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The introduction of infliximab (IFX) and adalimumab (ADA)
revolutionized the modern management of inflammatory bowel
disease (IBD). Within Australia, they are funded under the
pharmaceutical benefit scheme for induction and maintenance for
moderate-to-severe luminal Crohn’s disease and perianal Crohn’s
disease (IFX and ADA) and for acute severe ulcerative colitis,
and induction and maintenance of moderate-to-severe ulcerative
colitis (IFX) at standard doses (IFX:5mg/kg every 8weeks,
ADA: 40mg every other week). Despite being efficacious,
secondary loss of response to these agents occurs in approximately
40% of patients by 12months and 10% annually thereafter.1–4 In
this setting, dose escalation (shortening the dosing interval or
increasing the dose) can restore response in a substantial
proportion of patients.
The pharmaceutical benefit scheme does not currently support

dose escalation. Physicians can however engage pharmaceutical
companies for further dosing via compassionate access programs.
There are several barriers to offering compassionate therapy to a
substantial number of patients. First, those with secondary loss

of response are frequently complex and unwell; therefore, reaching
an appropriate management decision can be time-consuming and
challenging within the limitations of a busy outpatient clinic.
Second, there is considerable inter-physician variation in
managing secondary loss of response; this can lead to an
inconsistent delivery of care within a unit with a tendency to under
or over treat patients. Third, compassionate therapy is resource
intensive requiring coordination between doctors, nurses,
pharmacists, and patients, which in turn can place further strain
on hospital and unit services that may already be struggling to
cope with the demands of biologic therapy. Finally, it remains
unclear what the best strategy is to monitor for response to dose
intensification, and at what time point decisions should be made
regarding futility, continued compassionate therapy, or dose de-
escalation. Hence, within the current Australian IBD landscape,
current models must evolve to effectively coordinate, deliver,
and monitor compassionate therapy.
Virtual clinics, whereby healthcare providers monitor make

management decisions in the absence of the patient have been

Figure 1 Number of patients approved for compassionate therapy by month and overall. VC, virtual clinic. ▪▪▪, number of compassionate approved; ▪▪▪,
cumulative compassionate patients.
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utilized in chronic disease processes such as glaucoma,5 coeliac
disease,6 pediatric heart disease,7 and IBD.8 IBD lends itself well
to this model as validated clinical disease indices can be added
to biomarkers to make informed management decisions.
At our institution, we established a monthly virtual compassionate

clinic to address these issues in January 2015. The clinic is attended
by doctors, an IBD nurse specialist, and an administrative assistant.
Patients are referred from the clinic with secondary loss of response
and undergo baseline and monitoring investigations according to a
pre-defined protocol. The number of patients approved by month
and cumulative patients receiving compassionate therapy is shown
in Figure 1. A total of 6/47 (13%) of patients referred for
consideration of compassionate therapy were rejected based on
symptoms because of non-inflammatory mechanisms or unfavorable
therapeutic drug monitoring. A total of 30/42 (71%) patients
continue with compassionate therapy, 4/42 (10%) have subsequently
been de-escalated to standard dosing after response has been
recaptured, 6/42 (15%) were switched out of class or considered
for a clinical trial after failing compassionate therapy, 1(2%) was
switched within class, and 1 (2%) stopped compassionate therapy
because of pregnancy. We explored whether drug levels at baseline
and during treatment were associated with clinical outcomes. The
median interquartile range (IQR) drug level at baseline was 1.6μg/mL
(0.18–2.2); anti-drug antibodies were detected in 3/25 (12%). For those
intensified with IFX, there was no difference in baseline drug level
between responders (n=8/11) and non-responders (n=3/11, 1.2 vs
2.1, P=0.88); however, drug levels were more likely to increase in
responders compared with non-responders (delta 3 vs �0.1, P=0.07).
For ADA, the baseline drug level was 2.5 (1.3–3.2); no anti-drug
antibodies were detected. There was no difference in baseline drug level
between responders (6/14) compared with non-responders (8/14, 3.2 vs
2.1, P=0.09) nor delta increase in drug levels after dose intensification
between responders and non-responders (7.4 vs 6.6, P=0.49).
In conclusion, dose intensification through compassionate access

programs improves outcomes in a substantial proportion of patients
with loss of response. Current service delivery models are inadequate

in providing compassionate therapy to a large number of patients.
Implementation of a virtual compassionate clinic can streamline
delivery of a compassionate program, reduces administration and
nursing resource burden, ensures delivery of consistent, high quality
care, and provides an opportunity to prospectively collect data.
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