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Abstract

Celiac disease (CD) is an autoimmune disorder
occurring in genetically susceptible individuals, being
characterized by inflammatory injury of the small intestine
mucosa after ingestion of wheat gluten or related barley or
rye products. The condition can develop at any age,
although symptoms are most likely to appear during early
childhood, between 9 and 18 months. Clinical presentation
includes a family history and a range of symptoms such as
recurrent abdominal pains, diarrhea, vomiting, bloating
and flatulence, iron-deficiency anemia, weight loss,
asthenia, and failure to thrive. The standard diagnostic
criteria of CD require a clinical context, together with new
serologic tests for antibodies against tissue transglutaminase
and deamidated gliadin peptide, and especially
characteristic histologic findings in small bowel biopsies
(the gold standard for diagnosis). Gluten-free diet is the
cornerstone therapy of CD. Although safe and effective,
this method is not ideal: it is of limited nutritional value,
expensive, and compliance or life quality problems are
described in many countries. Consequently, alternative
therapeutic strategies were developed to decrease the
immunogenicity and to prevent the absorption of gluten-
containing grains, together with strategies to limit T-cell
migration or re-establish mucosal homeostasis. Celiac
disease can appear in various associations, with atypical
clinical presentation, requiring careful and early diagnosis
for introducing the gluten-free diet as soon as possible, and
for reducing the rate of subsequent complications.
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1. BACKGROUND

Celiac disease (CD) is an immune-mediated
systemic disorder of the gastrointestinal tract
triggered by exposure to dietary gluten and
similar alcohol-soluble proteins (prolamins) in
generally susceptible individuals. Even though
the condition can occur at any age, its consecrated
wide perception refers to cases occurring in

genetically predisposed children and adolescents
[1]. Whichever the age, CD can be manifested
with gastrointestinal features, malabsorption,
iron deficiency and anemia, but also with extra-
digestive manifestations; asymptomatic forms
can also be described at variable frequency.
Among the peculiar clinical aspects of this
disease, mention should be also made of its
association with several autoimmune diseases:
type 1 diabetes mellitus, and thyroiditis. Thus, CD
remains a challenging diagnosis, with clinical
features not clearly related to digestive pathology
and accurate diagnosis, depending on the
findings about the characteristic, even if not
specific modifications evidenced in serologic
tests, i.e. [gA endomysial antibody and IgA tissue
transglutaminase antibody, that requires
endoscopic duodenal biopsy. Currently, the
gluten-free diet remains the main course of CD
therapy, while concurrently evaluating novel
prospects of non-dietary therapeutic
opportunities [2,3].

2. EPIDEMIOLOGY

Epidemiological studies conducted in Europe
have indicated a prevalence of childhood CD of
approximately 0.3 - 2.4% (mean 1%). The
prevalence of this condition appears to be higher
in girls than in boys. CD is also common in the
United States, South America, Middle East,
Northern India and Northern Africa. At the same
time, many cases would remain undiagnosed
without active serologic screening. CD is extremely
rare in China, Japan, and most of Africa. However,
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recent studies showed a decrease in the number
of cases in children, by excluding gluten from the
diet of many countries [4].

3. PATHOGENESIS

The pathogenesis of CD develops by an
interplay of genetic and autoimmune factors,
together with an environmental element, namely
the ingestion of gluten. Genetically predisposed
individuals are those who carry the HLA alleles
DQ2, DQS8 or both. Moreover, the condition is 10
times more likely to occur in first-degree relatives
and 30 times more frequent in twins than in the
general population. The enzyme tissue
transglutaminase or type 2 transglutaminase
(TTG or TG2) was identified as the autoantigen
against which the abnormal immune response is
directed. TTG progressively increases its
immunogenicity, generating autoantibody
responses (mainly type A immunoglobulin),
which can exacerbate the inflammatory process.
At the same time, the ingestion of gluten is the
single major environmental factor triggering CD
in this autoimmune process. Gluten is a protein
component of wheat, barley and rye that contains
proteins called prolamins, which vary amongst
the different types of grain: gliadin in wheat,
hordein in barley, and secalin in rye. Prolamin is
resistant to degradation by gastric, pancreatic
and intestinal brush border proteases, it crosses
the epithelial barrier and promotes an
inflammatory reaction resulting in flattening of
the villi and crypt hyperplasia. The risk of
developing CD is also enhanced by certain viral
infections, such as rotavirus and adenovirus; the
increased rates of births through elective
Cesarean delivery and changes in infant feeding
practices were discussed recently [5-7].

4. CLINICAL PICTURE AND DIAGNOSIS

The clinical suspicion of CD should be raised
if the patient presents with a family history of
CDin first and second-degree relatives, medical
history of type I diabetes mellitus, thyroid
disfunction, autoimmune hepatitis or
osteoporosis. In some cases, children show no
symptoms, however, in clinically significant

observations, they may present with chronic
and recurrent diarrhea, poor appetite, a bloated
or painful abdomen, and weight loss or
difficulty in gaining weight. These symptoms
can begin at any age, if an individual eats
gluten-containing foods. In older children,
constipation or diarrhea may occur together
with steatorrhea, meteorism, and flatulence.
The patients may also have shorter than
expected height. In some cases, the child does
not have any of these common symptoms but
has iron deficiency anemia, skin rashes
(dermatitis herpetiformis: itchy, fluid-filled skin
blisters - mainly seen in teenagers and adults)
or changes in teeth (dental enamel hypoplasia,
delayed tooth eruption). Children with CD are
also at risk for rickets caused by vitamin D
malabsorption.

Even though numerous cases of pediatric CD
are asymptomatic or the presenting signs and
symptoms are not necessarily related to the
gastrointestinal tract, it is important to discern
among the various forms of the disease and
their clinical features. Acccordingly, 5 main
forms of the disease has been described, i.e.
typical (some with delayed onset), atypical
(extra-intestinal), silent, potential and latent CD
[8]. In the typical form, children present
symptoms and signs of malabsorption, i.e.
anorexia, chronic diarrhea, constipation,
vomiting, recurrent abdominal pain, bloating,
failure to thrive and muscle wasting. These
features appear between 6 and 24 months of
age. Constipation is a frequent condition
encountered in pediatric age, its growing
incidence ranging from 3% to 25%, with the vast
majority of cases meeting the criteria of
functional constipation, while up to 10% of the
patients show conditions that cause secondary
constipation, such as hypothyroidism,
Hirschsprung’s disease, celiac disease, etc
[9-11]. The celiac crisis is characterized by severe
watery diarrhea, important abdominal
distension, severe dehydration with
hypokalemia and hypotension, together with
impairment of the general condition. Atypical
forms describe none or few digestive features,
except for the presence of malaise, fatigue or
anemia due to iron deficiency, inadequate
weight and height gain or delayed puberty.
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In teenagers and young adults, the most
common form of presentation is anemia. These
two main varieties are illustrated in the so-called
Logan’s “celiac iceberg” that depicts the relation
between HLA status, duodenal morphology and
clinical expression. Children diagnosed with
typical CD are thought to represent the top of the
iceberg, in that they are the obvious, visible
patients. The point in using this model is that the
remaining, much larger “submerged” part of the
iceberg by far accounts for up to ten times more
frequent atypical and silent forms of the disease.
A vast number of conditions under this last
category remains undiagnosed, and thus carrying
the risk of long-term complications. There is
evidence that the less clinically evident conditions
are much more frequent that the clinically overt
ones [12,13]. Silent forms do not present with
clinical complaints, but duodenal mucosal
changes are consistent with CD. Potential forms
include patients with positive serology, normal
mucosal serology that may or may not be
symptomatic and which have a genetic
compatibility with celiac disease. Latent forms
include two categories: a) patients with previous
CD diagnosis who responded to gluten-free diet
and presented a normal histology or only
intraepithelial lymphocyte increase; b)
individuals with normal intestinal mucosa under
diet including gluten and who will subsequently
develop CD [14]. Nonresponsive and refractory
CD can also be added to these varieties, to be
therefore considered rather as a certain
complication of the disorder. Nonresponsive CD
is due mainly to contamination of the diet with
gluten, together with additional conditions such
as bacterial intestinal overgrowth, colitis, irritable
bowel syndrome or pancreatic malfunction.
Refractory CD is currently defined by persistent
features of malabsorption after 12 months of
gluten exclusion, with ongoing intestinal villous
atrophy [15]. Many CD-associated conditions
described mostly in adults can indeed be
observed in children. These comorbidities are
numerous and diverse, yet also treatable with an
adequate diet. Type 1 diabetes mellitus is the most
frequent autoimmune association (3 - 5% of CD)
and wusually precedes the onset of CD.
Concurrently, autoimmune thyroiditis causing
hypothyroidism is significantly more frequent in

CD, as CD was found at an increased rate in
patients with autoimmune thyroid disease
(Grave’s disease and Hashimoto’s thyroiditis)
[16-19]. Many researches focused on the
prevalence of celiac disease autoimmunity or
tissue transglutaminase autoantibodies amongst
patients with type 1 diabetes and autoimmune
thyroid disease; associations of these three
conditions with rare diseases, such as insulinoma,
have also been described. Severe complications
of diabetes - i.e. diabetic foot - now benefit from
new therapeutic approaches [20-23]. Several liver
conditions have been associated with CD, i.e.
isolated cytolysis, sclerosing cholangitis, and
autoimmune hepatitis or cirrhosis; patients with
elevated transaminase levels of unclear etiology
may have silent celiac disease. Other autoimmune
disorders coexisting with CD include psoriasis,
Addison’s disease, systemic lupus erythematosus,
Sjogren’s syndrome, hypoparathyroidism,
dermatomyositis, scleroderma, ulcerative colitis,
Crohn’s disease, myasthenia gravis, etc. Down’s,
Williams’s and Turner’s syndromes are also
some frequently associated conditions which
require systematic screening for CD [24-26].
Various psychological symptoms and mental
disorders have been reported in CD: anxiety,
depression and a moderately increased risk of
suicide [27-29]. Moreover, alcohol use disorders
are associated with a greater incidence of certain
comorbidities in patients with celiac disease;
therefore, prevention of alcohol abuse is indicated
in them [30-32]. Certain common complications
of CD can be developed when the disease is not
recognized or treated. These include osteoporosis,
iron deficiency and other nutritional deficiencies
and growth retardation in children. There are
also issues related to subfertility, infertility,
repeated miscarriages and intrauterine growth
retardation; the need for screening pregnant
women for celiac disease was discussed recently.
Pathology: Although CD is associated with
certain macroscopic endoscopic features like
scalloping, it is the histologic pattern with actual
diagnostic value. It includes a large spectrum of
intestinal abnormalities, ranging from an
increasing number of intraepithelial lymphocytes
to crypt hyperplasia lengthening and various
degrees of villous atrophy. The histologic features
of CD consist of a combination of flattened
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mucosa with villous atrophy, increased
intraepithelial lymphocytes, crypt hyperplasia,
enterocytic damage and increase in mononuclear
cells. Well-directed biopsies must be obtained
from the duodenal bulb, which is the location

most severely affected by these lesions. The
pathology changes of CD were categorized by
Marsh classification in 1992. (Table 1)

Table 1. Classification of pathologic modifications in CD [33]

Marsh classification

Pathologic modifications

Marsh stage 0 normal mucosa;

Marsh stage 1

increased number of intraepithelial lymphocytes (exceeding 20 per 100);

Marsh stage 2

hyperplastic lesion (type 1 plus crypt hyperplasia)

Marsh stage 3

destructive lesion (type 2 plus villous atrophy)

Marsh stage 4

hypoplastic lesion seen in T cell lymphoma

In 2005, Corazza and Villanacci proposed a
new simplified classification of CD, by dividing
this condition into non-atrophic and atrophic
cases [34]. Villous atrophy is more common in
children younger than 3 years with untreated
CD, but in older children (as well as in adults) it
is common to find minor intestinal lesions and
normal villi [35].

Overall diagnosis of CD requires a complete
patient history with focused clinical examination,
followed by serologic tests and endoscopy with
biopsy. All tests should be performed before the
initiation of the gluten-free diet. The initial
detection of possible CD can be achieved using
simple and accurate serologic tests, i.e. anti-tissue
transglutaminase type-2 (TG2), endomysial
antibodies (EMA) and deamidated gliadin
peptide antibodies (DGPs). They should be done
as first step in patients with a case history and
symptoms suggestive of CD or in those with
CD-associated diseases. The positivity for
anti-TG2 CD is associated with a high probability
for CD in children and adolescents. However, in
children younger than 2 years, anti-TG2 sensitivity
may be less than optimal; therefore, the use of
deamidated gliadin peptides (DGPs) was
proposed for this age group [7]. CD is also
associated with some human leukocyte antigen
(HLA) allele specificities, namely HLA DQ2 (in
90-95% of cases) and HLA DQ8 (5% of cases).
Genetic testing for HLA-DQ2 and HLA-DQS8 is a
useful tool to exclude CD or to make it very
unlikely in the case of a negative test result for
both. In terms of screening, measurement of IgA

anti-TG2 is the method of choice. Patients with
positive test results should be referred for
endoscopic duodenal biopsy, the gold standard
diagnostic test. Macroscopic changes include
scalloping or nodularity of the mucosa and sparse
duodenal folds; at least 4 biopsies should be
obtained, and duodenal bulb biopsy is mandatory.
According to ESPGHAN, biopsy can be avoided
in selected cases with typical gastrointestinal
signs, compatible HLA status, more than 10-fold
higher IgA anti-TG2 levels, and positive anti-
endomysium (EMA). Other investigations are the
D-xylose test - which is modified - and steatorrhea
- which can be 7-50 g/day. Barium meal may
evidence a dilated jejunum and flattening of
mucosal contour [35-37].

5. TREATMENT

No ideal curative treatment of CD exists. The
treatment of choice is a gluten-free diet, which is
often necessary on a lifelong basis. The gluten-free
diet (GFD) requires complete elimination of the
gluten protein found in wheat, barley and rye. An
experienced nutritionist can provide patients with
a solid education on the foods to avoid, as well as
thealternatives they have for improving compliance
with GFD. A lactose-free diet is included in the
initial phases of the dietary treatment; it should be
adopted on a short-term basis, because clinically
significant lactose malabsorption or intolerance is
rather exceptional. Nutritional troubles occurring
in CD - i.e., loss of small intestine’s absorptive
capacity, pancreatic insufficiency, and restrictive
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dietary practice determining iron deficiency anemia
and fat-soluble vitamin deficiencies - must also be
monitored and corrected. Likewise, a number of
experimental novel therapeutic trials were
proposed. Such attempts included the use of gluten
products with low immunogenicity, oral enzyme
to detoxify ingested gluten, TTG enzyme blockage,
regulatory cytokines, proinflammatory cytokine
blockage, anti-adhesion molecule therapy or gluten
peptide vaccination [38,39]. Approximately 95% of
the children with CD who follow a GFD show
clinical and serological improvement within a few
weeks. However, patient compliance with dietary
treatment is often discouraging. Therefore,
symptomatic and serologic assessment must be
permanently monitored at regular intervals,
depending on the severity and clinical evolution of
cases. Patients and families may need frequent
dietary education and compliance verification.
Families should engage with the medical team, as well
as with the other actors participating in child’s social life
(teachers, trainers, etc.) [40]. Although the complete
disappearance of the villous atrophy is rare, in
most of the cases, initiation of diet leads to remission
of symptoms; specific serologic negativity is
obtained within up to 12-18 months, especially in
patients with particularly elevated initial levels of
anti-TTG. Treatment effectiveness in children is
dependent on the strict compliance with the diet;
clinical surveillance and monitoring of IgA TTG
antibody is useful. Alternative treatment modalities
focus on changes of the dietary components,
enzymatic degradation of gluten, inhibition of
intestinal permeability, and modulation of the
immune response. Refractory CD may require
corticoids and immune modulators, such as
azathioprine, 6-mercaptopurine and cyclosporine.
Recurrences and refractory CD cases must be
reconsidered in terms of etiology and pathogeny;
serology, endoscopic biopsy and aggressive
treatment with corticoids and immune modulators
are necessary [41,42].

6. PROGNOSTIC AND COMPLICATIONS

If adequately treated through a completely
gluten-free diet, CD has an excellent prognosis
- in 95% of cases the patient having a normal
life. Alternatively, failure to introduce a strict

diet or suboptimal compliance lead to further
evolution and occurrence of complications,
including osteopenia/osteoporosis, anemia,
refractory CD, and gastrointestinal malignancies
(enteropathy-associated T-cell lymphoma) [43-
45]. The long-term prognosis may also be
affected by various visual disturbances, such as
reduction of visual fields, loss of rapid flicker
and color sensitivity, and severe deficits in
acuity; other authors described decreases in
retinal nerve fiber, anterior chamber shallowing,
and qualitative and quantitative reduction in
tears. All these will cause different stages of
amblyopia or low-vision, and the affected
children will have social difficulties in terms of
school integration [46,47].

7. CONCLUSIONS

CD is an archetypal intestinal chronic
inflammatory and autoimmune disorder in
genetically susceptible individuals, currently
believed to affect about 1% of the general
population. There are also peculiar aspects in
terms of epidemiology, clinical presentation,
associated diseases and treatment in pediatric
compared to adult population. Clinical
manifestations vary from asymptomatic patients
to severe forms of malabsorption syndromes and
increased risk of specific complications. CD is
therefore a clinical “chameleon” considering the
fact that the children can be completely
asymptomatic or just present with subtle and
atypical features, but the disease can also severely
affect any organ or tissue. Diagnostic strategies
include various serologic tests preceding video
capsule endoscopy and duodenal endoscopy
with biopsy (deemed the gold standard in this
respect). A GFD remains the cornerstone of
treatment for childhood CD, but compliance
problems are rather common.

References

1. Ludvigsson JF, Leffler DA, Bai JC, Biagi F, Fasano
A, Green PH, Hadjivassiliou M, Kaukinen K, Kelly
CP, Leonard JN, Lundin KE, Murray JA, Sanders
DS, Walker MM, Zingone F, Ciacci C. The Oslo
definition for celiac disease and related terms. Gut.
2013;62(1):43-52.

22

volume 22 ¢ issue 1 January / March 2018 ¢  pp. 18-24



THE MULTIPLE FACES OF CELIAC DISEASE IN CHILDREN AND TEENAGERS - AN UPDATED REPORT

10.

11.

12.

13.

14.

15.

16.

17.

18.

Castillo NE, Thethira TG, Laffler DA. The present
and future in the diagnosis and management of
celiac disease. Gastroenterol Rep. 2015;3(1):3-11.
Relly NR, Fasano A, Green PH. Presentation of
celiac disease. Gastrointest Endosc Clin N Am.
2012;22(4):613-21.

Catassi C, Gatti S, Lionetti E. World perspective and
celiac disease epidemiology. Dig Dis. 2015;33(2):145-6.
Schhupan D, Yunker Y, Barisani C: Celiac disease:
from  pathogeny to novel therapy.
Gastroenterology.2009;137(6):1912-33.

Ciccocioppo R, Kruzliak P, Cangemi GC, Pohanka
M Betti E, Lauret E, Rodrigo L. The spectrum of
differences between childhood and adulthood celiac
disease. Nutrients. 2015;7(10):8733-51.

Guandalini S, Vallee PA. Pediatric Celiac Disease
[Internet]. Medscape;2017. [updated 05 Apr 2017;
cited 15 January 2018]. Available from: https://
emedicine.medscape.com/article/932104-
overview#a6

Iwanczak B, Matusiewikz K, Iwanczak F. Clinical
picture of classical, atypical and silent celiac disease
in children and adolescents. Adv Clin Exp Med.
2013;22(5):667-73.

Afzal NA, Tighe MP, Thomson MA. Constipation
in children. Ital ] Ped. 2011;37:28.

Olaru C, Diaconescu S, Trandafir L, Gimiga N,
Olaru RA, Stefanescu G, Ciubotariu G, Burlea M,
Iorga M. Chronic functional constipation and
encopresis in children in relationship with the
psychosocial environment. Gastroenterol Res Pract.
2016; 2016. doi:10.1155/2016/7828576.

Olaru C, Diaconescu S, Trandafir L, Gimiga N,
Olaru RA, Stefanescu G, Ciubotariu G, Burlea M.
Some risk factors of chronic functional constipation
identified in a pediatric population sample from
Romania. Gastroenterol Res Pract. 2016;2016.
doi:10.1155/2016/3989721.

Admou B, Essaadouni L, Krati K, Zaher K, Sbihi M
Chabaa L, Belaabidia B, Alaoui-Yazidi A. Atypical
celiac disease from recognizing to managing.
Gastroenterol Res Pract. 2012;2012. doi:
10.1155/2012/ 637187

Guandalini S. Exploring the iceberg. Impact.
2009;8(4):1-2.

Holmes GKT. Potential and latent celiac disease. Eur
J Gastroenterol & Hepatol. 2001;13(1):1057-60.
Woodward ]. The management of refractory celiac
disease: Ther Adv Chronic Dis. 2013; 4(2):77-90.
Diaconescu MR, Costea I, Glod M, Grigorovici M,
Diaconescu S. Unusual malignant tumors of the
thyroid gland. Chirurgia (Bucur). 2013;108:482-9.
Diaconescu MR, Glod M, Costea I, Grigorovici M,
Diaconescu S. Indications for surgery in thyroiditis.
Chirurgia (Bucur) 2012;107(3):337-42.

Ch’'ng CL, Jones MK, Kingham JGC. Celiac disease
and autoimmune thyroid disease. Clin Med Res.
2007;5(3):184-92.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

Buzduga CM, Costea CF, Dumitrescu GF, Turliuc
MD, Bogdanici CM, Cucu A, Dumitrescu N, Indrei
L, Sapte E, Ciobanu Apostol DG. Cytological,
histopathological, and immunological aspects of
autoimmune thyroiditis: a review. Rom ] Morphol
Embryol. 2017; 58(3):739-47.

Zhao Z, Zou ], Zhao L, Cheng Y, Cai H, Li M, Liu
E, Yu L, Liu Y. Celiac disease autoimmunity in
patients with autoimmune diabetes and thyroid
disease among chinese population. PLoS ONE.
2016;11(7):e0157510.

Gjelberg HK, Hoem D, Verbeke CS, Eide ], Cooper
JG, Molven A: Hypoglycemia and decreased insulin
requirement caused by malignant insulinoma in a
type 1 diabetic patient: when the hoof beats are from
a zebra, not a horse. Clin Case Rep. 2017;5(6):761-8.
Miron I, Diaconescu S, Aprodu G, loniuc I,
Diaconescu MR, Miron L. Diagnostic difficulties in
a pediatric insulinoma: a case report. Medicine
(Baltimore). 2016;95(11):e3045.

Ciuntu BM, Vasiluta C, Negru R, Hultoana R,
Ciuntu R, Georgescu SO, Sirbu PD, Azoicai, D:
Negative pressure therapy in the surgical treatment
of diabetic foot. REV.CHIM.(Bucharest).
2017;68(7):1648-51.

Collin P, Reunala T, Pukkala E, Lalpalla P,
Keyrilainen O, Pasternak A: Coeliac disease-
associated disorders and survival. Gut.
1994;35(9):1215-8.

LauretE, Rodrigo L. Celiac Disease and Autoimmune-
Associated Conditions. Biomed Res Int.
2013;2013:127589.

Barker JM, Liu E. Celiac disease: patophysiology,
clinical manifestations and associated autoimmune
conditions. Adv Pediatr. 2008;55:349-65.

Héuser W, Janke K-H, Klump B, Gregor M, Hinz A.
Anxiety and depression in adult patients with celiac
disease on a gluten-free diet. World ] Gastroenterol.
2010;16(22):2780-7.

Ludvigsson JF, Selgren C, Runeson B, Langstrom N,
Lichtenstein P. Increased suicide risk in coeliac
disease -A Swedish nationwide cohort study Dig
Liv Dis. 2011;43(8):616-22.

Bolos A, Ciubara AM, Chirita, R. Moral and ethical
aspects of the relationship between depression and
suicide. Romanian Journal of Bioethics.
2012;10(3):71-9.

Gili M, Béjar L, Ramirez G, Lépez ], Cabanillas JL,
Sharp B. Celiac disease and alcohol use disorders:
increased length of hospital stay, overexpenditures
and attributable mortality. Rev Esp Enferm Dig.
2013;105(9):537-43.

Iliescu-Bulgaru D, Costea G, Scripcaru A, Ciubara AM :
Homicide and alcohol consumption. A medico-legal
and psychiatric interdisciplinary approach. Multivariate
analysis. Rom ] Leg Med. 2015;23(2):137-42.

Ciubara A, Burlea SL, Sacuiu I, Radu DA, Untu
I,Chiritd R. Alcohol Addiction-A Psychosocial
Perspective. Procedia Soc Behav Sci. 2015;187:536-40.

International Journal of Medical Dentistry

23



Oana ROSU, Georgiana GALCA, Oana TIMOFTE, Gheorghe G. BALAN, Georgeta SINITCHI, Laura ION

33.

34.

35.

36.

37.

38.

39.

Marsh MN. Gluten, major histocompatibility
complex and the small intestine: a molecular and
immunobiological approval to the spectrum of
gluten sensitivity (,celiac sprue”).
Gastroenterology.1992;102(1):230-54.

Corazza GR, Villanacci V. Celiac disease. ] Clin
Pathol. 2005;58(6):573-4.

Weir DC, Glickman NJ, Roiff T, Valim C, Leichtner
AM. Variability of histological changes in childhood
celiac disease. Am ] Gastroenterol. 2010;105(1):207-
12.

Hill ID, Dirks MH, Liptak GS, Colletti RB, Fasano
A, Guandalini S, Hoffenberg EJ, Horvath K, Murray
JA, Pivor M, Seidman EG; North American Society
for Pediatric Gastroenterology, Hepatology and
Nutrition. Guideline for the diagnosis and treatment
for celiac disease in children: Recommendation of
the North American Society for Pediatric
Gastroenterology, Hepatology and Nutrition. ]
Pediatr Gastroenterol Nutr. 2005;40(1):q1-19.
Husby S, Koletzko S, Korponay-Szabé IR, Mearin
ML, Phillips A, Shamir R, Troncone R, Giersiepen
K, Branski D, Catassi C, Lelgeman M, M&ki M,
Ribes-Koninckx C, Ventura A, Zimmer KP;
ESPGHAN Working Group on Coeliac Disease
Diagnosis; ESPGHAN Gastroenterology Committee;
European Society for Pediatric Gastroenterology,
Hepatology, and Nutrition. European Society for
Pediatric Gastroenterology, Hepatology and
Nutrition Guidelines for the Diagnosis of Coeliac
Disease. ] Ped Gastroenterol Nutr. 2012;54(1):136-60.
Pelkowski TD, Viera AJ. Celiac disease: diagnosis and
treatment. Acta Fam Physician. 2014;89(2):99-105.
Hill D. Management of celiac disease in childhood
and adolescence: unique challenges and strategies.

40.

41.

42,

43.

44.

45.

46.

47.

Curr Treat Options Gastroenterol. 2008;9(5):399-
48.

Iorga M, Soponaru C, Sztankovszky LZ, Diaconescu
S. The importance of family adjustment for the
quality of life of children with disabilities.
Proceedings of 6 International Conference LUMEN
RSACYV 2015, p. 681-6.

Nasr I, Leffler DA, Ciclitira P]. Management of
celiac disease. Gastrointest Endosc Clin N Am.
2012;22(4):695704.

Wungjirarinun M, Kelly CP, Leffler DA. Current
Status of Celiac Disease Drug Development. Am ]
Gastroenterol. 2016;111(6):779-86.

Malamut G, Afchain P, Verkarre V, Lecomte T,
Amiot A, Damotte D, Bouhnik Y, Colombel JF,
Delchier JC, Allez M, Cosnes ], Lavergne-Slove A,
Meresse B, Trinquart L, Macintyre E, Radford-Weiss
I, Hermine O, Brousse N, Cerf-Bensussan N, Cellier
C. Presentation and long-term follow-up of
refractory celiac disease: comparision of type I with
type II. Gastroenterology. 2009;136(1):81-90.
Rubio-Tapia A, Hill ID, Kelly CP, Calderwood AH,
Murray JA, American College of Gastroenterology.
ACG clinical guidelines: diagnosis and management of
celiac disease. Am ] Gastroenterol. 2013;108(5):656-76.
Pietzak MM. Follow-up of patients with celiac
disease; Achieving compliance with treatment.
Gastroenterology. 2005 Apr;128(4 Suppl 1):5135-41.
Karatepe Hashas AH, Altunel O, Sevinc E, Duru
N, Alabay B, Torun YA. The eyes of children with
celiac disease. ] AAPOS. 2017 Feb;21(1):48-51.
Bogdanici ST, Martinescu G, Sandulache C,
Bogdanici C. Socio-professional integration for
amblyopic patients. Revista de cercetare s interventie
sociala. 2016;52:87-94.

24

volume 22 ¢ issue 1 January / March 2018 ¢  pp. 18-24



