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Isotretinoin-Associated Crohn’s Disease-
Like Ileo-Colitis in a Renal Transplanted
Patient: Case Report

Renal Transplantasyonlu Hastada
Isotretinoin Iligkili Crohn Hastalig1 Benzeri
Tleokolit

ABSTRACT Isotretinoin (13-cis-retinoic acid) is a vitamin A synthetic analogue. It has been used
for various forms of folliculitis and severe acne. Recently, an increasing number of data has been
suggested a causal relationship between isotretinoin and inflammatory bowel disease. A 38 year-old
male patient who had end stage renal failure due to Familial Mediterranean Fever amyloidosis, had
a renal transplantation operation. During the first month of transplantation, steroid-induced acne
developed on his back. Following treatment of isotretinoin he presented to the emergency clinic
with abdominal pain and bloody diarrhea. Colonoscopic examination revealed multiple ulcers from
the sigmoid colon through the ileum. Histopathology revealed patchy active chronic inflamma-
tion. Following discontinuation of isotretinoin, regression in number, diameter and depth of mu-
cosal ulcers were detected colonoscopically. We have presented the case report of first renal
transplanted and immune suppressed case in English literature who developed Crohn's disease-like
ileocolitis following the use of isotretinoin.
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OZET Izotretinoin (13-cis-retinoik asid) A vitamini sentetik analoglarindan biridir. Farkl tipte fol-
likiilitler ve siddetli akne tedavisinde kullanilagelmistir. Yakin zamanda izotretinoin ile inflamatuar
barsak hastalig1 arasinda nedensel bir iligki olduguna yonelik veriler artmaktadir. Ailesel Akde-
niz atesine bagh amiloidoz nedeniyle son donem bébrek yetmezligi olan 38 yasindaki erkek hasta
renal transplantasyon operasyonu oldu. Transplantasyonun 1. ayinda sirtta steroide bagl akne
gelisti. Tzotretinoin tedavisi sonrasinda karin agrisi ve kanh diyare sikayetiyle acil servise ba-
svurdu. Kolonoskopik incelemede sigmoid kolon-ileum arasinda multipl iilserler goraldi. Histo-
patolojik incelemede yama tarzinda aktif kronik inflamasyon saptandi. izotretinoin tedavisinin
sonlandirilmasiyla mukozal iilserlerin sayisi ve derinliginin azaldig1 kolonoskopide saptandi. Burada,
izoteretinoin tedavisi sonrasi Crohn hastalig1 benzeri ileokolit gelisen, Ingilizce literatiirdeki ilk
renal transplantasyonlu ve immiinsiiprese hasta sunulmustur.

Anahtar Kelimeler: {zotretinoin; Crohn hastaligy; Ailesel Akdeniz Atesi; amiloidoz
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sotretinoin (13-cis-retinoic acid) is a vitamin A synthetic analogue. It

has been used for various forms of folliculitis and severe acne.! Current

or past history of isotretinoin (ISTR) use is highly frequently encoun-
tered among patients suffering inflammatory bowel disease (IBD).>® We re-
port a case with stable renal function after renal transplantation who
developed inflammatory bowel disease following the usage of oral ISTR for
his immunosuppression-induced acne.
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A 38 year-old male patient who had end stage renal
failure due to Familial Mediterranean Fever (FMF)
amyloidosis, had had a renal transplantation oper-
ation. The immunosuppressive agents he had taken
had been prednisolone 2x5 mg, micofenolat mofetil
(MM) 2x540 mg and everolimus 2x0.75 mg, in
order to prevent rejection. During the first month
of transplantation, steroid-induced acne developed
on his back. He was referred to the dermatology
outpatient clinic eight months after the transplan-
tation because he suffered from the lesions so se-
verely that he was not able to lay on his back. His
serum creatinine level was stable but CRP (C-reac-
tive protein) and white blood cell (WBC) levels
were elevated (67 mg/lt and 14900/ul respectively).
Acne therapy was started with azithromycin 500
mg per day for three consecutive days in a week,
totally for three months and added topical therapy
such as benzoil peroxide 10% lotion, sulfacetamide
lotion, and tretinoin 0.05% cream. His acne failed
to respond to this therapy. After confirming his di-
agnosis of acne with histopathological examination
he was treated with ISTR orally with a dose of 10
mg daily. He experienced a dramatic improvement
in his acne. However at the end of the second
month of this therapy he came back to the emer-
gency clinic with abdominal pain and bloody diar-
rhea.

On physical examination in the emergency de-
partment, he had a good general condition, and
vital signs were stable. There was diffuse abdomi-

nal tenderness. Digital rectal examination showed
that the rectum was empty. Upright abdominal X-
ray findings were not pathological. Hematocrit,
WBC count and CRP levels were 36%, 13000/ul
and 72 mg/dl, respectively. Other biochemical tests
were within normal limits. Clostridium difficile
toxin and CMV PCR were negative. Colonoscopic
examination revealed multiple ulcers from the sig-
moid colon through the ileum. Ileocecal valve was
deformed by ulcers. Diameters of ulcers were be-
tween 8-25 mm (Figure 1). Each ulcer had exude
and red peripheral halo. Remaining mucosal areas
among ulcers were normal. In microbiological ex-
amination of colonic and ileal biopsies taken from
the ulcers, ARB was negative.

In colonoscopic biopsy samples from terminal
ileum, ileocecal valve and descending colon, patchy
active chronic inflammation was present
histopathologically. In lamina propria, inflamma-
tory cell infiltration consisting of neutrophils,
plasma cells and lymphocytes destroying crypts
were seen (Figure 2). Any granuloma was not de-
tected. In some biopsy fragments mucosal ulcera-
tion and formation of granulation tissue were
present (Figure 3). With special crystal violet stain,
amyloid was positive in the vessel walls in colonic

biopsies but not in ileal biopsies.

Crohn’s disease was supported by colonoscopic
and pathological findings. ISTR was discontinued
and mesalazine 4 gr p.o. was added to the im-
munosuppressive treatment regimen. During his
follow-up on the 2" year, abdominal pain, diarrhea
or rectal hemorrhage was not present. Control

FIGURE 1: a) Endoscopic appearance of ulcers located at ileocecal valve. b) Endoscopic appearance of ileal ulcers. ¢) Endoscopic appearance of colonic ul-
cers.
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FIGURE 2: Inflammatory cells destroying colonic cripts (H-E, scale bar: 50 p).

FIGURE 3: Ulcerated colonic mucosa and replacing granulation tissue (H-E,
scale bar: 50 p).

FIGURE 4: a) Endoscopic appearance of healed ulcers at ileocecal valve. b) Endoscopic appearance of healed ileal ulcers. €) Endoscopic appearance of healed

colonic ulcers.

colonoscopic examination revealed regression in
number, diameter and depth of mucosal ulcers
(Figure 4).

DISCUSSION

Crohn’s disease (CD) is a chronic inflammatory
bowel disease (IBD) of the human gastrointestinal
tract. The etiology and pathogenesis of CD remain
unknown, but increasing evidence suggests that
the dysregulation of mucosal T cells which results
in the secretion of pro-inflammatory mediators,
the accumulation of inflammatory cells, and tissue
damage, may play an important role in the patho-
genesis of CD. TO lymphocytes produced from the
thymus are transformed into cytotoxic T lympho-
cytes such as Th1,Th2 and Th17 by stimulation of
proinflammatory cytokines (IL1, IL2, IL4, IL6,
1123, TGF-B).° Cytotoxic T lymphocyte activity is
controlled by Treg cells, which is responsible for
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immune tolerance to intestinal bacterial antigens
in gastrointestinal lumen and ingested antigens.
Function and/or number of the Treg cells decrease,
cytotoxic T lymphocyte activation increases. Ex-
cessive activation of cytotoxic T lymphocytes with
various warnings is an important factor in epithe-
lial damage. Although the exact etiology is unclear
in such cases, some drugs such as antibiotics, non-
steroidal anti-inflammatory drugs and oral contra-
ceptive pills are held responsible.!*12 Isotretinoin
(13-cis-retinoic acid) is a well-known vitamin A
synthetic analogue used in several dermatologic
diseases, including acne and various forms of folli-
culitis'. Synthetic analogues of retinoic acid trig-
ger intestinal mucosal killer T cell activation.
These activated cells cause epithelial damage and
mucosal inflammation.>'® Besides, synthetic
retinoic acid derivatives contribute to the devel-

opment of intestinal mucosal ulcerations by dis-
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rupting epithelial cell maturation. Retinoic acid
derivatives contribute to the development of in-
flammation and mucosal ulceration by activated
Ts lymphocytes.

The colonoscopic biopsy specimen in our case
showed focal active chronic inflammation. The
histologic findings suggest that ISTR may have
acted as a trigger for acute inflammation and the
histologic features are compatible with the
chronic IBD, most likely with CD. Following dis-
continuation of ISTR, the gastrointestinal com-
plaints of the patient disappeared further suppor-
ting the relationship between ISTR and IBD.

The results of some studies on the association
of ISTR with new-onset IBD are conflicting.!*!®
Bernstein et al. claimed that isotretinoin was not
likely to cause chronic IBD.!* However, Crockett
et al. suggested that ulcerative colitis (UC) but not
CD was associated with previous isotretinoin ex-
posure.”® Spada and colleagues have reported a case
of pan-enteritis associated with isotretinoin which
was not compatible with IBD but instead showed
focal, nonspecific acute inflammation with a mod-
erate neutrophil infiltrate, consistent with an acute
proctosigmoiditis.® There are well documented
cases supporting the relationship between ISTR
and IBD.%”7

Detection of amyloid on biopsy samples taken
from the colonic mucosa neighboring the ulcers,
made us to consider a possible etiological relation-
ship between amyloid and these ulcers. Because a
myeloproliferative disease was not present as a
causative factor, primary amyloidosis of AL type
was excluded and because the dialysis period was
short, amyloidosis related with dialysis was not
considered. It was estimated that in this patient suf-
fering from chronic renal failure secondary to FMF,
amyloidosis detected on colonic biopsies was reac-
tive and AA type. In AA type reactive amyloidosis
gastrointestinal involvement was reported to be
60%.1¢ Ensari et al. detected amyloid storage in rec-
tum in 36 cases and in ileum in 1 case in their case
series of 111 FMF patients."” In another case series
of patients having amyloid storage in gastrointesti-
nal tract amyloid was found in mucosa of duode-
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num in 100%, in stomach and colon in 90% and in
esophagus in 70% of cases.'® Small intestinal in-
volvement was reported rarely. In our patient ileal
ulcers were present however amyloid was negative
on biopsies sampled from ileal mucosa around these
ulcers. After discontinuation of ISTR, regression at
the number, diameter and depth of mucosal ulcers
were detected. Furthermore, histopathological
findings supported the diagnosis of CD. It was re-
ported that survival in amyloidosis of extensive gas-
trointestinal involvement was limited with
months; however our case was in his 2™ year of fol-
low-up.

Concurrence of Crohn’s Disease and Familial
Mediterranean Fever (FMF) may pose a challenge
to diagnosis. FMF is an inflammatory disorder
transmitted in an autosomal recessive pattern char-
acterized by an uncontrolled immune response.'
Influx of polymorphonuclear leukocytes (PNLs) is
seen into the inflamed regions in FMF. FMF is
caused by mutations in MEFV gene which is asso-
ciated with functional disorders in PNLs. It has
been reported that MEFV mutations were not as-
sociated with CD susceptibility.?

Everolimus and MM are being tried for re-
fractory or corticosteroid depended Crohn’s Dis-
ease. Although experience of everolimus is limited,
it has been reported that MM might have been ef-
fective in refractory or corticosteroid depended
Crohn’s Disease.?’® The most common side effect
of MM is on gastrointestinal system. In a few cases,
gastrointestinal ulcers developing after the usage
of MM have been reported. Halim et al. concluded
that de-novo inflammatory bowel disease could
have developed post renal transplantation even
when MM has been used.?* Mechanism of ulcer
development in the gastrointestinal mucosa with
MM is unclear. Immunsupressive effect of MM
arises through with T lymphocytes. Since the pa-
tient had been using MM for one year when his
symptoms begun, according to us, ISTR which has
been started two months ago, may be a more dom-
inant factor than MM. However, MM may have
additive effect with ISTR on mucosal ulcer devel-
opment.
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lationship is strong. In this regard, our patient is
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As a result, although the causal relationship
between IBD and ISTR has not been explained,
increasing numbers of studies suggest that this re-
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