-90 (37.62 + 26.26), and the
BW percentage deviation compared to the ideal for the
appropriate age and sex from +18.5 to -33 (-11.58 + 10.80).
Destructive enteropathy (type III) was found in all the
patients, seven of which partial (IIIa), 41 subtotal (IIIb),
and 42 total (ITIc).

The differences in the age and the duration of the
disease, sex, percentile BL/BH, percentage of BW deviation
in relation to ideal, and the degree of damage of the
obtained small intestine samples among patients with
anemia and without anemia are shown in Table 1. As it
can be seen, with the exception of significantly higher BW
deficit in patients with anemia than in those without it,
there were no significant differences.

Table 1. Differences in the age of diagnosis of celiac disease, duration
of symptoms, BL/BH percentile, BW percentage deviation compared
to the ideal, and the degree of damage of the small intestine mucosa
in patients with anemia and in those without it

Patients with Patients Statistical

Observed features anemia without sianificance

(No 47) anemia (No 43) 9

7.5-60 7.5-90
Age (months) (1642+1072)| (1652+596) | ™
Duration of 1-6 1-6 ns
symptoms (months) | (2.37 £ 1.54) (2.03+1.42) -

. 5-90 5-90

Percentile of BL/BH | 40 01 26.37) | (35.25 + 16.22) n-s.
S +9--33 +18.5--28
% deviation of BW | (14 64+ 960) | (856+11.87) | P <00
Enteropathy (No) 22124 5:20:18 ns.
Ila:lllb:lic

BL - body length; BH - body height; BW - body weight; n.s. - not significant

DISCUSSION

Anemia in CD is primarily caused by iron deficiency,
but also by the lack of other nutritional factors necessary
for normal erythropoiesis, such as folic acid, vitamin
B12, proteins and copper [10, 12, 25, 26]. Hence, viewed
pathogenically, it belongs to the group of nutritive or
hypoproliferative anemia [10]. Deficit of iron, protein,
and copper results in insufficient Hb synthesis and causes
anemia of hypochromic and microcytic type, where the
number of RBCs can be normal and elevated, while folic
acid and vitamin B, deficiency block normal regeneration
of RBCs and result in macrocytic anemia [27]. In the state
of a combined deficit of a factor of essential importance
for normal erythropoiesis, anemia acquires normocytic
features [10]. Folic acid deficiency, in addition to a smaller
number of Er and low Hb and the number of reticulocytes,
is characterized by high values of MCV and MCH and a
reduced number of granulocytes and platelets [10]. An
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identical hematological image also has a lack of vitamin
B,,, but it is, except in the heavy form of the classical CD,
rarely seen [4, 27, 28].

The basis of the deficit of the factors necessary for
erythropoiesis is the absorption disorder caused by
the inflammation of the small bowel mucosa [29]. The
morphological and functional damage to the small
intestine mucosa to the CD is most pronounced in its
proximal part, i.e. in the segment where most of the
nutrients are absorbed [29]. Negative nutritional balance
in the classical type of CD is also significantly contributed
to by insufficient intake caused by anorexia and vomiting
[30]. As with other inflammatory diseases, additional
involvement in iron malabsorption also has a suppressive
effect of hepcidin [12, 30].

The consequences of the disease are more pronounced
in children in the first two years of life, i.e. in the period
of the most intensive growth and development, especially
in the cases of its prolonged duration [4, 9, 29]. The age of
our patients was 18.23 + 12.70 months, and the length of
the symptoms until the diagnosis was 2.21 + 1.48 months,
resulting in a significant deficit of BW (-11.58 + 10.80%),
reduced percentage of BL/BH (37.62 + 26.26) and high
representation of subtotal and total enteropathy (92.22%).
In accordance with these facts, the prevalence of anemia
in our patients was high (52.22%). The mean Hb value
in anemic patients was 96.62 + 9.33 g/L. None of them
had severe anemia (Hb < 70 g/L), while the incidence of
mild and moderate anemia was almost the same (24 vs.
23). According to morphological features, anemia was
microcytic and hypochromic in three quarters of cases
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and normocytic and normochromic in others. In the whole
group of subjects, low levels of serum iron were determined
in 68 (75.56%) cases, and of ferritin in 77 (85.56%) cases.
Patients with anemia compared to non-anemic ones
had a significantly higher deficit of BW. However, the
differences in the age of diagnosing the underlying
disease, its previous duration, the percentile of BL/BH,
and the severity of the histological lesion of the small
intestine mucosa were not significant. The explanation
for this finding is probably in severe clinical expression
of the underlying disease and/or before its onset in lower
values of Hb, RBCs, and iron reserves in anemic patients
compared to non-anemic ones. In support of the second
hypothesis is the fact that the length of time the symptoms
had presented themselves before the diagnosis in this
sample of patients was almost twice shorter than the
average life of RBCs (2:21 + 1:48 vs. four months).

CONCLUSION

Mild or moderate iron deficiency anemia occurs in slightly
more than one half of children with the classical type CD.
In anemic patients compared to non-anemic ones there
is a significantly higher BW deficit, while differences in
other characteristics typical for this type of disease, such
as its duration, age at which the diagnosis is set, percentile
of BL/BH, and the degree of damage to the small intestine
mucosa, are not significant.
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YyecTtanocrt, TeXnHa u tmn aHEMMje KoA Aeue Ca K1aCM4YHOM LI,EI'IMja‘-IHOM 60neu.|hy

Heperbko Pagnosuh’, 3opaH Jlekorh?3, Mapuja MnageHnosuh?, Bnagumnp Pagnosuh?, busbaHa Bynetuh®s, Cunnwa Jyunh?3,
3opaH lonybosuh?3, Mexo MaxmyToBuh’, CHexaHa Metposuh-Tennh?
'Cpricko nekapcko ApyLwTeo, AKafieMuja MeAULIMHCKNX HayKa, beorpag, Cpbuja;

2YHnBep3nTeTCKa fievja KNHKKa, beorpag, Cpbuja;

*YHusepautet y beorpagy, MegnunHcku dakyntet, beorpag, Cpbuja;

“MeguUMHCKN LeHTap ,BarbeBo’, Bambeso, Cpbuja;

*KnuHuukn uentap Kparyjesay, KnuHvika 3a negujatpujy, Kparyjesau, Cpbuja;
YHnsepauTet y Kparyjesuy, OakynTeT MeauLMHCKIX HayKa, KparyjeBal, Cpbuja;

’Onwrta 6onHuUa Hosu Masap, Hosu Masap, Cpbuja;

8YHuBep3auTeT y barboj Nyun, MepnumHckn dakyntet, barba Jlyka, Penybnuka Cpncka, BocHa v XepuerosrHa

CAXETAK

YBoa/Unm AHemuja je Hajuelnha ekcTpanHTeCTHaIHA MaHW-
decTauuja uenujayHe 6onectu (LIB) y peujoj nobw.

Linrs paga je 6ro fa ce yTBpAE yYecTasnocT, TeXMHA U TUM aHe-
Muje Kog Aele ca KnacuyHom LI, Kao n pasnuke namehy aHe-
MWYHWX 1 HEAHEMUYHWX BONECHNKA Y Y3PacTy, Ay>KNHU Tpajarba
6051eCT, NEPLEHTUITY TeNECHE JYXKUHE UM BUCKHE, MPOLIEHTY
ofcTynatba TenecHe TexuHe (TT) y ogHOCY Ha npeanHy u cte-
neHy owTtehera Cy3HYLe TaHKOT LpeBa.

MeTtopg Crynujom je obyxBaheH y3opak og 90 felle, 56 KeHcKor
1 34 mywkor nona, y3pacrta 7-90 (18,23 £ 12,70) meceuu ca
knacuyHum LI, OunjarHosa L je 6a3vipaHa Ha ESPGHAN kpwte-
puijymuma n3 1990. 1 2012. roanHe, a aHemuje Ha pedepeHTHUM
BpegHoctma WHO 13 2011. roguHe.

Pesyntatu AHemuja je KOHCTaTOBaHa Kog 47 (52,22%) 6onecHu-
Ka 1 To Kog 23 naka (Hb 100-109 g/L) n kog 24 cpeftbe TellKa
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(Hb 70-99 g/L), npu uemy kog, 34 (72,34%) mukpouutHa (MCV
< 70 fl) n kog 13 HopmouwnTHa (MCV 70-87 f). CHUXeH HUBO
reoxha y cepymy (< 10,7 umol/L) ytBpheH je kop 68 (75,56%),
a deputuHa (< 16 ng/ml) ko 77 (85,56%) 6bonecHuKa. N3y3u-
Majyhin Behu peduumt BW kog 6onecHriKa ca aHemmjoM Y OfHO-
Cy Ha OHe 6e3 aHemuje (-14,64 + 9,60 ogHOCHO -8,56 + 11,87%, p
<0,01), pasnuke y apyrum gedrHucaHum obenexjuma namehy
AQHEMUYHUX 11 HEAHEMNYHUX UCIUTAHMKA HUCY Bune 3HauajHe.
3akrbyuyak Jlaka 1nv yMepeHo TellKa CuaeponeHujcka aHe-
MWUja ce jaB/ba KOA HeLTO BuLLe of nonoBuHe Aelle ca LIb. Koa
aHemMnyHOCTH y nopehery ca HeaHeMUYHUM bonecHMLMa
perncTpoBaH je 3HauyajHo Behu geduunt TT, AOK pasnuke y
APYIVIM KapakTepucTkama TUMYHKM 3a OBY BPCTY 6onecTu
Hncy 6une 3HavajHe.

KrmbyuHe peun: KnacmyHa LienvjayHa 6onect; geua; aHemmja
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