CASE REPORT / KAZUISTIKA

Severe gastromtestlnal
iINnvolvement in an adult
female patient with chronic
Mmucocutaneous candidiasis

Marcela Kopadova', Stanislav Rejchrt', Rudolf Repéak', Otakar Kopecky?, Josef Spadek?,
Zdenék Noziéka®, Véra Koudelkova*, Pavel Zak®, Jan Bures'

' 2nd Department of Medicine, Charles University in Prague, Faculty of Medicine at Hradec Kralové, University Teaching Hospital, Hradec
Kralové, Czech Republic

2 Institute of Clinical Immunology and Allergology, Charles University in Prague, Faculty of Medicine at Hradec Kralové, University Teach-
ing Hospital, Hradec Kralové, Czech Republic

® The Fingerland Department of Pathology, Charles University in Prague, Faculty of Medicine at Hradec Krélové, University Teaching
Hospital, Hradec Kralové, Czech Republic

* Department of Dermatology, Charles University in Prague, Faculty of Medicine at Hradec Kralové, University Teaching Hospital, Hradec
Kralové, Czech Republic

> Department of Clinical Haematology, Charles University in Prague, Faculty of Medicine at Hradec Kralové, University Teaching Hospital,
Hradec Kralové, Czech Republic

Kopacova M, Rejchrt S, Repék R, Kopecky O, Spadek J, NoZicka Z, Koudelkova V, Zak P, Bures J. Severe gas-
trointestinal involvement in an adult female patient with chronic mucocutaneous candidiasis. Folia Gastroenterol
Hepatol 2005; 3 (2): 62 — 66.

Abstract. Chronic mucocutaneous candidiasis is a condition of heterogeneous causes in which there is chro-
nic infection of mucous membranes, skin, and nails with fungi of Candida species. We present a case of severe
multiple gastrointestinal involvement in an adult female patient with a sporadic inherited form of chronic muco-
cutaneous candidiasis. Tight stenosis of the distal oesophagus, stenosis of the duodenal bulb (with Helicobac-
ter pylori negative chronic ulcer) and diffuse inflammatory involvement of the large bowel with a stenosis of the
sigmoid colon were found. During the next three years the patient underwent 31 bougie dilatations of the
oesophageal stenosis with satisfactory effect. The patient refused allogeneic stem cell transplantation. Final pul-
monary embolism led to her death (at the age of 45).
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Souhrn. Chronicka mukokutanni kandiddza je onemocnéni z riznorodych pricin, pri kterém dochazi k chro-
nické infekci sliznic, kUiZe a neht( kandidami. Tato kazuistika prezentuje pripad dospélé pacientky se sporadickou
vrozenou formou chronické mukokutanni kandiddzy s téZkym postiZzenim gastrointestinalniho traktu. Byly zjistény
tésna stendza jicnu, stendza bulbu duodena (s chronickym Helicobacter pylori negativnim viedem) a difuzni
zanétlivé postiZeni tlustého streva se stendzou sigmatu. V prabéhu tii let nemocna podstoupila 31 buZiovych
dilataci stenozy jicnu s uspokojivym efektem. Pacientka odmitla alogenni transplantaci kmenovych bunék.
Nemocna zemrela na plicni embolizaci (ve véku 45 let).

Kliéova slova: mukokutanni kandidéza, gastrointestinalni postiZeni, stendza jicnu, stenéza duodena, kolitida,
endoskopicka dilatace
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Chronic mucocutaneous candidiasis is a condition
of heterogeneous causes in which there is chronic
infection of mucous membranes, skin, and nails with
fungi of Candida species. Both primary (inherited)
and secondary (acquired) systemic candidiasis are
mostly due to T-cell-associated immunodeficiency
(dysfunction). The gastrointestinal manifestations of
chronic mucocutaneous candidiasis include oral
ulcers, oesophageal disease (strictures, dysphagia,
rupture), gastritis, iron deficiency, diarrhoea and mal-
absorption (9,10). We present a case of severe multi-
ple gastrointestinal involvement in an adult female
patient with a sporadic form of chronic mucocuta-
neous candidiasis.

Case report

A 42-year-old woman was first admitted to our
Department in June 1998 because of dysphagia and
cachexia. She had no familial history of immunodefi-
ciency. Since her early childhood she had been suf-
fering from recurrent respiratory and urinary infec-
tions, from chronic mucocutaneous candidiasis (oral
mucosa, skin, fingernails and toenails were affected),
recurrent oral aphthous lesions, chronic seborrhoic
dermatitis of the scalp, chronic angular stomatitis,
chronic keratoconjunctivitis and persistent skin
lesions. She had had no indices of mental retardation,
there were neither neurological abnormalities nor

Figure 1/ Obr. 1

Chronic mucocutaneous candidiasis. Skin of the face and
mucous membranes of the mouth are affected by severe
chronic candidiasis.

Chronicka mukokutanni kandidéza. Kiize obli¢eje a sliznice
dutiny ustni jsou tézce postizeny chronickou kandidézou.
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signs of myopathy. The patient had had regular men-
struation (despite of cachexia) and no gynaecological
complains. She had been suffering from diarrhoea
and abdominal cramps, these symptoms worsened
one month before admission together with a new
onset of dysphagia for solids and low-grade fever.
The patient was of small stature (152 cm), cachectic,
weighting 18.5 kg (body-mass index 8.0 kg/m?. She
was of childlike appearance, with a keel-shaped face,
nasal prominence, prognathia with small mandible
(with very limited motion in the temporo-mandibular
joints) and protuberant ears. There were evident signs
of chronic oral and nails candidiasis (Figs 1 and 2),
confirmed by subsequent culture. In laboratory tests,
there were severe iron-deficiency anaemia and border-
line leukopoenia, evident signs of T-cell dysfunction
(decreased CD-3+ T-lymphocytes, increased T-lym-
phocytes y/8), normal serum immunoglobulins con-
centrations, normal calcaemia (but metabolic bone
disease) and normal thyroid function. HIV testing (1,2)
was negative. Antibodies against endomysium and
tissue transglutaminase were negative. Connective
tissue disease was excluded, too. There was a severe
proteino-energy malnutrition (with extremely low
serum concentration of prealbumin and transferrin).
Abdominal ultrasound showed moderate spleno-
megaly, gallbladder stones and nephrolithiasis. Tight
stenosis of the distal oesophagus was found at

Figure 2 / Obr. 2

Chronic mucocutaneous candidiasis. Severe chronic mycosis of
skin and nails.

Chronickd mukokutanni kandidéza. Tézka chronicka mykéza
ktze a nehtd ruky.
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Figure 3/ Obr. 3

Tight stenosis of the distal oesophagus was found at
endoscopy (5 mm in diameter, 10 mm in length).

Pfi endoskopii byla nalezena tésna stenéza distalniho jicnu
(prasvit 5 mm, 10 mm dlouha).

endoscopy (5 mm in diameter, 10 mm in length), see
Fig 3. After initial dilatation of the stenosis, it was pos-
sible to endoscope on, axial hiatal hernia, chronic
Helicobacter pylori negative pan-gastritis (at histolo-
gy) and tight stenosis of the duodenal bulb (with
chronic ulcer) were found (Fig 4). The patient had
been on painkillers (containing codeine and aspirin)
that might be a worsening factor both to the
oesophageal involvement and duodenal ulcer.

As it was not possible to pass the endoscope
through the duodenal stenosis, a lever-operated cap-
sule was introduced under fluoroscopic control to the
proximal jejunum for a “blind” small bowel biopsy.
Both standard optical histology and electron
microscopy excluded coeliac disease (microvilli were
preserved, only non-specific inflammatory changes
were found in the mucosa and lamina propria). No
bacterial infection and no parasites were found in
stool samples with repeated tests. Tight sigmoid
stenosis with ulcers and surrounding non-specific
inflammatory changes was diagnosed at colono-
scopy (Fig 5). The stenosis could not be passed by an
endoscope through. Subsequent double-contrast
barium enema revealed diffuse pan-colitis indicated
by a marked loss of haustration and narrowing of the
colon. No malignancy was found within a 3-year fol-
low-up.
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Figure 4 / Obr. 4

Tight stenosis of the duodenal bulb with chronic Helicobacter
pylori negative ulcer (asterisk). The lumen is marked by
arrowheads.

Tésna stenéza bulbu duodena s chronickym Helicobacter pylori
negativnim viedem (hvézdi¢ka). Lumen je oznaéeno hroty.

As dysphagia was a leading symptom, we started
with bougie dilatations of the oesophageal stenosis
with a significant subjective improvement, the patient
was able to swallow both solids and liquids without
any problems. Enteral nutrition, using a polymeric for-
mula, was started by means of a fine-bore nasojejunal
tube (introduced through the duodenal stenosis
endoscopically). Several broad-spectrum antibiotics
and both systemic and topical antimycotics (flucona-
zole, itraconazole, ketoconazole, natamycine) were
administered. The patient was given proton pump
inhibitors and supplemented with iron and vitamin D.
Transfusions of deleucotized blood were given
consecutively without any side-effect reaction. Intra-
venous immunoglobulin was administrated regularly
twice a month. Treatment with immunostimulants was
started, the so called “transfer factor” was given once
every two weeks s.c. (transfer factor — transferendi
factor humanus - is a dialysate of peripheral leuko-
cytes of healthy blood donors). Thanks to his com-
plex therapy, the general condition of the patient
improved, she gained 13 kg within 9 months (from 18
to 31 kg; a body-mass index of 13.4 was reached).
During the next three years the patient underwent 31
bougie dilatations of the oesophageal stenosis with
satisfactory effects (the widest used bougie was 12.8
mm). We have had only one complication. There was



Figure 5/ Obr. 5

Tight sigmoid stenosis with multiple ulcers (asterisks) and
surrounding non-specific inflammatory changes was diagnosed
at colonoscopy.

P¥i koloskopii byla zjisténa tésna sten6za sigmatu

s mnohocéetnymi ulceracemi (hvézdi¢ky) a nespecifickymi

a laceration of the oesophageal mucosa with oozing
bleeding, which was solved endoscopically. Under-
going repeated dilatations (usually at 3-month inter-
vals) the patient did not have any problems swallow-
ing. Nevertheless, she continued to have repeated
infections during this period, respiratory (pneumonia
three times), urinary and ocular. The patient was con-
sidered to be a candidate for allogeneic stem cell
transplantation. Unfortunately, her sister presented
HLA incompatibility and an unrelated donor was not
available in the first time period. Later the patient
refused allogeneic stem cell transplantation.

The patient’s last stay in our Department was in
September 2001. She was admitted because of bila-
teral bronchopneumonia, urinary infection and exsic-
cation. Shortly after this admission sudden cardiac
arrest occurred, successful cardiopulmonary resusci-
tation was performed. Then the patient was artificial-
ly ventilated for a month. Final pulmonary embolism
led to her death.

Discussion

We present a case of severe multiple gastrointesti-
nal involvement in an adult female patient with a spo-
radic form of chronic mucocutaneous candidiasis due
to primary (inherited) T-cell immunodeficiency (distur-
bance of T-lymphocytes maturation and activation). In

Gastrointestinal involvement in mucocutaneous candidiasis

addition to early candidiasis, she had been suffering
from recurrent respiratory and urinary infections since
her early childhood, too. This patient had previously
been treated elsewhere as severe combined immu-
nodeficiency (SCID). SCID syndromes are a heteroge-
nous group of disorders arising from a disturbance in
the development and function of both T and B cells
(1,2,22). However, laboratory criteria were not fulfilled
in the presented case (i.e. CD3 < 10 %, CD16/56
<2 % and CD19 > 75 %). And most of all, a patient
with true SCID without bone marrow transplantation
would not live till adulthood (2,6,7,21,22). The small
stature and characteristic appearance of her face
would resemble Bloom syndrome (12). However, she
had no sun-sensitivity, presented normal serum
immunoglobulines and developed no malignancy (up
to her age of 45). Nijmegen breakage syndrome (13)
was excluded because of lack of microcephaly and
mental retardation.

Chronic mucocutaneous candidiasis is a rare syn-
drome that usually has its onset in childhood. Some
patients have autosomal recessive polyglandular
autoimmune syndrome type | (APECED syndrome)
(9). Our patient had had no endocrine disorder (like
hypoparathyroidism or adrenal insufficiency). Some
patients with chronic mucocutaneous candidiasis
have no associated diseases. An underlying T cell
defect is thought to be responsible for the inability of
these patients to eradicate Candida from mucous
membranes and cutaneous structures (10) but not yet
fully understood in details (4,14,17). No gene defect
has as yet been identified in patients with chronic
mucocutaneous candidiasis without endocrinopathy
although occasional reports of multiple affected fa-
mily members were published (14). Different classifi-
cations were proposed, for instance according to
Coleman & Hay (3) there are sporadic forms, familial
forms, a form associated with interstitial keratitis, and
a form associated with thymoma.

Clinical manifestations of candidiasis include
severe recurrent thrush, onychomycosis, vaginitis
and chronic skin lesions. Visceral invasion is rare (9).
Oesophageal stenosis is the most common gastroin-
testinal complication of chronic mucocutaneous can-
didiasis (15,20,23), diarrhoea and iron-deficiency
anaemia are other possible features (9,23). The dis-
ease can be associated with a short stature and
delayed puberty (23). Ketoconazole and fluconazole
were reported to improve oesophageal stenosis in
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mucocutaneous candidiasis (15,18,23). In other case
reports, interleukin-2 (19), high-dose i.v. immunoglo-
bulins (17) or transfer factor (11) induced marked
regression in mucocutaneous candidiasis. In our
case, antimycotics,
immunoglobulins failed to improve gastrointestinal
involvement substantially, but the oesophageal
stenosis was satisfactory controlled by regular bougie
dilatations for three years. Stenosis of the duodenal
bulb and chronic duodenal ulcer were asymptomatic.
There was no villi atrophy of the small bowel. Colonic
stenosis has been described in SCID but not in
mucocutaneous candidiasis (16). In our case, there

transfer factor and i.v.

REFERENCES

1. Berthet F, Le Deist F, Duliege AM, Griscelli C, Fischer A. Clini-
cal consequences and treatment of primary immunodeficiency
syndromes characterized by functional T and B lymphocyte
anomalies (combined immune deficiency). Pediatrics 1994; 93:
265 - 270.

2. Bonilla FA. Combined immune deficiencies. UpToDate 13.2.
Wellesley, 2005, http://www.uptodate.com

3. Coleman R, Hay RJ. Chronic mucocutaneous candidiasis
associated with hypothyroidism: a distinct syndrome? Br J
Dermatol 1997; 136: 24 — 29.

4. de Moraes-Vasconcelos D, Orii NM, Romano CC, Iqueoka RY,
Duarte AJ. Characterization of the cellular immune function of
patients with chronic mucocutaneous candidiasis. Clin Exp
Immunol 2001; 1283: 247 - 253.

5. Deeg HJ, Lum LG, Sanders J, Levy GJ, Sullivan KM, Beatty P,
Thomas ED, Storb R. Severe aplastic anemia associated with
chronic mucocutaneous candidiasis. Immunologic and hema-
tologic reconstitution after allogeneic bone marrow transplan-
tation. Transplantation 1986; 41: 583 — 586.

6. Fischer A, Landais P, Friedrich W, Morgan G, Gerritsen B, Fasth
A, Porta F, Griscelli C, Goldman SF, Levinsky R. European
experience of bone-marrow transplantation for severe com-
bined immunodeficiency. Lancet 1990, 336: 850 — 854.

7. Friedrich W, Muller SM. Allogeneic stem cell transplantation for
treatment of immunodeficiency. Springer Semin Immunopathol
2004; 26: 109 - 118.

8. Hoh MC, Lin HP, Chan LL, Lam SK. Successful allogeneic bone
marrow transplantation in severe chronic mucocutaneous can-
didiasis syndrome. Bone Marrow Transplant 1996;18: 797 -
800.

9. Kauffman CA. Overview of Candida infection. UpToDate 13.2.
Wellesley, 2005, http://www.uptodate.com

10. Kirkpatrick CH. Chronic mucocutaneous candidiasis. Pediatr
Infect Dis 2001; 20: 197 — 206.

11. Kornblut AD. An evolution of therapy for mucocutaneous can-
didiasis. Laryngoscope 1980; 90, Suppl 22: 1 - 30.

12. Lederman HM. Bloom syndrome. UpToDate 13.2. Wellesley,
2005, http://www.uptodate.com

13. Lederman HM. Nijmegen breakage syndrome. UpToDate 13.2.
Wellesley, 2005, http://www.uptodate.com

66

was a diffuse inflammatory involvement of the large
bowel with a tight stenosis of the sigmoid colon.
Chronic pan-colitis was a cause of diarrhoea. Stem
cell transplantation can be considered in severe
chronic mucocutaneous candidiasis (5,8). In our
case, a suitable donor was not available in the first
time period, later the patient refused allogeneic stem
cell transplantation.

Albeit being a palliative treatment, bougie dilatation
is a feasible method that significantly improves the
quality of life of patients with severe dysphagia due to
tight oesophageal stenosis in chronic mucocuta-
neous candidiasis.

14. Lilic D, Gravenor |. Immunology of chronic mucocutaneous
candidiasis. J Clin Pathol 2001; 54: 81 — 83.

15. Lingelbach A, Seidl HP, Frimberger E, Traidl-Hoffmann C, Ring
J, Hofmann H. Chronic mucocutaneous candidosis with severe
esophageal stricture (in German). Mycoses 2003; 46, Suppl 1:
15 -18.

16. Lopez-Herrera G, Garibay-Escobar A, Alvarez-Zavala BJ,
Esparza-Garcia A, Galindo-Rujana ME, Flores-Romo L, Estra-
da-Garcia |, Hernandez-Pando R, Estrada-Parra S, Santos-
Argumedo L. Severe combined immunodeficiency syndrome
associated with colonic stenosis. Arch Med Res 2004; 35: 348
- 358.

17. Oyefara BI, Kim HC, Danziger RN, Carroll M, Greene JM, Dou-
glas SD. Autoimmune hemolytic anemia in chronic mucocuta-
neous candidiasis. Clin Diagn Lab Immunol 1994; 1: 38 - 43.

18. Pappas PG, Rex JH, Sobel JD, Filler SG, Dismukes WE, Walsh
TJ, Edwards JE; Infectious Diseases Society of America.
Guidelines for treatment of candidiasis. Clin Infect Dis 2004;
38: 161 — 189.

19. Sander E, Prolla G, Marques AR, Zelmanowitz T, Zampese M,
Schwartsmann G. Reversal by interleukin-2 of alopecia univer-
salis, mucocutaneous candidiasis, and sexual impotence in
a patient with malignant thymoma. J Natl Cancer Inst 1993; 85:
673.

20. Vazquez JA, Sobel JD. Mucosal candidiasis. Infect Dis Clin
North Am 2002; 16: 793 — 820.

21. Veys P, Rao K, Amrolia P. Stem cell transplantation for conge-
nital immunodeficiencies using reduced-intensity conditioning.
Bone Marrow Transplant 2005; 35, Suppl 1: S45 - S47.

22. Waldmann TA, Nelson DL. Inherited immunodeficiencies (395 -
403). In: MM Frank, KF Austen, HN Claman, ER Unanue, eds.
Samter’s Immunologic Diseases. Fifth Edition. New York: Little,
Brown & Co, 1995.

23. Williamson MM, Gordon RD. Severe chronic mucocutaneous
candidiasis. Favourable response to oral therapy with keto-
conazole. Med J Aust 1983; 1: 276 — 278.

Correspondence to / adresa pro korespondenci:
Marcela Kopac¢ova, MD, PhD, 2nd Department of Medicine,
Charles University Teaching Hospital,

Sokolska 581, 500 05 Hradec Kralové, Czech Republic
E-mail: kopacmar@fnhk.cz



Inzerce FRESENIUS



