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Abstract: Background/Objectives: This study examines how demographics and treatment approaches differ
between adults with Ulcerative Colitis (UC) and Crohn’s Disease (CD) in two age groups: those diagnosed at 60
years or older and those diagnosed between 18 and 60 years. Methods: A retrospective study was performed to
examine and contrast the clinical profiles and therapeutic approaches of patients diagnosed within the period
spanning June 1993 to February 2023. Demographic, clinical, and therapeutic data were evaluated for both UC
and CD groups across the two age categories. Patients were categorized into older-onset (=60 years) and
younger-onset (18-60 years) groups. Results: The study cohort comprised 1245 patients, including 56 older-onset
adults (4.5%, 73% male) and 1189 younger-onset adults (95.5%, 58% male). The median duration of follow-up
was 11 years. Ulcerative colitis was significantly more prevalent among the older-onset group, with a rate of
69.6% (p=0.002). Active smokers were more frequent in the younger-onset group (23%, p=0.003). A family history
of IBD was less common in the older-onset group (4% vs. %13, p=0.037). Thiopurine usage was more frequent in
the younger-onset group (32.9% vs. 16.1%, p=0.008). Biological experience was less common in the older-onset
group (26.8% vs. %49.3, p=0.001). No notable differences were observed between the older-onset and younger-
onset groups regarding UC extension, CD location, disease behavior, or perianal involvement. Conclusions:
Older-onset patients differ significantly from younger-onset patients in terms of clinical presentation and
therapeutic approaches. The lower use of thiopurines and biological agents in older-onset patients may reflect
concerns about drug-related risks. Customized therapeutic approaches are essential to enhance outcomes for

this patient population.
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1. Introduction

Inflammatory bowel disease (IBD), comprising Crohn’s disease (CD) and ulcerative colitis (UC),
represents a chronic inflammatory condition of the gastrointestinal tract with an uncertain etiology,
often linked to genetic predispositions, environmental influences, and irregular immune responses to gut
microbiota [1]. As global populations age, the incidence of older-onset IBD is expected to rise significantly,
alongside increases observed across all age groups, including both children and the elderly [2].

The phenotype and progression of IBD appear to vary based on the age at disease onset. Early
in the disease course, severe episodes are more common, indicating that older-onset patients might
necessitate tailored management approaches to account for age-associated physiological alterations

© 2024 by the author(s). Distributed under a Creative Commons CC BY license.
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and differences in treatment tolerance [3]. However, many existing studies fail to clearly delineate
between these age groups, with conflicting findings regarding the severity of disease progression in
later-onset IBD patients [4,5]. While some suggest milder disease progression in older individuals,
others highlight worse outcomes or more aggressive complications [6].

With increasing reliance on early therapeutic interventions such as biologics or combination
therapies, understanding age-specific disease progression is critical. Older patients often exhibit
reduced tolerance to immunosuppressive regimens due to heightened vulnerability to infections and
malignancies, necessitating a balance between the potential risks of aggressive treatment and the
benefits of disease control [7,8]. Further investigations into the demographic, clinical, and therapeutic
characteristics of older-onset IBD are essential to develop tailored treatment protocols that align with
their unique needs.

This study seeks to address these knowledge gaps by analyzing critical differences in
demographics and management strategies between older-onset and younger-onset IBD patients,
offering essential insights to guide age-specific clinical practices.

2. Materials and Methods

2.1. Study Population

This retrospective analysis includes data from patients diagnosed with UC or CD at a tertiary
referral center between June 1993 and February 2023. Patients were eligible for inclusion if they had
a confirmed diagnosis of UC or CD and were 18 years or older at the time of diagnosis. Patients with
indeterminate colitis or those who were unable to provide written informed consent were excluded
from the study due to the limited number in these groups

2.2. Variables

The study collected demographic and IBD characteristics from electronic medical records,
including age, sex, weight, height, prodromal time, type of disease, disease duration, extraintestinal
manifestations, current and previous IBD medications, IBD-related hospitalization, and previous
IBD-related surgery. Disease behavior and location were classified according to the Montreal
Classification to ensure consistency across data points. Clinical disease activity was measured using
the partial Mayo score for UC and the Crohn’s Disease Activity Index (CDAI) for CD. Laboratory
values (hemoglobin, albumin, and C-reactive protein [CRP]) were extracted from the electronic
medical record if tests had been performed within three months of baseline.

2.3. Outcomes

The aim of this study was to investigate the differences between UC and CD in terms of disease
behavior, site of involvement, prodromal period, change in disease type according to gender, need
for hospitalization, history of surgery, extraintestinal manifestations, choice of medical treatment,
and use of biological agents in older and younger patients. The study did not include patients under
the age of 18. Patient age was categorized into two groups: younger-onset (18-60 years) and older-
onset (=60 years).

2.4. Ethical Considerations
This retrospective study was approved by the Ethical Committee of Ankara City Hospital (E2-
24-6116) and there were no conflicts of interest or sponsors of this analysis.

2.5. Statistical Analysis

Descriptive statistics are shown as number (n) and percentage (%) for qualitative data. For
quantitative data, mean and standard deviation were given for normally distributed data, and
median and minimum-maximum values (Inter Quantile Range [IQR]) were given for non-normally
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distributed data. Intergroup comparisons of categorical variables were made by Pearson Chi-square
or Fischer's exact test. Mann-Whitney U test was used for the comparison of continuous variables in two
independent groups because the assumption of normal distribution was not fulfilled. Type 1 margin of
error (alpha) was accepted as 0.05 for all statistics. SPSS version 29.0 was used for data analysis.

3. Results

3.1. Patient Characteristics

A total of 1245 adult patients diagnosed with IBD between June 1993 and February 2023 were
included in this study. The study included 618 (49.7%) patients with UC and 627 (50.3%) patients
with CD. 39 of 618 (6.3%) patients with UC and 17 of 627 (2.7%) patients with CD were diagnosed
with older-onset IBD. The prevalence of UC was higher in the older-onset group compared to the
younger-onset group (69.6% vs. 48.7%) (p=0.002). The mean age at diagnosis for all patients with
older-onset IBD was 71.5 years (range 61-95 years) and 46 years (range 18-84 years) for all younger-
onset IBD. The mean ages at diagnosis in patients with older-onset UC and CD were 72 and 71 years,
respectively. The mean ages at diagnosis in the younger-onset UC and CD groups were 49 and 43
years, respectively.

Disease duration was lower in the older-onset groups of total IBD, UC, and CD (6 vs. 11 years, 6
vs. 12 years, and 6 vs. 11 years, respectively; p<0.001, p<0.001, p=0.02). The time between the first
symptoms of IBD and IBD diagnosis, defined as prodromal time, was similar in all groups and there
was no statistically significant difference. The proportion of male patients was higher than that of
female patients with IBD (766, 61.5% vs. 479, 38.5%), UC (395, 64% vs. 223, 36%), and CD (371, 59%
vs. 256, 41%). A higher proportion of male patients was similar in the subgroups of older-onset
patients (73%, 79%, and 59%) and younger-onset patients (58%, 63%, and 59%) for total IBD, UC, and
CD, respectively.

The number of cigarette smokers was significantly lower in the older-onset CD group (2, 12%)
than in the younger-onset CD group (202, 33%) (p=0.04). There was no statistically significant
difference in cigarette smokers/nonsmokers between older-onset and younger-onset IBD and UC
patients. A family history of IBD was significantly lower in the older-onset group of patients with
IBD and UC (p=0.03, p=0.04). The BMI was significantly higher in the older-onset CD group than in
the younger-onset CD group (p=0.02). Previous major abdominal surgeries were reported in 484 of
1245 (38.9%) patients with IBD, 97 of 618 (15.7%) patients with UC, and 387 of 627 (61.7%) patients
with CD. There was no statistically significant difference in prior major abdominal surgery between
the older-onset and younger-onset groups of total IBD, UC, and CD patients.

3.2. Disease Extent, Localization, and Behavior

Of the 618 patients with UC, 59 (9.5%) had proctitis, 305 (49.4%) had left-sided colitis, and 254
(41.1%) had extensive colitis. Six of the 39 patients with older-onset UC were diagnosed with proctitis
(15.4%), 17 had left-sided colitis (43.6%), and 16 had extensive colitis (41%). Among the younger-
onset UC patients, 53 of 579 (9.2%) had proctitis, 288 (49.7%) had left-sided colitis, and 238 (41.1%)
had extensive colitis. There was no statistically significant difference in disease extension between
older- and younger-onset UC patients.

Crohn’s disease was diagnosed in 627 patients, with ileal (269, 43%), colonic (82, 13%), ileo-
colonic (272, 43.4%), and upper Gl involvement (4, 0.6%). Among the CD patients, non-stenosing non-
penetrating disease was found in 469 (75%), stenosing disease in 54 (9%), penetrating disease in 105
(16%), and perianal disease in 205 (32.7%) patients. Nine of the 17 patients with older-onset CD had
ileal disease (52.9%), one had colonic CD (5.9%), five had ileo-colonic CD (29.4%), and two had upper
gastrointestinal (GI) involvement (11.8%). Twelve of the 17 patients with older-onset CD had non-
stenosing non-penetrating disease (70.6%), stenosis in 4 (23.5%), penetrating disease in 1 (5.9%), and
perianal disease in 3 (17.6%). Of the 610 younger-onset CD patients, 260 had ileal disease (42.9%), 81
had colonic CD (13.1%), 267 had ileo-colonic CD (43.4%), and two had upper Gl involvement (0.6%).


https://doi.org/10.20944/preprints202412.2642.v1

Preprints.org (www.preprints.org) | NOT PEER-REVIEWED | Posted: 31 December 2024 d0i:10.20944/preprints202412.2642.v1

4 of 10

Of the 610 younger-onset CD cases, 457 had non-stenosing non-penetrating disease (74.8%), 49 had
stenosis (8.5%), 104 had penetrating disease (16.7%), and 202 had perianal disease (32.7%). There was
no statistically significant difference in disease location and behavior among older- and younger-
onset CD patients.

3.3. Extra-Intestinal Manifestations

Extra-intestinal manifestations were observed in 624 of the 1245 IBD patients (50%). Peripheral
arthralgia was the most common extra-intestinal manifestation (390, 62.5%). Aphthous ulcer (242,
38.7%), back pain (210, 33.7%), peripheral arthritis (107, 17.1%), ankylosing spondylitis (69, 11%),
sacroiliitis (31, 5%), thromboembolism (31, 5%), erythema nodosum (27, 4%), primary sclerosing
cholangitis (21, 3%), osteoporosis (21, 3%), uveitis (16, 2.5%), pyoderma gangrenosum (9, 1.4%), and
episcleritis (5, 0.8%) were other extra-intestinal manifestations detected in IBD patients.

Twelve of 39 (30.8%) older-onset UC patients had at least one extra-intestinal manifestation, with
peripheral arthralgia being the most common (6, 15%). Among the younger-onset UC patients, 272
of 579 (47%) had at least one extra-intestinal manifestation, with peripheral arthralgia being the most
common (168, 29%). Extra-intestinal manifestations and aphthous ulcers were significantly lower in
the older-onset UC group (p=0.04, p=0.02 respectively).

Six of 17 (35.3%) older-onset CD patients had at least one extra-intestinal manifestation, with
peripheral arthralgia and back pain being the most common (4, 24%). Among the younger-onset CD
patients, 334 of 610 (54.8%) had at least one extra-intestinal manifestation, with peripheral arthralgia
being the most common (212, 34.7%). There was no statistically significant difference between the
older- and younger-onset CD patients with respect to extra-intestinal manifestations and subgroups.

3.4. Medical Treatments

Thiopurine and mesalamine treatments were the most preferred treatment in all IBD patients
(400, 32%; 417, 33.5% respectively). Other conventional treatments included budesonide (335, 27%),
corticosteroids (75, 6%), sulfasalazine (53, 4%), and methotrexate (51, 4%) in descending order.
Thiopurine usage was higher in younger-onset patients (391, 32.9%) compared to older-onset patients
(9, 16.1%) (p=0.008). There was no difference between the older- and younger-onset groups in terms
of other conventional medications for all patients with IBD. In patients with UC, mesalamine was the
most used treatment (130, 21%). Other conventional treatments included corticosteroids (125, 20%),
thiopurine (107, 17.3%), sulfasalazine (10, 1.6%), and methotrexate (5, 0.8%). Thiopurine and
mesalamine treatments were the most preferred in CD patients (293, 46.7%; 287, 45.7% respectively).
Other conventional treatments included budesonide (212, 33.8%), corticosteroids (73, 11.6%),
methotrexate (46, 7%), and sulfasalazine (27, 4.3%) in descending order. Thiopurine and mesalamine
treatments were significantly lower in the older-onset CD group (p=0.003, p=0.004). There was no
difference between the older-onset and younger-onset groups in terms of the use of other
conventional medications for UC and CD.

Biological treatment was administered to 601 of the 1245 (48.2%) patients with IBD: 390 (31.3%)
were treated with adalimumab, 374 (30%) with infliximab, 117 (9.3%) with vedolizumab, 82 (6.5%)
with ustekinumab, and 31 (2.4%) with certolizumab. At least one biological experience was less common
in the older-onset group (15, 26.8%) compared to the younger-onset group (586, 49.3%) (p=0.001). The two
most frequently used biological therapies were adalimumab (older-onset 6, 10.7%; younger-onset 384,
32.8%) (p=0.001) and infliximab (older-onset 15, 26.8%; younger-onset 586, 49.3%) (p=0.02).

Of the 618 patients with UC, 168 (27.1%) were treated with biological agents. Infliximab was the
most used agent (105, 17%). Other biological agents included adalimumab (97, 15.7%), vedolizumab (42,
6.8%), ustekinumab (14, 2.2%), and certolizumab (3, 0.5%). Vedolizumab treatment was significantly
higher in the older-onset UC group (older-onset 6, 15.4%; younger-onset 36, 6.2%) (p=0.04).

Of the 627 patients with CD, 433 (69%) were treated with biological agents. Adalimumab was
the most used agent (293, 46.7%). Other biological agents included infliximab (269, 43%),
vedolizumab (75, 12%), ustekinumab (69, 11%), and certolizumab (28, 4.5%) in descending order. The
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total biological treatments (older-onset 4, 23.5%; younger-onset 429, 70.3%), infliximab (older-onset
3, 17.6%; younger-onset 266, 43.6%), and adalimumab (older-onset 62, 11.8%; younger-onset 291,
47.7%) treatments were lower in the older-onset group (p<0.001, p=0.03, p=0.003 respectively).

Steroid dependence was detected in 553 of 1245 (44.4%) IBD patients, 7 of 618 (1.1%) UC patients,
and 311 of 627 (49.6%) CD patients. There was no difference in steroid dependence between the older-
onset and younger-onset groups. Steroid resistance was detected in 34 of 1245 (2.7%) patients with IBD,
20 of 618 (3.2%) patients with UC, and 14 of 627 (2.2%) patients with CD. Steroid resistance was
significantly higher in the older-onset UC group (older-onset 4, 10.3%; younger-onset 16, 2.8%) (p=0.03).

Immunomodulator (IM) resistance was detected in 417 of 1245 (33.5%) IBD patients, 103 of 618
(16.6%) UC patients, and 314 of 627 (50%) CD patients. IM resistance was lower in the older-onset CD
group (older-onset 4, 23.5%; younger-onset 310, 50.8%) (p=0.03). IM side effects were detected in 194
of 1245 (15.6%) patients with IBD (148 thiopurine, 46 methotrexate), 49 of 618 UC (8%) patients (47
thiopurine, 2 methotrexate), and 143 of 627 (22.8%) CD patients (101 thiopurine, 42 methotrexate).
There was no difference between older-onset and younger-onset groups for IM side effects

3.5. Disease Severity and Baseline Laboratory Tests

The baseline Crohn's Disease Activity Index (CDAI) for CD was 302 in the older-onset group
and 297 in the younger-onset group. The baseline MAYO total score was 9 in both older-onset and
younger-onset groups. Baseline partial MAYO scores were 7 in both older-onset and younger-onset
groups. There was no difference in disease severity scores between the older-onset and younger-
onset groups.

Baseline hemoglobin (Hb) levels were 12.6 mg/dL in the older-onset group and 13 mg/dL in the
younger-onset group of IBD patients. Baseline Hb levels were 13 mg/dL in the older-onset group and
12.9 mg/dL in the younger-onset group of UC patients. Baseline Hb levels were 12.4 mg/dL in the
older-onset group and 13 mg/dL in the younger-onset group of CD patients. There was no difference
between the older-onset and younger-onset groups in laboratory tests.

All results summarized in Table 1.

Table 1. Demographic characteristics of adult non-geriatric and geriatric patients with IBD.

Total, n=1245 (100%) UG, n= 618(50.7%) CD, n= 627 (50.3%)
Older-onset Younger-onset Older-onset UC Youn%eé—onset Older-onset Younger-onset CD

n=56 (4.5%) n=1189 (95.5%) n=39(6.3%) CD n=17(2.7%)  n=610(97.3%)

n=579(93.7%)
Age at onset of IBD (median

715 46 72 49 71 13
years)
Total disease duration (median 6 110 6 1o 6 11
years)
Prodrom (median months) 3 4 2 1 7 11
15Q7%)/ 464 (42%) / 8(21%)/ 215(%37)/ 7(41%)/ 249(%A1)/
Female / Male 41 (73%) 725 (58%) 31(%79) 364(%63)" 10(59%) 361(59%)
Smokers
Current smoker 6 (10%) 277 (23%) 4(10%) 75(13%) 2(12%) 202(33%)
Ex-smoker 29 (52%) 368 (31%) 20(51%) 206(%36) 9(53%) 162(27%)
Non-smoker 21 (38%) 544 (46%) 15(39%) 298(%51) 6(35%) 246(40%)]
Family history of IBD 2 (4%) 155 (13%) 1(2.6%) 80 (13.8%)¢ 1(5.9%) 75 (12.3%)
Prior major a:‘:j/”;‘mal SUIBEY 20 (35.7%) 464 (39%) 8 (20.5%) 89 (15.4%) 12 (70.6%) 375 (61.5%)
0
Hospitalization at the time of o o o o o o
Hingmosiam (%) 13(232%)  422(355%) 5 (12.8%) 142 (24.5%) 8 (47.1%) 280 (45.9%)
HOSP“"‘I‘?;%OE (f;r)rel"‘ted 0 23@11%)  571(d8%)  14(35.9%) 184 (318%) 9 (52.9%) 387 (63.4%)
()
Body Mass Index (BMI) 25 24 245 25 29 23%
39 (69.6%)/ 579 (48.7%) /
UC/Crohn 17 (304%) 610 (51.3%)
UC (Disease extension)
Proctitis 6(154%) 53 (9.2%) 6 (15.4%) 53 (9.2%)
Left Site 17 36%) 288 (49.7%) 17 (43.6%) 288 (49.7%)
Extensive 16 (41%) 238 (41.1%) 16 (41%) 238 (41.1%)

CD (Disease location)
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Ileal (L1) 9 (52.9%) 260 (42.9%) 9 (52.9%) 260 (42.9%)
Colonic (L2) 1 (5.9%) 81 (13.1%) 1 (5.9%) 81 (13.1%)
Tleo-colonic (L3) 5(29.4%) 267 (43.4%) 5(29.4%) 267 (43.4%)
Upper GI disease (L4) 2(11.8%) 2 (0.6%) 2(11.8%) 2 (0.6%)
CD (Disease behavior)
Inflammatory disease (B1) 12 (70.6%) 457 (74.8%) 12 (70.6%) 457 (74.8%)
Stenosing (B2) 4 (23.5%) 49 (8.5%) 4 (23.5%) 49 (8.5%)
Penetrating (B3) 1(5.9%) 104 (16.7%) 1(5.9%) 104 (16.7%)
CD P (Perianal disease) 3 (17.6%) 202 (32.7%) 3 (17.6%) 202 (32.7%)
Extra-intestinal manifestations 18 (32.1%) 606 (51%) 12 (30.8%) 272 (47%) £ 6 (35.3%) 334 (54.8%)
Erythema nodosum 0 27 0 11 0 16
Pyoderma gangrenous 0 9 0 3 0 6
Peripheral arthralgia 10 380 6 168 4 212
Peripheral arthritis 0 107 0 36 0 71
Back pain 9 201 5 82 4 119
Ankylosing spondylitis 1 68 1 27 0 41
Sacroiliitis 0 31 0 10 0 21
Aphthous ulcer 4 238 2 1228 2 116
Thromboembolism 0 31 0 15 0 16
Osteoporosis 2 19 2 7 0 12
Primary Sclerosing Cholangitis 2 19 2 7 0 12
Uveitis 0 16 0 6 0 10
Episcleritis 0 5 0 2 0 3
Medication (Conventional)

Thiopurine 9 (16.1%) 391 (%32.9) 7 (17.9%) 100 (17.3%) 2 (11.8%) 291 (47.7%) ™
Methotrexate 0 51 (4.3%) 0 5(0.9%) 0 46 (7.5%)
Sulfasalazine 0 53 (4.5%) 0 10 (1.7%) 0 43 (7%)

Mesalazine 10 (17.9%) 407 (34.2%) 8 (20.5%) 122 (21.1%) 2 (11.8%) 285 (46.7%) ™
Budesonide 11 (19.6%) 324 (27.2%) 9 (23.1%) 114 (19.7%) 2 (11.8%) 210 (34.4%)

Steroids 0 75 (6.3%) 0 2(0.3%) 0 73 (12%)

Cyclosporin 1(1.8%) 1(0.1%) 0 0 0 0

Biological therapy 15 (26.8%) 586 (49.3%) 11 (28.2%) 157 (27.1%) 4 (23.5%) 429 (70.3%)°

Infliximab 9 (16.1%) 365 (30.7%) 6 (15.4%) 99 (17.1%) 3 (17.6%) 266 (43.6%) P
Adalimumab 6 (10.7%) 384 (32.8%) 4 (10.3%) 93 (16.1%) 2 (11.8%) 291 (47.7%) "
Vedolizumab 6 (10.7%) 111 (9.3%) 6 (15.4%) 36 (6.2%)" 0 75 (12.3%)
Ustekinumab 1 (1.8%) 81 (6.8%) 1(2.6%) 13 (2.2%) 0 69 (11.1%)
Sertolizumab 0 31 (2.6%) 0 3(0.5%) 0 28 (4.6%)

Steroid dependence 21 (37.5%) 532 (44.7%) 1 (2.6%) 6 (1%%) 5(29.4%) 306 (50.2%)
Steroid resistance 4 (7.1%) 30 (2.5%) 4 (10.3%) 16 (2.8%)1 0 14 (2.3%)
IM resistance, n (%) 8 (14.3%) 409 (34.4%) 4(10.3%) 99 (17.1%) 4 (23.5%) 310 (50.8%)
Thiopurine side effect 7 (12.5%) 141 (11.9%) 4 (10.3%) 43 (7.4%) 3 (17.6%) 98 (16.1%)
Methotrexate side effect 2 (3.6%) 44 (3.7%) 0 2 (0.3%) 0 42 (6.9%)
Biologic resi;ta;ro;c)e/intolerance 0 15 (3%) 0 6 (1%) 0 9 (1.5%)
()
Baseline Hb (mg/L), mean (IQR) 12.6 13 13 129 124 13
Baseline Albumin (g/L),
median (IQR) 41 (8.75) 42 (9) 41 (11) 43 (8) 42 (10) 41(-)
Baseline CRP (mg/L),
median (IQR) 11.4 (28.7) 10.2 (26.9) 4.8 (30.6) 9.1(24.3) 17.3 (23) 11.7 (31)
Baseline CD(%I(sD)' median 50> 2779 297 (179) 302 277) 297 (178)
Baseline MAYO Total score,
mean (SD) ? ? ? ?
Baseline MAYO Partial score, ” ” ” ”
mean (SD)

Duration of disease was significantly lower in older-onset groups of total patients, UC and CD (p2<0.001, p><0.001,
p=0.02). Family history of IBD were significantly lower in older-onset groups of total patients and UC (p9=0.03,
p°e=0.04). Extra-intestinal manifestations and aphthous ulcer were significantly lower in older-onset group of UC
(p™=0.04, p8=0.02). Vedolizumab treatment was significantly higher in older-onset groups of UC (p"=0.04). Steroid
resistance was significantly higher in older-onset groups of UC (p'=0.03). Cigaratte smokers was significantly
lower in older-onset group of CD (pi=0.04). BMI was significantly higher in older-onset groups of CD (p*=0.02).
Thiopurine and mesalazine treatment was significantly lower in older-onset groups of CD (p™=0.003, p"=0.004).
Total biological treatments, Infliximab and Adalimumab treatments were lower in older-onset group of CD

(p°<0.001, pr=0.03, p=0.003). Inmunmodulator resistance was lower in older-onset group of CD (p*=0.03).
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4. Discussion

This study provides valuable insights into the demographic and management differences
between older-onset and younger-onset IBD patients, emphasizing the need for age-specific
treatment strategies. The findings reveal significant variations in disease characteristics, treatment
patterns, and clinical outcomes between these groups, highlighting the need for tailored approaches
to manage older-onset IBD patients effectively.

The literature reveals variations in the epidemiology of IBD, with some studies finding no
significant differences in incidence, while others report that either UC or CD is more prevalent among
the elderly population [9,10]. Our study found a higher prevalence of UC among older-onset patients
compared to younger-onset patients. This aligns with existing literature indicating that UC is more
common in older adults [11], possibly due to the cumulative effects of environmental factors and
improved diagnostic techniques over time. The gender distribution showed a higher proportion of
male patients in both older-onset and younger-onset groups, consistent with global patterns in IBD
epidemiology. The higher prevalence of UC in older-onset patients may reflect cumulative
environmental exposures, diagnostic delays, or age-related immune changes.

The relationship between smoking and IBD has been studied for a long time, and it has been
found to have different effects on both CD and UC [12-14]. A significantly lower prevalence of active
smokers was observed among older-onset CD patients compared to their younger counterparts. This
difference may reflect age-related cessation trends or a protective effect against CD development in
older individuals who quit smoking. Additionally, the study noted a significantly lower family
history of IBD in older-onset patients. The reduced family history of IBD in older-onset patients
suggests that environmental factors might play a more dominant role in disease onset compared to
genetic [15].

Older-onset IBD patients exhibited distinct clinical presentations and complications [16,17]. Our
study demonstrated that there were no significant differences in disease extension between patients
with older-onset and younger-onset UC. Conversely, patients with older-onset CD were more likely
to exhibit ileal disease and a non-penetrating, non-stenosing disease behavior. These findings
emphasize the need for tailored diagnostic and therapeutic approaches based on the age of onset.

Extra-intestinal manifestations (EIMs) are common in patients with IBD, affecting a significant
portion of those with both CD and UC. These manifestations often involve systems such as the
musculoskeletal, dermatological, hepatobiliary, and ocular systems, leading to complications that can
impact patients' quality of life even beyond their intestinal symptoms. The prevalence and
presentation of EIMs can vary based on age at onset, disease type, and geographical factors.

In younger IBD patients, EIMs are more frequently observed, with peripheral arthritis,
ankylosing spondylitis, and primary sclerosing cholangitis (PSC) being relatively common. However,
studies suggest that older-onset IBD patients generally exhibit a lower frequency of EIMs. This
reduction could be attributed to age-related immune changes, such as immunosenescence, which
potentially leads to a less active systemic immune response in older patients. Additionally, different
disease courses and treatment approaches for older individuals may influence the occurrence of these
manifestations [18]. The study found that while EIMs remain a notable aspect of IBD, their frequency
is somewhat reduced in older-onset patients compared to their younger counterparts. This
observation aligns with other research suggesting that the immune response in older adults may lead
to fewer systemic complications, thus reducing the risk of developing EIMs.

This data underlines the importance of a tailored clinical approach for older IBD patients,
considering not only intestinal symptoms but also the lower risk and different profile of EIMs.
Recognizing these age-related differences can aid clinicians in better managing older patients by
prioritizing intestinal health while carefully monitoring for potential but less frequent EIMs.

The treatment landscape for older-onset IBD patients revealed significant variations compared
to younger-onset patients. The lower use of thiopurines and biologics among older-onset patients
may reflect concerns about the increased risk of infections and malignancies, necessitating a cautious
therapeutic approach [7]. Despite these differences, mesalamine remained the most prescribed
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medication across all age groups for UC, underscoring its established role in maintaining remission
with a favorable safety profile [19]. The widespread use of mesalamine across all age groups
underscores its safety profile and established role in maintaining remission, particularly in UC.

These findings indicate that older-onset IBD patients require different clinical approaches to
balance the benefits of aggressive treatment against the risks of adverse effects. The necessity for age-
specific guidelines and more extensive clinical trials, including older patients, is paramount to better
understand the safety and efficacy of various treatment modalities in this group. Future research
should focus on longitudinal studies to assess the long-term impact of different treatment approaches
in older adults with IBD.

In conclusion, our findings highlight the importance of personalized treatment strategies and
age-specific guidelines to enhance the quality of care and outcomes for the growing population of
older-onset IBD patients. Further research and inclusion of older patients in clinical trials are essential
to develop effective treatment strategies and improve the quality of life for this population. By
understanding and addressing the unique needs of older-onset IBD patients, healthcare providers
can ensure comprehensive and effective management of this increasingly prevalent group.

5. Conclusions

This study highlights significant differences in the demographics, disease characteristics, and
treatment patterns between older-onset and younger-onset IBD patients. Older-onset patients present
unique challenges, including a higher prevalence of UC, lower rates of family history and smoking,
distinct disease behavior, and reduced usage of aggressive treatments such as thiopurines and
biologics. These findings emphasize the need for tailored clinical approaches and age-specific
guidelines to optimize the care and outcomes for older-onset IBD patients.
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Abbreviations

The following abbreviations are used in this manuscript:

ucC Ulcerative Colitis

CD Crohn’s Disease

IBD Inflammatory bowel disease
GI Gastrointestinal

CDAI Crohn's Disease Activity Index
BMI Body Mass Index

PSC Primary Sclerosing Cholangitis
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M Immunomodulator

Hb Hemoglobin

IQR Inter Quantile Range

CRP C-reactive protein

EIMs Extra-intestinal manifestations
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