1130-0108/2009/101/3/157-162

REVISTA ESPANOLA DE ENFERMEDADES DIGESTIVAS REV Esp ENFERM DIG (Madrid)

Copyright © 2009 ARAN EDICIONES, S. L.

Vol. 101, N.° 3, pp. 157-162, 2009

Can we predict the response to cyclosporine?

Ulcerative colitis (UC) is a chronic disease characterized by activity and remission
episodes. Medical treatment is adjusted according to flare severity and disease extent.
Approximately 15% of patients have severe flares, defined as more than 6-10 bloody
stools/day with fever, tachycardia, malaise, and/or increased C-reactive protein (CRP)
levels (1-3). This condition requires hospitalization and, once other colitis causes
—most particularly those infectious in origin— are ruled out, intravenous corticoids, with
a variable response rate of around 60%. Patients not responding within 3-5 days to this
regimen with steroids in adequate doses are eligible for rescue therapy with some of the
following options: intravenous cyclosporine (CyA), infliximab, or surgery (procto-
colectomy) (2,3). Choosing between these three options represents a medico-surgical
decision based on clinical signs, radiographic and endoscopic findings, and biological
parameters such as CRP and albumin. However, shorter time intervals when selecting
therapy strategies for patients with severe ulcerative colitis flare-ups represent a signif-
icant clinical aspect. Several studies have identified a number of factors predictive for
failed response to corticoids in patients with severe ulcerative colitis flares (more
than 8 stools/day, persistent fecal blood, fever above 38 °C, albumin below 30 g/1, se-
vere endoscopic lesions, CRP levels persisting above 45 mg/1, and heart rate faster than
100 bpm), whose persistence on day 3 after therapy onset with steroids at full dosage
very likely suggests refractoriness, and highlights a need for salvage therapy (4-7).

CyA modulates calcineurin phosphatase activity, which results in the nuclear sup-
pression of transcription factors for various genes coding for proteins involved in in-
flammation, not only proinflammatory interleukins such as IL-2 but also other mole-
cules including tumor necrosis factor alpha (TNFa) and gamma-interferon (8).
However, its highly variable bioavailability among individuals, which depends on cy-
tochrome P450 genetic polymorphisms, influences effectiveness to some extent, and
requires that plasma levels be monitored (9). The best established indication of CyA for
inflammatory bowel disease (IBD) is severe, corticoid-refractory flare-ups of ulcera-
tive colitis (10,11). Intravenous CyA has proven an effective salvage therapy for pa-
tients with severe UC flares. In the initial study by Litchiger 9 of 11 patients receiving
CyA 4 mg/kg i.v. avoided colectomy versus none of 9 patients receiving placebo (12).
Data from a second controlled trial confirmed that CyA (2 mg/kg i.v.) monotherapy is
effective for remission induction in patients with severe UC flares, but not all patients
were refractory to intravenous steroids (13). An overall analysis of results from both
controlled and non-controlled studies assessing the effectiveness of CyA in these pa-
tients found a weighted mean of 76-85% responses with avoidance of colectomy in the
short term (14); however, after five years of follow-up only 50% of initial responders to
this drug remained free from colectomy, and azathioprine-naive patients were those
who responded best (bridging strategy) (15,16).
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Intravenous administration of CyA requires careful monitoring since toxicity, and
possibly effectiveness depend on plasma levels, which should be measured every two
days. Given that 4 and 2 mg/kg dosages have been demonstrated to be similarly effec-
tive, the latter is initially recommended, with subsequent titration based on measured
plasma levels (17). Median time to a response to intravenous CyA is 4-5 days, and two
therapy options are considered for responders — change to oral CyA combined with
azathioprine or to azathioprine alone with no oral CyA bridge (18). Non-responders are
eligible for colectomy. In this group of non-responders to CyA, salvage therapy with
infliximab should only be performed in centers highly experienced with this strategy
and the management of these patients (19). However, because of its side-effect profile
CyA is considered a second-line therapy. In addition to renal and neural toxicity, oppor-
tunistic infections, some of them serious and life-threatening, have been described, and
thus prophylaxis with trimethoprim-sulfamethoxazole is advisable for therapy regi-
mens equal to or longer than 7 days, and using triple immunosuppression.

Following the above analysis, it is seemingly consistent to evaluate potential re-
sponse-predicting factors that may help us select candidates most suited to this therapy.
Recognition of factors predictive of response to CyA would be important, much in the
same way as the aforementioned factors predictive for response to steroids during se-
vere UC flares, which allow an early selection of those refractory patients who are eli-
gible for second-line treatment (CyA, infliximab, surgery). In this respect, the study by
Huaman-Rios et al. analyzed 41 flare-ups of corticoid-refractory UC in 35 patients in
order to establish which early clinical and biological factors may discriminate non-re-
sponders to CyA (20). The authors concluded that older age (> 40 years), thrombocyto-
sis, and prior cyclosporine use predict poor response to intravenous CyA during severe
flare-ups of corticoid-refractory UC. Despite limitations brought about by the study’s
retrospective nature and lack of systematic colonoscopy for all patients involved, the
availability of data that may help select patients at risk is in itself most significant.
Studies with this same goal, one of them performed by Aceituno (21) in our country
with two patient cohorts from two different centers, identify factors that tend to remain
consistent, including CRP, hypoalbuminemia, and endoscopic lesions, parameters that
behave as predictors for colectomy in patients receiving CyA (22,23). Infliximab has
proven effective in the treatment of severe, steroid-refractory flares, as demonstrated in
a short Scandinavian series, where it significantly reduced the risk for colectomy at
three months versus the placebo group, with around 50-60% stabilizations after three
years, these numbers being similar to those observed with CyA (24,25). Neither sal-
vage therapy option is well established as first-choice, but the subgroup of azathio-
prine-experienced patients is considered the one that would initially benefit from inflix-
imab rescue (14). However, we should now wait for the results from a European study
promoted by the French group GETAID, to which GETECCU contributes, comparing
both therapy options, CyA versus infliximab, to analyze findings for effectiveness,
which will undoubtedly help select the best treatment available.

In the meantime it is important that the timing of therapy for severe UC flares be
adjusted, both to establish corticoid-refractoriness (3 days on intensive therapy,
CRP, and presumably the Ho index) and to define factors predictive of poor re-
sponse to CyA (Ho index, CRP > 45 mg/dl, age > 40 years, tachycardia), which will
somehow help us consider other therapeutic alternatives.
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