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Abstract

Differentiating inflammatory bowel disease (IBD) from other gastrointestinal inflammatory conditions is essential for accurate diagnosis and effective 
management. This review examines various infectious, ischemic, drug-induced, and rare pathologies that can mimic IBD both clinically and histologically. 
Intestinal tuberculosis (ITB) presents a significant diagnostic challenge due to its resemblance to Crohn’s disease, particularly in the ileocecal region. Infectious 
agents, such as Yersinia and cytomegalovirus (CMV), as well as drug-induced enteropathies, especially those caused by nonsteroidal anti-inflammatory drugs 
(NSAIDs), can produce symptoms and morphologies similar to IBD.
Advanced diagnostic tools, including tissue polymerase chain reaction (PCR), specialized histological staining, and imaging techniques, are recommended 
to identify distinctive features, such as granulomas in ITB or vasculitic involvement in systemic vasculitis. Monogenic disorders, Behçet’s disease, and 
gastrointestinal vasculitis must also be considered, particularly in cases unresponsive to standard treatments. Differentiating factors such as symptom duration, 
endoscopic findings, and associated systemic signs play a critical role in guiding a precise diagnosis.
An accurate assessment, supported by a multidisciplinary approach, improves clinical outcomes by ensuring the appropriate treatment for conditions that 
resemble IBD but have distinct therapeutic requirements.
Keywords: Crohn’s disease, differential diagnosis, inflammatory bowel disease, ulcerative colitis

INTRODUCTION
Inflammatory involvement of the gastrointestinal (GI) tract often resembles inflammatory bowel disease (IBD) macroscopically, and in chronic 
cases, histological features may also mimic those seen in IBD. Accurately identifying the underlying cause is essential for timely and effective man-
agement. While clinical and endoscopic findings are critical for diagnosing IBD, additional methods such as histology, polymerase chain reaction 
(PCR) for microbiological analysis, imaging, and, in rarer cases, genetic testing, may be necessary for a differential diagnosis.

The endoscopic appearance and the pattern of involvement play a particularly important role. For example, the classic cobblestone appearance in 
the ileocecal region is characteristic of Crohn’s disease (CD), whereas long (>5 cm), linear, often solitary or paired antimesenteric ulcers in the left 
colon are more indicative of ischemia. In contrast, aphthous ulcers or widespread colitis are less specific findings.

Chronic inflammatory conditions of the GI tract, including those considered in the differential diagnosis of IBD, often present along a spectrum. 
These may include CD-like involvement of the ileocecal region with CD-like ulcers or ulcerative colitis (UC)-like involvement predominantly 
affecting the left colon, which typically manifests as diffuse, mucosal-dominant superficial inflammation. It is important to note that these two 
forms can overlap in certain pathologies within the differential diagnosis spectrum, as well as in cases exhibiting “indeterminate” morphology 
(Table 1).

In this section, we will examine the key pathologies more commonly encountered in clinical practice that should be considered in the differential 
diagnosis of IBD and its exacerbations.

INFECTIOUS PATHOLOGIES
Various acute inflammatory processes-including viral, bacterial, fungal, protozoan, and helminthic infections-are significant considerations both 
during IBD flare-ups and in the differential diagnosis.¹ Among these, intestinal tuberculosis (ITB) presents a notable clinical challenge due to its 
chronic symptoms, such as diarrhea, weight loss, and abdominal pain, which closely mimic CD in clinical presentation, intestinal involvement, 
and endoscopic morphology.

Pathogens such as cytomegalovirus (CMV) and Clostridioides difficile may occasionally cause diagnostic confusion with IBD, particu-
larly in severely immunosuppressed patients. However, their role is more frequently discussed in the context of triggering IBD exacer-
bations.²

https://orcid.org/0000-0001-8661-5791
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CMV, typically latent in the neural cord, generally does not require an-
tiviral treatment in IBD patients unless there are accompanying bone 
marrow findings, such as cytopenia, that necessitate intervention.

INTESTINAL TUBERCULOSIS
ITB, like CD, most commonly affects the ileocecal region. In CD, typ-
ical mucosal involvement manifests as ulcers running parallel to the lu-
men, with a tendency to merge and sometimes form star-shaped lesions 
at varying stages of ulceration. A less common but distinctive feature of 
CD is the cobblestone appearance.

In contrast, ITB ulcers typically begin as circumferential ring ulcers at 
various stages and are often accompanied by a polypoid appearance. 
These ulcers can progress to a proliferative ulcerative form, potentially 
leading to lumen obstruction. Additionally, severe deformation of the 
cecum may result in fibrotic narrowing of the lumen, and in some cases, 
a pseudotumor appearance can be observed.³

The definitive diagnosis of ITB relies on detecting acid-fast ba-
cilli in tissue samples or identifying Mycobacterium tuberculosis 
through culture or PCR. Histological findings, such as necrotizing 
granulomas or necrotic lymph nodes observed on imaging, provide 
strong support for diagnosis.4 However, gold-standard tests for M. 
tuberculosis have limited sensitivity, particularly in the gastrointes-
tinal system.

More than 50% of ITB cases are associated with pulmonary involve-
ment or miliary dissemination, which, during the diagnostic stage, of-
ten presents as a consuming and debilitating disease profile. Notably, 
the onset of IBD-like symptoms in ITB typically occurs within 6–12 

months, whereas similar symptoms in a patient with CD often date back 
1–2 years or more. This distinction in symptom duration is frequently 
overlooked in clinical practice.

In the presence of any ulcer that does not exhibit the typical linear 
morphology or cobblestone appearance of CD, ITB should also be 
considered. When an endoscopist encounters an atypical ulcer mor-
phology, testing for acid-fast bacilli, TB-PCR, TB culture, and histo-
pathological examination should be conducted. ITB can be definitive-
ly diagnosed through histology if granulomas are widespread, large, 
and tend to merge.

In such cases, it is the gastroenterologist›s responsibility to retrospec-
tively evaluate the patient for symptoms such as fever, review pul-
monary imaging findings, and assess interferon-gamma release assay 
(IGRA) test results.5

A history of tuberculosis (TB) exposure among family members or 
close contacts, prior exposure to the bacillus (evidenced by positive 
purified protein derivative [PPD] or interferon-gamma release assay 
[IGRA] tests), combined with laboratory and histological investiga-
tions, plays a significant role in diagnosing ITB.

Histologically, ITB is characterized by granulomatous inflamma-
tion, similar to CD. However, granulomas are observed in only about 
15% of CD punch biopsies, a much lower frequency compared to the 
90–100% seen in ITB. In CD, granulomas are typically small, focal 
microgranulomas, whereas in ITB, they are larger, tend to merge, and 
are covered by epithelioid histiocytes, making them prominent and 
easily detectable by a pathologist. Caseous necrosis or the presence 
of acid-fast bacilli is diagnostic for ITB, although these features are 
rarely identified.2,6

OTHER RARE BACTERIAL INFECTIONS
Certain rare bacterial infections, such as Yersinia enterocolitica and 
Yersinia pseudotuberculosis, are often overlooked, as many cases re-
solve spontaneously without a confirmed diagnosis. These pathogens 
primarily target the ileocecal region and appendix, leading to mesenter-
ic lymphadenitis.7 Aphthous or irregular ulcers and thickened, nodular 
mucosa may also be observed.8 In Y. pseudotuberculosis, fissure-like 
ulcers and skip lesions can mimic CD. Histologically, findings may in-
clude transmural lymphoid aggregates, granulomas with central necro-
sis, and micro-abscesses.9 Diagnosis can be confirmed using PCR when 
clinical suspicion arises.

Actinomyces israelii may cause colitis, predominantly involving the 
appendix and, less commonly, the right colon.10 Lymphoid hyperplasia, 

Table 1. Differential diagnosis of endoscopic morphology

UC like morphology Indeterminate / overlapping morphology CD like morphology
Acute infectious colitis Lymphoma GI-Behçet Disease
Antibiotic related hemorrhagic colitis Pseudomembranous enterocolitis ITB
Lymphoma Vasculitis Ischemic colitis
Peri-diverticular colitis Ischemic colitis Vasculitis
Diversion colitis GVHD enteritis / colitis NSAIDs related enteritis / colitis
Radiation colitis Drug related enteritis / colitis CVID related enteritis / colitis
Vasculitis Radiation enteritis / colitis Lymphoma

Eosinophilic enteritis / colitis Amebic colitis / Yersinia infection
Drug related (5-FU, Colchicum, MMF)

UC: Ulcerative Colitis; CD: Crohn’s Disease; GI: Gastrointestinal; ITB: Intestinal Tuberculosis; GVHD: Graft versus host disease; NSAID: Non-steroid anti-inflammatory drugs; CVID: 
Common variable immune deficiency; 5-FU: 5-fluorourasil; MMF: Mycophenolate mofetil 

MAIN POINTS

• Differentiating IBD from other gastrointestinal inflammatory conditions 
is crucial and depends on a combination of clinical evaluation, 
endoscopic findings, and advanced diagnostic techniques, such as PCR 
and histology.

• Infectious causes, drug-induced enteropathies, and vascular diseases 
can closely mimic IBD. Identifying specific histological features, such 
as granulomas in ITB or ischemic changes in vasculitis, aids in accurate 
diagnosis.

• A multidisciplinary approach, including comprehensive clinical 
assessment and tailored diagnostics, is vital for identifying non-IBD 
inflammatory conditions that require distinct management strategies.
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fissures, or ulcers may be present, and widespread inflammation of-
ten results in significant fibrosis. This inflammation may be associated 
with non-necrotizing epithelioid granulomas resembling those seen in 
CD. Diagnosis is established by identifying filamentous bacterial colo-
nies through Gram or silver staining.

LYMPHOGRANULOMA VENEREUM AND SYPHILIS
Lymphogranuloma venereum, caused by Chlamydia trachomatis, 
and syphilis, caused by Treponema pallidum, can present as proctitis 
or proctocolitis, particularly in individuals with a history of anal in-
tercourse. Endoscopic findings may include ulcers and, in rare cases, 
mass-like lesions. Diagnosis is confirmed by identifying the pathogen 
through molecular or immunohistochemical analysis. These infections 
should be considered in high-risk groups, especially in association with 
conditions involving immunosuppression.

PROTOZOAN INFECTIONS - AMEBIASIS
Amebiasis is primarily found in tropical regions, such as Central Amer-
ica. In Türkiye, however, it has become quite rare due to improvements 
in water hygiene and the widespread use of bottled water. Despite this, 
over-diagnosis based solely on light microscopy and stool antigen tests 
remains common.

Risk factors for amebiasis include travel to endemic areas and the use of 
contaminated water sources in rural regions. In the absence of these risk 
factors, we do not recommend testing for amoebas in patients present-
ing with IBD-like symptoms and clinical signs in Türkiye.

Although patients may be asymptomatic carriers, amebic colitis can oc-
cur and is characterized by bloody or mucus-laden diarrhea accompa-
nied by colicky pain and tenesmus.11 Endoscopically, amebiasis in the 
left colon-though rarely involving the cecum-may present as a mass-
like morphology with chronic proliferation, termed “ameboma.” More 
commonly, it manifests as diffuse colonic involvement with aphthous 
ulcers or large, irregular, serpiginous ulcers.

Histologically, periodic acid-Schiff (PAS)-positive trophozoites can 
be identified on the surface of ulcers. However, false positives from 
light microscopy and stool antigen tests, as well as cross-reactivity with 
non-pathogenic microorganisms, present significant clinical challeng-
es. Inexperienced laboratory evaluations often misidentify tissue mac-
rophages as amoebas and leukocytes as cysts, especially when motile 
amoebas are not observed in fresh stool samples.

Stool antigen tests frequently yield false-positive results because they 
often fail to distinguish between the non-pathogenic Entamoeba dispar 
and the pathogenic Entamoeba histolytica. In cases with a high suspi-
cion of amoebiasis-due to exposure to contaminated water or travel to 
endemic areas-the preferred diagnostic method is specific PCR test-
ing for E. histolytica. Amoebic cysts observed under light microscopy, 
which are often misinterpreted as trophozoites, are generally of little 
significance except as indicators of endemic exposure in individuals 
from endemic regions.12

OPPORTUNISTIC INFECTIONS
Certain infections in immunocompromised patients may present with 
clinical findings that resemble IBD and should be considered in the dif-
ferential diagnosis. One such infection is Mycobacterium avium-intra-
cellulare complex (MAC), which primarily affects the small intestine. 
Endoscopic findings may include either normal mucosa or multiple 
yellow-white nodules. Histologically, MAC causes layers of pale mac-

rophages in the lamina propria, which contain numerous PAS-diastase 
or acid-fast resistant microorganisms.13

CMV, Epstein-Barr virus (EBV), and herpes simplex virus (HSV) are 
latent infections that reside in the neural cord. By adulthood, more than 
80% of the population has already been exposed to these pathogens.

The significance of primary CMV infection in patients with severe 
bone marrow suppression, such as those in transplant units, differs sub-
stantially from its importance in patients undergoing long-term immu-
nosuppression for IBD. In IBD patients, particularly those on steroid 
therapy, CMV tends to proliferate primarily in inflamed colonic tissue. 
This is characterized by its lytic effects and the presence of intranuclear 
“owl’s eye” inclusions in tissue biopsies.14 While immunohistochemis-
try can enhance the detection of these inclusions, their clinical signifi-
cance and density are generally minimal unless the patient shows signs 
of bone marrow suppression.

In cases where CMV infection complicates the clinical course of an 
IBD patient receiving steroid treatment, determining whether CMV is 
a bystander or a true pathogen can be challenging. When considering 
antiviral treatment, which may have toxic side effects, it is essential to 
evaluate systemic or bone marrow involvement by CMV. Since the lev-
el of immunosuppression in IBD treatment is typically far less severe 
than in bone marrow transplantation, CMV reactivation can usually be 
monitored without intervention, provided there are no signs of bone 
marrow suppression.15

VASCULAR DISEASES
Vasculitis
Approximately one-third of patients with systemic vasculitis present 
with GI involvement. The most common causes of GI vasculitis include 
immunoglobulin A (IgA) vasculitis, antineutrophil cytoplasmic antibody 
(ANCA)-associated vasculitis, polyarteritis nodosa, Takayasu arteritis, 
and Behçet’s disease. Notably, Takayasu arteritis can coexist with IBD.

The clinicopathological features of GI involvement in vasculitis are of-
ten nonspecific, with symptoms varying based on the affected intestinal 
region and the size of the involved vessels.16 In cases with atypical IBD 
symptoms-such as perforation, overt bleeding, or systemic involve-
ment-vasculitis should be considered. Evaluation should include an as-
sessment for systemic manifestations of vasculitis, including involve-
ment of the kidneys, lungs, and skin.

In vasculitis involving large vessels, ischemia is the predominant fea-
ture, while smaller-vessel vasculitis can cause mucosal lesions that re-
semble those seen in IBD. It is essential to consider vasculitis in the 
differential diagnosis of IBD, especially since GI involvement in vascu-
litic cases can be highly morbid and life-threatening. Endoscopic find-
ings in GI vasculitis are nonspecific and may include erosions, ulcer-
ation, petechiae, nodularity, edema, submucosal hemorrhage, strictures, 
and, in severe cases, ischemic signs.

Because the diagnostic vasculitic changes are often located in the sub-
mucosa or deeper layers, routine punch biopsies frequently fail to de-
tect them due to the inability to sample these deeper tissues.17 In the 
early stages of vasculitis, endoscopic findings may reveal submucosal 
hemorrhages consistent with ischemic morphology. Histopathologi-
cally, deep submucosal biopsies, if obtained, may show early changes 
such as neutrophilic infiltration, which suggests ischemic morphology, 
whether vasculitic or non-vasculitic.
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As the disease progresses and becomes chronic, the characteristic 
neutrophilic vasculitic features diminish, often evolving into what is 
referred to as vasculopathy. This term describes nonspecific findings 
that lack definitive histopathological evidence of vasculitis. Even in re-
section specimens, hallmark vasculitic findings, such as thrombosed or 
partially recanalized vessels and necrosis, may be obscured. As a result, 
histopathological confirmation of GI vasculitis in clinical practice is 
rarer than anticipated.

To mitigate the high mortality and morbidity associated with severe 
GI vasculitis-regardless of other systemic involvement-early and high-
dose pulse steroid therapy, combined with cyclophosphamide and/or 
anti-TNF agents, is crucial. Prompt intervention is essential for effec-
tively managing severe GI involvement in vasculitis.

GI-Behçet
Behçet’s disease is characterized by recurrent oral and genital ulcerations.18 
Diagnosis is based on fulfilling specific criteria, which may take time to 
establish. Due to the frequent involvement of the ileocecal region, distin-
guishing GI-Behçet from CD and ITB can be challenging. However, the 
shape and type of ulcers in GI-Behçet may provide clues for differentiation. 
Ulcers in GI-Behçet are typically oval or round with a focal distribution, in 
contrast to the linear and diffuse patterns seen in CD (Table 2).19,20

In practice, treatment for GI-Behçet often parallels that for IBD, as the 
therapeutic strategies are largely similar. GI-Behçet is sometimes re-
garded as a component of IBD, and much of its management is extrap-
olated from IBD treatment protocols.

GI-Behçet carries a high risk of complications, such as perforation and 
overt GI bleeding, occurring in up to one-third of cases or more. This 
risk is especially elevated in patients with deep, volcano-shaped ulcers, 
compared to only about 1% of CD cases. Close monitoring of ulcerative 
lesions is essential, even in patients who have not yet been definitively 
diagnosed with Behçet’s disease or GI-Behçet, as these complications 
can result in significant morbidity and potential mortality.

Acute Ischemic Colitis
As the name suggests, acute ischemic colitis typically resolves within 
3–4 weeks, with a low recurrence rate and rare progression to chronic-
ity. Due to these characteristics, it should be considered in the differen-
tial diagnosis of acute-onset IBD-like clinical presentations rather than 
chronic conditions. Acute ischemic colitis is most commonly caused 
by non-obstructive ischemia, with sudden-onset symptoms such as ab-
dominal pain, rectal bleeding, and bloody diarrhea.

Endoscopic findings vary widely, ranging from submucosal hemor-
rhages and edematous, fragile mucosa resembling UC to well-demar-
cated, sharply limited areas of involvement. A characteristic feature 
is the presence of solitary antimesenteric linear ulcers longer than 5 
cm (the “single strip sign”), which resemble CD.21,22 The rectosigmoid 
junction and splenic flexure are the most frequently affected areas in 
acute ischemic colitis.

In its acute phase, ischemic colitis can be mistaken for UC. Although 
rectal involvement typically suggests UC, the rectum-owing to its ro-
bust blood supply-is rarely affected by ischemia, except in cases fol-
lowing surgeries involving the inferior mesenteric artery.

Histological findings in ischemic colitis range from vascular conges-
tion and edema to coagulative necrosis. Hemosiderin deposition in 

the lamina propria may also occur, sometimes accompanied by mi-
crothrombi.23

Diagnostic factors for acute ischemic colitis include older age, a history 
of atherosclerotic risk factors, acute clinical onset, the characteristic 
distribution of involvement, and sparing of the rectum, which is report-
ed in only about 3% of cases inlarger studies. Key diagnostic indicators 
also include histological features of acute inflammation, such as a neu-
trophilic burst, and spontaneous resolution within 3–4 weeks, with rare 
recurrence.

Prolonged chronic ischemia, however, can result in significant compli-
cations, including diffuse fibrosis that may lead to strictures and scar 
formation.

Drug Effects
Medications can induce intestinal findings that may need differentia-
tion from IBD through various mechanisms.15,24,25 The endoscopic find-
ings of drug-induced enterocolitis are generally nonspecific, including 
erythema, edema, erosions, and, in some cases, ulcers.

Histologically, drug-induced colitis may exhibit features resembling 
lymphocytic colitis, collagenous colitis, ischemia, pseudomembranous 
colitis, eosinophilic colitis, or even mimic characteristics of IBD.

NSAIDs
Nonsteroidal anti-inflammatory drug (NSAID)-induced damage can 
closely resemble IBD. NSAIDs may also exacerbate IBD symptoms 
and worsen conditions such as diverticulosis, increasing the risk of 
complications like perforation or bleeding.26

An isolated ulcer surrounded by normal mucosa should raise suspicion 
of NSAID or other drug-related causes.27 A specific finding indicative 
of prolonged NSAID use is NSAID-induced diaphragm disease, which 
typically affects the jejunum and ileum but can occasionally involve the 
proximal colon. Endoscopic findings associated with NSAID-induced 
damage include erythema, erosions, bleeding, aphthous or well-demar-
cated ulcers, and strictures.15 These findings are often widespread and 
frequently involve the ileocecal region.

Aphthous ulcers, particularly in the ileum, can indicate either mild en-
doscopic activity in CD or drug-induced lesions in patients with ex-
tensive NSAID or aspirin use. Although there is no definitive method 
to distinguish NSAID-related lesions from IBD, ulcers persisting for 
more than three months after discontinuation of the drug suggest IBD, 
preferably CD, and warrant treatment. Another practical but unproven 
approach is to consider CD when aphthous ileal ulcerations are accom-
panied by intestinal wall thickening observed on imaging.

In patients with ankylosing spondylitis or sacroiliitis who frequently 
use NSAIDs, incidental aphthous ulcerations observed during colonos-
copy-whether or not accompanied by GI symptoms-may paradoxically 
indicate underlying IBD, particularly CD. These lesions might result 
from the combined effect of NSAID use superimposed on an existing 
histological inflammatory burden. Notably, even if the lesions resolve 
after discontinuing NSAIDs, this does not necessarily exclude the pres-
ence of concurrent IBD.

In NSAID enteropathy, histological findings are often non-diagnostic 
and may include mild crypt distortion, erosions, ulcers, fibrosis, villous 
atrophy, and increased mitosis (the latter more commonly associated 
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with colchicine use). Granulomas are extremely rare.28,29 Severe crypt 
distortion, transmural involvement, significant inflammation, or the 
presence of granulomas strongly supports a diagnosis of IBD.

OTHER DRUGS
Colitis induced by immune checkpoint inhibitors (ICIs) can mimic UC 
or CD. There are no specific routine biomarkers for ICI-related entero-
colitis, and the gold standard for differential diagnosis relies on the pa-
tient’s history-particularly the absence of prior IBD-like findings-com-
bined with endoscopic evaluation and biopsy.15

Mycophenolate mofetil (MMF)-induced colitis can also resemble IBD. 
Common findings include diffuse or segmental erythema, erosions, and 
ulcers, typically sparing the rectum. Although diarrhea is a frequent 
symptom in these patients, endoscopic findings may occasionally ap-
pear normal.30

Histologically, MMF-related colitis may exhibit structural changes 
similar to those seen in IBD, although significant inflammation is un-
common. Increased crypt cell apoptosis has been described as a hall-
mark of MMF colitis. However, similar histological findings have been 
reported in other conditions, raising questions about its specificity and 
diagnostic utility.31

Other drugs to consider in the differential diagnosis of IBD-related GI 
symptoms include secukinumab, colchicine, and anakinra. Cases of de 
novo IBD have been reported following the use of secukinumab (an 
IL-17A monoclonal antibody) and anakinra (an IL-1 receptor antago-
nist).15 These drugs are believed to unmask underlying subclinical or 
histological inflammation and/or induce an IBD-like clinical presenta-
tion by altering dominant inflammatory pathways. Typically, they cause 
severe entero-colitis that does not resemble the linear CD morphology 
on endoscopy.

Colchicine, a microtubule inhibitor, impairs mucosal regeneration by 
causing mitotic arrest. Diarrhea is a significant dose-dependent side ef-
fect of colchicine. In cases of colchicine toxicity, aphthous ileal ulcers 
may be detected, and their severity can be exacerbated by concomitant 
NSAID use. The small intestine is the most affected area in colchicine 
toxicity. Histologically, findings include irregular nuclear alignment, 
increased mitotic figures (mitotic arrest), and nuclear hyperchromasia, 
which may mimic dysplasia.32

MONOGENIC DISEASES
In individuals with early-onset IBD-like symptoms, certain diseases are 
associated with monogenic IBD-like disorders.33 These include primary 
immunodeficiencies and intestinal epithelial cell defects. Some primary 
immunodeficiencies may manifest in late childhood, and in approxi-
mately 10% of cases, they can appear in adulthood.

Monogenic diseases that manifest in early adulthood often present with 
more resistant clinical courses. Fever, widespread oral ulcers, and GI 
and perianal involvement are commonly observed. Interleukin-10 (IL-
10) deficiency is an example of a primary immunodeficiency that pres-
ents at a young age with severe enterocolitis and widespread perianal 
disease.34

Chronic granulomatous disease (CGD), characterized by impaired 
phagocytosis, can lead to a spectrum of symptoms ranging from mild 
manifestations to severe infections and monogenic IBD-like disor-
ders.35 Diarrhea is a common symptom, and there is often a notable dis-

crepancy between the lack of overt symptoms and extensive segmental 
involvement seen on endoscopy.

There is significant overlap between the histological findings of mono-
genic IBD-like diseases and classical IBD. Gastrointestinal involve-
ment occurs in approximately one-third of monogenic diseases, which 
are characterized by monogenic antibacterial defects with Mendelian 
inheritance and minimal association with environmental factors. Com-
pared to adult-onset multigenic IBD, the clinical course of monogenic 
diseases is often much more severe and difficult to control.

An onset before the age of six and a history of frequent infections 
should raise suspicion of a monogenic disorder. In cases where mono-
genic formations are identified based on phenotypic similarities, ge-
netic research should be performed to detect potential new mutations, 
and treatment should be adjusted accordingly. These patients should be 
followed up at an academic center for optimal management.

RADIATION INJURY
Abdominal and pelvic radiotherapy can lead to acute or chronic intesti-
nal injury, with involvement varying depending on the irradiated area. 
Rectal and sigmoid involvement are the most commonly affected re-
gions.36

Acute radiation injury is characterized by findings such as edema, ery-
thema, fragility, and ulcers.37 In chronic radiation proctocolitis, atrophy 
and telangiectasias are typically observed, while strictures, perforation, 
and fistulas are less common.38

Enteric radiation injury can mimic CD with long-segment, fibro-
sis-dominant small bowel involvement. In contrast, distal colorectal 
distribution and vascular changes may resemble UC. However, radia-
tion-associated colitis is notably more resistant to treatment compared 
to IBD.

DIVERSION COLITIS
Diversion proctocolitis (DPC) occurs in the residual segment of the co-
lon within the first year after the cessation of fecal flow. It can devel-
op following surgery for any reason and typically resolves once bowel 
continuity is restored.39

Nonspecific inflammatory changes, mucosal exudation, nodularity, and 
aphthoid ulcers are common findings. In patients without a prior diag-
nosis of IBD, a new diagnosis of IBD should not be made solely based 
on the presence of diversion-related changes.

DIVERTICULITIS-ASSOCIATED COLITIS
Segmental colitis associated with diverticulosis refers to inflammation 
occurring between or near diverticula. On endoscopy, findings may 
range from mild to severe inflammation, including reddish round le-
sions, loss of vascular pattern, edema, erosions, and ulcerations.40 No-
tably, the diverticula themselves are not affected.

The inflammation typically involves the interdiverticular mucosa, with 
the rectum being spared.41 If clinical, endoscopic, and radiologic find-
ings fail to resolve with antibiotic treatment, distinguishing this condi-
tion from IBD can be challenging.

CONCLUSION
Conditions resembling IBD include Behçet’s disease, ITB, NSAID-re-
lated enterocolitis, drug-induced intestinal pathologies, diverticular 
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colitis, diversion proctocolitis, and, rarely, monogenic immune dis-
orders.

Monogenic IBD, although most commonly diagnosed in early child-
hood and infancy, may account for up to 10% of patients in adult IBD 
clinics. Early-onset symptoms (before six years of age), frequent and 
complicated infections, and severe disease resistant to treatment should 
raise suspicion of a monogenic disorder.

Classification of differential diagnoses based on potential involvement 
sites and endoscopic ulcer morphologies (UC-like or CD-like) can 
guide diagnosis and narrow down potential causes.

Infectious, ischemic, and antibiotic-associated colitis, which present 
acutely and resolve spontaneously within 3–4 weeks, may mimic IBD 
due to insufficient clinical evaluation and an overemphasis on acute-
phase inflammation in histopathology. Rare infectious conditions 
such as Yersinia and Actinomyces, which cause ileocolitis and have 
recovery periods of 3–6 months, can closely mimic CD. Specific PCR 
testing is the most effective diagnostic tool in suspected cases.The 
high rate of false positives in light microscopy (trophozoite, cyst) and/
or stool antigen tests for Entamoeba histolytica must be considered. 
Amoebic colitis has become rare in Türkiye due to the widespread use 
of bottled water. In suspected cases, specific PCR testing is preferred 
over light microscopy or stool antigen tests.Ileocecal involvement 
with ulcer morphology resembling CD is most commonly confused 
with ITB or GI Behçet’s disease. However, less than 0.5% of ileo-
cecal involvement cases in high-volume tertiary centers in Türkiye 
are due to TB or Behçet’s disease.In cases of aphthous ulcers in the 
ileum or colon, it is necessary to inquire about medication use, partic-
ularly NSAIDs. If there is no increased wall thickness, an NSAID or 
drug-related condition may be suspected if endoscopic normalization 
occurs after discontinuing the drug for at least three months.Colchi-
cine, alone or in combination with NSAIDs, can induce aphthous GI 
lesions.While NSAIDs are primarily responsible for widespread aph-
thous ulcers, especially in the ileum, these may also indicate mild IBD 
(symptomatic or incidental) exacerbated by NSAIDs, particularly in 
patients with ankylosing spondylitis.The only specific finding asso-
ciated with NSAIDs is the diaphragm-like lesion, which frequently 
develops with heavy and prolonged NSAID use. The potential role 
of CMV and Clostridium difficile infections in clinical exacerbations 
should not be overlooked in IBD patients receiving immunosuppres-
sive therapy (commonly steroids). However, the clinical benefit of 
treating these latent infections is debatable unless there are signs of 
bone marrow suppression.The treatment of primary CMV colitis with 
antiviral agents is essential in patients with profound immunosuppres-
sion, such as those who are HIV-positive or in bone marrow transplant 
units. This approach differs from the management of CMV replication 
in IBD patients. In cases of atypical endoscopic morphology, differ-
ential diagnoses should prioritize Behçet’s disease (vasculitis), ITB, 
and drug effects. Thorough evaluation should include tissue TB-PCR, 
TB culture, AFB staining, lung screening, Quantiferon testing, anam-
nesis findings, and family history to distinguish between GI Behçet 
and ITB. For rare infectious conditions like amoebiasis, a broader 
PCR panel can effectively identify potential pathogens. Ischemic 
pathologies are suggested by advanced patient age, atherosclerotic 
risk factors, acute and atypical colonic involvement, and submucosal 
bleeding. In UC-like presentations without rectal inflammation, local 
treatment effectiveness should be reassessed, and ischemic process-
es should be considered, particularly in older patients. Crohn’s coli-
tis-like linear ulcers longer than 5 cm (the “single strip sign”) in the 

left colon are highly specific for ischemic colitis but have low sensi-
tivity. In suspected ischemic pathologies, vasculitis should be inves-
tigated, especially in cases with systemic involvement (e.g., kidney, 
lung, or skin) and/or involvement of the stomach, duodenum, or small 
intestine. In cases of severe inflammation presenting as limited proc-
titis or proctocolitis, understanding the patient’s sexual history may 
help clarify potential infections contributing to diagnostic uncertainty.

Peer-review: Externally peer-reviewed.

Author Contributions: Concept – O.K.B., A.F.Ç.; Design – O.K.B.; Data 
Collection and/or Processing - O.K.B.; Literature Review – O.K.B.; Writing – 
O.K.B., A.F.Ç.; Critical Review – A.F.Ç.

Use of AI for Writing Assistance: XX.

Conflict of Interest: The authors have no conflicts of interest to declare.

Funding: The authors declared that this study received no financial support.

REFERENCES
1. Chachu KA, Osterman MT. How to Diagnose and Treat IBD Mimics in 

the Refractory IBD Patient Who Does Not Have IBD. Inflamm Bowel Dis. 
2016;22(5):1262-1274. [CrossRef]

2. Gecse KB, Vermeire S. Differential diagnosis of inflammatory bowel 
disease: imitations and complications. Lancet Gastroenterol Hepatol. 
2018;3(9):644-653. [CrossRef]

3. Malikowski T, Mahmood M, Smyrk T, Raffals L, Nehra V. Tuberculosis 
of the gastrointestinal tract and associated viscera. J Clin Tuberc Other 
Mycobact Dis. 2018;12:1-8. Erratum in: J Clin Tuberc Other Mycobact 
Dis. 2020;21:100177. [CrossRef]

4. Lewinsohn DM, Leonard MK, LoBue PA, et al. Official American Tho-
racic Society/Infectious Diseases Society of America/Centers for Disease 
Control and Prevention Clinical Practice Guidelines: Diagnosis of Tu-
berculosis in Adults and Children. Clin Infect Dis. 2017;64(2):111-115. 
[CrossRef]

5. Limsrivilai J, Shreiner AB, Pongpaibul A, et al. Meta-Analytic Bayesian 
Model For Differentiating Intestinal Tuberculosis from Crohn’s Disease. 
Am J Gastroenterol. 2017 Mar;112(3):415-427. [CrossRef]

6. Bae JH, Park SH, Ye BD, et al. Development and Validation of a Nov-
el Prediction Model for Differential Diagnosis Between Crohn’s Disease 
and Intestinal Tuberculosis. Inflamm Bowel Dis. 2017;23(9):1614-1623. 
[CrossRef]

7. Lamps LW, Madhusudhan KT, Greenson JK, et al. The role of Yersinia 
enterocolitica and Yersinia pseudotuberculosis in granulomatous appendi-
citis: a histologic and molecular study. Am J Surg Pathol. 2001;25(4):508-
515. [CrossRef]

8. Triantafillidis JK, Thomaidis T, Papalois A. Terminal Ileitis due to 
Yersinia Infection: An Underdiagnosed Situation. Biomed Res Int. 
2020;2020:1240626. [CrossRef]

9. El-Maraghi NR, Mair NS. The histopathology of enteric infection with 
Yersinia pseudotuberculosis. Am J Clin Pathol. 1979;71(6):631-639. 
[CrossRef]

10. Lamps LW. Infectious Diseases of the Lower Gastrointestinal Tract. Surg 
Pathol Clin. 2010;3(2):297-326. [CrossRef]

11. Rotterdam H, Tsang P. Gastrointestinal disease in the immunocompro-
mised patient. Hum Pathol. 1994;25(11):1123-1140. [CrossRef]

12. Singh R, Balekuduru A, Simon EG, Alexander M, Pulimood A. The dif-
ferentiation of amebic colitis from inflammatory bowel disease on endo-
scopic mucosal biopsies. Indian J Pathol Microbiol. 2015;58(4):427-432. 
[CrossRef]

13. Farhi DC, Mason UG 3rd, Horsburgh CR Jr. Pathologic findings in dis-
seminated Mycobacterium avium-intracellulare infection. A report of 11 
cases. Am J Clin Pathol. 1986;85(1):67-72. [CrossRef]

14. Baniak N, Kanthan R. Cytomegalovirus Colitis: An Uncommon Mimick-
er of Common Colitides. Arch Pathol Lab Med. 2016;140(8):854-858. 
[CrossRef]

15. Feakins R, Torres J, Borralho-Nunes P, et al. ECCO Topical Review on 
Clinicopathological Spectrum and Differential Diagnosis of Inflammatory 
Bowel Disease. J Crohns Colitis. 2022;16(3):343-368. [CrossRef]

16. Felicetti M, Treppo E, Posarelli C, et al. One year in review 2020: vascu-
litis. Clin Exp Rheumatol. 2020;38 Suppl 124(2):3-14.

https://doi.org/10.1097/MIB.0000000000000726
https://doi.org/10.1016/S2468-1253(18)30159-6
https://doi.org/10.1016/j.jctube.2018.04.003
https://doi.org/10.1093/cid/ciw778
https://doi.org/10.1038/ajg.2016.529
https://doi.org/10.1097/MIB.0000000000001162
https://doi.org/10.1097/00000478-200104000-00011
https://doi.org/10.1155/2020/1240626
https://doi.org/10.1093/ajcp/71.6.631
https://doi.org/10.1016/j.path.2010.05.009
https://doi.org/10.1016/0046-8177(94)90029-9
https://doi.org/10.4103/0377-4929.168880
https://doi.org/10.1093/ajcp/85.1.67
https://doi.org/10.5858/arpa.2015-0176-RS
https://doi.org/10.1093/ecco-jcc/jjab141


S27

Bakkaloğlu and Çelik. Differential Diagnosis of IBD

17. Gong EJ, Kim do H, Chun JH, et al. Endoscopic Findings of Upper Gastro-
intestinal Involvement in Primary Vasculitis. Gut Liver. 2016;10(4):542-
548. [CrossRef]

18. Chin AB, Kumar AS. Behcet colitis. Clin Colon Rectal Surg. 
2015;28(2):99-102. [CrossRef]

19. Hatemi I, Hatemi G, Çelik AF. Gastrointestinal Involvement in Behçet 
Disease. Rheum Dis Clin North Am. 2018;44(1):45-64. [CrossRef]

20. Kim DH, Cheon JH. Intestinal Behçet’s Disease: A True Inflammatory 
Bowel Disease or Merely an Intestinal Complication of Systemic Vasculi-
tis? Yonsei Med J. 2016;57(1):22-32. [CrossRef]

21. Zou X, Cao J, Yao Y, Liu W, Chen L. Endoscopic findings and clinicopath-
ologic characteristics of ischemic colitis: a report of 85 cases. Dig Dis Sci. 
2009;54(9):2009-2015. [CrossRef]

22. Zuckerman GR, Prakash C, Merriman RB, et al. The colon single-stripe 
sign and its relationship to ischemic colitis. Am J Gastroenterol. 
2003;98(9):2018-2022. [CrossRef]

23. Patil DT, Odze RD. Biopsy diagnosis of colitis: an algorithmic approach. 
Virchows Arch. 2018;472(1):67-80. [CrossRef]

24. Pittman ME, Jessurun J, Yantiss RK. Differentiating Posttransplant In-
flammatory Bowel Disease and Other Colitides in Renal Transplant Pa-
tients. Am J Surg Pathol. 2017;41(12):1666-1674. [CrossRef]

25. Cappell MS. Colonic toxicity of administered drugs and chemicals. Am J 
Gastroenterol. 2004;99(6):1175-1190. [CrossRef]

26. Katsinelos P, Christodoulou K, Pilpilidis I, Xiarchos P, Papagiannis A, Di-
miropoulos S, Amperiadis P, Vasiliadis T, Tarpagos A, Katsos I, Eugenidis 
N. Colopathy associated with the systemic use of nonsteroidal antiinflam-
matory medications. An underestimated entity. Hepatogastroenterology. 
2002;49(44):345-348.

27. Price AB. Pathology of drug-associated gastrointestinal disease. Br J Clin 
Pharmacol. 2003;56(5):477-82. [CrossRef]

28. Püspök A, Kiener HP, Oberhuber G. Clinical, endoscopic, and histologic 
spectrum of nonsteroidal anti-inflammatory drug-induced lesions in the 
colon. Dis Colon Rectum. 2000;43(5):685-691. [CrossRef]

29. Baert F, Hart J, Blackstone MO. A case of diclofenac-induced colitis with 
focal granulomatous change. Am J Gastroenterol. 1995;90(10):1871-1873.

30. Farooqi R, Kamal A, Burke C. Mycophenolate-induced Colitis: A Case 

Report with Focused Review of Literature. Cureus. 2020;12(1):e6774. 
[CrossRef]

31. Liapis G, Boletis J, Skalioti C, et al. Histological spectrum of mycophe-
nolate mofetil-related colitis: association with apoptosis. Histopathology. 
2013;63(5):649-658. [CrossRef]

32. De Petris G, Gatius Caldero S, Chen L, et al. Histopathological changes in 
the gastrointestinal tract due to drugs: an update for the surgical patholo-
gist (part I of II). Int J Surg Pathol. 2014;22(2):120-128. [CrossRef]

33. Crowley E, Warner N, Pan J, et al. Prevalence and Clinical Features of In-
flammatory Bowel Diseases Associated With Monogenic Variants, Iden-
tified by Whole-Exome Sequencing in 1000 Children at a Single Center. 
Gastroenterology. 2020;158(8):2208-2220. [CrossRef]

34. Glocker EO, Kotlarz D, Boztug K, et al. Inflammatory bowel disease 
and mutations affecting the interleukin-10 receptor. N Engl J Med. 
2009;361(21):2033-2045. [CrossRef]

35. Angelino G, De Angelis P, Faraci S, et al. Inflammatory bowel disease 
in chronic granulomatous disease: An emerging problem over a twenty 
years’ experience. Pediatr Allergy Immunol. 2017;28(8):801-809. [Cross-
Ref]

36. Galland RB, Spencer J. Natural history and surgical management of radi-
ation enteritis. Br J Surg. 1987;74(8):742-747. [CrossRef]

37. Tabaja L, Sidani SM. Management of Radiation Proctitis. Dig Dis Sci. 
2018;63(9):2180-2188. [CrossRef]

38. Hong JJ, Park W, Ehrenpreis ED. Review article: current therapeutic op-
tions for radiation proctopathy. Aliment Pharmacol Ther. 2001;15(9):1253-
1262. [CrossRef]

39. Kabir SI, Kabir SA, Richards R, Ahmed J, MacFie J. Pathophysiology, 
clinical presentation and management of diversion colitis: a review of cur-
rent literature. Int J Surg. 2014;12(10):1088-1092. [CrossRef]

40. Tursi A, Elisei W, Brandimarte G, et al. The endoscopic spectrum 
of segmental colitis associated with diverticulosis. Colorectal Dis. 
2010;12(5):464-470. [CrossRef]

41. Lamps LW, Knapple WL. Diverticular disease-associated segmental coli-
tis. Clin Gastroenterol Hepatol. 2007;5(1):27-31. [CrossRef]

https://doi.org/10.5009/gnl15198
https://doi.org/10.1055/s-0035-1547336
https://doi.org/10.1016/j.rdc.2017.09.007
https://doi.org/10.3349/ymj.2016.57.1.22
https://doi.org/10.1007/s10620-008-0579-1
https://doi.org/10.1111/j.1572-0241.2003.07633.x
https://doi.org/10.1007/s00428-017-2274-0
https://doi.org/10.1097/PAS.0000000000000921
https://doi.org/10.1111/j.1572-0241.2004.30192.x
https://doi.org/10.1046/j.1365-2125.2003.01980.x
https://doi.org/10.1007/BF02235589
https://doi.org/10.7759/cureus.6774
https://doi.org/10.1111/his.12222
https://doi.org/10.1177/1066896913502229
https://doi.org/10.1053/j.gastro.2020.02.023
https://doi.org/10.1056/NEJMoa0907206
https://doi.org/10.1111/pai.12814
https://doi.org/10.1111/pai.12814
https://doi.org/10.1002/bjs.1800740833
https://doi.org/10.1007/s10620-018-5163-8
https://doi.org/10.1046/j.1365-2036.2001.01075.x
https://doi.org/10.1016/j.ijsu.2014.08.350
https://doi.org/10.1111/j.1463-1318.2009.01969.x
https://doi.org/10.1016/j.cgh.2006.10.024

