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INTRODUCTION

Inflammatory bowel disease (IBD), encompassing Crohn’s
disease (CD) and ulcerative colitis (UC), remains a persis-
tent therapeutic challenge owing to its chronic, relapsing,
and potentially progressive course, as well as its substan-
tial systemic inflammatory burden®?. The clinical course
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Abstract

Introduction: Inflammatory bowel disease (IBD), which includes ulce-
rative colitis (UC) and Crohn’s disease (CD), represents a therapeutic
challenge, especially in moderate-to-severe cases and in patients with
previous anti-TNF failure. Accelerated infliximab induction, using higher
doses or shorter intervals than the standard regimen, has been proposed
to achieve faster inflammatory control in patients with a high inflamma-
tory burden or refractory disease. However, evidence in Latin American
settings remains limited. The objective of this study was to describe the
clinical outcomes of patients with IBD treated with accelerated infliximab
induction at a Colombian referral center. Methodology: Observational,
descriptive case series that included adult and pediatric patients with UC
or CD treated between January 2022 and December 2023 with infliximab
10 mg/kg at weeks 0, 1, and 2. The study evaluated clinical remission, the
need for therapeutic escalation, and the requirement for surgery through a
review of medical records. Results: The study included five patients (four
men; three adults and two pediatric patients), all with previous anti-TNF
exposure. Three had UC and two had CD. Only one pediatric patient with
CD achieved clinical remission. Four did not respond, three required a
change in medication to tofacitinib or vedolizumab, and two underwent
surgery. No serious adverse events were documented. Conclusion: In
this highly refractory cohort, accelerated induction showed a low remission
rate and a frequent need for therapeutic escalation.

Keywords
Inflammatory bowel diseases, infliximab, ulcerative colitis, Crohn’s disea-
se, biological therapy.

is characterized by alternating periods of remission and
exacerbation that frequently require therapeutic esca-
lation and dynamic long-term treatment adjustments.
Advances in the understanding of IBD pathophysiology
have demonstrated a multifactorial etiology involving
genetic susceptibility, environmental factors, alterations in
the gut microbiome, and both innate and adaptive immune
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dysfunction. However, this biological complexity has limi-
ted the development of universally effective therapeutic
strategies. Treatment goals have evolved from symptom
control toward mucosal healing and deep remission, outco-
mes associated with lower rates of hospitalization, surgical
intervention, and cumulative disability®. Nevertheless,
sustained achievement of these targets remains limited by
marked phenotypic heterogeneity, variability in underlying
inflammatory pathways, and differential treatment respon-
ses™. In addition, secondary loss of response, immuno-
genicity, and the need for combination regimens further
complicate clinical management®). Although combining
biologic agents with immunomodulators may enhance
efficacy, it also increases the risk of adverse events and
lacks clear standardization regarding optimal sequencing,
dosing, and treatment duration*5”).

Infliximab, a chimeric monoclonal antibody targeting
tumor necrosis factor alpha (TNF-a), is a cornerstone the-
rapy for moderate-to-severe IBD, particularly when rapid
induction of remission is required®”. The conventional
induction regimen (S mg/kg administered intravenously at
weeks 0, 2, and 6, followed by maintenance therapy every
8 weeks) has demonstrated efficacy in inducing clinical res-
ponse and improving quality of life in both UC and CD®'),
However, primary therapeutic failure remains common.
Contributing mechanisms include the development of
anti-drug antibodies (AT1s), pharmacokinetic alterations
resulting in increased drug clearance and subtherapeutic
exposure, and the presence of TNF-independent inflam-
matory pathways leading to mechanistic nonresponse!!12).
These limitations have prompted investigation of dosing-
optimization strategies aimed at overcoming pharmacoki-
netic failure and achieving more rapid inflammatory con-
trol in settings of high disease activity.

Accelerated infliximab induction refers to intensified
regimens involving higher doses or shorter dosing inter-
vals than the standard regimen, most commonly 10 mg/kg
administered at compressed intervals during the induction
phase. This strategy is intended to counteract increased
drug clearance associated with a high inflammatory bur-
den, hypoalbuminemia, and fecal drug loss, all of which
have been linked to subtherapeutic serum concentrations.
Evidence supporting accelerated induction in UC derives
primarily from the PREDICT study, which did not demons-
trate superiority over the standard regimen with respect to
early clinical response, remission, or short-term colectomy
rates!'?. In CD, the evidence is more limited and is largely
extrapolated from studies of acute severe ulcerative colitis
(ASUC), in which infliximab pharmacokinetics have been
more extensively characterized'*'5). Although some obser-
vational studies have suggested short-term benefits, such
as a reduction in early colectomy rates, these findings have
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not consistently translated into long-term advantages®'?).
Likewise, the ACT 1 and ACT 2 trials demonstrated com-
parable efficacy of S- and 10-mg/kg doses for induction
and maintenance in UC, without conclusive evidence of
sustained superiority with dose intensification'®.

In Latin America, and particularly in Colombia, the
management of severe IBD reflects both global therapeu-
tic advances and regional structural limitations. Infliximab
remains widely used and has demonstrated effectiveness
in Colombian cohorts with moderate-to-severe UC(!7).
However, increasing disease prevalence, barriers to access
to biologic therapies, diagnostic limitations, and inequities
within the healthcare system pose substantial challenges
to therapeutic optimization'®'*). Furthermore, real-world
data on accelerated induction strategies in Latin American
populations remain scarce.

Against this backdrop of clinical uncertainty and structural
limitations, the present study aimed to describe real-world
clinical outcomes among patients with IBD who underwent
accelerated infliximab induction at a Colombian referral cen-
ter. This study was not intended to establish causal relations-
hips or determine comparative efficacy, but rather to provide
rigorous observational evidence from a highly refractory
cohort managed under routine clinical care conditions.

METHODS

Study design and participant selection

An observational, descriptive, retrospective case series
based on convenience sampling was conducted, including
adult and pediatric patients with a diagnosis of IBD who
received care between January 2022 and December 2023
at a referral center for IBD in Colombia.

Eligibility criteria included an established diagnosis of
severe ulcerative colitis (UC) or Crohn’s disease (CD),
confirmed according to clinical and endoscopic criteria.
The indication for accelerated infliximab induction was
determined on a case-by-case basis through specialized
clinical judgment and shared decision-making between
the treating physician and the patient. Patients with active
Clostridioides difficile infection, documented bacterial ente-
ric infections, or cytomegalovirus infection were exclu-
ded. No formal treat-to-target strategy was implemented.
Therapeutic decisions during and after induction were
made under routine clinical practice conditions and were
based on individualized clinical assessment.

Treatment regimen

All patients received a fixed accelerated infliximab induction
regimen consisting of 10 mg/kg administered intravenously
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at weeks 0, 1, and 2. Selection of this regimen was based on
clinical disease severity and specialized medical assessment.
No alternative regimens were used within the cohort.

Data collection

The primary source of information was the institutional
medical record. Sociodemographic variables and baseline
clinical characteristics prior to infliximab initiation were
recorded, including age, sex, IBD type (UC or CD), clas-
sification according to the Paris/Montreal criteria, prior
exposure to anti-TNF therapy, concomitant corticosteroid
use, and fecal calprotectin levels when available.

Given the retrospective, real-world nature of the study,
potentially relevant variables such as body mass index
(BMI), systematic baseline laboratory parameters, thera-
peutic drug monitoring (TDM), and standardized clinical
disease activity indices were not collected according to a
predefined protocol.

Follow-up and outcomes

Patients were followed from initiation of accelerated induc-
tion until the occurrence of a clinically relevant outcome,
including clinical remission, need for treatment intensi-
fication or a change in medical therapy, surgical interven-
tion, or the last clinical assessment available in the medical
record. Follow-up duration varied among patients and was
individualized, reflecting real-world clinical practice.

The primary outcome was clinical remission following
accelerated induction. Clinical remission was defined
as documented resolution of gastrointestinal symptoms
according to the treating physician’s medical record, inclu-
ding improvement in stool frequency, rectal bleeding,
abdominal pain, and overall clinical status.

Secondary outcomes included the need for additional
medical therapy and the need for surgery. Endoscopic
assessment was not systematically performed as part of a
protocolized post-induction strategy. Colonoscopy was
requested according to individual clinical judgment and
was not performed as part of a standardized algorithm.

Statistical analysis

The database was constructed using Microsoft Excel®
version 2019. Information confidentiality was ensured
through anonymization of the records, with no identifying
information included. Data were independently verified
by three investigators. Statistical analyses were performed
using SPSS® version 25.0.

Given the small sample size and descriptive nature of the
study, only descriptive analyses were performed. Results

are presented as absolute numbers and, where applicable,
percentages, solely for descriptive purposes and without
inferential intent.

RESULTS

Five patients with IBD who received accelerated inflixi-
mab induction during the study period were included.
Three were adults (aged 19, 37, and 18 years), and two
were pediatric patients (aged 15 and 11 years). The cohort
comprised four men and one woman. All patients had been
previously exposed to anti-TNF therapy before undergoing
accelerated induction. The mean age was 13 years in the
pediatric subgroup and 24.6 years in the adult subgroup.
Three patients had a diagnosis of UC and two had CD.

Outcome assessment was performed throughout the
available follow-up period for each patient. Most clinically
relevant events occurred during the early post-induction
phase, allowing assessment of the initial clinical response
and the need for therapeutic escalation.

Only one patient, belonging to the pediatric subgroup
with CD, achieved clinical remission following accelera-
ted induction. The remaining four patients did not achieve
remission. Of these, three required treatment intensifica-
tion or a change in medical therapy because of lack of res-
ponse, including transition to tofacitinib or vedolizumab.

Two patients ultimately required surgical intervention
because of persistent therapeutic failure. One underwent
right hemicolectomy with terminal ileal resection, while
the other underwent total colectomy with ileostomy.

No infusion reactions, infections, or other serious
adverse events were documented during the induction pro-
cess. Baseline clinical characteristics and individual patient
outcomes are presented in detail in Table 1.

DISCUSSION

The present case series describes the clinical outcomes of
accelerated infliximab induction in a cohort of patients with
IBD who had been previously exposed to and had docu-
mented failure of anti-tumor necrosis factor (anti-TNF)
therapy. Prior anti-TNF failure is a recognized predictor of
reduced response to subsequent biologic therapies, parti-
cularly when switching within the same therapeutic class,
and therefore represents a key consideration in the appro-
priate interpretation of our findings?).

Anti-TNF failure is a heterogeneous phenomenon that
may result from pharmacokinetic mechanisms, including
increased drug clearance, fecal drug loss, immunogenicity,
or subtherapeutic serum drug concentrations, or from true
pharmacodynamic or mechanistic nonresponse, in which
TNF is no longer the primary driver of inflammation*®.
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Table 1. Baseline clinical characteristics and short-term outcomes of patients undergoing accelerated infliximab induction (n = 5)

Characteristic Case 1 Case 2
Sex Female Male
Diagnosis uc CD
Age (years) 15 18
Paris/Montreal classification E4S1G1 A1L1B2B3
Calprotectin (ug/g) 1000 1155
Prior anti-TNF therapy Yes Yes

Case 3 Case 4 Case 5
Female Male Male
CD uc CD
1" 19 37
A1al3pG1 E3S3 A2L.2B2
5534 Not available Not available
Yes Yes Yes

Infliximab dose (mg/kg) 10 (weeks 0-1-2) 10 (weeks 0-1-2) 10 (weeks 0-1-2) 10 (weeks 0-1-2) 10 (weeks 0-1-2)
Clinical remission No No Yes No No
Concomitant corticosteroid use Yes, three courses in ~ Yes, two courses in  Yes, one course in  Yes, two courses in No
the previous year the previous year the previous year the previous year
Required additional medical therapy Yes, tofacitinib Yes, vedolizumab No Yes, tofacitinib No
Required surgery/type No Yes, right No No Yes, total
hemicolectomy colectomy with
and terminal ileal ileostomy
resection

Anti-TNF: tumor necrosis factor inhibitors; CD: Crohn’s disease; UC: ulcerative colitis; n: number. Table prepared by the authors.

This distinction is not merely academic but has direct clini-
cal implications: whereas underexposure may warrant dose
optimization or a within-class switch, mechanistic failure
is associated with a low likelihood of benefit from a second
anti-TNF agent and may instead necessitate a switch to a
different therapeutic target’*).

In our cohort, all patients had experienced prior anti-TNF
failure and received accelerated infliximab induction in the
setting of severe disease, which in many cases was refrac-
tory to corticosteroids. In this clinical setting, particularly
in acute severe ulcerative colitis (ASUC), rapid control of
inflammation is critical to prevent major complications
or urgent colectomy®'?). Severe systemic inflammation,
hypoalbuminemia, and increased fecal drug loss have been
associated with subtherapeutic infliximab concentrations
during standard induction, providing a biologically plausi-
ble rationale for the use of intensified regimens in selected
patients(111222),

Nevertheless, the absence of systematic therapeutic drug
monitoring (TDM) and routine assessment of anti-drug
antibodies limited our ability to distinguish pharmacoki-
netic failure from mechanistic resistance. This limitation
is particularly relevant in patients with prior anti-TNF
exposure, in whom early identification of underexposure
versus mechanistic nonresponse is essential to guide timely
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therapeutic intensification or transition to alternative
mechanisms of action"3*).

The low remission rate observed should not be interpre-
ted as conclusive evidence of the ineffectiveness of acce-
lerated infliximab induction. Rather, it reflects real-world
outcomes in a highly refractory population with advanced
disease and limited opportunity for early objective reas-
sessment. Previous studies have shown that patients with
prior anti-TNF failure, particularly those with mechanistic
nonresponse, have lower remission rates when treated with
a second agent from the same class, even with intensified
dosing regimens*1¢),

In the setting of ASUC, accelerated induction remains a
widely used rescue strategy, supported by pharmacokine-
tic rationale and observational data suggesting potential
short-term benefits in selected patients®'"'”). However, the
optimal identification of candidates for this strategy rema-
ins uncertain. Contemporary evidence supports a perso-
nalized approach incorporating early clinical assessment,
objective biomarkers, and, when available, TDM to avoid
prolonged exposure to ineffective therapies'#%*).

From a regional perspective, real-world data on biologic
optimization in Latin America remain limited. Most avai-
lable evidence originates from North America and Europe,
whereas Latin American studies have focused primarily
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on standard treatment regimens and challenges related to
access and healthcare coverage'”!?). This underscores the
importance of reporting local clinical experience, particu-
larly in highly refractory populations managed within the
structural constraints of regional healthcare systems.

The central message of this case series is not to discou-
rage the use of accelerated infliximab induction, but rather
to highlight the complexities inherent in its application to
patients with prior anti-TNF failure. In this setting, acce-
lerated induction should be considered a selective, indi-
vidualized strategy, particularly when pharmacokinetic
failure is suspected and immediate inflammatory control
is required. Early objective reassessment and TDM-guided
optimization may be critical for timely identification of
patients with a low likelihood of sustained response and for
facilitating transition to other biologic classes or surgical
management'>!%),

Prospective studies incorporating standardized outco-
mes within treat-to-target strategies, systematic pharma-
cokinetic monitoring, and stratification according to the
mechanism of prior anti-TNF failure are needed to more
precisely define the role of accelerated induction in highly
refractory IBD populations.

CONCLUSIONS

This descriptive case series provides areal-world assessment
of clinical outcomes associated with accelerated infliximab
induction in a small, highly selected cohort of patients with
IBD and prior anti-TNF treatment failure. In this setting
of severe and highly refractory disease, the intensified regi-
men was associated with a low rate of clinical remission
and a frequent need for therapeutic escalation or surgical
intervention.

These findings should be interpreted with caution given
the retrospective study design, limited sample size, and abs-
ence of a standardized treat-to-target strategy or systema-
tic therapeutic drug monitoring. Accordingly, the results
are not generalizable and do not permit causal inferences
regarding the efficacy of accelerated infliximab induction.
Rather, they should be regarded as preliminary, explora-
tory, and hypothesis-generating data reflecting the challen-
ges inherent in the management of highly refractory IBD
populations under routine clinical practice conditions.

Accelerated infliximab induction may remain a reasona-
ble and selective therapeutic option in specific clinical sce-
narios, particularly in severe disease requiring immediate
inflammatory control. However, its use should be accom-
panied by close monitoring, early objective reassessment,
and, when feasible, pharmacokinetic-guided optimization.

Prospective studies with larger sample sizes, clearly defi-
ned clinical outcomes, and systematic therapeutic drug

monitoring are warranted to more precisely delineate the
role of accelerated induction strategies in patients with
prior anti-TNF failure.

Ethical considerations
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