SESSION 5
To Switch Or Not To Switch? That is the question...

MAXIMAL TREATMENT OPTIMIZATION BEFORE SWITCHING
Brian G. Feagan, MD FRCPC
The treatment landscape for IBD is rapidly evolving, with the recent approval of novel biologics and multiple agents
in late-phase development. In the past 20 years, tumor necrosis factor (TNF) antagonists have provided clinicians and
patients with better options. However, approximately one-third of biologic naïve patients fail to respond to induction
therapy, and of those initially responding, up to 40% ultimately fail treatment due to suboptimal drug exposure (due
to immunogenicity or high drug clearance), side effects or other poorly characterized mechanisms. New therapies
such as vedolizumab, an integrin blocker that prevents T-cell trafficking to the gut, and ustekinumab, an antibody
blocking the common p40 subunit of interleukin (IL)-12 and -23, have been introduced to the market. These therapies
are effective in both TNF-antagonist-naïve patients and those who have failed these agents. Several other new drugs,
including novel anti-trafficking therapies (e.g., anti-β7 and sphingosine-1-phosphate receptor modulators), antibodies
against IL-23, and small molecules including Janus kinase inhibitors, are under investigation in phase II and III trials.
In addition to these new agents, multiple strategies have evolved that have great potential to optimize treatment in
a given patient. Many of these approaches are based on the precepts of “precision medicine.” First, the management
of IBD has evolved from targeting control of symptoms to suppression of mucosal inflammation. Second, this shift
in thinking has been accompanied by a movement away from “step-care“ to the early use of highly effective therapy
in poor-prognosis patients. Third, adoption of therapeutic drug monitoring has been a useful management tool in
patients who lose response to biologics. Finally, we are beginning to see that selecting specific drug therapies in IBD
for a given patient is possible just as it is in oncology. Validation of this approach is an integral component of reducing
the high cost of medical therapy.
Current treatment options and optimization strategies will be discussed, with an emphasis on practical suggestions
for patient management.
References
Colombel JF, Panaccione R, Bossuyt P, et al. Superior endoscopic and deep remission outcomes in adults with moderate to severe Crohn’s disease
managed the treat to target approach versus clinical symptoms: Data from CALM. Lancet. In press.
Feagan BG, Rutgeerts P, Sands BE, et al; GEMINI 1 Study Group. Vedolizumab as induction and maintenance therapy for ulcerative colitis. N Engl J
Med.2013;369(8):699–710.
Feagan BG, Sandborn WJ, D’Haens G, et al. Induction therapy with the selective interleukin-23 inhibitor risankizumab in patients with moderateto-severe Crohn’s disease: a randomised, double-blind, placebo-controlled phase 2 study. Lancet. 2017;389(10080):1699–709.
Feagan BG, Sandborn WJ, Gasink C, et al; UNITI–IM-UNITI Study Group. Ustekinumab as Induction and Maintenance Therapy for Crohn’s Disease.
N Engl J Med. 2016;375(20):1946–60.
Khanna R, Bressler B, Levesque BG, et al; REACT Study Investigators. Early combined immunosuppression for the management of Crohn’s disease
(REACT): a cluster randomised controlled trial. Lancet. 2015;386(10006):1825–34.
Sandborn WJ, Feagan BG, Rutgeerts P, et al; GEMINI 2 Study Group. Vedolizumab as induction and maintenance therapy for Crohn’s disease. N Engl
J Med. 2013;369(8):711–21.
Sandborn WJ, Su C, Sands BE, et al; OCTAVE Induction 1, OCTAVE Induction 2, and OCTAVE Sustain Investigators. Tofacitinib as Induction and
Maintenance Therapy for Ulcerative Colitis. N Engl J Med. 2017;376(18):1723–36.
Tew GW, Hackney JA, Gibbons D, et al. Association Between Response to Etrolizumab and Expression of Integrin αE and Granzyme A in Colon
Biopsies of Patients With Ulcerative Colitis. Gastroenterology. 2016;150(2):477–87.
West NR, Hegazy AN, Owens BM, et al. Oncostatin M drives intestinal inflammation and predicts response to tumor necrosis factor-neutralizing
therapy in patients with inflammatory bowel disease. Nat Med. 2017;23(5):579–89.

FRIDAY, NOVEMBER 3, 2017 RITZ-CARLTON HOTEL, TORONTO

22

