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Editorial

Diverticular disease of the colon is a common condition in western
societies; by the age of 85 two thirds of the population in developed
countries will have developed colonic diverticula [1,2]. While most
patients will remain asymptomatic, a sizable portion will suffer from
complications associated with diverticulosis, the most common of
which acute diverticulitis (AD) is occurring in 10-25% of the patients
[2]. In most patients, the disease is mild, responds well to antibiotic
therapy and does not recur [3].

However, in recent years, accumulating data suggests that the
inflammatory response associated with AD is not always an isolated
short-term event, but, in some cases, a prolonged inflammatory
process with exacerbations and remissions.

In a prospective long term follow up of 261 patients after an attack
of AD we have shown that patients' prognosis was influenced by the
severity of the acute event [4]. The Odds ratio for sigmoidectomy due
to recurrent symptoms after complicated AD was 16.2 (95% confidence
interval, 13.4 to 19.6) compared to patients after non complicated AD.
Reasons for sigmoidectomy were mostly recurrent attacks of AD and
their complications (colonic perforation and fistula formation).

Trying to elucidate a possible mechanism for these observations, we
postulated that following an attack of complicated AD, patients
develop chronic colonic inflammation, and as a consequence a rise in
long term complications risk. In order to prove our theory, a
prospective study comparing inflammatory features as clinical
parameters, histologic inflammation and cytokine expression in
patient post complicated versus non complicated AD was conducted

[5].

Our results showed that clinically, patients post complicated AD
went on to experience continued abdominal pain consistent with the
diagnosis of in symptomatic uncomplicated diverticular disease SUDD
[5,6], whereas none of the non-complicated AD suffered from similar
symptoms. Laboratory measures showed higher levels of C-reactive
protein (CRP) and fecal calprotectin in these patients, as a marker of
an on-going inflammatory process. These results are in line with
previous data that show elevated calprotectin levels in patients with
SUDD [7].

Immunologically, mucosal inflammatory cytokine expression was
shown to be higher in patients suffering from SUDD and segmental
colitis associated with diverticulosis (SCAD) [8]. Moreover, Tursi et al.
showed that levels of TNF-a expression correlated to disease activity;
TNF-a was significantly more expressed in SCAD than SUDD, and
TNF-a levels in patients with asymptomatic diverticulosis did not
differ than levels of healthy controls. Our results strengthen and extend
these observations, showing elevated expression of TNF-a as well as

other inflammatory cytokines- IL-6 and IL-1B in patients post
complicated AD [5].

Histologic evaluation showed corresponding results. Higher
lymphocytic cell density as a marker or chronic inflammation was
shown in diverticulosis patients compared to healthy controls [9,10].

Distribution of patients according to symptoms severity
(asymptomatic diverticulosis, symptomatic uncomplicated
diverticulosis and acute uncomplicated diverticulitis), showed

correlation between the density of colonic inflammatory infiltrates and
disease severity [9]. Furthermore, mucosal changes in patients
suffering from uncomplicated diverticulosis consisted of increased
lymphoid infiltrate, development of lymphoglandular complexes,
mucin depletion, mild cryptitis, architectural distortion, Paneth cell
metaplasia and ulceration [10]. Correlating to these results, our
findings in patients post complicated AD showed significantly higher
crypt distortion, increased number of lymphoid aggregates and
increased number of lymphocytes in the lamina propria than in
patients post uncomplicated AD.

These results are suggestive of persistent chronic inflammation in
these patients, and further support the hypothesis that patients post
complicated AD continue to suffer from prolonged chronic
inflammation in the affected area. Notably, acute inflammation was
absent histologically in most patients, highlighting the chronic nature
of the inflammatory process.

In conclusion, accumulating data suggests chronicity of the
inflammatory process in patients suffering from symptomatic
diverticular disease. Evidence for prolonged inflammation is prevalent
in multiple fields: clinically-recurrent abdominal pain, recurrent
attacks and complications; laboratory results-elevated inflammatory
markers; histologically- elevated chronic inflammatory infiltrate in the
affected colonic tissue, and immunologically- elevated expression of
inflammatory cytokines in the affected colonic tissue. Inflammation
measures change according to disease severity. Therefore, the question
now shifts from “is there a chronic disease?"-to which the answer is
probably yes, to “what can we do about it? “Which is still open.

Several treatment options are currently practiced for the treatment
of diverticular disease. The accepted treatments include fiber
supplements, antibiotics, mesalazine and probiotics for both symptoms
reduction [11-13] and prevention of recurrent attack [11,14,15].
Results so far are conflicting, and no treatment is currently the
treatment of choice. The reason for these non-conclusive treatment
outcomes is probably the large diversity in patients’ selection and
outcome measures. Future studies with better patients’ stratification
according to disease severity can help clarify and guide future
therapeutic decisions in this chronic inflammatory disease.
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