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Figure 9 Reduction of inflammatory
angiogenesis after chronic colitis induction in
CD40KO and CD40LKO mice. Colonic
sections were established from either wild-
type (WT) or CD40 knockout (CD40KO) or
CD40L knockout (CD40LKO) mice, after
development of chronic dextran sodium
sulphate (DSS)-induced colitis.” Microvessel
density was used as an indicator of
angiogenesis. *p<0.01 when comparing
either CD40KO (n=8) or CD40LKO (n=7)
mice with their WT counterpart (n=7).
Magnification 610.

of angiogenic cytokine production by CD40-expressing HIFs,
with subsequent activation of HIMECs. Tube-formation experi-
ments substantiated these findings by demonstrating the
appearance of tube-like structures after culture of HIMECs in
the presence of supernatants from CD40-activated HIFs.

In a final set of experiments, we took advantage of CD40KO
and CD40LKO mice to explore the role, if any, of the CD40-
CD40L pathway in promoting inflammation-induced angiogen-
esis in vivo. Serial determinations of DAI in CD40KO/CD40LKO
mice indicated a significant protection from DSS-induced acute
and chronic colonic inflammation when compared with WT
animals. Improved intestinal histology and reduced microvas-
cular density in sections of inflamed colons from CD40KO/
CD40LKO mice further strengthened the role of CD40-CD40L
interactions in inflammation-driven angiogenesis in this IBD
experimental model.

In summary, these findings support the notion that immune—
nonimmune interactions are important for the maintenance
and propagation of inflammation-induced mucosal angiogen-
esis. We suggest that the modulation of the CD40-CD40L
pathway deserves further attention as a future target for
therapies to inhibit nonimmune cell-dependent angiogenesis.
In mice, administration of CD40L antibodies has translated into
a clinical benefit for autoimmune and inflammatory conditions,
such as collagen-induced arthritis, lung inflammation and
fibrosis, experimental allergic encephalomyelitis, lupus nephri-
tis, atherosclerosis and hapten-induced colitis."" Studies with
chimeric antagonistic monoclonal antibodies to CD40L (IDEC-
131) have been initiated in CD.” The administration of IDEC-
131 to patients with refractory immune thrombocytopenic
purpura has been associated with mild adverse events but not
with infections or thromboembolic events,”® suggesting that
this treatment modality might be safe and well tolerated in
patients with IBD. Our study also suggests that activated LPT
cells bearing CD40L as a consequence of mucosal inflammation
might trigger HIF activation and angiogenic cytokine release.
Such soluble mediators might, in turn, activate HIMEC
angiogenesis. In addition, sCD40L fosters directly mucosal

CD40LKO CD40KO

angiogenesis, pointing to a dual mechanism responsible for
CD40-dependent angiogenesis in the inflamed gut. Our studies
indicate that therapeutic inhibition of the CD40-CD40L path-
way can impact both on nonimmune cell activation and on
inflammation-driven angiogenesis in IBD.
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EDITOR’S QUIZ: GI SNAPSHOT

Answer
From question on page 1247

humanized anti-CD154 monoclonal antibody on the platelet-specific
autoimmune response in patients with immune thrombocytopenic purpura. Blood

2004;103:1229-36.

The findings in this case are typical of ovarian endometrioma and suspicious for endometriosis
of the bowel wall. Various symptoms, such as dysmenorrhea, dyspareunia, chronic pelvic pain,
diarrhoea, constipation, cyclic rectal bleeding, colic abdominal pain up to intestinal occlusion
may characterise this pathology.

The value of imaging in the diagnosis of endometriosis is limited. Small implants are usually
not detectable with ultrasound and are also difficult to identify with MRI. Endometrioma is the
only form of endometriosis readily diagnosed with ultrasound (generally transvaginal).

The diagnosis of intestinal endometriosis can be difficult to establish. Endometrial deposits do
not invade the mucosa, therefore colonoscopy with biopsies is frequently non-diagnostic. In this
case, intestinal ultrasound allowed an endometrial implant in the sigmoid colon to be identified.

It should be noted that endometriosis of the bowel most often involves the sigmoid and
rectosigmoid, even though it is a relatively uncommon cause of obstruction. In the event of
rectosigmoid strictures of unknown aetiology in premenopausal women, endometriosis should
be included in the differential diagnosis. In this case, surgery, which confirmed the diagnosis,
was the treatment of choice.

doi: 10.1136/gut.2006.106583a

www.gutinl.com


http://gut.bmj.com

