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SUMMARY

Introduction Celiac disease is an inflammatory condition of the small intestinal mucosa induced by
gluten consumption in genetically susceptible individuals, leading to a spectrum of gastrointestinal
presentation. A number of autoimmune and other disorders are highly associated with celiac disease.
Cardiomyopathy associated with celiac disease has been rarely reported in the literature.

Case Outline We present a case of a 27-year-old male with one month history of diarrhea, weight loss,
fatigue, dyspeptic symptoms, peripheral edema, and cardiac palpitations. After positive serological
screening with immunoglobulin A anti-tissue transglutaminase antibody test, the diagnosis of
celiac disease was confirmed with histopathology examination of duodenal biopsy specimen.
Echocardiographic findings were consistent with acute myocarditis. After common causes of myocarditis
had been excluded, probable celiac disease-associated autoimmune myocarditis was diagnosed. The
patient was recommended to undergo a strict life-long gluten-free diet. IgA anti-transglutaminase
antibodies, and anti-gliadin antibodies, were both significantly elevated during the 6-, 12- and 18-month
follow-up. Low compliance to gluten-free diet in our patient led to progressive worsening of the left
ventricular ejective fraction and other serious cardiac complications which warranted invasive cardiac
interventions.

Conclusion Dilated cardiomyopathy associated with celiac disease is a serious condition which requires
multidisciplinary approach involving gastroenterologist and cardiologist. Compliance with gluten-free
diet is mandatory if patients are to avoid progression of cardiomyopathy. Screening of patients with

idiopathic dilated cardiomyopathy for celiac disease is advisable.
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INTRODUCTION

Celiac disease is an inflammatory condition
of the small intestinal mucosa induced by
gluten consumption in genetically susceptible
individuals, leading to a spectrum of gastro-
intestinal presentation. It is one of the most
common genetically transmitted disorders
reaching the prevalence of 1% in overall pop-
ulation. A number of autoimmune and other
disorders are highly associated with celiac dis-
ease. These include autoimmune thyroid dis-
ease, Down’s syndrome, type 1 diabetes mel-
litus, dermatitis herpetiformis, IgA selective
deficit, primary biliary cirrhosis, sclerosing
cholangitis and epilepsy with cerebral calci-
fications. Cardiomyopathy associated with
celiac disease has been rarely reported in the
literature.

We present a case of 27-year-old male in
whom dilated cardiomyopathy occurred simul-
taneously with typical celiac disease.

CASE REPORT

The patient was a 27-year-old unemployed
male admitted to our department with a one-
month history of diarrhea, weight loss, fatigue,
dyspeptic symptoms, peripheral edema, and
cardiac palpitations. His previous medical

history was unremarkable. There was a fam-
ily history of maternal systemic lupus erythe-
matosus.

General examination at admission revealed
marked pallor and lower limbs edema.

Routine laboratory tests revealed severe
iron deficiency anemia and hypoalbuminemia
(Hgb=84 g/L, transferrin saturation=7.32%,
albumin=26 g/L). He had reduced body mass
index (BMI=19.2 kg/m?). Thyroid function
tests were within reference range. Screening
serology for celiac disease — IgA anti-trans-
glutaminase antibodies were highly elevated
(339 RU/ml). Upper gastrointestinal endos-
copy revealed macroscopic signs of duodenal
mucosal atrophy. Histopathology examina-
tion of duodenal biopsy specimen revealed
type III, lesions according to the Marsh-
Oberhuber classification (Figure 1). The elec-
trocardiogram showed a left bundle branch
block (Figure 2). Echocardiographic findings,
which were consistent with acute myocarditis,
showed normal left ventricular ejective frac-
tion (LVEF=50%). Serum creatine kinase — MB
isoenzyme level was normal. Cardiac troponin
I level was increased (0.03 umol/L). Serologic
tests for cardiotropic viruses were negative.
He did not meet the American Rheumatism
Association criteria for systemic lupus erythe-
matosus. Myocardial biopsy was refused by
the patient.
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Figure 1. Microscopic image of the duodenal mucosal biopsy
(HE, x125): Reduced surface of enterocytes with irregular brush-
border, moderate villous atrophy, hyperplasia of glandular crypts,
and pathological increase of intraepithelial and lamina propria
lymphocytes.
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Figure 2. A 12-lead ECG showed left bundle branch block

Celiac disease with probable celiac disease-associated
autoimmune myocarditis was diagnosed. He was rec-
ommended to undergo a strict life-long gluten-free diet
(GFD). His digestive symptoms and peripheral edema dis-
appeared soon after introduction of GFD. After 6 months,
his complete blood count and routine biochemistry were
within normal limits. Exercise stress test showed no ab-
normalities. During 18-month follow-up he gained 16.1
kg (BMI 23.8 kg/m?). Cardiologist prescribed angiotensin-
converting enzyme inhibitors, beta blockers and acetil-
salicylic acid.

In order to evaluate compliance with the GFD, we regu-
larly investigated IgA anti-transglutaminase antibodies, as
well as anti-gliadin antibodies, which were both signifi-
cantly elevated during the 6-, 12- and 18-month follow-up.
Echocardiography showed global hypokinesis and dilata-
tion of the left ventricle with LVEF of 20% to 25% dur-
ing 12-months follow-up. Coronary angiography showed
no abnormalities. Clinically he had heart failure NYHA
stage III, thus diuretics were added to therapy. Because
of bradycardia and advanced heart failure, a permanent
multisite atrial-ventricular pacemaker (DDDR mode)
was implanted. Control echocardiography showed further
worsening of LVEF (15-20%) during 18-months follow-
up. Radiofrequency ablation of the atrioventricular node
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was performed because an episode of uncontrolled atrial
flutter occurred.

DISCUSSION

In this case, we present a patient with celiac disease and
simultaneous occurrence of myocarditis, which later pro-
gressed to chronic dilated cardiomyopathy. To the best of
our knowledge, this is the first case of dilated cardiomyopa-
thy associated with celiac disease in this part of Europe. It
seems likely that in this case, cardiomyopathy occurrence
and its fast progression were causally related to celiac
disease and low compliance with the GFD. According to
available sources, about 17 similar cases have been reported
so far [1-7]. Patients with both serological evidence and
histopathology findings were only included in this review.

A study has shown increased prevalence of celiac dis-
ease in patients with cardiomyopathy [8]. However, an-
other study has shown a lack of this association [9]. Several
mechanisms have been proposed for the development of
cardiomyopathy in celiac disease. Firstly, malabsorption
occurring in celiac disease may lead to cardiomyopathy
caused by severe nutritional deficiencies [10]. Autoim-
mune response directed against antigens present in both
the myocardium and small bowel may be responsible for
myocardial injury [3, 4, 10].

In our review, 9 patients had biopsy proved myocarditis
[4], and 9 patients were diagnosed as having dilated car-
diomyopathy [1, 2, 3, 5, 6, 7], including our patient who
refused myocardial biopsy. Of the patients reviewed, 13
(72.2%) were treated with a strict gluten-free diet alone
[1-7]. Two patients were noncompliant and presented with
worsening of LVEF [3]. One patient died due to intractable
heart failure [1]. The remaining 10 patients had improve-
ment of LVEF and suppression of ventricular arrhythmias
[2-7]. Five patients (27.8%) were treated with immunosup-
pressive therapy in addition with gluten-free diet [4]. All
of these patients had improvement of LVEE. However, our
patient unfortunately refused immunosuppressive therapy.

It seems that a low compliance with the GFD in our
patient led to progressive worsening of LVEF and other
serious cardiac complications which warranted further
invasive cardiac interventions.

In conclusion, dilated cardiomyopathy associated with
celiac disease is a serious condition which requires mul-
tidisciplinary approach involving gastroenterologist and
cardiologist. Compliance with the GFD is mandatory if
patients are to avoid progression of cardiomyopathy. Ac-
cording to the available data, if diagnosed early cardio-
myopathy may be reversible with introduction of GFD
alone. Further studies of patients with celiac disease and
cardiomyopathy are needed to determine exact pathogenic
mechanism of cardiac injury. Screening of patients with id-
iopathic dilated cardiomyopathy for celiac disease should
be considered.
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AunataTuBHa KapaMoMMoNnaThja yapy»KeHa ¢ uennjauHom 6onewhy:

npuvka3s 6o1ecHMKa 1 Nperneg nutepatype

Hemara Munucasswesuh, MupjaHa LiBetkosuh, fopan Hukonuh, BpaHka Ouannosuh, Hukona Munntuh
Operbetbe ractpoeHteponoruje, KnuHnuko-60nHWYKM LeHTap ,bexaHnujcka koca’, beorpag, Cpbuja

KPATAK CAP»AJ

YBop LienvjauHa 60necT je 3anarmbercko 060osberbe MyKo3e TaH-
KOr LipeBa 13a3BaHO MHIeCTUjOM FTyTeHa KO reHeTCKM npep-
ofpeheHnx ocoba Koje BOAM Ka HY3Y raCTPOVHTECTUHANHUX
MaHudecTaymja. MHore ayToumyHcke 6onecTu, Kao 1 apyra
060sbetba, BUCOKO 3Ha4ajHO Cy yApY»KeHa C LiennjayHom bone-
why. O KaparoMvonaTuju yapy»eHoj ¢ LenujayHom bonewhy
Ce peTKo Mu1cano y nutepatypu.

Mpukas 6onecHuKa Mpuikasyjemo cnyyaj 27-ropuilrber My-
WwKapLa ¢ jefHOMeCeYHOM NCTOPUjOM Anjapeje, rybuTKa Tene-
CHe Mace, MalakcanocTu, AMCNenTUYHKX Teroba, nepudepHrx
efema 1 nannutauyja. HakoH Mo3nTUBHOT CEPOSOLLKOT CKPU-
HUHTa C UMYHOO0YNMH A @HTUTPAHCITY TAMUHCKIM aHTHTE-
NMa, AnjarHo3a LenujayHe bonectu je notepheHa xucronaro-
NOLIKMM MPerneaom npenaparta 6roncuje gyoaeHyma. Exokap-
anorpadcky Hanas je ykasao Ha akyTHU MAOKapAMTHC. HakoH
LUTO Cy UCKJbyYeH yobuyajeHu y3poLm MUOKapAnTICa, Anjar-
HOCTVKOBaH je Moryhu ayToMyHCKI MNOKapAUTUC YAPYXKeH C
uenunjayHom bonewhy. bonecHuKy je npenopyyeHa CTpUKTHa
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[OXMBOTHa AunjeTa 6e3 rnyTeHa. IMyHOrnobynuH A aHTUTpaH-
CrNyTaMVHCKa aHTUTeNa, Kao W aHTUIjaanHCKa aHTUTena buna
Cy 3Hay4ajHO NoBMLLEHa TOKOM LIECTOMECEYHNX, ABaHaeCTOMe-
CEYHVIX 1 OCAMHAECTOMECEYHUX KOHTPOMHYX nperneaa. Cnabo
npuapKaBatbe avjeTe 6e3 riyTeHa Kog nprikasaHor 6onecHrKa
[0BEJIO je O NPOrpec/BHOT MOropLuaka ejekuroHe gppakuyje
neBe KOMOpe CpLa 1 APYriX KapAujanHyxX KoMnanKaumja Koje
Cy 3axTeBaJle VHBa3VBHE KapAMOIOoLLKe HTepBeHLuje.
3aksbyyak [lunataTmBHa Kapauommonatuja yapyxeHa c Lenu-
jauHom 6onelwhy je TelwKo cTarbe Koje 3axTeBa MyTUANCLNIIN-
HapHW NpuUcTyn 6onecHrKy, yKIbyuyjyhu ractpoeHTeposiora 1
Kapavonora. KomnnujaHca aujete 6e3 rnyTeHa je HeonxogHa
YKONMKO 6onecHULM xene Aa n3berHy pa3soj Kaparomviona-
Tuje. Mpenopyuyje ce ncnuTMBame 6onecHrKa C ANONATCKOM
KapAVvoMMONaTUjoM Ha LienujayHy 6onecr.

KmbyuHe peun: LienmjauHa 6onect; gunatatviBHa KapAanommo-
natuja; oujeta 6e3 rnyTteHa
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