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ABSTRACT
Background: Limited data are available on the management and outcomes of postoperative Crohn's disease (CD) in older
patients. We aimed to describe the management of CD in the postoperative setting and assess surgical postoperative recurrence
(POR) in this population.
Methods: This was a case‐control study including all adult patients with CD from the ENEIDA registry who had undergone a
first intestinal resection with ileo‐colonic anastomosis. Patients were grouped according to their age at the time of the first
surgery in older (over 60 years) subjects and controls (between 18 and 60 years of age).
Results: A total of 3982 (535 older subjects and 3454 controls) underwent a first intestinal resection for CD with an ileo‐colonic
anastomosis. Time from CD diagnosis to surgery was significantly longer in older patients (114 ± 128 vs. 93 ± 97 months;
p < 0.001). Older patients also had a lower proportion of penetrating CD (25% vs. 39%; p < 0.0001) and perianal disease (14% vs.
25%; p < 0.0001). A significantly lower proportion of older patients started preventive therapies for POR (32% vs. 51%;
p < 0.0001). The cumulative risk of surgical POR was 3.2%, 5.3% and 10.1% in the older group and 3.6%, 6.6% and 14.2% in the
control group at three, five and 10 years, respectively (p = 0.093). In the multivariate logistic regression analysis, only prevention
with thiopurines was associated with a lower risk of surgical POR.
Conclusions: Although postoperative preventive therapy with immunomodulators or biologicals is prescribed less often in
older patients after a first intestinal resection, they develop surgical POR as often as younger adult patients.
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1 | Introduction

Surgery remains a cornerstone for the management of patients
with Crohn's disease (CD) who are intolerant or refractory to
medical therapy or in whom intraabdominal fistulizing and
stenosing complications occur [1, 2]. Although the availability of
biological agents has been associated with a reduction in the
rate of early intestinal resections, up to 20% of patients are still
operated on within the first 5 years of the disease [3]. Moreover,
despite the curative intention of surgery, up to 70% of patients
develop new intestinal lesions in the neoterminal ileum within
the first year after ileocolic resection if no preventive therapy is
started early on, a process known as postoperative recurrence
(POR) [4]. Endoscopic POR, defined by the presence of endo-
scopic lesions in the neoterminal ileum at ileocolonoscopy,
precedes the development of symptoms (clinical POR) and may
finally lead to a further intestinal resection (surgical POR). For
these reasons, current trends point to a more intensive initial
medical approach with the aim of preventing disease progres-
sion and avoiding repeated surgeries [5–7].

On the other hand, population‐based studies reported that up to
10% of new cases of inflammatory bowel disease (IBD) are
diagnosed over the age of 60 years [5, 8–11]. In patients with
elderly‐onset CD, a less aggressive approach might be consid-
ered because of the higher risk of infections and malignancies
associated with the use of immunosuppressive agents [12–17].
Furthermore, surgical outcomes in older patients may differ

from those of young adults [18, 19]. Lakatos et al. [20] reported
that old age was a predictive factor of early surgery in CD,
probably reflecting a fear of misdiagnosis and a reluctance to
prescribe immunosuppressive drugs when surgery is a reason-
able alternative. In fact, early surgery has been advised to reduce
postoperative complications in older patients [19]. This might
explain the similar rates of surgery in young and older patients
[21–24] despite the less aggressive phenotype of CD observed
among the latter. However, some authors suggest that these
comparable outcomes may reflect under‐treatment rather than
truly milder disease behaviour, as older patients are less likely to
receive biologics or undergo surgery due to frailty and comor-
bidities [25]. Therefore, the notion of a ‘less aggressive pheno-
type’ remains uncertain, and further studies are needed to
clarify whether these observed differences reflect disease biology
or treatment patterns.

In spite of the aforementioned similar or even higher rate of
surgery, limited data are available on the postoperative setting of
CD in the older population. Therefore, we aimed here to
describe the management of CD in the postoperative setting and
to assess the rate of surgical POR in patients with CD according
to their age at the time of surgery.

2 | Methods

This was a retrospective, multicentre, observational, nationwide
study based on the ENEIDA registry (a large, prospectively‐
maintained database of the Spanish Working Group in IBD
–GETECCU‐) [26]. The ENEIDA registry was approved by the
Research Ethics Committee at all the participating centres.
Written informed consent to be enroled in the ENEIDA registry
was obtained from all patients. Data extraction was performed
in July 2022.

2.1 | Patients

All adult patients with CD in the ENEIDA registry were
included if a first ileocolonic resection with ileocolic anasto-
mosis was performed after 2005, when biological therapy was
widely used for the management of CD. Only patients with
definitive ostomy were excluded. Patients were grouped ac-
cording to their age at the first surgery; the older group included
those patients who were operated on over 60 years of age and
were compared with adult patients who were operated on be-
tween 18 and 59 years of age (control group). We used this cut‐
off point based on what ECCO defines [27]. The older group was
subclassified, taking into account age at CD diagnosis, into long‐
lasting CD (if patients were diagnosed before 60 years of age) or
elderly‐onset (if diagnosis occurred over 60 years of age). Patients
were followed up until their last visit, surgical POR, or death,
whichever came first.

Data collected included age at surgery, gender, smoking habit,
phenotypic and clinical characteristics of CD (disease behav-
iour, extraintestinal manifestations, and perianal disease) and
familial history of IBD. For the purposes of the study, the use
of thiopurines and biological agents for the prevention of POR

Key Summary

• What is already known?
◦ Crohn's disease (CD) often recurs after intestinal

resection, and postoperative recurrence (POR) is a
well‐recognized clinical challenge.

◦ Preventive therapies (e.g., thiopurines, biologics) can
reduce surgical POR.

◦ Older patients with CD are underrepresented in
clinical trials, and their postoperative management is
less clearly defined due to age‐related concerns about
treatment risks and comorbidities.

• What is new here?
◦ This large, registry‐based study from ENEIDA is the

first to specifically compare older (> 60 years) and
younger adults (18–60 years) with CD after their first
intestinal resection.

◦ It reveals that older patients receive significantly less
preventive treatment for POR despite having com-
parable recurrence rates to younger adults.

◦ Thiopurines, but not biologics, were independently
associated with reduced surgical POR in both groups.

• How can this study help patient care?
◦ It highlights a care gap in older CD patients who may

be undertreated postoperatively, potentially due to
age‐related caution rather than clinical need.

◦ The findings support reconsidering age‐based thera-
peutic hesitancy.

◦ Clinicians can use this evidence to individualize
postoperative CD management in older adults by
balancing treatment risks with the proven benefits of
recurrence prevention.
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was considered if they were started within 3 months after
surgery. Patients on combination therapy (thiopurines or
methotrexate plus anti‐TNF agents) were considered as anti‐
TNF treatment.

Surgical POR was defined as a second intestinal resection due to
disease‐related complications or refractory disease.

2.2 | Statistical Analysis

Continuous variables are expressed as mean with standard de-
viation or median and interquartile range (IQR) and are
compared using non‐parametric tests, as needed. Categorical
variables are expressed as proportions and compared by means
of the Chi‐square test. Kaplan–Meier curves were used to
evaluate the cumulative probability of surgical POR and were
compared between study groups by the log‐rank test.

To identify the predictive factors of surgical POR, variables
showing a p‐value < 0.10 in the univariate analysis were
included in a multivariate Cox regression analysis with a
stepwise selection of covariates, obtaining for each of them
their hazard ratio (HR) with its 95% confidence interval
(95% CI).

3 | Results

3.1 | Baseline Characteristics

At the time of data extraction, the registry included 69,740 IBD
patients. Among them, 3982 had a diagnosis of CD and a first
intestinal resection with ileocolonic anastomosis performed
between 2005 and 2020. Of those patients, 535 (13%) underwent
surgery when over 60 years of age and 3454 (87%) were adults
below 60 years of age (Figure 1).

The baseline characteristics of both study groups are shown in
Table 1. Patients in the older group had a significantly lower
proportion of ileocolonic disease, fistulizing disease behaviour
and perianal disease, but a higher proportion of stricturing

disease pattern. Moreover, older patients were less frequently
exposed to anti‐TNF agents prior to surgery.

The older group included 304 patients with elderly‐onset CD
and 231 with long‐lasting CD. Patients with elderly‐onset CD
were older and had a lower prevalence of ileocolonic location,
perianal disease and extraintestinal manifestations as compared
to long‐lasting disease; moreover, patients with elderly‐onset CD
had been exposed significantly more often to immunomodula-
tors but less to anti‐TNF prior to surgery than patients with
long‐lasting CD. Finally, disease duration was significantly
longer among patients with long‐lasting CD (Supporting
Information S1: Table 1a and 1b,1c).

3.2 | Main Features of the First Ileocolonic
Resection and Postoperative Management

Baseline characteristics of the index surgery are shown in
Table 2. Although disease duration at the first surgery was
longer in the older group as compared to controls, patients with
elderly‐onset CD were operated on earlier than controls and
patients with long‐lasting CD (Supporting Information S1: Ta-
bles 2a and 2b, 2c). Intestinal stenosis was the main indication
for surgery in both study groups, although the proportion of
patients operated on due to penetrating complications was
significantly higher among the control group. Finally, surgery‐
related mortality was higher in the older group.

TABLE 1 | Baseline characteristics of the patients.

Older
group

(n = 535)

Control
group

(n = 3454) p
Age at index surgery 67.6 ± 10.2 37.7 ± 13.6 < 0.0001

Male gender 259 (48) 1796 (52) 0.12

Active smokers 175 (33) 1032 (30) 0.18

Disease behaviour

Inflammatory 159 (30) 814 (24) 0.02

Stricturing 242 (45) 1270 (37) < 0.0001

Fistulizing 134 (25) 1340 (39) < 0.0001

Location

Ileal 389 (73) 2215 (64) < 0.0001

Colonic 15 (3) 72 (2) 0.28

Ileo‐colonic 127 (24) 1148 (33) < 0.0001

Perianal disease ever 77 (14) 865 (25) < 0.0001

Extraintestinal
manifestations

123 (23) 807 (23) 0.93

Familial history of IBD 76 (16) 491 (16) 0.87

Immunomodulators
exposure prior to first
surgery

366 (68) 2236 (65) 0.097

Anti‐TNF exposure
prior to first surgery

107 (20) 1599 (46) 0.001

FIGURE 1 | Study flow‐chart.

United European Gastroenterology Journal, 2026 3
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Preventive treatment for POR was prescribed in 32% of patients
in the older group and in 51% of patients in the control group
(p < 0.0001). Both thiopurines and anti‐TNF agents were pre-
scribed significantly more often in the control group (Table 2).
Moreover, no differences were observed in the proportion of
patients starting preventive treatment with thiopurines or anti‐
TNF agents when long‐lasting and elderly‐onset CD groups
were compared (Supporting Information S1: Table 2a).

3.3 | Surgical Postoperative Recurrence

Median follow‐up after the index surgery was significantly
shorter in the older group (65.5 ± 56.1 vs. 80.9 ± 56 months;
p < 0.0001). At the end of follow‐up, a total of 94 patients
(17.5%) in the older group and 627 (18.2%) in the control group
developed surgical POR (p = 0.74), leading to an incidence of
surgical recurrence of 0.002 patients‐years in both groups.
Figure 2 shows the rates of surgical POR‐free survival. Despite
the differences regarding POR prevention, the cumulative risk
of surgical POR was 3.2%, 5.3% and 10.1% in the older group and
3.6%, 6.6% and 14.2% in the control group at 3, 5 and 10 years,
respectively (log‐rank p = 0.093).

In the Cox regression analysis, only preventive treatment with
thiopurines was associated with a lower risk of surgical POR in
the whole cohort (Table 3).

4 | Discussion

It has been reported that, despite the evidence of a milder
phenotype in elderly‐onset CD [22, 24], the rates of surgery and
hospitalization in these patients are similar to those of adult‐
onset CD [21–23]. Therefore, the notion of a ‘less aggressive
phenotype’ remains uncertain, and further studies are needed to
clarify whether these observed differences reflect disease biology
or treatment patterns. Furthermore, relying only on reoperation
to define surgical POR in older patients may introduce bias.
Frailty, comorbidities, or patient preference could reduce the
likelihood of undergoing a second resection, potentially under-
estimating the ‘true’ POR rate in this group. Conversely, the
shorter time from diagnosis to surgery observed in elderly‐onset
CD may reflect a lower surgical threshold, which could lead to
an overestimation of POR when using surgical endpoints alone.

TABLE 2 | Main characteristics at index surgery in older and control
study groups.

Older group
(n = 535)

Control
group

(n = 3454) p
Age at surgery 67.6 ± 10.2 37.7 ± 13.6 < 0.0001

Indication of surgery

Intestinal stricture 246 (46) 1290 (37) < 0.0001

Penetrating
complications

103 (19) 1020 (29) < 0.0001

Refractoriness 94 (17.5) 654 (19) 0.45

Other 92 (17) 490 (14) 0.02

Time since CD
diagnosis, months

114.6 ± 128.7 93.2 ± 97.2 < 0.0001

Prevention for POR

Thiopurines 109 (20) 1104 (32) < 0.0001

Anti‐TNF agents 66 (12) 648 (19) < 0.0001

Surgical POR 94 (17.5) 627 (18) 0.74

Median follow‐up
from index surgery,
months

65.5 ± 56.1 80.9 ± 56.0 < 0.0001

Mortality rate 2 1 0.049

FIGURE 2 | Cumulative probability of remaining free of surgical POR.

4 United European Gastroenterology Journal, 2026
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In the present study, which focussed on patients with CD un-
dergoing a first intestinal resection, we observed a different
disease pattern and location in older patients compared with
controls, suggesting that additional factors, such as a higher risk
for severe drug‐related adverse effects, may play a role in the
therapeutic approach in older patients. In this scenario, surgery
represents a cornerstone in CD management for patients who
are unable to tolerate medical treatment or for whom such
treatments failed.

In addition, life expectancy has increased overall, and patients
diagnosed with CD at a young age are also reaching older age
and physicians are therefore increasingly facing the challenge
of managing older CD patients with elderly‐onset and long‐
lasting disease. Data regarding surgery in elderly‐onset CD
patients compared with long‐lasting CD patients are not yet
available. In our study, we observed differences in manage-
ment regarding exposure to immunomodulators and biological
agents prior to surgery, with a higher prescription of these
therapies in long‐term CD patients compared with elderly‐
onset CD patients.

As expected, and as previously reported [28], the time from
diagnosis of CD to surgery was shorter in the older group than
for controls due to an earlier first resection in elderly‐onset CD

patients. A shorter time between disease onset and first surgery
is presumed to be related to the need for excluding malignancy
[29, 30].

Regarding postoperative management, Spanish guidelines for
the management of postoperative CD published in 2017 rec-
ommended preventive treatment for POR with thiopurines or
anti‐TNF in high‐risk patients [30]. In our cohort, only half of
patients in the control group started preventive treatment for
POR and this figure was significantly lower in the older group;
although this may have been due to safety concerns regarding
older patients, the higher proportion of surgery for intestinal
stenosis among older patients may also have played a role in
decision‐making. Conversely, the proportion of patients starting
preventive treatment for POR was similar in patients with long‐
lasting and elderly‐onset CD, suggesting that age rather than
disease duration is the main decision‐making driver in this
population. Of note, despite a different strategy for POR pre-
vention, no differences in the surgical POR rates were observed
between older patients and controls, with 10%–15% likelihood of
a second intestinal resection within 10 years. Of course, our data
highlight the need for a similar preventive monitoring post-
operative strategy in older and younger patients.

Age is not considered a risk factor of POR [4, 31], but the impact
of older age has not been specifically addressed in the post-
operative setting and no specific data on the risk of endoscopic
POR in the elderly are available from randomized controlled
trials (RCT). In fact, in the largest RCT published to date
assessing the efficacy of biological agents and thiopurines in the
postoperative setting, the median age of patients was 36 years
[32]. However, a recent study evaluated the accuracy of the
criteria defining a high risk of endoscopic POR as defined by
different IBD societies to predict the incidence of endoscopic
POR in a retrospective cohort [33] and found that older
age at diagnosis (as defined by the Montreal classification group
A3 ‐> 40 years) was significantly associated with a 3‐fold in-
crease in the odds of endoscopic POR [33].

Controversial data are available regarding clinical POR. The
first study assessing clinical POR in older adults showed that
the risk of clinical recurrence after intestinal resection was five
times less in patients over the age of 50 years [34]. Similarly,
another study performed in the pre‐biological era assessed
clinical recurrence after bowel resection in 98 patients with
CD over 40 years of age compared with 347 younger adults,
and found that recurrence was less common among the older
patients; however, when clinical POR did occur, time to
recurrence was significantly shorter in older patients [29]. A
recent but small and retrospective Italian study showed similar
rates of clinical POR between patients over and below 65 years
of age [35].

Data are also scarce and controversial regarding surgical POR.
In an older study of surgical POR in a cohort of 101 patients, age
was not a risk factor for surgical POR [36]. Conversely, O'Keefe
et al. showed a lower surgical POR rate in the elderly [37] and a
more recent Italian study in 1050 CD patients grouped into four
age groups showed that age at surgery was an independent risk
factor for surgical POR, with a greater risk for younger pa-
tients [38].

TABLE 3 | Risk factors for surgical postoperative recurrence.

Multivariate analysis

HR (95% CI)
p‐

value
Female gender 0.85

(0.69–1.05)
0.127

Penetrating behaviour 4.44
(0.62–31.86)

0.138

Inflammatory disease behaviour 4,82
(0.67–35.27)

0.115

Stricturing disease behaviour 4.17
(0.58–29.94)

0.155

Perianal disease prior to surgery 0.98
(0.78–1.24)

0.9

Surgery for intestinal stricture 1.10
(0.85–1.42)

0.45

Surgery for penetrating
complication

0.97
(0.88–1.06)

0.54

Anti‐TNF exposure prior to
surgery

1.04
(0.84–1.29)

0.68

Prevention with
immunomodulators

0.78
(0.62–0.98)

0.032

Prevention with anti‐TNF 1.04
(0.79–1.37)

0.77

Older group (vs. Controls) 1.07
(0.14–8.25)

0.94

Elderly long‐lasting CD (vs.
Controls)

0.62
(0.08–4.45)

0.64

Elderly‐onset CD (vs. Controls) 0.68
(0.08–5.56)

0.72

United European Gastroenterology Journal, 2026 5
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Themain strengths of the present study are its sample size, since it
is the largest published to date with the aim of assessing surgical
POR in older patients and uses an objective, strong endpoint such
as surgical POR. Moreover, we provide data for the first time
comparing the postoperative management of CD in elderly‐onset
long‐lasting disease. Nonetheless, we are aware of several limi-
tations. Firstly, due to its retrospective design, no data on clinical
or endoscopic PORwere available. In fact,we focussed on surgical
POR in order tominimize the bias related to the unavailability of a
standardized definition of clinical POR. Secondly, no data on
comorbiditieswere available.Weare aware that comorbidities are
one of the main drivers for therapeutic decision‐making in older
adults and that conclusions must therefore be drawn with
caution. Third, postoperative management was heterogeneous
and relied on the discretion of the treating physician, introducing
an important bias that might impact surgical POR. Finally, at the
time data were extracted from the registry, the use of ustekinu-
mab and vedolizumab in this cohort was negligible.We are aware
that these drugs are increasingly used in older patients instead of
anti‐TNF agents, and this might change the long‐term outcomes
in the postoperative setting.

In conclusion, older patients with CD are less often preventively
treated with immunomodulators or biologicals after a first in-
testinal resection, regardless of the duration of the disease.
However, they develop surgical POR as often as younger adult
patients, with a cumulative probability of surgical POR of 10%
10 years after the index surgery.
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