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SCIENTIFIC LETTER

A high adalimumab induction dosing | ®
regimen achieves clinical
and endoscopic remission in
super-refractory ulcerative colitis

Una pauta de induccion con dosis altas

de adalimumab consigue la remision clinica
y endoscoépica en colitis ulcerosa
superrefractaria

In the following, we report our experience with a high adal-
imumab (ADA) induction dosing regimen in the context of a
super-refractory ulcerative colitis (UC) patient. A 40-year-
old female was diagnosed with left-sided UC in 2006 and
remained in remission with aminosalicylates. In 2014, she
presented with a severe flare with pancolitis progression
and a steroid-refractory course. Rescue with ciclosporin
obtained a partial response and infliximab (IFX) plus aza-
thioprine (AZA) was administered with a favorable clinical
response. However, IFX intensification proved necessary and
few months later, secondary loss of response (LOR) was
observed. The patient was subsequently included in a pivotal
randomized clinical trial evaluating tofacitinib, but, after
worsening symptoms, IFX was reintroduced. Three years
later, secondary LOR was observed again despite optimal
drug levels. Vedolizumab plus AZA was initiated with a poor
response. In October 2018, the patient was admitted to hos-
pital for a new severe flare. The patient rejected colectomy
so intravenous steroid therapy and a high ADA induction dos-
ing regimen (160 mg at week 0, 80 mg at week 1 and week 2,
followed by 80 mg every two weeks) was initiated. Clinical
response was achieved at week 4. Clinical, biological, and
endoscopic free-steroid remission was achieved at week 16
and maintained through to week 52. At this point ADA levels
were 44 mg/L and anti-drug antibodies were absent.

In the context of an anti-tumor necrosis factor (anti-
TNF) pharmacodynamic failure, a change in mechanism
of action is generally recommended. In this case, after
vedolizumab and tofacitinib had failed, no other effective
medical options were available, so we decided to try high
doses of a second anti-TNF treatment.

ADA has been shown to be effective in UC both in clin-
ical trials and in ‘‘real life’’ experience. The efficacy of
ADA in UC refractory to IFX has been extensively evalu-
ated, although it is likely to prove less effective than in

naive patients. Specifically, primary non response to the
first anti-TNF and low drug levels during induction have
been identified as predictors of non-response to ADA as
a second anti-TNF." Early measurement of drug concen-
tration and early intervention in patients with low serum
concentrations may improve both the rate and the duration
of response. Recently, a ‘‘real-life’’ retrospective cohort
showed that anti-TNF-naive patients had significantly bet-
ter long-term outcomes. In this study, the rate of ADA
dose escalation was 17.6% for anti-TNF-naive patients and
55.2% for anti-TNF-experienced patients. ADA dose esca-
lation enabled the recovery of response in nearly half of
the patients.? Additionally, the benefits of ADA as a second
anti-TNF can be maximized by the adjustment of conco-
mitant therapies, close therapeutic drug monitoring (TDM)
and the optimization of ADA dosing after LOR. Ungar et al.
recently demonstrated that immunogenicity can be reversed
in patients with LOR developing anti-adalimumab antibod-
ies (AAA) by intensification to weekly dosing and/or by
the addition of immunomodulator therapy.® In our case,
early or post-induction drug levels were not available. Early
TDM during induction to achieve adequate drug levels could
potentially overcome the effect of the inflammatory bur-
den of active disease and, in our opinion, is a reasonable
strategy.

A recent phase 3, double-blind, randomized, multicen-
ter study (SERENE-UC) evaluated higher vs. standard ADA
dosing regimens for induction and maintenance therapy in
adult patients with moderately to severely active UC.*° The
results of this study failed to demonstrate significant dif-
ferences in clinical remission between patients who were
treated with either a high-dose or a standard-dose of adali-
mumab. However, this study largely contained bio-naive UC
patients (87%), so it is likely that these results cannot be
extrapolated to patients with prior anti-TNF failure. Further,
the SERENE-UC study did not include patients with severe UC
flare like our patient. Also, we don’t know if conventional
dosage would have achieved similar results. In severe acute
UC, anti-TNF clearance is accelerated due to high serum and
mucosal TNF levels, low albumin, and intestinal losses. For
these reasons, it is conceivable than better results could be
achieved with a high dose and/or an accelerated induction
therapy. Whether concomitant steroids add any benefit in
this setting is unknown.

In our opinion, high-dose induction of adalimumab may
still be an option to consider in selected patients after IFX
failure. More data are needed to assess the optimal dosing
regimen of a second anti-TNF drug.
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Utilidad de la capsula endoscépica "
en la enfermedad perianal compleja
idiopatica

Usefulness of capsule endoscopy in idiopathic
complex perianal disease

La enfermedad de Crohn (EC) puede afectar a cualquier
segmento del tracto gastrointestinal siendo la localizacion
ileocolica la mas frecuente (40%), seguida de la ileal (30%) y
de colon (15-30%). La afectacion exclusiva de intestino del-
gado proximal, no accesible por ileocolonoscopia, ocurre en
tan solo un 10% de los pacientes'?. Por otra parte, alrede-
dor del 9% de los pacientes presentan enfermedad perianal
(EPA) en el momento diagndstico de la EC, variando su inci-
dencia segun la localizacion intestinal de la enfermedad;
asi, siendo del 15% cuando afecta al ileon, del 12% en

afectacion ileocolica, del 40% en afectacion colica y del 92%
en afectacion rectal 3. Sin embargo, la asociacion de EPA en
pacientes con EC exclusiva del tracto gastrointestinal alto
ha sido poco descrita.

Presentamos 2 casos de pacientes con EPA y colonoscopia
normal, en los que el estudio mediante capsula endoscopica
(CE) detecto lesiones sugestivas de EC. Se revisan los hallaz-
gos endoscopicos y los escasos estudios publicados.

Caso 1

Mujer de 35 afos que presenta fisura y fistula anal de 2
anos de evolucion a la que se practicé una esfinterotomia
con persistencia de una fistula interesfinteriana visualizada
por resonancia pélvica. A pesar de ello presenté un curso
torpido por lo que se derivd para descartar EC. Clinica-
mente no referia sintomatologia digestiva, negaba ingesta
de AINE y la analitica era estrictamente normal (incluyendo
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